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Appendix A: Recommendations from
NICE clinical guideline 15 (2004) that have

been amended

Recommendations are labelled [2004, amended 2015] if the evidence has not been
reviewed but:

changes have been made to the recommendation wording that change the meaning; or
NICE has made editorial changes to the original wording to clarify the action to be taken;

or

the recommendation originally only applied to type 1 diabetes in children and young
people, but has been included in the section of this guideline on type 2 diabetes as it is

applicable to this population.

Recommendation numbers in the table refer to the numbering in the NICE guideline.

Recommendation in 2004
guideline

The diagnosis of type 1
diabetes in children and young
people should be based on the
criteria specified in the 1999
World Health Organization
report on the diagnosis and
classification of diabetes
mellitus.[1]

The symptoms and signs of
type 1 diabetes include:
hyperglycaemia (random blood
glucose more than 11
mmol/litre), polyuria, polydipsia
and weight loss. (1.1.1.1)

Children and young people
with suspected type 1 diabetes
should be offered immediate
(same day) referral to a
multidisciplinary paediatric
diabetes care team that has
the competencies needed to

Recommendation in
current guideline

Be aware that the

characteristics of type 1

diabetes in children and

young people include:

¢ hyperglycaemia (random
plasma glucose more than
11 mmol/litre)

e polyuria

¢ polydipsia

e weight loss

e excessive tiredness. (1.1.1)

Confirm type 1 diabetes in

children and young people

using the plasma glucose

criteria specified in the World

Health Organization’s 2006

report on the diagnosis and

classification of diabetes

mellitus. (1.1.3)

Refer children and young
people with suspected type 1
diabetes immediately (on the
same day) to a
multidisciplinary paediatric
diabetes care team with the
competencies needed to

Reason for change

The WHO updated their report on
the diagnosis and classification of
diabetes in 2006.

The population has been added
to this recommendation for
clarification.

In addition, this recommendation
has been split into 2
recommendations to make it
easier to understand.
‘Symptoms and signs’ has been
replaced with ‘characteristics’ as
the guideline development group
felt this was a more accurate term
for the list of conditions in this
recommendation.

Excessive tiredness was added
at the request of stakeholders
commenting on the draft for
consultation of the 2015 update
as this is a recognised symptom
of diabetes.

‘Plasma glucose’ was added to
the second recommendation, to
make it clear that diagnosis
should be confirmed using the
WHO plasma glucose criteria and
not their HbA1c criteria.

The action was changed from
‘offer’ to ‘refer’, as the 2012 NICE
guidelines manual used to
develop this update has a specific
definition of the word ‘offer’ that
was not used when the original
2004 guideline was published.
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Diabetes (type 1 and type 2) in children and young people
Recommendations from NICE clinical guideline 15 (2004) that have been amended

Recommendation in 2004
guideline

confirm diagnosis and to
provide immediate care.
(1.1.1.2)

Consideration should be given
to the possibility of other types
of diabetes (such as early-
onset type 2 diabetes, other
insulin resistance syndromes,
maturity-onset diabetes in the
young and
molecular/enzymatic
abnormalities) in children and
young people with suspected
type 1 diabetes who:

¢ have a strong family history
of diabetes

e are obese at presentation
o are of black or Asian origin
¢ have an insulin requirement

of less than 0.5 units/kg body

weight/day outside a partial
remission phase

¢ have no insulin requirement

e rarely or never produce
ketone bodies in the urine
(ketonuria) during episodes
of hyperglycaemia

¢ show evidence of insulin
resistance (for example,
acanthosis nigricans)

e have associated features,
such as eye disease,
deafness, or another

systemic illness or syndrome.

(1.1.1.3)

Young people with type 1

diabetes should be encouraged

to attend clinics on a regular
basis (three or four times per
year) because regular
attendance is associated with
good glycaemic control.
(1.5.2.1)

Children and young people
with type 1 diabetes and their
families should be informed

Recommendation in
current guideline
confirm diagnosis and to
provide immediate care.
(1.1.2)

Think about the possibility of
type 2 diabetes in children
and young people with
suspected diabetes who:

¢ have a strong family history
of type 2 diabetes

e are obese at presentation

e are of black or Asian family
origin

e have no insulin
requirement, or have an
insulin requirement of less
than 0.5 units/kg body
weight/day after the partial
remission phase

e show evidence of insulin
resistance (for example,
acanthosis nigricans).
(1.1.5)

Think about the possibility of
types of diabetes other than
types 1 or 2 (such as other
insulin resistance
syndromes, or monogenic or
mitochondrial diabetes) in
children and young people
with suspected diabetes who
have any of the following
features:

o diabetes in the first year of
life

e rarely or never develop
ketone bodies in the blood
(ketonaemia) during
episodes of
hyperglycaemia

e associated features, such
as optic atrophy, retinitis
pigmentosa, deafness, or
another systemic illness or
syndrome. (1.1.6)

Encourage young people
with type 1 diabetes to attend
clinic 4 times a year because
regular contact is associated
with optimal blood glucose
control. (1.2.3)

Explain to children and
young people with type 1
diabetes and their family

Reason for change

This recommendation has been
split into two, as the guideline
development group felt that type
2 diabetes should be considered
separately from the rarer
conditions now that it is covered
in this guideline.

In addition, not all of the factors
listed applied to type 2 diabetes
or to the rarer conditions.
Because of this, the guideline
development group felt that
separating them into two lists
makes it clearer which factors
apply to which condition.

In the second recommendation,
maturity onset diabetes in the
young and molecular/enzymatic
abnormalities have been replaced
by monogenic diabetes and
mitochondrial diabetes to cover
diabetes more generally; diabetes
in the first year of life has been
added to cover neonatal
diabetes; the reference to ketone
bodies in the urine has been
changed to ketone bodies in the
blood to mirror the
recommendations elsewhere in
the guideline; and ‘eye’ disease’
has been replaced with ‘optic
atrophy and retinitis pigmentosa’,
as the guideline development
group felt that ‘eye disease’ was
not specific enough and could be
mistaken for diabetic retinopathy.

The recommended number of
contacts has been updated to
reflect the Paediatric Diabetes
Best Practice Tariff Criteria. In
addition, 4 clinic attendances is
standard in current clinical
practice.

An explanation has been added
to the bullet on eye examination
to make it clear this refers to
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Diabetes (type 1 and type 2) in children and young people
Recommendations from NICE clinical guideline 15 (2004) that have been amended

Recommendation in 2004
guideline

that, as for other children,
regular dental examinations[2]
and eye examinations (every 2
years) are recommended.
(1.3.5.4)

Explain to children and young
people with type 1 diabetes
and their family members or
carers (as appropriate) how to
find information about benefits
from government disability
support. (1.5.1.4)

Children and young people
with type 1 diabetes wishing to
participate in restricted sports
(such as scuba diving) should
be offered comprehensive
advice by their diabetes team.
Additional information may be
available from local and/or
national patient support groups
and organisations. (1.2.8.3)

Encourage children and young
people with type 1 diabetes not
to start smoking. (1.2.9.5)

Offer smoking cessation
programmes to children and
young people with type 1
diabetes who smoke. (1.2.9.6)

Children and young people
with type 1 diabetes and their
families should be informed

Recommendation in
current guideline
members or carers (as
appropriate) that like others
they are advised to have

e regular dental
examinations (see the
NICE guideline on dental
recall)

e an eye examination by an
optician every 2 years.
(1.2.4)

Explain to children and
young people with type 1
diabetes and their family
members or carers (as
appropriate) how to find
information about
government disability
benefits. (1.2.8)

Children and young people
with type 1 diabetes wishing
to participate in sports that
may have particular risks for
people with diabetes should
be offered comprehensive
advice by their diabetes
team. Additional information
may be available from local
and/or national support
groups and organisations,
including sports
organisations. (1.2.10)

Encourage children and
young people with type 1
diabetes not to start smoking.
See also the NICE guidelines
on preventing the uptake of
smoking by children and
young people and school-
based interventions to
prevent smoking. (1.2.13)

Offer smoking cessation
programmes to children and
young people with type 1
diabetes who smoke. See
also the NICE guidelines on
brief interventions and
referral for smoking
cessation, smoking cessation
services, harm reduction
approaches to smoking, and
smoking cessation in
secondary care. (1.2.14)
Explain to children and
young people with type 1
diabetes and their family

Reason for change

standard eye tests rather than
retinopathy monitoring.

In addition, ‘recommended’ has
been changed to ‘advised to
have’ as part of the editorial
changes to make this sentence
active.

The phrasing has been changed
to refer to government disability
benefits in general rather than
implying that a specific benefit is
applicable.

The reference to restricted sports
has been deleted because this is
no longer meaningful. The
phrasing has been changed to
emphasise that the
recommendation is about sports
that may have particular risks for
people with diabetes, and the
specific reference to scuba diving
has been deleted. The reference
to support organisations has
been amended to cover sports
organisations as well as patient
support organisations.

A reference to related NICE
guidance on prevention of
smoking in children and young
people has been added.

A reference to related NICE
guidance on smoking cessation
has been added.

This recommendation has been
updated to reflect guidance from
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Diabetes (type 1 and type 2) in children and young people
Recommendations from NICE clinical guideline 15 (2004) that have been amended

Recommendation in 2004
guideline

that the Department of Health”
recommends immunisation
against pneumococcal infection
for children and young people
with diabetes over the age of

2 months. (1.2.11.2)

Encourage children and young
people with type 1 diabetes
who are using multiple daily
insulin regimens and their
family members or carers (as
appropriate) to adjust the
insulin dose if appropriate after
each pre-meal, bedtime and
occasional night-time blood
glucose measurement.
(12.6.10)

Children and young people
with newly diagnosed type 1
diabetes should be informed
that they may experience a
partial remission phase (or
‘honeymoon period’) during
which a low dosage of insulin
(0.5 units/kg body weight/day)
may be sufficient to maintain
an HbAlc level of less than
7%. (1.1.3.1)

Children and young people
with type 1 diabetes using
insulin injection regimens
should be offered needles that
are of an appropriate length for
their body fat (short needles
are appropriate for children and
young people with less body
fat; longer needles are
appropriate for children and
young people with more body
fat). (1.2.4.2)

Children and young people
with type 1 diabetes should be
offered:

e annual foot care reviews
¢ investigation of the state of

injection sites at each clinic
visit. (1.3.5.3)

Children and young people
with type 1 diabetes and their
families should be informed

Recommendation in
current guideline
members or carers (as
appropriate) that the
Department of Health’s
Green Book recommends
immunisation against
pneumococcal infection for
children and young people
with diabetes who need
insulin or oral hypoglycaemic
medicines. (1.2.17)

Encourage children and
young people with type 1
diabetes who are using
multiple daily insulin injection
regimens and their family
members or carers (as
appropriate) to adjust the
insulin dose if appropriate
after each blood glucose
measurement. (1.2.20)

Explain to children and
young people with newly
diagnosed type 1 diabetes
and their family members or
carers (as appropriate) that
they may experience a partial
remission phase (a
'honeymoon period’) during
which a low dosage of insulin
(0.5 units/kg body
weight/day) may be sufficient
to maintain an HbA1lc level of
less than 48 mmol/mol
(6.5%). (1.2.24)

Provide children and young
people with type 1 with
insulin injection needles that
are of an appropriate length
for their body fat. (1.2.26)

Offer children and young
people with type 1 diabetes a
review of injection sites at
each clinic visit. (1.2.28)

Explain to children and
young people with type 1
diabetes and their family

Reason for change

the Department of Health’s Green
Book.

The reference to the timing of
blood glucose measurements has
been deleted because the
recommendations about blood
glucose measurements state the
minimum number of times
measurements should be made,
but not the specific timing of the
measurements.

This recommendation has been
expanded to include family
members or carers (as
appropriate), as they may also be
involved in the child or young
person’s treatment.

In addition, the target HbAlc level
has been updated to match the
new recommendations on HbAlc
target levels.

The information on what needle
length is appropriate for a child
has been deleted from this
recommendation, as the guideline
development group felt that this
was well known and did not need
defining in the recommendation.

The text on foot care has been
removed from this
recommendation, as it is covered
by the new NICE guideline on
diabetic foot care.

The text on total daily energy
intake distribution and eating 5
portions of fruit and vegetables
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Diabetes (type 1 and type 2) in children and young people
Recommendations from NICE clinical guideline 15 (2004) that have been amended

Recommendation in 2004
guideline

that they have the same basic
nutritional requirements as
other children and young
people. The food choices of
children and young people
should provide sufficient
energy and nutrients for
optimal growth and
development, with total daily
energy intake being distributed
as follows:

e carbohydrates — more than
50%

¢ protein — 10-15%

o fat — 30-35%.

The consumption of five

portions of fruit and vegetables

per day is also recommended.

Neonates, infants and pre-

school children require

individualised dietary

assessment to determine their

energy needs. (1.2.7.2)

Children and young people
with type 1 diabetes should
have their height and weight
measured and plotted on an
appropriate growth chart and
their body mass index
calculated at each clinic visit.
The purpose of measuring and
plotting height and weight and
calculating body mass index is
to check for normal growth
and/or significant changes in
weight because these may
reflect changing glycaemic
control. (1.3.5.5)

Encourage all children and
young people, including those
with type 1 diabetes, to
exercise on a regular basis
because this reduces the risks
of developing macrovascular
disease in the long term.
(1.2.8.1)

Children and young people
with type 1 diabetes and their
families should be informed
about the effects of exercise on
blood glucose levels and about
strategies for preventing
exercise-induced
hypoglycaemia during and/or
after physical activity. (1.2.8.4)

Recommendation in
current guideline

members or carers (as
appropriate) that children and
young people with type 1
diabetes have the same
basic nutritional requirements
as other children and young
people. Children and young
people’s food should provide
sufficient energy and
nutrients for optimal growth
and development. (1.2.36)

At each clinic visit for
children and young people
with type 1 diabetes measure
height and weight and plot on
an appropriate growth chart.
Check for normal growth
and/or significant changes in
weight because these may
reflect changes in blood
glucose control. (1.2.45)

Encourage all children and
young people, including
those with type 1 diabetes, to
exercise on a regular basis
because this reduces the
risks of developing
cardiovascular disease in the
long term. (1.2.47)

Explain to children and
young people with type 1
diabetes and their family
members or carers (as
appropriate) about the effects
of exercise on blood glucose
levels and about strategies
for avoiding hypo- or
hyperglycaemia during or
after physical activity.
(1.2.49)

Reason for change

per day has been removed from
this recommendation, as the
2015 recommendation 1.2.41
covers this.

In addition, the specific energy
intake levels were removed, as
these are applicable to all
children and not just those with
type 1 diabetes.

This recommendation has been
heavily edited for clarity, and the
second part of the
recommendation has been
rewritten to make it easier to
follow. The reference to
measuring BMI has been deleted
because it is not necessary to
measure this at every clinic visit.

The term macrovascular has
been changed to cardiovascular
to clarify the meaning.

The term ‘exercise-induced’ has
been removed from this
recommendation, as the guideline
development group felt that the
cause of hypoglycaemia did not
need stating here. In addition,
hyperglycaemia caused by
exercise has been added to this
recommendation, as this is also a
complication that children and
young people with type 1
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Diabetes (type 1 and type 2) in children and young people
Recommendations from NICE clinical guideline 15 (2004) that have been amended

Recommendation in 2004
guideline

Children and young people
with type 1 diabetes should be
offered testing of their HbAlc
levels two to four times per
year (more frequent testing
may be appropriate if there is
concern about poor glycaemic
control). (1.2.6.2)

Children and young people
with type 1 diabetes, their
parents and other carers
should be informed that they
should always have access to
an immediate source of
carbohydrate (glucose or
sucrose) and blood glucose
monitoring equipment for
immediate confirmation and
safe management of
hypoglycaemia. (1.3.1.1)

Parents and, where
appropriate, school nurses and
other carers should have
access to glucagon for
subcutaneous or intramuscular
use in an emergency,
especially when there is a high
risk of severe hypoglycaemia.
(1.3.1.6)

Children and young people
with mild to moderate
hypoglycaemia should be
treated as follows.

e Take immediate action.
e The first line of treatment
should be the consumption of

rapidly absorbed simple
carbohydrate (for example,

Recommendation in
current guideline

Offer children and young
people with type 1 diabetes
measurement of their HbAlc
level 4 times a year (more
frequent testing may be
appropriate if there is
concern about suboptimal
blood glucose control).
(2.2.71)

Explain to children and
young people with type 1
diabetes and their family
members or carers (as
appropriate) that they should
always have access to an
immediate source of fast-
acting glucose and blood
glucose monitoring
equipment for immediate
confirmation and safe
management of
hypoglycaemia. (1.2.78)

Family members or carers
and, where appropriate,
school nurses and other
carers should be trained and
equipped to give
intramuscular glucagon for
severe hypoglycaemia in an
emergency. (1.2.79)

Immediately treat mild to
moderate hypoglycaemia in
children and young people as
follows.

¢ Give fast-acting glucose
(for example, 10 to 20 g) by
mouth (liquid carbohydrate
may be taken more easily
than solid).

Reason for change

diabetes and their family
members or carers (as
appropriate) should be aware of.
In addition, this recommendation
has been expanded to include
family members or carers (as
appropriate), as they may also be
involved in the child or young
person’s treatment.

The recommended number of
measurements has been updated
to reflect the Paediatric Diabetes
Best Practice Tariff Criteria. In
addition, 4 clinic attendances is
standard in current clinical
practice.

The type of carbohydrate suitable
for safe management of
hypoglycaemia has been
changed from ‘glucose or
sucrose’ to ‘fast-acting glucose’,
as the guideline development
group felt this was what was
recommended in current practice.

Subcutaneous glucagon has
been removed from this
recommendation, as the guideline
development group did not think
this was used in current practice.

The recommendation has been
reworded to make it clear that
intramuscular glucagon would
only be given for severe
hypoglycaemia.

In addition, ‘have access’ has
been replaced with ‘trained and
equipped’, as the guideline
development group felt that this
was an important point that was
left out of the original
recommendation.

This recommendation has been
reworded and reordered to make
it easier to understand.

In addition, the type of
carbohydrate suitable for safe
management of hypoglycaemia
has been changed from ‘glucose
or sucrose’ to ‘fast-acting
glucose’, as the guideline
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Diabetes (type 1 and type 2) in children and young people
Recommendations from NICE clinical guideline 15 (2004) that have been amended

Recommendation in 2004

guideline
10-20 g carbohydrate given
by mouth).

e The simple carbohydrate
should raise blood glucose
levels within 5 to 15 minutes.

e Carbohydrate given in liquid
form may be taken more
easily.

¢ It may be appropriate to give
small amounts of rapidly
absorbed simple
carbohydrate frequently
because hypoglycaemia may
cause vomiting.

e As symptoms improve or
normoglycaemia is restored
additional complex long-
acting carbohydrate should
be given orally to maintain
blood glucose levels unless a
shack or meal is imminent.

¢ Additional complex long-
acting carbohydrate is not
required for children and
young people using
continuous subcutaneous
insulin infusion.

¢ Blood glucose levels should
be rechecked within 15
minutes. (1.3.1.4)

Children and young people
with severe hypoglycaemia
should be treated as follows.

¢ In a hospital setting, 10%
intravenous glucose should
be used when rapid
intravenous access is
possible (up to 500 mg/kg
body weight — 10% glucose
is 100 mg/ml).

e Outside hospital, or where
intravenous access is not
practicable, intramuscular
glucagon or concentrated
oral glucose solution (e.g.
Hypostop) may be used.

o Children and young people
over 8 years old (or body
weight more than 25 kg)
should be given 1 mg
glucagon.

e Children under 8 years old
(or body weight less than
25 kg) should be given
500 micrograms of glucagon.

Recommendation in
current guideline

¢ Be aware that fast-acting
glucose may need to be
given in frequent small
amounts, because
hypoglycaemia can cause
vomiting.

e Recheck blood glucose
levels within 15 minutes
(fast-acting glucose should
raise blood glucose levels
within 5-15 minutes) and
repeat fast-acting glucose if
hypoglycaemia persists.

e As symptoms improve or
normoglycaemia is
restored, give oral complex
long-acting carbohydrate to
maintain blood glucose
levels, unless the child or
young person is:

o about to have a snack or
meal

o receiving a continuous
subcutaneous insulin
infusion. (1.2.80)

Treat severe hypoglycaemia
in children and young people
who are in hospital and in
whom rapid intravenous
access is possible by giving
10% intravenous glucose.
Give a maximum dose of 500
mg/kg body weight
(equivalent to a maximum of
5 ml/kg). (1.2.81)

e Treat severe
hypoglycaemia in children
and young people who are
not in hospital or who do
not have rapid intravenous
access available as
follows.

e Use intramuscular
glucagon or concentrated
oral glucose solution (for
example Glucogel). Do not
use oral glucose solution if
the level of consciousness
is reduced as this could be
dangerous.

e If using intramuscular
glucagon:

Reason for change
development group felt this was
what was recommended in
current practice. The
recommendation also clarifies
that administration of fast-acting
glucose should be repeated if
hypoglycaemia persists.

This recommendation has been
reworded, reordered, and split
into 2 separate recommendations
to make it easier to understand.

The dose for children and young
people who weigh 25 kg has
been added to the
recommendation.

In addition, the action in the
section on intramuscular
glucagon and concentrated oral
glucose solution has changed
from ‘may be used’ to ‘Use’. This
is because the guideline
development group felt that these
2 were the only standard
treatment options rather than 2
options out of several, as was
suggested by the original
wording.

The reference to ‘Hypostop’ has
been changed to ‘Glucogel’, as
the guideline development group
felt that this was the preparation
commonly used in clinical
practice.
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Diabetes (type 1 and type 2) in children and young people
Recommendations from NICE clinical guideline 15 (2004) that have been amended

Recommendation in 2004
guideline

¢ Blood glucose levels should
respond within 10 minutes.

¢ As symptoms improve or
normoglycaemia is restored,
in children and young people
who are sufficiently awake,
additional complex long-
acting carbohydrate should
be given orally to maintain
blood glucose levels.

e Some children and young
people may continue to have
reduced consciousness for
several hours after a severe
hypoglycaemic episode, and
repeat blood glucose
measurements will be
required to determine
whether further glucose is
necessary.

e Medical assistance should be
sought for children and
young people whose blood
glucose levels fail to respond
and those in whom
symptoms persist for more
than 10 minutes. (1.3.1.5)

Young people with type 1
diabetes should be informed
about the specific effects of
alcohol consumption on
glycaemic control, particularly
the risk of (nocturnal)
hypoglycaemia. (1.2.9.1)

Non-adherence to therapy
should be considered in
children and young people with
type 1 diabetes who have poor
glycaemic control, especially in
adolescence. (1.4.6.1)

Diabetes care teams should be
aware that children and young
people with type 1 diabetes
have a greater risk of
emotional and behavioural
problems than other children
and young people. (1.4.1.1)

Recommendation in
current guideline

o give children and young
people over 8 years old
(or who weigh 25 kg or
more) 1 mg glucagon.

o give children under 8
years old (or who weigh
25 kg or more) 500
micrograms of glucagon.

e Seek medical assistance if
blood glucose levels do not
respond or symptoms
persist for more than 10
minutes.

e As symptoms improve or
normoglycaemia is
restored, and once the
child or young person is
sufficiently awake, give oral
complex long-acting
carbohydrate to maintain
blood glucose levels.

¢ Recheck the blood glucose
repeatedly in children and
young people who have
persistently reduced
consciousness after a
severe hypoglycaemic
episode, to determine
whether further glucose is
needed. (1.2.82)

Explain to young people with
type 1 diabetes the effects of
alcohol consumption on
blood glucose control, and in
particular that there is an
increased risk of
hypoglycaemia including
hypoglycaemia while
sleeping. (1.2.83)

Think about the possibility of
non-adherence to therapy in
children and young people
with type 1 diabetes who
have suboptimal blood
glucose control, especially in
adolescence. (1.2.87)

Diabetes teams should be
aware that children and
young people with type 1
diabetes have a greater risk
of emotional and behavioural
difficulties. (1.2.94)

Reason for change

A warning on using oral glucose
solution in children with reduced
levels of consciousness has been
added, as the guideline
development group felt that this is
being missed in clinical practice.
This was an important safety
issue and was alluded to in the
2004 recommendation but it was
not made clear that it applied at
this stage. It is vitally important
that caution is exercised when
giving Glucogel at first
presentation as this is the stage
at which reduced conscious level
is most likely to occur

The term ‘nocturnal
hypoglycaemia’ has been
changed to ‘hypoglycaemia while
sleeping’, as the guideline
development group did not think
the original term was common in
clinical practice.

The action was changed from
‘consider’ to ‘think about’, as the
2012 NICE guidelines manual
used to develop this update has a
specific definition of the word
‘consider’ that was not used when
the original 2004 guideline was
published.

This recommendation has been
amended, as the original
suggested that children and
young people with type 1
diabetes have a greater risk of
emotional and behavioural
problems than all other children
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Diabetes (type 1 and type 2) in children and young people
Recommendations from NICE clinical guideline 15 (2004) that have been amended

Recommendation in 2004
guideline

Young people with ‘brittle
diabetes’ (that is, those who
present with frequent episodes
of diabetic ketoacidosis over a
relatively short time) should
have their emotional and
psychological well-being
assessed. (1.4.6.3)

Children and young people
with type 1 diabetes and their
families should be offered
timely and ongoing access to
mental health professionals
because they may experience
psychological disturbances
(such as anxiety, depression,
behavioural and conduct
disorders and family conflict)
that can impact on the
management of diabetes and
well-being. (1.4.7.5)

Diabetes care teams should be
aware that children and young
people with type 1 diabetes, in
particular young women, have
an increased risk of eating
disorders. (1.4.3.1)

Diabetes care teams should be
aware that children and young
people with type 1 diabetes
who have eating disorders may
have associated problems of
persistent hyperglycaemia,
recurrent hypoglycaemia
and/or symptoms associated
with gastric paresis. (1.4.3.2)

Recommendation in
current guideline

Assess the emotional and
psychological wellbeing of
young people with type 1
diabetes who present with
frequent episodes of diabetic
ketoacidosis (DKA). (1.2.96)

Offer children and young
people with type 1 diabetes
and their family members or
carers (as appropriate) timely
and ongoing access to
mental health professionals
with an understanding of
diabetes because they may
experience psychological
problems (such as anxiety,
depression, behavioural and
conduct disorders and family
conflict) or psychosocial
difficulties that can impact on
the management of diabetes
and wellbeing. (1.2.98)

Diabetes teams should be
aware that children and
young people with type 1
diabetes, in particular young
women, have an increased
risk of eating disorders. See
also the NICE guideline on
eating disorders. (1.2.107)
Be aware that children and
young people with type 1
diabetes who have eating
disorders may have
associated difficulties with

e suboptimal blood glucose
control (both
hyperglycaemia and
hypoglycaemia)

e symptoms of gastroparesis.
(1.2.108)

Reason for change

and young people, which is not
the case.

The term ‘brittle diabetes’ has
been removed from this
recommendation, as the guideline
development group felt that this
term was no longer commonly
used in clinical practice.

The reference to mental health
professionals has been amended
to clarify that those involved in
caring for children and young
people with diabetes should be
knowledgeable about diabetes.
The importance of psychosocial
difficulties has also been
emphasised by adding this to the
recommendation.

A cross-reference to the NICE
guideline on eating disorders has
been added for information.

The terms ‘persistent
hyperglycaemia’ and ‘recurrent
hypoglycaemia’ have been
replaced with the text on poor
blood glucose control, covering
both hyperglycaemia and
hypoglycaemia. This is because
the guideline development group
felt that these two complications
are both indicative of ‘poor blood
glucose control’, so it would be
simpler to use this phrase in the
recommendation.

In addition, the phrase ‘symptoms
associated with gastric paresis’
has been changed, as the
guideline development group felt
that the use of ‘associated’ made
this recommendation vague.
‘gastric paresis’ has been
changed to ‘gastroparesis’, as
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Diabetes (type 1 and type 2) in children and young people

Recommendations from NICE clinical guideline 15 (2004) that have been amended

Recommendation in 2004
guideline

Children and young people
with type 1 diabetes in whom
eating disorders are identified
by their diabetes care team
should be offered joint
management involving their
diabetes care team and child
mental health professionals.
(1.4.3.3)

Children and young people
with type 1 diabetes and their
families should be informed
that, as for other children,
regular dental examinations[3]
and eye examinations (every 2
years) are recommended.
(1.3.5.4)

Children and young people
with type 1 diabetes and their
families should be offered
information about the existence
of and means of contacting
local and/or national diabetes
support groups and
organisations, and the potential
benefits of membership. This
should be done in the time
following diagnosis and
periodically thereafter. (1.5.1.1)

Children and young people
with type 1 diabetes and their
families should be advised how
to obtain information about
benefits in relation to
government disability support.
(1.5.1.4)

Recommendation in
current guideline

For children and young
people with type 1 diabetes

in whom eating disorders are

identified, offer joint
management involving their
diabetes team and child
mental health professionals.
(1.2.109)

Explain to children and
young people with type 2
diabetes and their family
members or carers (as
appropriate) that like others
they are advised to have:

¢ regular dental
examinations[4]

e an eye examination by an
optician every 2 years.
(1.3.3)

Give children and young
people with type 2 diabetes
and their family members or
carers (as appropriate)
information about local
and/or national diabetes
support groups and
organisations, and the
potential benefits of
membership. Give this
information after diagnosis
and regularly afterwards.
(1.3.5)

Explain to children and
young people with type 2
diabetes and their family
members or carers (as
appropriate) how to find
information about possible
government disability
benefits. (1.3.6)

Reason for change

this is the term currently used in
practice.

This recommendation has been
amended as healthcare
professionals outside of the
diabetes team (such as GPs) can
also identify eating disorders.

An explanation has been added
to the bullet on eye examination
to make it clear this refers to
standard eye tests rather than
retinopathy monitoring.
‘recommended’ has been
changed to ‘advised to have’ as
part of the editorial changes to
make this sentence active.

In addition, this recommendation
originally only applied to type 1
diabetes in children and young
people, but has been included in
the section of this guideline on
type 2 diabetes as it is applicable
to this population.

NICE has made editorial changes
to the original wording to clarify
the action to be taken (no change
to meaning): a verb has been
added, or the verb used has been
changed.

In addition, this recommendation
originally only applied to type 1
diabetes in children and young
people, but has been included in
the section of this guideline on
type 2 diabetes as it is applicable
to this population.

The word ‘possible’ has been
added, as the benefits available
to children and young people with
type 2 diabetes can be different
to those available to children and
young people with type 1
diabetes.

In addition, this recommendation
originally only applied to type 1
diabetes in children and young
people, but has been included in
the section of this guideline on
type 2 diabetes as it is applicable
to this population.
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Diabetes (type 1 and type 2) in children and young people
Recommendations from NICE clinical guideline 15 (2004) that have been amended

Recommendation in 2004
guideline

Children and young people
with type 1 diabetes and their
families should be informed
that the Department of
Health[5] recommends annual
immunisation against influenza
for children and young people
with diabetes over the age of

6 months. (1.2.11.1)

Children and young people
with type 1 diabetes and their
families should be informed
that the Department of Health7
recommends immunisation
against pneumococcal infection
for children and young people
with diabetes over the age of

2 months. (1.2.11.2)

Children and young people
with type 1 diabetes should
have their height and weight
measured and plotted on an
appropriate growth chart and
their body mass index
calculated at each clinic visit.
The purpose of measuring and
plotting height and weight and
calculating body mass index is
to check for normal growth
and/or significant changes in
weight because these may
reflect changing glycaemic
control. (1.3.5.5)

Diabetes care teams should be
aware that children and young
people with type 1 diabetes
have a greater risk of
emotional and behavioural

Recommendation in
current guideline

Explain to children and
young people with type 2
diabetes and their family
members or carers (as
appropriate) that the
Department of Health’s
Green Book recommends
annual immunisation against
influenza for children and
young people with diabetes.
(1.3.12)

Explain to children and
young people with type 2
diabetes and their family
members or carers (as
appropriate) that the
Department of Health’s
Green Book recommends
immunisation against
pneumococcal infection for
children and young people
with diabetes who need
insulin or oral hypoglycaemia
medicines. (1.3.13)

At each clinic visit for
children and young people
with type 2 diabetes:

e measure height and weight
and plot on an appropriate
growth chart

e calculate body mass index.

Check for normal growth
and/or significant changes in
weight because these may
reflect changes in blood
glucose control. (1.3.21)

Diabetes teams should be
aware that children and
young people with type 2
diabetes have a greater risk

Reason for change
This recommendation originally

only applied to type 1 diabetes in

children and young people, but
has been included in the section
of this guideline on type 2

diabetes as it is applicable to this

population.

In addition, ‘over 6 months’ has
been taken out of this
recommendation, as type 2
diabetes normally only occurs in
young people or adults, and

never in children under 6 months.

This recommendation has been
updated to reflect guidance from

the Department of Health’s Green

Book.

In addition, this recommendation
originally only applied to type 1
diabetes in children and young
people, but has been included in
the section of this guideline on

type 2 diabetes as it is applicable

to this population.

In addition, ‘over the age of 2
months’ has been taken out of
this recommendation, as type 2
diabetes normally only occurs in
young people or adults, and

never in children under 2 months.

This recommendation has been
heavily edited for clarity, and the
second part of the
recommendation has been
rewritten to make it easier to
follow.

In addition, this recommendation
originally only applied to type 1
diabetes in children and young
people, but has been included in
the section of this guideline on

type 2 diabetes as it is applicable

to this population.

This recommendation has been
amended, as the original
suggested that children and

young people with diabetes have

a greater risk of emotional and
behavioural problems than all
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Diabetes (type 1 and type 2) in children and young people
Recommendations from NICE clinical guideline 15 (2004) that have been amended

Recommendation in 2004
guideline

problems than other children
and young people. (1.4.1.1)

Children with type 1 diabetes
who are younger than 2 years
of age and children and young
people who have social or
emotional difficulties, or who
live a long way from hospital
should be offered inpatient
initial management. (1.1.2.6)

Explain to young people with
type 1 diabetes who are
preparing for transition to adult
services that some aspects of
diabetes care will change at
transition. The main changes
relate to targets for short-term
blood glucose control and
screening for complications.
(1.5.2.7)

Recommendation in
current guideline

of emotional and behavioural
difficulties. (1.3.33)

Offer initial inpatient
management to children with
diabetes who are aged under
2 years. (1.5.5)

Think about initial inpatient
management for children and
young people with diabetes if
there are social or emotional
factors that would make
home-based management
inappropriate, or if they live a
long distance from the
hospital. (1.5.6)

Explain to young people with
type 1 diabetes who are
preparing for transition to
adult services that some
aspects of diabetes care will
change at transition. (1.5.13)

1.2.3,1.2.30, 1.2.71, 1.2.87,
1.2.104, 1.2.108, 1.3.40

1.2.21,1.2.23

1.2.21,1.2.22,1.2.23, 1.2.24,
1.2.26, 1.2.40, 1.2.50

1.2.6,1.2.22,1.2.32,1.2.93,
1.2.96, 1.2.109, 1.4.64, 1.5.7,
15.12

Reason for change

other children and young people,
which is not the case.

In addition, this recommendation
originally only applied to type 1
diabetes in children and young
people, but has been amended to
include type 2 diabetes as it is
applicable to this population.

This recommendation has been
split into 2 recommendations to
make the differences in care for
the 2 populations clearer.

In addition, this recommendation
originally only applied to type 1
diabetes in children and young
people, but has been amended to
include type 2 diabetes as it is
applicable to this population.

The examples of changes at
transition have been deleted
because those specified in the
2004 recommendation no longer
apply to the same extent and
there is now much greater
harmony generally between the
recommendations for children
and young people and those for
adults

The terms ‘good’ and
‘satisfactory’ have been changed
to ‘optimal’ and the term ‘poor’
has been changed to ‘suboptimal’
throughout the recommendations
to avoid them appearing
judgemental.

The terms ‘preprandial’ and
‘postprandial’ have been changed
to ‘pre-meal’, ‘before meals’, and
‘after meals’ when appropriate, as
the guideline development group
felt that these terms are simpler
and more commonly used.

These recommendations have
been expanded to include family
members or carers (as
appropriate), as they may also be
involved in the child or young
person’s treatment.

NICE has made editorial changes
to the original wording to clarify
the action to be taken (no change
to meaning): a verb has been
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Diabetes (type 1 and type 2) in children and young people
Recommendations from NICE clinical guideline 15 (2004) that have been amended

[1] World Health Organization (1999)

1.3.3,1.3.5,1.3.6,1.3.7,
1.3.8,1.3.9,1.3.10, 1.3.11,
1.3.12,1.3.13, 1.3.16, 1.3.21,
1.3.22,1.3.29, 1.3.30, 1.3.31,
1.3.32,1.3.33, 1.3.34, 1.3.35,
1.3.36, 1.3.37, 1.3.38, 1.3.40,
1.341,1.51,1.5.2,1.53,
154,15.5,15.6,1.5.8,
15.9, 15.10,1.5.11, 1.5.12

1.2.52

added, or the verb used has been
changed.

These recommendations
originally only applied to type 1
diabetes in children and young
people, but have been included in
the section of this guideline on
type 2 diabetes as they are
applicable to this population.

The term ‘blood’ has been
changed to ‘plasma’ as this
recommendation is referring to a
concentration value.

[2] Dental recall: Recall interval between routine dental examinations. NICE clinical guideline 19 (2004).
[3] Dental recall: Recall interval between routine dental examinations. NICE clinical guideline 19 (2004).
[4] Dental recall: Recall interval between routine dental examinations NICE clinical guideline 19 (2004).
[5] Salisbury, D. M. and Department of Health, Welsh Office, Scottish Office Department of Health, DHSS
(Northern Ireland): 1996. Update for pneumococcal vaccination.
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Appendix B: 2015 update scope

NATIONAL INSTITUTE FOR HEALTH AND
CLINICAL EXCELLENCE

SCOPE
1 Guideline title

Diabetes in children and young people: diagnesis and management of type 1
and type 2 diabetes in children and young people

1.1 Short title
Diabetes in children and young people

2 The remit

This is an update of Type 1 diabetes (NICE clinical guideline 15). See section
4.3.1 for details of which sections will be updated for children and young
people. We will also carry out an editorial review of all recommendations to

ensure that they comply with NICE's duties under equalities legislation.
This update is being undertaken as part of the guideline review cycle.

The guideline is also being extended to cover type 2 diabetes in children and
young people.

This is the scope for 1 of 4 NICE clinical guidelines being developed that
address diabetes care. Included below is a summary of the content for each
guideline and of the NICE steering committee.

Guideline 1 — Diabetes in children and young people (developed by the
Mational Collaborating Centre for Women's and Children’s Health)

This guideline will update Type 1 diabetes in children, voung people and

adults (NICE clinical guideline 15). It will cover the diagnosis and management
of type 1 and type 2 diabetes in children and young people (younger than
18 years). It will include: structured education programmes, behavioural

interventions to improve adherence, glucose monitoring strategies, ketone

Diabetes in children and young people final scope March 2014 Page 1 of 21
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monitoring, insulin regimens for type 1 diabetes and metformin monotherapy
for type 2 diabetes.

Guideline 2 — Diabetes in pregnancy (developed by the National
Collaborating Centre for Women's and Children's Health)

This guideline will update Diabetes in pregnancy (NICE clinical guideline 63).

It will cover women of reproductive age who have pre-existing diabetes or who
develop diabetes during pregnancy and it will also cover their newborn babies.
It will include: target glucose ranges in the preconception period and dunng
pregnancy, glucose monitoring strategies during pregnancy, screening,
diagnosis and treatment of gestational diabetes, and postnatal testing for

type 2 diabetes.

Guideline 3 — Type 1 diabetes in adults (developed by the National Clinical
Guideline Centre)

This guideline will update Tvpe 1 digbetes in children, voung people and
adults (NICE clinical guideline 15). It will cover adults (18 years or older) with
type 1 diabetes. It will include: tests to differentiate type 1 diabetes from type 2
diabetes, structured education programmes, clinical monitoring of glucose
control, insulin regimens, ketone monitoring, dietary advice on carbohydrate
counting and glycaemic index, and treatment and monitoring of specific
complications.

Guideline 4 -Type 2 diabetes in adults (developed by the Internal Clinical
Guidelines Programme, Centre for Clinical Practice, NICE)

This guideline will update Type 2 diabetes (NICE clinical guideline 66) and
Tvpe 2 diabetes: newer agents (MICE clinical guideline 87). It will cover adults
(18 years or older) with type 2 diabetes. It will include: pharmacological

management of blood glucose levels, target values for blood glucose control,
self-monitoning of blood glucose levels for blood glucose control,
anfithrombotic therapy and drug therapy for erectile dysfunction.

Diabetes in children and young people final scope March 2014 Page 2 of 21
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NICE steering committee

MNICE has set up a steering committee to oversee the production of these
clinical guidelines. The group, which includes the Guideline Development
Groups’ chairs, together with staff from the 3 guidance-producing centres and
NICE, will identify and act on any gaps or overlaps across the different
guidance topics fo ensure that the final guidelines are complementary and
consistent. It is intended that the guidance-producing centres will share
systematic reviews and cross-refer to recommendations in the other
guidelines where appropriate. This update is being undertaken as part of the

guideline review cycle.

3 Clinical need for the guideline

3.1 Epidemiology

2.1.1 Type 1 diabetes

a) Type 1 diabetes is an autoimmune disorder resulting in the
destruction of insulin-producing cells in the pancreas. It is
predominantly diagnosed in children and young people and

inevitably needs insulin replacement treatment.

b) Around 26,500 children and young people in the UK are estimated
fo have type 1 diabetes needing insulin replacement therapy.

c) Maost children and young people diagnosed with type 1 diabetes do
not have a family member with the condition, although there may
be related disorders such as thyroid or rheumatoid disease in the
family. However, a family history of type 1 diabetes does increase a
child’s risk of developing type 1 diabetes. For children with an
identical twin with type 1 diabetes, the risk of developing the
disorderis 1 in 3, for children with a father with type 1 diabetes the
risk is 1in 16, and for children with a mother with type 1 diabetes
the nsk is 1 in 40. By comparison, the population risk is roughly 1 in
500, although this varies with geographical location.
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d) Children and young people with type 1 diabetes have poorer
glucose control and the higher rates of acute metabolic
complications such as diabetic ketoacidosis in comparison with
children and young people with type 2 diabetes. Nine per cent of
children and young people with diabetes expenenced at least 1
episode of diabetic ketoacidosis in 2009-2010.

e) Systems of surveillance for the early detectfion of complications in
children and young people with type 1 diabetes are important, as is

effective management of late complications when they occur.

f) Good blood glucose control is known to prevent or delay the long-
term complications of both type 1 and type 2 diabetes.

31.2  Type 2 diabetes

q) In 2011, around 300 children and young people in the UK had a
confirmed diagnosis of type 2 diabetes.

h) Type 2 diabetes is initially an insulin-resistant state, the primary
treatment for which is weight loss and exercise. Pharmacological
measures to increase insulin sensitivity or fo increase insulin
release can be added to lifestyle interventions, but insulin may be
needed because of the continuing failure of insulin secretion. Like
type 1 diabetes, type 2 diabetes has a significant impact on lifestyle
in the short term, and is associated with major long-term
complications and reduced life expectancy.

i) Obesity is the most common risk factor for type 2 diabetes. Type 2
diabetes is more commen in people of South Asian, Chinese, black
African and African—Canbbean origin. In Europeans, type 2
diabetes in children is associated with the most severe degrees of
obesity.

] People from the most depnived socioeconomic backgrounds are

2.5 times more likely than average to have type 2 diabetas at any

given age.
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3.2 Current practice

a) Fewer than 20% of children and young people with diabetes

receive the basic care recommended by NICE guidelines.

b) Current standard care for children and young people with diabetes
includes patient education, dietary advice, psychological support

and management of complications.

c) Standard care for children and young people with type 1 diabetes

also includes insulin therapy.

d) For children and young people with type 2 diabetes, first-line care
often includes advice on the need for weight loss and the
importance of adopting a healthy lifestyle. Metformin may also be
used to improve glycaemic control by increasing insulin sensitivity.
If good glycaemic control is not achieved then additional insulin or
other agents may be needed.

g) The aim of patient education is to enable children and young
people and their parents or carers to live a normal life and minimise
the nisk of complications. It includes advice on diet, improving

glycaemic control and how complications are managed.

f) Management of hypoglycaemia depends on its seventy. Hospital
care may be needed if the child or young person is unresponsive or
unconscious, but some children and young people can be cared for

at home.

g) It is considered good practice that children and young people with
diabetes receive an integrated package of care and that this is
delivered by a multidisciplinary care team with expertise in
paediatric diabetes, including its clinical, educational, dietefic,
lifestyle and psychological management.

h) Children and young people with type 1 diabetes are monitored for
growth and pubertal development, blood pressure, injection site
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complications, thyroid disease and coeliac disease. Long-term
glycaemic control is monitored using haemoglobin Ay (HbA.).
From the age of 12 years they are also monitored for retinopathy
and nephropathy by the measurement of microalbuminuria. Rare
associated conditions (juvenile cataracts, necrobiosis lipoidica,
rheumatoid disease and Addison's disease, among others) may
also be considered.

1) Children and young people with type 1 or type 2 diabetes receive
annual foot care reviews from the age of 12 years. Minor problems
(ingrown toenails or verrucas) are common and may be treated by

a chiropodist. Senous foot problems are very rare in children and
young people.

1 Psychological and social issues are also important to consider at
each clinic visit, and treatment or advice is given where necessary.

k) There is a process of transition so that from the age of 13 years,
young people are prepared for eventual transfer to adult care. This
includes agreed protocols and joint clinics if possible. Young people
are given time to familiarise themselves with this process and it is
only completed when they are ready to move to adult services. The
timing of transition depends on the young person's physical
development, emotional maturity, stability of health, other life

changes and local circumstances.

1) Since the publication of Type 1 diabetes (MICE clinical guideline
15), new evidence has been published (or is anticipated) to wamant
reconsideration of the following areas of care for children and
young people with type 1 diabetes:

» structured education programmes

» behavioural interventions to improve adherence

« insulin regimens (multiple daily injections versus mixed insulin
injections)

+ strategies for glucose and ketone monitoring
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« dietetic advice
« recognition and management of diabetic ketoacidosis

« recognition of complications and comorbidities.

m) Consideration is also being given to the following areas of care for
children and young people with type 2 diabetes based on clinical
prionties and likely availability of evidence:

o structured education programmes

« behavioural interventions to improve adherence

» dietetic advice

« weight management

+ metformin monotherapy

o famets for HoA,,.

» recognition and management of diabetic ketoacidosis

» recognition of complications and comorbidities.

4 The guideline

The guideline development process is descnbed in detail on the NICE website
(see section 6, ‘Further information’).

This scope defines what the guideline will (and will not) examine, and what the
guideline developers will consider. The scope is based on the referral from the
Department of Health.

The areas that will be addressed by the guideline are described in the
following sections.

4.1 Population

4.1.1 Groups that will be covered

a) Children and young people (younger than 18 years) with type 1
diabetes.
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b) Children and young people (younger than 18 years) with type 2
diabetes (new 2012).

c) Where the evidence supports it, the following subgroups will be
given special consideration:

¢ children and young people with an ethnicity associated with a
high prevalence of diabetes

e disabilities (including learning disabilities)

e children and young people with comorbidities (medical or
psychological conditions)

» children and young people with poor educational achievement.

41.2  Groups that will not be covered

a) Young women with diabetes who wish to conceive or who are
pregnant.

b) Children and young people with other forms of diabetes mellitus
(for example, monogenic diabetes and cystic fibrosis-related
diabetes) (new 2012).

c) Adults (aged 18 years and older) with type 1 diabetes.

d) Adults (aged 18 years and older) with type 2 diabetes.

4.2 Healthcare setting

All settings in which NHS care is received or commissioned.

The guideline will address the support and advice that the NHS should offer to
créches, nurseries, schools and other institutions.

The guideline will also be relevant to the work, but will not cover the practice,

of:

+ social services and the voluntary sector
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+ senvices supplied by secondary and tertiary specialties for late
complications of diabetes (for example, renal, cardiology, urclogy and
ophthalmology services) to which patients have been referred

+ the education sector.

4.3 Clinical management

4.3.1 Key clinical issues that will be covered

Mote that guideline recommendations will normally fall within licensed
indications; exceptionally, and only if clearly supported by evidence, use
outside a licensed indication may be recommended. The guideline will
assume that prescribers will use a drug's summary of product characteristics

to inform decisions made with individual patients.

Areas from the original guideline that will be updated

a) The role of c-peptide and antibody testing in the diagnosis of type 1
and type 2 diabetes.
b) Structured education programmes for children and young people

with type 1 diabetes.

c) Behavioural interventions to improve adherence in children and
young people with type 1 diabetes.

d) Multiple daily injections versus mixed insulin injections in children

and young people with type 1 diabetes.
e) HbA, targets for children and young people with type 1 diabetes.

f) Glucose monitoring strategies in children and young people with
type 1 diabetes, including:

» blood glucose targets

e frequency of intermittent testing (finger-prick read by meter)

e continuous glucose monitoring with retrospective (intermittent)
versus real-time (long-term) adjustment of treatment.
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q) Blood ketone monitoring compared with urine ketone monitoring in
children and young people with type 1 diabetes.

h) Dietetic advice, including carbohydrate counting and glycaemic
index, for children and young people with type 1 diabetes.

i) Recognition and management of diabetic ketoacidosis in children

and young people with type 1 diabetes:

« recognition based on symptoms, signs and biochemical
abnomalities

o immediate management at presentation (for example,
maintenance of airway, breathing and circulation or the potential
need for a nasogastric tube to prevent pulmonary aspiration)

e clinical assessment and investigations at presentation to guide
management

o fluid management, including:
— assessment of dehydration
— route of administration
— rate and volume of administration
— choice of fluid
— other additives (for example, glucose, potassium and

bicarbonate)

o insulin therapy, including:
— timing
— route of administration
— dosage

« anticoagulant prophylaxis to prevent venous thrombosis

¢ clinical monitoring (to assess the response to treatment and to
look for evidence of cerebral oedema), including:
— general observations (for example, heart and respiratory rate

and blood pressure)

— body weight
— hydration status
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— fluid balance
— neurological observations
— electrocardiographic (ECG) monitoring
e laboratory monitoring (to assess the response to treatment and
to look for evidence of hypokalasmia), including:
— blood glucose
— blood or urine ketones
— serum urea and electrolytes

acid/base status.

1 Recognition of complications and comorbidities in children and
young people with type 1 diabetes (retinopathy and nephropathy).

Areas not in the original guideline that will be included in the

update

k) Structured education programmes for children and young people
with type 2 diabetes.

) Behavioural interventions to improve adherence in children and
young people with type 2 diabetas.

m) Dietetic advice to optimise glycaemic control in children and young
people with type 2 diabetes.

n) Weight management in children and young people with type 2
diabetes who are overweight or obese to improve glycaemic
control.

o) Metformin monotherapy for children and young people with type 2
diabetes.

P HbA,; targets for children and young people with type 2 diabetes.

q) Recognition and management of diabetic ketoacidosis in children
and young people with type 2 diabetes (the specific aspects to be
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covered for this area will be the same as those in section 4.3.1,

point h}).

r) Recognition of complications and comorbidities in children and
young people with type 2 diabetes (hypertension, dyslipidaemia,
retinopathy and nephropathy).

43.2 Clinical issues that will not be covered

Areas from the original guideline that will not be updated
The following areas addressed in Type 1 diabetes (MICE clinical guideline 15)

will not be updated (the existing recommendations will remain as current

guidance):

a) All aspects of diagnosis and initial management in children and

young people other than those listed in section 4.3.1, including:

» |ocation of initial management after diagnosis
o advice on the natural history of type 1 diabetes.

b) All aspects of ongoing management other than those listed in
section 4.3.1, including:

« insulin preparations, including new short- and long-acting
insulins

+ methods of delivering insulin

« metformin in addition to insulin for type 1 diabetes

» exercise

¢ advice on alcohol, smoking and recreational drugs

» long-distance travel

¢ immunisation.

c) All aspects of complications and associated conditions other than

those listed in section 4.2.1, including:

» hypoglycaemia

» care durng surgery
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+ monitoring for complications and comorbidities of type 1
diabetes other than those specified.

d) All aspects of psychological and social issues other than those
listed in section 4.3.1, including:

« emotional and behavioural problems, anxiety, depression and
eating disorders

+ cognitive disorders

¢ behavioural and conduct disorders

» psychosocial support

¢ adolescence.

e) Continuity of care, including:

« communication between organisations

« transition from paediatric to adult care.

Areas not covered by the original guideline or the update

f) Management of hypoglycaemia unawareness in children and young

people with type 1 diabetes.

g) Glycaemic monitoning strategies for children and young people with
type 2 diabetes.
h) Treatment for children and young people with type 2 diabetes in

whom glycaemic control is not maintained with metformin.

1) Bariatric surgery for children and young people with type 2
diabetes.
1 Monitoring for complications and comorbidities of type 2 diabetes

other than those specified in section 4.3.1.

k) Management of complications and comorbidities of type 1 or type 2
diabetes.
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1) Contraceptive, pre-pregnancy and conception advice for children
and young people with type 1 or type 2 diabetas.

m) Foot care for children and young people with type 1 or type 2
diabetes.

4.4 Main outcomes

a) Glycaemic control.

b) Any adverse effects of interventions used to manage type 1 or
type 2 diabetes.

c) Health-related quality of life (validated questionnaire), for example,

diabetes-specific health-related quality of life.

d) Complications of diabetes.
e} Mortality.

f) Psychological outcomes.
q) Patient satisfaction.

4.5 Review guestions

These are draft review guestions and the final questions will be agreed by the
Guideline Development Group during development.

Type 1 diabetes

s What is the effectiveness of c-peptide and antibody tests to distinguish
type 1 and type 2 diabetes?

+ What is the effectiveness of structured education programmes in improving
clinical and patient outcomes in children and young people with type 1
diabetes?

s What is the effectiveness of behavioural interventions o improve outcomes

in children and young people with type 1 diabetes?

Diabetes in children and young people final scope March 2014 Page 14 of 21

© 2015 National Collaborating Centre for Women’s and Children’s Health
38



Diabetes (type 1 and type 2) in children and young people
2015 update scope

s What is the effectiveness of multiple daily injections of insulin when
compared with mixed insulin injections in improving glycaemic control in
children and young people with type 1 diabetes?

+ What is the optimal HbA, target for children and young people with type 1
diabetes?

+ What are the optimal blood glucose targets for children and young people
with type 1 diabetes?

+ How frequently should finger-prick blood glucose testing be performed in
children and young people with type 1 diabetes?

& What is the effectiveness of continuous glucese monitoring performed
intermittently compared with continuous glucose monitoring performed in
real-time in children and young people with type 1 diabetes?

+ What is the effectiveness of blood ketone monitoring compared with urine
ketone monitoring for the prevention of diabetic ketoacidosis?

& What is the effectiveness of dietetic advice using carbohydrate counting in
maintaining glycaemic control in children and young people with type 1
diabetes?

* What is the effectiveness of dietetic advice using glycaemic index in
maintaining ghycaemic control in children and young people with type 1
diabetes?

s What is the predictive value of symptoms, signs and biochemical
abnormalities as indicators of diabetic ketoacidosis in children and young
people?

+ What routine assessments and investigations should be used to guide
management in children and young people who present with diabetic
ketoacidosis?

+ What is the appropriate route of administration for fluids in children and
young people with diabetic ketoacidosis?

+ At what rate should children and young people with diabetic ketoacidosis
be rehydrated?

s What is the optimal fluid composition (including glucose, potassium and
bicarbonate additives) for rehydrating children and young people with
diabetic ketoacidosis?
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+ When should intravenous insulin therapy be started and stopped in children
and young people with diabetic ketoacidosis?

+ How should the dosage of insulin be calculated for children and young
people with diabetic ketoacidosis?

s What is the effectiveness of routine anticoagulant prophylaxis to prevent
venous thrombosis in children and young people with diabetic
ketoacidosis?

+ Which of the following should be performed as clinical monitoring during
treatment of diabetic ketoacidosis in children and young people:

— general observations (for example, heart and respiratory rate and blood
pressure)

— body weight

— hydration status

— fluid balance

— neurclogical cbservations

— ECG monitoring?

+ Which of the following laboratory investigations should be performed to
monitor children and young people during treatment for diabetic
ketoacidosis:

— blood glucose

— blood or urine ketones

— serum urea or electrolytes
— acid/base status?

+ What is the optimal monitoning strategy for identifying retinopathy in
children and young people with type 1 diabetes?

+ What is the optimal monitoring strategy for identifying nephropathy in
children and young people with type 1 diabetes?

Type 2 diabetes

s What is the effectiveness of structured education programmes in improving
clinical and patient outcomes in children and young people with type 2
diabetes?
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s What is the effectiveness of behavioural interventions to promote
engagement with clinical services in children and young people with type 2
diabetes?

+ What is the effectiveness of behavioural interventions to improve outcomes
in children and young people with type 2 diabetes?

s What is the effectiveness of dietetic advice to optimise glycaemic control in
children and young people with type 2 diabetes?

+ Does weight loss in children and young people with type 2 diabetes who
are overweight or obese improve glycaemic control as measured by HbA,.?

+ What is the effectiveness of metformin in improving glycasmic control in
children and young people with type 2 diabetes when compared with usual
care or placebo?

+ What is the optimal HbA. target for children and young people with type 2
diabetas?

+ What is the predictive value of symptoms, signs and biochemical
abnormalities as indicators of diabetic ketoacidosis in children and young
people?

+ What routine assessments and investigations should be used to guide
management in children and young people who present with diabetic
ketoacidosis?

s What is the appropriate route of administration for fluids in children and
young people with diabetic ketoacidosis?

+ Atwhat rate should children and young people with diabetic ketoacidosis
be rehydrated?

* What is the optimal fluid composition (including glucose, potassium and
bicarbonate additives) for rehydrating children and young people with
diabetic ketoacidosis?

+ When should intravenous insulin therapy be started and stopped in children
and young people with diabetic ketoacidosis?

+ How should the dosage of insulin be calculated for children and young
people with diabetic ketoacidosis?
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s What is the effectiveness of routine anticoagulant prophylaxis to prevent

venous thrombosis in children and young people with diabetic
ketoacidosis?

+ Which of the following should be performed as clinical monitoring during

treatment of diabetic ketoacidosis in children and young people:

general observations (for example, heart and respiratory rate and blood
pressure)

body weight

hydration status

fluid balance

neurclogical observations

ECG monitoning?

+ Which of the following laboratory investigations should be performed to
monitor children and young people during treatment for diabetic
ketoacidosis:

blood glucose

blood or urine ketones
serum urea or electrolytes
acid/base status?

s What is the optimal monitoning strategy for identifying hypertension in

children and young people with type 2 diabetes?
+ What is the optimal monitoning strategy for identifying dyslipidaemia in
children and young people with type 2 diabetes?

s What is the optimal monitonng strategy for identifying retinopathy in
children and young people with type 2 diabetes?

+ What is the optimal monitoring strategy for identifying nephropathy in
children and young people with type 2 diabetes?

4.6

Economic aspects

Developers will take into account both clinical and cost effectiveness when

making recommendations involving a choice between altemnative

interventions. A review of the economic evidence will be conducted and
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analyses will be carried out as appropnate. The preferred unit of effectivenass
is the quality-adjusted life year (QALY), and the costs considered will usually
be only from an NHS and personal social services (PSS) perspective. Further
detail on the methods can be found in "The guidelines manual’ (see ‘Further
information’).

4.7 Status

Scope

This is the final scope.

Timing
The development of the guideline recommendations will begin in October
2012

5 Related NICE guidance

51 Published guidance

Related NICE guidance

+ Preventing type 2 diabetes: nisk identification and interventions for
individuals at high risk. NICE public health guidance 38 (2012).

s Anxiety. NICE clinical guideline 113 {2011).

» Preventing type 2 diabetes: population and community interventions. MICE
public health guidance 35 (2011).

¢ Depression with a chronic physical health problem. MICE clinical guideline
91 (2010).

o Tupe 2 diabetes. NICE clinical guideline 87 (2009).

s Coeliac disease. NICE clinical guideline 86 {2009).

s Medicines adherence. NICE clinical guideline 76 (2009).

s Promoting physical activity for children and young people. NICE public
health guidance 17 (2009).

+« Continuous subcutaneous insulin infusion for the treatment of diabetes

mellitus. NICE technology appraisal guidance 151 (2008).
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e Obesity. NICE clinical guideline 43 {2006).

« Four commonly used methods to increase physical activity. NICE public
health guidance 2 (2006).

s Type 2 digbetes: footcare. NICE clinical guideline 10 (2004).

s Guidance on the use of patient-education models for diabetes. NICE

technology appraisal guidance 60 (2003).

+ Guidance on the use of long-acting insulin analogues for the treatment of

diabetes — insulin glargine. NICE technology appraisal guidance 53 (2002).

5.2 Guidance under development

NICE is currently developing the following related guidance (details available
from the NICE website):

» Obesity — working with local communities. NICE public health guidance.
Publication expected November 2012.

s Overweight and obese children and young people — lifestyle weight
management services. NICE public health guidance. Publication expected
October 2013.

+ Type 1 diabetes in adults (update). NICE clinical guideline. Publication
expected July 2014.

s Type 2 diabetes in adults (update). MICE clinical guideline. Publication
expected July 2014.

+ Diabetes in pregnancy (update). NICE clinical guideline. Publication
expected June 2014.

« Lipid modification (update). NICE clinical guideiine. Publication date to be
confirmed.

s Buccal insulin for the management of type 1 diabetes. NICE technology
appraisal guidance. Publication date to be confirmed.

6 Further information

Information on the guideline development process is provided in the following
documents, available from the NICE website:
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+« ‘How NICE clinical guidelings are developed: an overview for stakeholders

the public and the NHS'

+ ‘The guidelines manual'.

Information on the progress of the guideline will also be available from the
NICE website.
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Diabetes (type 1 and type 2) in children and young people
Stakeholder organisations

Appendix C: Stakeholder organisations

Original (2004) stakeholder organisations
A. Menarini Diagnostics Ltd

Abbott Laboratories Limited (BASF/Knoll)

Afiya Trust

African and Caribbean Diabetes Association

Ambulance Service Association

Association of British Clinical Diabetologists

Association of British Health-Care Industries

Association of Clinical Biochemists

Association of the British Pharmaceuticals Industry
AstraZeneca UK Ltd

Atkins Nutritional Inc

Aventis Pasteur MSD

Aventis Pharma

Blood Pressure Association

Bournemouth Diabetes and Endocrine Centre

British Association of Prosthetists and Orthotists

British Assaociation of Sport and Exercise Sciences

British Dietetic Association

British Geriatrics Society Special Interest Group in Diabetes
British Hypertension Society

British In Vitro Diagnostics Association

British Medical Association

British National Formulary

British Psychological Society

British Society for Paediatric Endocrinology and Diabetes
British Society of Periodontology

BUPA

Chartered Society of Physiotherapy

Cheshire West PCT and Ellesmere Port & Neston PCT Diabetes NSF LIT

Commission for Health Improvement
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College of Optometrists

Coloplast Limited

Community District Nurses Association
ConvaTec

Department of Health

Depression Alliance

Diabetes UK

Eli Lilly and Company Ltd

Faculty of Dental Surgery

Faculty of Public Health

Fibroid Network Charity

General Medical Council

Health Development Agency

Heart UK

Institute of Sport and Recreation Management
Insulin Dependent Diabetes Trust
Johnson & Johnson Medical

Kidney Alliance

LifeScan

Limbless Association

Long Term Medical Conditions Alliance
Maternity Health Links

Medicines and Healthcare products Regulatory Agency
Medtronic Limited

Merck Sharp & Dohme

National Association of Theatre Nurses

Type 1 diabetes

National Council for Disabled People, Black, Minority and Ethnic Community

National Public Health Service
Newcastle PCT

NHS Information Authority

NHS Quality Improvement Scotland

Norfolk and Norwich University Hospital NHS Trust
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Novo Nordisk Limited

Ortho Biotech

Patient Involvement Unit for NICE

Pfizer Limited

Prodigy

Provalis Diagnostics Ltd

Roche Diagnostics Limited

Royal College of Anaesthetists

Royal College of General Practitioners

Royal College of General Practitioners Wales
Royal College of Midwives

Royal College of Nursing

Royal College of Ophthalmologists

Royal College of Paediatrics and Child Health
Royal College of Pathologists

Royal College of Physicians of London

Royal College of Psychiatrists

Royal College of Surgeons of England

Royal National Institute of the Blind

Royal Pharmaceutical Society of Great Britain
Scottish Intercollegiate Guidelines Network
Sheffield Teaching Hospitals NHS Trust
Society of Chiropodists and Podiatrists

The Royal Society of Medicine

Tissue Viability Nurses Association

Tissue Viability Society

TOAST (The Obesity Awareness and Solutions Trust)
UK National Screening Committee

UK Pain Society

UK Thalassaemia Society

Welsh Assembly Government (formerly National Assembly for Wales)

Westmeria Healthcare Ltd
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5 Boroughs Partnership NHS Foundation Trust
Abbott Diabetes Care

Abbott Laboratories

Abertawe Bro Morgannwg University NHS Trust
Action for Sick Children

activeNewham

Advisory Committee for Community Dentistry

Africa Advocacy Foundation

African Health Policy Network

Alder Hey Children's NHS Foundation Trust

Alere

Allocate Software plc

Amateur Swimming Association

AMORE Studies Group

Anglian Community Enterprise

Association for Clinical Biochemistry and Laboratory Medicine
Association for Dance Movement Psychotherapy UK
Association for Family Therapy and Systemic Practice in the UK
Association for the Study of Obesity

Association of Ambulance Chief Executives
Association of Anaesthetists of Great Britain and Ireland
Association of Breastfeeding Mothers

Association of British Clinical Diabetologists
Association of British Healthcare Industries
Association of British Insurers

Association of Child Psychotherapists, The
Association of Children’s Diabetes Clinicians
Association of Clinical Pathologists

Association of Directors of Children's Services
Association of Renal Industries

Association of School and College Leaders

Astrazeneca UK Ltd
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B. Braun Medical Ltd

Bailey Instruments Ltd

Bard Limited

Barnardo's

Barnsley Hospital NHS Foundation Trust

Baxter Healthcare

Bayer HealthCare

Bayer plc

BD U.K. Ltd

BEAT

Becton Dickinson

Belfast Health and Social Care Trust

Berkshire Local Pharmaceutical Committees
Birmingham Children's Hospital NHS Foundation Trust
Birmingham Women's Health Care NHS Trust

Black and Ethnic Minority Diabetes Association

Black Country Partnership Foundation Trust
Blackpool, Fylde and Wyre Hospitals NHS Foundation Trust
Boehringer Ingelheim

Bolton Hospitals NHS Trust

Boots

Bradford District Care Trust

Breakspear Medical Group Ltd

Brighton and Sussex University Hospital NHS Trust
Bristol Myers Squibb Pharmaceuticals Ltd

British Association for Adoption and Fostering

British Association for Community Child Health

British Association for Counselling and Psychotherapy
British Association of Behavioural and Cognitive Psychotherapies
British Association of Prosthetists & Orthotists

British Association of Psychodrama and Sociodrama
British Association of Social Workers

British Dental Association
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British Dietetic Association

British Geriatrics Society

British Heart Foundation

British Hypertension Society

British Infection Association

British Liver Trust

British Medical Association

British Medical Journal

British National Formulary

British Nuclear Cardiology Society
British Obesity Surgery Society

British Paediatric Mental Health Group
British Paediatric Respiratory Society
British Pain Society

British Pharmacological Society
British Psychodrama Association
British Psychological Society

British Red Cross

British Renal Society

British Society for Human Genetics
British Society for Immunology

British Society for Paediatric Endocrinology and Diabetes
British Society of Interventional Radiology
BUPA Foundation

Cambridge University Hospitals NHS Foundation Trust
Camden Link

Camden Provider Services

Caplond Services

Capsulation PPS

Cardiff and Vale NHS Trust

Cardiff Research Consortium

Care Quality Commission

CareTech Community Services
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Cegedimrx

Central & North West London NHS Foundation Trust
Central London Community Health Care NHS Trust
Centrepoint

Cheshire Diabetes Network

Children with Diabetes

Children, Young People and Families NHS Network
Children's Commissioner for Wales

Children's Law Centre

CIS' ters

Clarity Informatics Ltd

Clinical Council for Eye Health Commissioning
Coeliac UK

Collaboration for Leadership in Applied Health Research and Care
College of Mental Health Pharmacy

College of Optometrists

Company Chemists Association Ltd

Cook Medical Inc.

Countess of Chester Hospital NHS Foundation Trust
County Durham and Darlington Acute Hospitals NHS Trust
Coventry and Warwickshire Cardiac Network
Covidien Ltd.

Croydon Clinical Commissioning Group

Croydon Council

Croydon Health Services NHS Trust

Croydon University Hospital

Cumbria Partnership NHS Foundation Trust

CVAA

CWHHE Caollaborative Clinical Commissioning Groups
Cystic Fibrosis Trust

Cytori Therapeutics Inc

Daiichi Sankyo UK

Deaf Diabetes UK
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Department of Health

Department of Health, Social Services and Public Safety Northern Ireland
Derbyshire County Council

Dexcom

Diabetes Management and Education Group
Diabetes Power

Diabetes Reference Group Conwy and Denbighshire
Diabetes UK

Diabetics with Eating Disorders

Dialog Devices

Diet Plate Ltd, The

Diving Diseases Research Centre, The

Division of Education and Child Psychology

DJO UK Ltd

Ealing Hospital NHS Trust

EASD

East and North Hertfordshire NHS Trust

East Kent Hospitals University NHS Foundation Trust
East Lancashire Hospitals NHS Trust

East Midlands Ambulance Service NHS Trust

East of England Children and Young People's Diabetes Network
East Riding of Yorkshire Council

Economic and Social Research Council

Education for Health

Eisai Ltd

Elective Cesarean

Equalities National Council

ESyDoc

Ethical Medicines Industry Group

European Atherosclerosis Society

Expert Patients Programme CIC

Experts in Severe and Complex Obesity

Faculty of Dental Surgery
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Faculty of General Dental Practice

Faculty of Pharmaceutical Medicine

Faculty of Public Health

Faculty of Sport and Exercise Medicine

Fair Play for Children

Families With Diabetes National Network
Federation of Ophthalmic and Dispensing Opticians
Ferring Pharmaceuticals

Food and Drink Federation

George Eliot Hospital NHS Trust

GlaxoSmithKline

Gloucestershire Hospitals NHS Foundation Trust
Gloucestershire Link

Glysure

GP Care

GP update / Red Whale

Great Western Hospitals NHS Foundation Trust
Greater Manchester West Mental Health NHS Foundation Trust
Greater Manchester, Lancashire and South Cumbria Strategic Clinical Network
Group B Strep Support

Guildford and Waverley Local Implementation Team
Guy's and St Thomas' NHS Foundation Trust

Haag Streit UK

Healing Honey International Ltd

Health and Care Professions Council

Health and Social Care Information Centre
Healthcare Improvement Scotland

Healthcare Infection Society

Healthcare Quality Improvement Partnership
Healthwatch East Sussex

HEART UK

Herts Valleys Clinical Commissioning Group

Hindu Council UK
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Nursing and Midwifery Council
Nutricia Advanced Medical Nutrition
Nutrition and Diet Resources UK
Optical Confederation
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Oxford Centre for Diabetes, Endocrinology and Metabolism
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Royal United Hospitals Bath NHS Foundation Trust
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Sandoz Ltd

Sanofi

School And Public Health Nurses Association
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South West Paediatric Diabetes Network
South West Yorkshire Partnership NHS Foundation Trust
South Western Ambulance Service NHS Foundation Trust
Southend Hospitals NHS Foundation Trust
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Welsh Scientific Advisory Committee

West Herts Hospitals NHS Trust

West London Mental Health NHS Trust

West Midlands Ambulance Service NHS Trust
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Appendix D: Declarations of interest

2015 update

All guideline development group members’ interests were recorded on declaration forms
provided by NICE. The forms covered consultancies, fee-paid work, share holdings,
fellowships and support from the healthcare industry. Guideline development group
members’ interests are listed in this section. Note that the guideline development group
chair, members and expert advisers were appointed under NICE’s April 2007 Code of
Practice for Declaring and Dealing with Conflicts of Interest.

Table 1: Guideline development group members’ declarations of interest

Guideline development group
member Interest

Jerry Wales (Chair) Non-personal pecuniary
Sheffield Children’s Hospital Foundation Trust clinical
research faculty received funding from Merck Sharp &
Dohme (MSD) and Parexel via the Medicines for Children
Research Network (MCRN) for Jerry Wales’s participation
in research into the pharmacokinetics of novel medications
for type 2 diabetes (both projects yet to start), from Novo
Nordisk for Jerry Wales'’s participation in a Paediatric
Investigation Protocol for a new long-acting insulin for type
1 diabetes (historical declaration only, no ongoing
interests), and from 9 companies manufacturing
medications or equipment for diabetes (Abbott, Bayer,
LifeScan (Johnson and Johnson), Lilly, Novo Nordisk,
Owen Mumford, Roche, Sanofi, and Ypsomed) to support
the Yorkshire Regional Paediatric Diabetes Network
meeting 2011 (historical declaration only, no ongoing
interests).
Personal non-pecuniary
Member of the British Society for Paediatric Endocrinology
and Diabetes (BSPED), Diabetes UK, the European
Society for Paediatric Endocrinology (ESPE) and the
International Society for Pediatric and Adolescent Diabetes
(ISPAD); published and lectured on bariatric surgery in
young people; joint chief investigator on a project funded by
Diabetes UK but receives no money directly and has no
managerial responsibility for the budget.

Francesca Annan Personal pecuniary
Received funding from Eli Lilly for speaking at the Eli Lilly
National Paediatric Diabetes Meeting in May 2014 on
topics related to the management of diabetes that were not
specific to the scope of the guideline (fat and protein
counting and exercise); invited chair at International
Diabetes Federation (IDF) World Congress, Dubai 2011
and received funding from Novo Nordisk, Roche and Sanofi
towards travel and accommodation expenses; received
funding to cover travel and accommodation expenses from
the ISPAD to attend and speak as an expert panel member
on the management of diabetes at the 40" ISPAD
conference in Toronto, Canada in September 2014; invited
speaker at the ISPAD annual meeting 2012 and received
funding from Roche towards accommodation expenses;
invited speaker (on the topic of exercise and diabetes
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Guideline development group
member

Jo Dalton

Interest

management) at the Juvenile Diabetes Research
Foundation (JDRF) ‘Type 1 diabetes discovery weekend’
and received funding from JDRF towards travel expenses,
the conference was supported by industry sponsorship;
received educational grant (£250) from Novo Nordisk to
cover the cost of ISPAD conference registration fee, the
conference was supported by industry sponsorship;
received funding from the JDRF to cover travel,
accommodation and an honorarium to attend a JDRF
PEAK programme expert panel meeting on exercise and
diabetes; received funding from the organisers of an Italian
paediatric diabetes meeting to cover travel,
accommodation and an honorarium as an invited speaker
on ISPAD nutrition guidelines (the meeting was sponsored
by Eli Lilly).

Non-personal pecuniary

Co-applicant for the following Health Technology
Assessment (HTA) funded trials: Child and Adolescent
Structured Competencies Approach to Diabetes Education
(CASCADE), randomised controllted trial (RCT) of
continuous subcutaneous insulin infusion compared to
multiple daily injection regimens in children and young
people at diagnosis of type 1 diabetes (Subcutaneous
Insulin, Pumps or Injections [SCIPI]); organised an
educational meeting on the topic of ‘exercise in diabetes’.
Funds were received from Novo Nordisk to cover the costs
of food and the venue. Francesca Annan did not receive
these funds directly.

Personal non-pecuniary

Member of British Dietetic Association, Diabetes
Management & Education Group (DMEG), Diabetes UK,
ISPAD, Sports Dietitians UK; regular teaching
commitments related to nutritional management of
diabetes, and exercise and diabetes at University of York,
University of Warwick, Coventry University, Birmingham
Children’s Hospital; contributed to ISPAD guidelines on
nutritional management and exercise; wrote articles on
exercise and diabetes management and nutritional
management of diabetes for Complete Nutrition and
Diabetes Care for Children & Young People; presentations
at national and international meetings on exercise and
diabetes management; reviewed patient information
content of Diabetes UK publications and pharmaceutical
company literature (Lilly and Roche); chair of Paediatric
Sub Group of Diabetes Management and Education Group
(a specialist group of The British Dietetic Association) from
April 2013; member of the writing group for ISPAD
consensus guidelines.

Personal pecuniary

Post as paediatric diabetes specialist nurse during
guideline development funded by a diabetes charity within
the Royal London Hospital; received funding from current
employer (a hospital trust) to attend the Diabetes UK
annual Professional Conference and a study day on insulin
pump therapy sponsored by Roche; received funding from
the organisers of an international group called BEYOND
TEENS to attend a meeting as a member of the group
which is taking forward results of the TEEN project focusing
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Guideline development group
member

Jacqueline Double

Sarah Eaton

Julie Edge (Chair of the diabetic
ketoacidosis (DKA) subgroup)

Interest

on wellbeing and quality of life for young people and young
adults (the group is sponsored by Sanofi Aventis).

Personal non-pecuniary

Member of the guideline development group for the 2004
NICE guideline on type 1 diabetes in children and young
people; member of the Royal College of Nursing (RCN),
ISPAD, Primary Care Diabetes Society (PCDS),
professional member of Diabetes UK, attended a study day
funded by Medtronic on a topic that is not specific to the
guideline scope (continuous subcutaneous insulin infusion
therapy); registered for a symposium funded by Novo
Nordisk in Leicester on paediatric diabetes in October 2014
but could not attend.

Personal pecuniary

Honorarium from NHS Diabetes as Chair of national Parent
Reference Group; invited speaker at 2 Friends For Life
conferences and received free travel and food, the
conferences were supported by industry sponsorship;
received funding to cover travel expenses to attend a
meeting in Australia funded by a number of commercial
sources; gave a presentation at an IDF meeting in
Melbourne. Travel expenses were paid by the organisation.
Personal family interest

Husband received funding to cover travel expenses from
Children with Diabetes (a US not-for-profit organisation) to
attend a Family Conference in the USA.

Personal non-pecuniary

Spoke for NHS Technology Adoption Centre (NTAC) and
NHS Diabetes; ran workshops on schools, advocacy and
mother’s emotional needs; member of Diabetes UK and
JDRF; director of INPUT (a patient-run organisation that
advocates for access to insulin pumps and diabetes
technology in the UK) until December 2012; member of UK
Children with Diabetes Advocacy Group.

Non-personal pecuniary

Member of conference planning team for conferences
organised by Diabetes UK and the Universities of York and
Huddersfield (the conferences are sponsored by a number
of pharmaceutical companies but Sarah Eaton does not
receive any funding personally and is not responsible for
management of the funds); honorarium from the University
of York for a discussion regarding the GP’s role in
transitional care.

Personal non-pecuniary

Attended GP education meetings funded by Ashfield In2
Focus, Bayer Healthcare, Boehringer Ingelheim, HRA
Pharma, Napp Pharmaceuticals, Pfizer, Reckit Benckiser;
professional member of Diabetes UK, volunteer for
Diabetes UK children’s care events; member of team (also
involving Diabetes UK, University of Huddersfield and
University of York) planning a conference on new
developments in diabetes management in primary care.

Personal pecuniary

Honoraria for writing on type 1 diabetes for the British
National Formulary for Children; honoraria for writing on
type 1 diabetes for Practical Diabetes; attended the ISPAD
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Guideline development group

member Interest
annual meeting in Gothenburg as invited speaker and
received expenses (travel, registration, 3 nights’ hotel
accommodation and one evening meal) from ISPAD;
received funding from the IDF to cover the cost of travel
and accommodation expenses incurred when attending
their meeting in Melbourne; received funding from the
Australia Paediatric Society to cover registration and travel
expenses to speak on the topic of cerebral oedema in
children and young people with DKA at their Diabetes
Meeting, the event was funded by a number of commercial
sources; received funding from Diabetes UK to cover travel
expenses to attend their Diabetes UK conference;
honorarium from the University of York as an invited
speaker on a master’'s module on DKA.
Non-personal pecuniary
Julie Edge holds managerial responsibility for departmental
funding from Oxford Medical Diagnostics for a research
project on a device not directly linked to any of the topics in
the scope, from Aventis, Novo Nordisk, and Roche for
sponsorship of educational meetings, and from the British
Heart Foundation, Diabetes UK, JDRF, National Institute
for Health Research Comprehensive Clinical Research
Network (NIHR CCRN) via the Comprehensive Local
Research Networks (CLRNs) and Thames Valley Diabetes
Research Network (TVRN) for the following research
projects for which Julie Edge is the local principle
investigator: Adolescent Type 1 Diabetes Cardio-Renal
Intervention Trial (AdDIT); Diabetes Genome Anatomy
Project (DGAP); and studies about insulin for diabetes
including an RCT of continuous subcutaneous insulin
infusion compared to multiple daily injection regimens in
children and young people at diagnosis of type 1 diabetes
(SCIPI); holds managerial responsibility for departmental
funding from Advanced Therapeutics, Animas/LifeScan
(part of Johnson and Johnson), Glucomen, Lilly, Novo
Nordisk and Roche for sponsorship of educational
meetings in 2013; holds managerial responsibility for
departmental funding from Advanced Therapeutics,
Aventis, Novo Nordisk and Roche for sponsorship of
educational meetings in 2014; received funding from Novo
Nordisk to cover travel expenses to attend and speak at a
symposium (also funded by Novo Nordisk) in Leicester on
paediatric diabetes in October 2014; chief investigator on a
study of a new glucose sensor funded by abbot diabetes
Care and local principal investigator on the same study (the
funding contributes to a research trust fund managed by
Julie Edge).
Personal non-pecuniary

Involved over many years in research on the management
of DKA,; lectured and prepared guidelines on DKA; member
of Association of Children's Diabetes Clinicians (ACDC),
BSPED, Diabetes UK and ISPAD; member of the writing
group for ISPAD consensus guidelines; attended a half-day
training course organised by Medtronic about continuous
intravenous insulin therapy pumps; author of a paper
looking at the timing of insulin therapy which was included
in the guideline systematic review for the same topic; joint
author on a paper looking at the rate of fluid administration
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Guideline development group
member

Nikhil Gokani

William Lamb

Interest

which was included in the guideline systematic review for
the same topic.

Personal pecuniary

Payment received for systematic reviewing work not
directly linked to any of the topics in the guideline scope;
researcher in public health and law with consultancy in the
same field but not related to diabetes; honorarium from the
NIHR for peer review of research applications on topics not
related directly to any areas covered by the guideline
scope; honorarium from the NIHR for peer review of Health
Technology Assessment (HTA) on psychological
interventions in children and young people with long-term
health conditions.

Personal non-pecuniary

Supporting member of Diabetes UK, member of its groups
and committees and volunteer; PhD candidate in public
health and law; member of the National Diabetes Audit
Partnership Board; member of Royal College of Physicians
(RCP) joint specialty committee on endocrinology and
diabetes mellitus; member of the specialist advisory
committee on endocrinology and diabetes mellitus at the
Joint Royal Colleges of Physicians Training Board; member
of the Delphi consensus panel on pressure ulcers in
children and young people at the National Clinical
Guideline Centre (NCGC) member of the NICE Appeal
Panel; discussed possible funding of a children and young
people’s version of the guideline with Diabetes UK, the
Assaociation of British Clinical Diabetologists and Abbott (no
discussions regarding content of the guideline, and contact
established only after final changes to recommendations
had been made following stakeholder consultation on the
draft guideline).

Personal pecuniary

Honoraria from Practical Diabetes for writing an article
about adolescent diabetes and from Medtronic Ltd for
lecturing on continuous glucose monitoring; honoraria from
eMedicine.com (part of Medscape from WebMD) for writing
and updating articles about diabetes and DKA; attended an
educational meeting organised by Francesca Annan on the
topic of exercise in diabetes, the meeting was sponsored
by Novo Nordisk and travel expenses were paid by the
conference organisers; received payment for medico-legal
work (expert testimony and a report) in a case pertaining to
paediatric diabetes care that was not specific to the scope
of the guideline (neglect); received funding to cover travel
expenses to speak at a conference on diabetes and
exercise, the conference was sponsored by a number of
insulin pump manufacturers; received funding from
university employer to cover travel expenses to speak at a
training course on the use of insulin pumps, the course was
sponsored by a number of insulin pump manufacturers;
received funding from Diabetes UK to cover travel,
accommodation and conference fees to attend the
Diabetes UK annual Professional conference as an invited
speaker (did not speak about and topics related directly to
any areas covered by the guideline scope).
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Guideline development group
member

Carol Metcalfe

Claire Pesterfield

Interest

Personal non-pecuniary

Professional member of Diabetes UK; member of ACDC,
BSPED and ISPAD; volunteer for Diabetes UK and JDRF;
associate editor of Clinical Diabetes; attended meetings
supported by various industry sponsors unknown to William
Lamb as part of continuing professional development.
Spoke at JDRF ‘Type 1 diabetes discovery weekend’, the
event was supported by industry sponsorship but William
Lamb received no funding.

Personal pecuniary

Received funding from Novo Nordisk to attend the Diabetes
UK annual Professional Conference in March 2014 and
from Eli Lily to attend the Eli Lilly National Paediatric
Diabetes Meeting in May 2014; received funding from
Roche to cover accommodation costs while attending a
study day (also funded by Roche) on a topic that is not
specific to the guideline scope (continuous subcutaneous
insulin infusion therapy); received funding from Novo
Nordisk to cover accommodation expenses while attending
a symposium (also funded by Novo Nordisk) in Leicester
on paediatric diabetes in October 2014.

Personal non-pecuniary interest

Volunteer for Diabetes UK; senior nurse on family events
and organiser of young person event for Diabetes UK;
adviser to Diabetes UK on volunteer and safeguarding
guidelines.

Non-personal pecuniary

Addenbrookes Charitable Trust will receive honoraria from
Abbott, Animas, Roche and Medtronic for Claire Pesterfield
presenting clinical case studies regarding diabetes care
and preparing 2 articles for publication (1 about an
education event (sports day) for Diabetes Care of Children
and Young People and the other about management of
neonatal diabetes for Diabetes Management).

Personal non-pecuniary

Volunteer for Diabetes UK; IDF young leader programme
mentor; wrote article about parental attitudes to a closed-
loop blood glucose trial for Diabetes Technology and
Therapeutics (2010); co-founder and director of Team
Blood Glucose, a not-for-profit social enterprise that
provides peer support and education resources to
encourage people with or at risk of diabetes to participate
in exercise.

Table 2: NCC-WCH staff members’ declarations of interest

Staff member
Sarah Bailey
Frauke Becker
Zosia Beckles
Anne Carty
Rupert Franklin
Yelan Guo
Paul Jacklin
Sadia Janjua

Interest

No interests declared
No interests declared
No interests declared
No interests declared
No interests declared
No interests declared
No interests declared
No interests declared
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Juliet Kenny

Hugh McGuire
Paul Mitchell

Moira Mugglestone
M Stephen Murphy
Su Park

Nitara Prasannan
Wendy Riches
Grammati Sarri
Lilian Stevens
Cristina Visintin
Amy Wang

Katie Webster

No interests declared
No interests declared
No interests declared
No interests declared
No interests declared
No interests declared
No interests declared
No interests declared
No interests declared
No interests declared
No interests declared
No interests declared
No interests declared

Table 3: Expert advisers’ declarations of interest

Katharine Barnard

Andrew Durward

Personal pecuniary interest

Honorarium from Animas to attend advisory board
meetings in January and July 2014 for the CHOICE study —
the study looks at treatment satisfaction with insulin pump
therapy; honorarium from Johnson and Johnson to provide
expert advice on impact of diabetes-related devices (until
October 2014); honorarium from Novo Nordisk to attend
advisory board meetings for the DAWN2 study — the study
looks at psychosocial attitudes of adults and family
members with type 1 diabetes (until March 2014);
honorarium from Roche Diagnostics to act as Global
Advisory Board member (ongoing) providing advice on the
topic of psychosocial impact of devices for adults with type
1 diabetes; honorarium from Sanofi to attend one-off
meeting on behavioural aspects of diabetes (February
2014).

No interests declared
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Appendix E: Review protocols

Diagnosis

The systematic review for the following question was conducted by the guidance-producing
centre for the guideline ‘Type 1 diabetes in adults’. The style of the review protocol differs
slightly from the style used elsewhere in this guideline.

Review question: What is the effectiveness of C-peptide and antibody tests to
distinguish type 1 and type 2 diabetes?

Diagnosis

Review
guestion
for update

Objectives

Population

Subgroups

Diagnostic
tests

Outcomes

What is the effectiveness of C-peptide and antibody tests to distinguish type 1 and
type 2 diabetes?

Note that the evidence review was prepared by the guidance-producing centre for
type 1 diabetes in adults who used the following as a working version of the review
question for compatibility with the evidence review for the adult’s guideline

In young people with diabetes, what is the best marker (C-peptides plus or minus
antibodies) to distinguish between a diagnosis of type 1 diabetes, type 2 diabetes and
other forms of diabetes?

The aim of this review is to determine whether the presence of C-peptides and/or
antibodies in people with diabetes distinguishes between type 1 diabetes, type 2
diabetes, and other forms of diabetes, in order to make an accurate diagnosis. Also
what titre or concentration of each of these markers is present and distinguishes the

types.

e What is the best test or combination of tests to give you the highest level of
certainty in discriminating type 1 diabetes from type 2 diabetes?

¢ When does uncertainty exist, and what should be done when uncertainty exists?
Young people with all types of diabetes:
e young people is defined as aged at least 11 years and younger than 18 years

o diabetes types are: type 1 diabetes, type 2 diabetes, latent autoimmune diabetes of
adulthood (LADA) and maturity onset diabetes of the young (MODY)

The following groups will be considered separately if data are available:
e young people

C-peptide:

e plasma C-peptide (stimulated)

e urinary C-peptide

¢ urinary C-peptide:creatinine ratio

Antibody tests:
¢ anti-islet cell antibody (ICA)

¢ anti-glutamic acid decarboxylase 65 antibody or anti-glutamic acid decarboxylase
antibody (GADA)

¢ insulinoma-associated (IA-2 / ICA512) autoantibody

¢ other (zinc transporter 8 (ZnT8), islet-specific glucose-6-phosphatase catalytic
subunit (IGRP), anti-ZnT8)

e Presence of marker (number or percentage of participants with marker)
Concentration of marker (ug/ml)
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Diagnosis

Importance
of
outcomes

Study
design

Population
size and
directness

Setting

Search
strategy

Review
strategy

Notes

e Change in marker over time (number or percentage of participants with marker)
e Change in concentration of marker over time (ug/ml)

Critical outcomes

e not relevant

All study types

Studies will be excluded if any of the following apply.

e The population is mixed, with no young people subgroup analyses. Mixed
populations excluded are:

o children and young people

o children, young people and adults
e The population is exclusively children (age <11 years)
e They are validation studies
e They are treatment studies

e They are pre-diabetes populations (we are not going to look at studies that use
markers as predictors of the future development of diabetes)

e They are detecting markers in relatives of people with diabetes

Sample size restrictions. We will exclude studies if any of the following apply.

¢ Adults and young people with sample size of n<50 if we retrieve >20 studies that
have been conducted in young people and adults separately

¢ Young people with a sample size of n<50 if there are >20 young people studies
retrieved

All settings (as per scope)

Search will be restricted to studies published since the original guideline for type 1
diabetes in adults (2003). If only a few studies are found, then we will extend the
search to all years

Appraisal of methodological quality/evidence synthesis

e The methodological quality of each study will be assessed using NICE checklists
and a narrative synthesis of the evidence will be provided

If no/insufficient evidence is found we will (in order of preference):

e consider unpublished or partially published studies (including abstracts — and
contact the authors for more information)

e move to guideline development group consensus

Diagnosis — health economic evidence

Objectives
Criteria

Search
strategy

Review
strategy

To identify economic studies relevant to the review question set out above

Populations, interventions and comparators as specified in the individual review
protocol above. Must be a relevant economic study design (cost-utility analysis, cost-
benefit analysis, cost effectiveness analysis, cost-consequence analysis, comparative
cost analysis)

An economic study search was undertaken using population specific terms and an
economic study filter

Each study is assessed using the NICE economic evaluation checklist - NICE
guidelines manual (2009 edition)

Inclusion/exclusion criteria

e If a study is rated as both 'Directly applicable' and 'Minor limitations' (using the NICE
economic evaluation checklist) then it should be included in the guideline. An
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Notes

evidence table should be completed and it should be included in the economic
profile.

e If a study is rated as either 'Not applicable' or 'Very serious limitations' then it should
be excluded from the guideline. It should not be included in the economic profile
and there is no need to include an evidence table.

o If a study is rated as 'Partially applicable' and/or 'Potentially serious limitations' then
there is discretion over whether it should be included. The health economist should
make a decision based on the relative applicability and quality of the available
evidence for that question, in discussion with the guideline development group if
required. The ultimate aim being to include studies that are helpful for decision
making in the context of the guideline and current NHS setting. Where exclusions
occur on this basis, this should be noted in the relevant section of the guideline with
references.

Also exclude:

unpublished reports unless submitted as part of a call for evidence
abstract-only studies

letters

editorials

reviews of economic evaluations

o foreign language articles.

Where there is discretion

The health economist should be guided by the following hierarchies.
Setting:

e UK NHS

o OECD countries with predominantly public health insurance systems (for example,
France, Germany and Sweden)

o OECD countries with predominantly private health insurance systems (for example,
the USA and Switzerland)

e Non-OECD settings (always 'Not applicable")

Economic study type:

e cost-utility analysis

¢ other type of full economic evaluation (cost-benefit analysis, cost effectiveness
analysis, cost-consequence analysis)

e comparative cost analysis

e non-comparative cost analyses including cost of illness studies (always ‘Not
applicable")

Year of analysis:

o the more recent the study, the more applicable it is

Quality and relevance of effectiveness data used in the economic analysis:

o the more closely the effectiveness data used in the economic analysis matches with

the studies included for the review of clinical evidence the more useful the analysis
will be to decision making for the guideline

Recent reviews will be ordered although not reviewed. The bibliographies will be
checked for relevant studies, which will then be ordered
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Review question: What is the effectiveness of structured education programmes in
improving clinical and patient outcomes in children and young people with type 1

diabetes?

Type 1 diabetes — education

Existing
recommen
dation(s) in
2004
guideline

Review
guestion
for update

Objectives

Language

Study
design

Children and young people with newly diagnosed type 1 diabetes should be offered a
structured programme of education covering the aims of insulin therapy, delivery of
insulin, self-monitoring of blood glucose, the effects of diet, physical activity and
intercurrent iliness on glycaemic control, and the detection and management of
hypoglycaemia.

Children and young people with type 1 diabetes and their families should be offered
timely and ongoing opportunities to access information about the development,
management and effects of type 1 diabetes. The information provided should be
accurate and consistent and it should support informed decision-making.

Children and young people with type 1 diabetes and their families should be offered
opportunities to discuss particular issues and to ask questions at each clinic visit.

The method of delivering education and content will depend on the individual and
should be appropriate for the child’s or young person’s age, maturity, culture, wishes
and existing knowledge within the family.

Particular care should be given to communication and the provision of information
when children and young people with type 1 diabetes and/or their parents have
special needs, such as those associated with physical and sensory disabilities, or
difficulties in speaking or reading English.

The 2004 guideline includes recommendations about education at diagnosis and as
part of ongoing management for type 1 diabetes

An external adviser has been appointed to advise the guideline development group
on technical aspects of clinical research relating to behavioural interventions and the
interface with education programmes

What is the effectiveness of structured education programmes in improving clinical
and patient outcomes in children and young people with type 1 diabetes?

To determine the effectiveness of structured education programmes in improving
outcomes for children and young people with type 1 diabetes. Structured education
programmes deliver information to the child or young person, or their family, with the
intention of improving outcomes and using a process which includes (see ISPAD
Clinical Practice Consensus Guidelines 2009, Chapter 5 [Diabetes education in
children and adolescents]):

a structured, agreed, written curriculum
use of trained educators

quality assurance

e audit

English

Systematic reviews and RCTs only Study designs other than RCTs will
be considered only if no RCT
evidence is identified for inclusion
The next step might be to include
systematic reviews of RCTs and
non-randomised comparative studies
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Status

Population

Interventio
n or index
test

Comparato
r or
reference
standard

Clinical
outcomes

Published articles indexed since the searches
for the 2004 guideline were completed

Children and young people with type 1
diabetes less than 18 years of age

(but not individual non-randomised
studies)

This is an update of part of a review
guestion considered in the 2004
guideline. The studies included in the
2004 guideline will need to be
considered for inclusion in the
update review (involving extraction of
data in the form of GRADE profiles)

This review question will focus solely
on ‘patient’ education (that is,
education of healthcare
professionals will be excluded)

Structured education programmes specific to type 1 diabetes (education aimed at

children and young people or their families)
This review should cover:

o all settings (diabetes clinics, schools, etc.), while recognising that recommendations

will be limited to the clinical practice context

¢ all forms of delivery of education (for example, one-to-one, brief, face-to-face and
remote [telemedicine, including text messaging])

Alternative models of structured education
Usual care

Physical outcomes
¢ glycaemic control

o HbAlc (minimum follow-up 6 months after
completion of primary intervention)

e severe hypoglycaemic episodes

¢ diabetic ketoacidosis (DKA; number of
episodes)

¢ adherence to diabetes management
(including self-management)

e adherence to education intervention.

Psychosocial outcomes

¢ health-related quality of life

e children and young people’s and families’
satisfaction with intervention (education
intervention)

o risk-taking behaviours (such as smoking;
this is of such importance that it has been
included as an exceptional eighth outcome
for data extraction).

Usual care in this context usually
includes unstructured, informal
education, provision of information
leaflets or multimedia

The guideline development group
initially identified a minimum follow-
up period of 6 months after
completion of the primary
intervention for HbAlc and 4 months
for other outcomes. Include further
follow-up if reported, for example, if a
top-up intervention is required. The
minimum duration of follow-up was
subsequently relaxed to cover follow-
up from baseline (rather than
completion of the primary
intervention) to allow inclusion of
clinically relevant evidence

HbAlc MID is 0.5 percentage points
(5.5 mmol/mol)

Severe hypoglycaemic episodes
defined according to either of the
following criteria.

International Society for Pediatric
and Adolescent Diabetes (ISPAD)
2009 — the mental state of the child
or young person is altered and they
cannot assist in their care, they are
sSemiconscious or unconscious, or in
coma (with or without convulsions)
and may need parenteral treatment
(glucagon or intravenous glucose)
ISPAD 2000 grade 2 or 3 — the child
or young person cannot respond to
hypoglycaemia and needs help from
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another person, but oral treatment is
successful (grade 2) or they are
Semi-conscious or unconscious, or in
coma (with or without convulsions)
and may need parenteral treatment
(glucagon or intravenous glucose;
grade 3)

No long-term interventions needed to
be prioritised as outcomes because
HbA1c will determine these

Health This question was prioritised for health It will only be necessary to consider
economic economic analysis the cost effectiveness of structured
outcomes education programmes if there is

some evidence of benefit. If
. . . education programmes have a
¢ health-related quality of life and quality e o Fr)1argms sl bt dhain &

adjusted life years (QALYS) QALY approach could facilitate the
o adherence to education intervention. appropriate trade-off. There may
also be a need to model longer-term
QALY gains or losses from
intermediate trial or study outcomes
(for example, changes in weight)

Relevant outcomes:

Other None Studies that evaluate education
criteria for programmes for healthcare
inclusion/ professionals will be excluded (see
exclusion above)

of studies

Subgroup analysis by age group (for
example, pre-school versus primary
school or secondary school) would
be useful if the evidence from the
included studies allows this
(although the availability of such
studies is not expected). Note that
there are age-specific structured
education programmes (mainly for
young people)

Subgroup analysis according to the
presence of associated conditions
such as autism spectrum disorder or
learning difficulties, and according to
language and culture-specific
interventions would be useful if the
evidence allows this

Search See separate document Search the PsycINFO bibliographic

strategies database for this review question (in
addition to the standard bibliographic
databases)

Review Evidence will be assessed for quality

strategies according to the process described in the
NICE guidelines manual (November 2012)
A list of excluded studies will be provided
following weeding

Evidence tables and an evidence profile will
be used to summarise the evidence
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Equality Equalities issues with be assessed according
to processes described in NICE guidelines

manual (November 2012)

The notes above relating to
subgroup analysis by associated
conditions, language and cultural

considerations reflect the importance
of equalities issues in this question

E.3 Type 1 diabetes — psychological interventions

Review question: What is the effectiveness of behavioural interventions to improve
outcomes in children and young people with type 1 diabetes?

Type 1 diabetes — psychological interventions

Existing Behavioural and conduct disorders The 2004 guideline does not make
recommen  Children and young people with type 1 specific recommendations about
dation(s) in  diabetes who have behavioural or conduct psychological interventions to improve
2004 disorders, and their families, should be outcomes in children and young
guideline offered access to appropriate mental health  people with type 1 diabetes, but it

professionals.

Non-adherence to therapy should be
considered in children and young people
with type 1 diabetes who have poor
glycaemic control, especially in
adolescence.

Non-adherence to therapy should be
considered in children and young people
with established type 1 diabetes who
present with diabetic ketoacidosis,
especially if the diabetic ketoacidosis is
recurrent.

Young people with ‘brittle diabetes’ (that is,
those who present with frequent episodes of
diabetic ketoacidosis over a relatively short
time) should have their emotional and
psychological well-being assessed.

The issue of non-adherence to therapy
should be raised with children and young
people and their families in a sensitive
manner.

Psychosocial support

Diabetes care teams should be aware that
poor psychosocial support has a negative
impact on a variety of outcomes of type 1
diabetes in children and young people,
including glycaemic control and self-esteem.

Children and young people with type 1
diabetes, especially young people using
multiple daily injection regimens, should be
offered structured psychological intervention

includes the recommendations listed
which refer to related topics on
behavioural and conduct disorders,
non-adherence, psychosocial support
and adolescence

An external adviser has been
appointed to advise the guideline
development group on technical
aspects of clinical research relating to
psychological interventions and the
interface with education programmes
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strategies because these may improve
psychological well-being and glycaemic
control.

Young people with type 1 diabetes should
be offered specific support strategies, such
as mentoring and self-monitoring of blood
glucose levels supported by problem
solving, to improve their self-esteem and
glycaemic control.

Families of children and young people with
type 1 diabetes should be offered specific
support strategies (such as behavioural
family systems therapy) to reduce diabetes-
related conflict between family members.

Children and young people with type 1
diabetes and their families should be offered
timely and ongoing access to mental health
professionals because they may experience
psychological disturbances (such as anxiety,
depression, behavioural and conduct
disorders and family conflict) that can impact
on the management of diabetes and well-
being.

Diabetes care teams should have
appropriate access to mental health
professionals to support them in the
assessment of psychological dysfunction
and the delivery of psychosocial support.

Adolescence

Diabetes care teams should be aware that
adolescence can be a period of worsening
glycaemic control, which may in part be due
to non-adherence to therapy.

Review What is the effectiveness of psychological

guestion interventions to improve outcomes in

for update  children and young people with type 1
diabetes?

Objectives  To determine the effectiveness of
psychological interventions in improving
outcomes for children and young people
with type 1 diabetes. The question is
sufficiently broad to cover interventions
aimed at families and healthcare
professionals as well as those aimed at the
child or young person. The guideline
development group prioritised psychological
interventions that should be addressed in
this question as follows.

e Family therapy (including behavioural
family systems therapy [BFST]): this is
always delivered to one family unit but it
can include separate sessions with
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Language

Study
design

Status

Population

different members (individuals/groups)
within the unit.

e Cognitive behavioural therapy (CBT): this

can be delivered one-to-one or in groups.
The intervention focuses on recognising
specific triggers for maladaptive behaviour
and bringing about changes to behaviour.

Motivational interviewing: this can be
delivered one-to-one or in groups. The
intervention focuses on general
exploration of ambivalence around
maladaptive behaviours and what the
person wants to do or should do. The
intervention develops insight into
maladaptive behaviour.

Counselling: this is delivered one-to-one
but the content of interventions termed
counselling may vary.

Mentoring: this can be delivered one-to-
one or in groups. The mentor is typically
older than the person receiving mentoring
or is influential in the community.

Peer support: this can be delivered one-to-
one or in groups. The intervention typically

involves people of similar age to the
person receiving peer support.

English
Systematic reviews and RCTs only

Published articles indexed since the
searches for the 2004 guideline were
completed

Children and young people with type 1
diabetes

Study designs other than RCTs will be
considered for any of the prioritised
interventions only if no RCT evidence
is identified for inclusion for that
intervention

The next step might be to include
systematic reviews of RCTs and non-
randomised comparative studies (but
not individual non-randomised studies)

This is an update of part of a review
guestion considered in the 2004
guideline. The studies included in the
2004 guideline will need to be
considered for inclusion in the update
review (involving extraction of data in
the form of GRADE profiles)

The aim is to retain general
recommendations that have not
become outdated and to add specific
recommendations about psychological
interventions if relevant

The guideline scope defines children
and young people as those younger
than 18 years. The initial approach will
be to include studies only if they report
results for people younger than 18
years
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Interventio
n or index
test

Comparato
r or
reference
standard

Psychological interventions specific to the
management of type 1 diabetes in children
and young people (this could involve
interventions aimed at families and
healthcare professionals as well as those
aimed at the child or young person)

o Family therapy (include only validated
therapies such as BFST — expert adviser
to advise in relation to search results); it is
likely that RCTs will be available for this
type of intervention.

e CBT; itis likely that RCTs will be available
for this type of intervention.

e Motivational interviewing; it is possible that
RCTs will be available for this intervention,
although it is more likely to have been
used in young people and adults rather
than children.

e Counselling; it is possible that RCTs will
be available for this type of intervention.

e Mentoring; there may be no RCTs
evaluating this type of intervention.

e Peer support; there may be no RCTs
evaluating this type of intervention.

An alternative psychological intervention
listed above

An alternative and well defined
psychological intervention not listed above

Use the terms specific to the
prioritised psychological interventions
when conducting the searches for this
guestion
http://www.ahrg.gov/clinic/tp/diabedtp.
htm)

The following search terms from the
AHRQ 2008 systematic review were
considered by the guideline
development group and expert adviser
as part of the prioritisation of
psychological interventions for this
guestion but they were not selected
for the reasons given and they should
not be used as search terms for this
question:

e adherence (an outcome not an
intervention)

¢ behavioural therapy (poorly defined
SO not a priority)

¢ biofeedback (more relevant to the
question relating to education
programmes)

e cognitive therapy (not a priority
because it focuses on awareness of
behaviour but not changing
behaviour)

e conjoint therapy (refers to any two
therapies joined together)

¢ educational therapy (will be
addressed in the education
question)

e psychological interventions (not
specific)
¢ psychological therapy (not specific)

¢ solution-focused therapy (not
specific — refers to any therapy that
focuses on solutions rather than
problems; several of the prioritised
interventions are solution-focused)

o therapy (not specific).

This review should cover:

e all settings (diabetes clinics,
schools, etc.), while recognising that
recommendations will be limited to
the clinical practice context

o all forms of delivery of the prioritised
psychological interventions (for
example, one-to-one, brief, face-to-
face and remote [telemedicine]).

Usual care in this context usually

includes education, no therapy,
provision of information leaflets or
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Clinical
outcomes

(expert adviser to advise on what is well
defined in relation to search results)

Any other intervention aimed at changing a
specific behaviour, a range of behaviours, or
psychosocial adjustment to diabetes self-
management

Usual care (this will be the most common
comparator)

Physical outcomes

¢ glycaemic control
o HbAlc (minimum follow-up 6 months
after completion of primary intervention)
¢ adherence to diabetes management (the
scope requires this; to include self-
management)

¢ adverse events (for example, severe
hypoglycaemic episodes, diabetic
ketoacidosis (DKA) or self-harm)

Psychosocial outcomes
¢ health-related quality of life

e children and young people’s and families’
satisfaction with intervention

e depression or anxiety
¢ school performance or attendance (this
will be very important for this question)

o risk-taking behaviours (such as smoking;
this is of such importance that it has been
included as an exceptional eighth outcome
for data extraction).

multimedia (DVDs, CDs, websites,
apps)

The guideline development group
initially identified a minimum follow-up
period of 6 months after completion of
the primary intervention for HbA1c and
4 months for other outcomes. Include
further follow-up if reported, for
example, if a top-up intervention is
required. The minimum duration of
follow-up was subsequently relaxed to
cover follow-up from baseline (rather
than completion of the primary
intervention) to allow inclusion of
clinically relevant evidence

The guideline development group
noted that change in body mass index
(BMI) standard deviation score (SDS)
would be more important than DKA for
the corresponding question for type 2
diabetes

HbAlc MID is 0.5 percentage points
(5.5 mmol/mol)

Severe hypoglycaemic episodes
defined according to either of the
following criteria.

e International Society for Pediatric
and Adolescent Diabetes (ISPAD)
2009 — the mental state of the child
or young person is altered and they
cannot assist in their care, they are
SEemicoNnscious or unconscious, or in
coma (with or without convulsions)
and may need parenteral treatment
(glucagon or intravenous glucose),
or

¢ ISPAD 2000 grade 2 or 3 — the child
or young person cannot respond to
hypoglycaemia and needs help from
another person, but oral treatment is
successful (grade 2) or they are
Semi-conscious or unconscious, or
in coma (with or without
convulsions) and may need
parenteral treatment (glucagon or
intravenous glucose; grade 3).
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Health
economic
outcomes

Other

criteria for

inclusion/
exclusion
of studies

Search
strategies

Review
strategies

This question was not prioritised for health
economic analysis

Outcomes:

¢ health-related quality of life and quality
adjusted life years (QALYS)

e adherence to treatment

It may be possible attach a QALY to various
long-term complications — this could be a
longer list than the seven outcomes
considered for the GRADE profiles

None

See section F.19

Evidence will be assessed for quality
according to the process described in the
NICE guidelines manual (November 2012)

No long-term interventions needed to
be prioritised as outcomes because
HbA1c will determine these

This question was rated as a medium
(but not high) priority for health
economic analysis, but it could be
considered if resources allow,
especially as there are parallels with
the question on structured education
packages, which was selected as a
high priority for health economic
analysis

guideline development group to note
that, although mortality is not
prioritised as a clinical outcome,
health economic modelling
incorporating data on mortality might
be relevant through the link between
hyperglycaemia and mortality

It would only be necessary to consider
the cost effectiveness of psychological
interventions if there were some
evidence of clinical benefit. If
psychological interventions have a
mixture of harms and benefits then a
QALY approach could facilitate the
appropriate trade-off. There may also
be a need to model longer-term QALY
gains or losses from intermediate trial
or study outcomes (for example,
changes in weight)

Subgroup analysis by age group (for
example, pre-school versus primary
school or secondary school) would be
useful if the evidence from the
included studies allows this (although
the availability of such studies is not
expected). Subgroup analysis by ages
within these groups would also be
useful if it is feasible

Evidence tables should document who
delivered the intervention(s), the
frequency of contact with healthcare
or other relevant professionals to
deliver the intervention(s), and
process evaluation information

NCC-WCH technical team to search

the PsycINFO bibliographic database
for this review question (in addition to
the standard bibliographic databases)
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A list of excluded studies will be provided
following weeding

Evidence tables and an evidence profile will
be used to summarise the evidence

Equalities issues with be assessed
according to processes described in NICE
guidelines manual (November 2012)

Equality

E.4 Type 1 diabetes — multiple daily injections

Review question: What is the effectiveness of multiple daily injections of insulin when
compared with mixed insulin injections in improving glycaemic control in children and

young people with type 1 diabetes?

Type 1 diabetes — multiple daily injections

Existing Pre-school and primary school children with type  The 2004 guideline contains the
recommend 1 diabetes should be offered the most following definitions:
ation(s) in appropriate individualised regimens to optimise o pre-school children — children
2004 their glycaemic control. aged 1 year or older, and
guideline younger than 5 years
Young people with type 1 diabetes should be e primary school children —
offered multiple daily injection regimens to help children aged 5 years or older,
optimise their glycaemic control. and younger than11 years
e young people — people aged 11
Young people who do not achieve satisfactory years or older, and younger
glycaemic control with multiple daily injection than 18 years.
regimens should be offered additional support
and, if appropriate, alternative insulin therapy
(once-, twice- or three-times daily mixed insulin
regimens or continuous subcutaneous insulin
infusion using an insulin pump).
Young people with type 1 diabetes who have
difficulty adhering to multiple daily injection
regimens should be offered twice-daily injection
regimens.
Review What is the effectiveness of multiple daily injections of insulin when compared with
guestion for mixed insulin injections in improving glycaemic control in children and young people
update with type 1 diabetes?
Objectives To establish the effectiveness of different insulin regimens in children and young
people with type 1 diabetes
Language English
Study Systematic reviews and RCTs only Study designs other than RCTs
design Comparative observation studies (including will be considered only if no RCT
cohort and case-control Studies) evidence is identified for inclusion
Status Published articles (no limitation on year of Although this is an update of part

publication) of a review question considered
in the 2004 guideline, no date
limit will be applied to searches to
ensure that all relevant articles

are identified and allow extraction
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of data in the form of GRADE
profiles

Population Children and young people with type 1 diabetes = The guideline scope defines
children and young people as
those younger than 18 years. The
initial approach will be to include
studies only if they report results
for people younger than 18 years

Exclude studies involving children
or young people with type 2
diabetes unless the results for
children and young people with
type 1 diabetes are reported

separately
Intervention  Multiple daily injections of insulin, with or without  The definition of multiple daily
or index test carbohydrate counting injections will be four or more

injections per day using unmixed
insulin (meaning insulins that are
not mixed in the syringe)

The 2004 guideline defines
multiple daily injections as
follows: the person has injections
of short-acting insulin or rapid-
acting insulin analogue before
meals, together with one or more
separate daily injections of
intermediate-acting insulin or
long-acting insulin analogue

Evidence tables should record
additional care received
(carbohydrate counting, advice,
monitoring, etc.)

Any articles in which four or more
injections were given but it was
not clear from the title or abstract
whether mixed or unmixed insulin
was used should be ordered and
discussed with the guideline
development group

The guideline development group
noted that studies in which short-
term intensive insulin treatment is
used from diagnosis are not
relevant for this question

Report the following types of

studies separately:

¢ those in which all participants
are studied from diagnosis

¢ those in which all participants
receive a change in treatment
simultaneously
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Comparator
or reference
standard

Clinical
outcomes

Fewer than four injections or occasions of
injecting per day. Predominantly mixed insulin
regimens — combinations of insulins with
different durations of action given in a single
injection — also includes regimens where such
insulins are given in separate injections but at
the same time. Two injections given at the same
time will count as one mixed injection

25:75 and 30:70 mixes are currently available in
the UK, but studies involving other mixes (for
example, 40:60) or free-mixed insulin are also
eligible for inclusion

Physical outcomes
¢ glycaemic control
o HbAlc (minimum follow-up 6 months)
o severe hypoglycaemic episodes
o diabetic ketoacidosis (DKA; number of
episodes)
¢ adherence to diabetes management (including
self-management)

¢ changes in body mass index (BMI) standard
deviation score (SDS).

Psychosocial outcomes
¢ health-related quality of life

o children and young people’s and families’
satisfaction with intervention.

¢ those in which selected children
and young people receive a
change in treatment (for
example, because usual
treatment has failed).

The definition of a mixed insulin
regimen will be one in which
fewer than four injections per day
using mixed insulin (meaning
insulin with different durations of
action mixed in the syringe) are
administered

The 2004 guideline defines fewer
than four injections per day as
follows: injections of short-acting
insulin or rapid-acting insulin
analogue mixed with
intermediate-acting insulin. The
insulin preparations may be
mixed by the patient at the time of
injection. For example, mixtures
of 25 to 30% short-acting
analogue with an intermediate
insulin (such as Humalog mix25)

Any articles in which fewer than
four injections were given but it
was not clear from the title or
abstract whether mixed or
unmixed insulin was used should
be ordered and discussed with
the guideline development group

The guideline development group
considered that, in this question,
a minimum follow-up period of 6
months in both treatment arms
would be needed for
measurement of HbAlc and a
minimum follow-up period of 4
months in both treatment arms
would be needed for the other
outcomes

HbAlc MID is 0.5 percentage
points (5.5 mmol/mol)

Severe hypoglycaemic episodes
defined according to either of the
following criteria.

e International Society for
Pediatric and Adolescent
Diabetes (ISPAD) 2009 — the
mental state of the child or
young person is altered and
they cannot assist in their care,
they are semiconscious or
unconscious, or in coma (with
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Health
economics
outcomes

Other
criteria for
inclusion/
exclusion of
studies

Review
strategies

Equality

or without convulsions) and
may need parenteral treatment
(glucagon or intravenous
glucose), or

¢ ISPAD 2000 grade 2 or 3 — the
child or young person cannot
respond to hypoglycaemia and
needs help from another
person, but oral treatment is
successful (grade 2) or they are
Semi-conscious or unconscious,
or in coma (with or without
convulsions) and may need
parenteral treatment (glucagon
or intravenous glucose; grade
3).

BMI SDS MID is 0.5 for weight-
loss interventions and O for all
other interventions

This question was prioritised for health economic analysis

Outcomes:
¢ health-related quality of life (measured using quality adjusted life years [QALYSs])
¢ adherence to diabetes management (including self-management)

It may be possible attach a QALY weight to various long-term complications — this
could be a longer list than the seven outcomes considered for GRADE profiles

Exclude studies with <10 participants in total Subgroup analysis by age group
(for example, pre-school versus
primary school or secondary
school) would be useful if the
evidence from the included
studies allows this

Results will be pooled using
meta-analysis if possible

Evidence will be assessed for quality according
to the process described in the NICE guidelines
manual (November 2012)

A list of excluded studies will be provided
following weeding

Evidence tables and an evidence profile will be
used to summarise the evidence

Equalities issues with be assessed according to processes described in NICE
guidelines manual (November 2012)
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E.5 Type 1 diabetes — HbAlc targets

Review gquestion: What is the optimal haemoglobin Alc (HbAlc) target for children
and young people with type 1 diabetes?

Type 1 diabetes — HbAlc targets

Existing Children and young people with type 1 diabetes and their families should be informed
recommend that the target for long-term glycaemic control is an HbA1lc level of less than 7.5%
ation(s) in without frequent disabling hypoglycaemia and that their care package should be

2004 designed to attempt to achieve this.

guideline

Review What is the optimal HbA1c target for children and young people with type 1
guestion for  diabetes?

update

Objectives To determine the optimal HbAlc target value  The threshold of 7.5% in the 2004

in terms of minimising the risk of long-term guideline recommendations comes
complications without incurring an increased  from the Diabetes Control and

risk of hypoglycaemic episodes as an Complications Trial (DCCT); the
adverse effect lower HbA1c the lower the risk of

complications, and there is no lower
limit at which the risk stops reducing;
but at very low levels of HbAlc the
risk of hypoglycaemia is
unacceptable (for type 1 diabetes the
risk of hypoglycaemia is great)

This review question should,
therefore, consider studies that focus
on hypoglycaemia risk related to

HbAlc
Language English
Study Systematic reviews and RCTs Study designs other than RCTs will
design Comparative observational studies (including Pe considered only if no RCT
cohort and case-control studies) evidence is identified for inclusion

No RCTs that report results specific
to children and young people are
expected. Only consider studies
involving adults if no RCTs or
observational studies report data for
children and young, and then only by
cross-referring to the type 1 diabetes
in adults guideline in which HbAlc
targets are being updated

Status Published articles indexed since the This is an update of part of a review
searches for the 2004 guideline were guestion considered in the 2004
completed guideline. The studies included in the

2004 guideline will need to be
considered for inclusion in the
update review (involving extraction of
data in the form of GRADE profiles).
Note that newer studies will be more
relevant to current diabetes
management

© 2015 National Collaborating Centre for Women’s and Children’s Health
87



Diabetes (type 1 and type 2) in children and young people

Review protocols

Type 1 diabetes — HbAlc targets

Population

Intervention

Comparator
or reference
standard

Clinical
outcomes

Children and young people with type 1
diabetes

Specified target value for HbAlc or HbAlc
values achieved (recorded)

The guideline scope defines children
and young people as those younger
than 18 years. The initial approach
will be to include studies only if they
report results for people younger
than 18 years

Note, however, that
inclusion/exclusion of studies will be
based on time at diagnosis and
application of HbAlc targets,
whereas long-term follow-up into
adulthood will be relevant for this
guestion

Comparisons might, for example,
relate to differences between clinics

Comparisons to be made between outcomes according to target values for HbAlc

and/or HbA1lc values achieved (recorded)

Physical outcomes
e glycaemic control

o severe hypoglycaemic episodes
(frequency)

o nocturnal hypoglycaemic episodes
(frequency)

o any hypoglycaemic episode (however
defined; frequency)

e contact with the diabetes care team as a
measure of healthcare utilisation.

Psychosocial outcomes
¢ health-related quality of life

¢ children and young people’s and families’
satisfaction with intervention (acceptability
and comfort associated with testing, and
anxiety or stress associated with trying to
meet specific targets would be reflected
here, but these were not expected to be
reported frequently enough to warrant
consideration as separate outcomes).

e The guideline development group
used the review protocol for the
guestion related to blood glucose
monitoring for type 1 diabetes as
the starting point for the outcomes
to be considered for this question

e Outcomes related to
hypoglycaemia were prioritised for
inclusion because the risk of
hypoglycaemia is important with
type 1 diabetes; this contrasts with
the corresponding protocol for
HbA1c targets for type 2 diabetes
where the risk of long-term
complications is more important

e The guideline development group
identified a minimum follow-up
period of 4 months after
completion of the primary
intervention for all prioritised
outcomes). Include further follow-
up if reported, for example, if a top-
up intervention is required

Severe hypoglycaemic episodes
defined according to either of the
following criteria:

e International Society for Pediatric
and Adolescent Diabetes (ISPAD)
2009 - the mental state of the child
or young person is altered and
they cannot assist in their care,
they are semiconscious or
unconscious, or in coma (with or
without convulsions) and may
need parenteral treatment
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(glucagon or intravenous glucose),
or

e ISPAD 2000 grade 2 or 3 — the
child or young person cannot
respond to hypoglycaemia and
needs help from another person,
but oral treatment is successful
(grade 2) or they are semi-
CONSCIiOUS or unconscious, or in
coma (with or without convulsions)
and may need parenteral
treatment (glucagon or intravenous
glucose; grade 3).

Health This question was not prioritised for health economic analysis
economic
outcomes

Other None
criteria for

inclusion/

exclusion of

studies

Review Evidence will be assessed for quality according to the process described in the NICE
strategies guidelines manual (November 2012)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equality Equalities issues with be assessed according to processes described in NICE
guidelines manual (November 2012)

E.6 Type 1 diabetes —blood glucose targets

Review question: What are the optimal blood glucose targets for children and young
people with type 1 diabetes?

Type 1 diabetes — blood glucose targets

Existing Children and young people with type 1 diabetes and their families should be
recommendation(s) informed that the optimal targets for short-term glycaemic control are a pre-
in 2004 guideline prandial blood glucose level of 4-8 mmol/litre and a post-prandial blood

glucose level of less than 10 mmol/litre.

Review question for ~What are the optimal blood glucose targets for children and young people
update with type 1 diabetes?

Objectives To determine the optimal blood glucose target range in terms of minimising
the HbAlc level (as a surrogate for long-term complications) without
incurring hypoglycaemia as an adverse effect. This question should include
consideration of the timing of testing, for example, before or after meals

Language English
Study design e Systematic reviews and RCTs Study designs other than RCTs will
e Comparative observational studies be considered only if no RCT
(including cohort and case-control evidence is identified for inclusion
studies)
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Status

Population

Intervention

Comparator or
reference standard

Clinical outcomes

Health economic
outcomes

Published articles indexed since the
searches for the 2004 guideline were
completed

Children and young people with type 1
diabetes

This is an update of part of a
review question considered in the
2004 guideline. The studies
included in the 2004 guideline will
need to be considered for inclusion
in the update review (involving
extraction of data in the form of
GRADE profiles)

The guideline scope defines
children and young people as
those younger than 18 years. The
initial approach will be to include
studies only if they report results
for people younger than 18 years

Specified target ranges for blood glucose or blood glucose values achieved

(recorded)

Comparisons to be made between outcomes according to target ranges for
blood glucose and/or blood glucose values achieved (recorded)

Physical outcomes:
¢ glycaemic control

o HbA1c (minimum follow-up 6
months)

o severe hypoglycaemic episodes
o nocturnal hypoglycaemic episodes

o diabetic ketoacidosis (DKA;
number of episodes)

e contact with the diabetes care team
as a measure of healthcare
utilisation

Psychosocial outcomes:
¢ health-related quality of life

e children and young people’s and
families’ satisfaction with intervention
(acceptability and comfort associated
with testing, and anxiety or stress
associated with trying to meet
specific targets would be reflected
here, but these were not expected to
be reported frequently enough to
warrant consideration as separate
outcomes).

The guideline development group
identified a minimum follow-up
period of 6 months after completion
of the primary intervention for
HbAl1c and 4 months for other
outcomes. Include further follow-up
if reported, for example, if a top-up
intervention is required

HbAl1c MID is 0.5 percentage
points (5.5 mmol/mol)

Severe hypoglycaemic episodes
defined according to either of the
following criteria.

e International Society for Pediatric
and Adolescent Diabetes
(ISPAD) 2009 — the mental state
of the child or young person is
altered and they cannot assist in
their care, they are
Semiconscious or unconscious,
or in coma (with or without
convulsions) and may need
parenteral treatment (glucagon or
intravenous glucose), or

e ISPAD 2000 grade 2 or 3 — the
child or young person cannot
respond to hypoglycaemia and
needs help from another person,
but oral treatment is successful
(grade 2) or they are semi-
CONSCious or unconscious, or in
coma (with or without
convulsions) and may need
parenteral treatment (glucagon or
intravenous glucose; grade 3).

This question was not prioritised for health economic analysis
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Other criteria for None

inclusion/ exclusion

of studies

Review strategies Evidence will be assessed for quality according to the process described in

the NICE guidelines manual (November 2012)
A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the
evidence

Equality Equalities issues with be assessed according to processes described in
NICE guidelines manual (November 2012)

E.7 Type 1 diabetes — blood glucose monitoring
Review questions:

How frequently should finger-prick blood glucose testing be performed in children and
young people with type 1 diabetes?

What is the effectiveness of finger-prick blood glucose testing compared with
continuous glucose monitoring in children and young people with type 1 diabetes?

What is the effectiveness of continuous glucose monitoring performed intermittently
compared with continuous glucose monitoring performed in real-time in children and
young people with type 1 diabetes?

Type 1 diabetes — blood glucose monitoring — frequency of finger prick testing

Existing Children and young people with type 1 diabetes and their families should be
recommendat encouraged to perform frequent blood glucose monitoring as part of a continuing
ion(s) in 2004 package of care that includes dietary management, continued education and
guideline regular contact with their diabetes care teams.

Children and young people with type 1 diabetes who are trying to optimise their
glycaemic control and/or have intercurrent illness should be encouraged to
measure their blood glucose levels more than four times per day.

Children and young people with type 1 diabetes should be encouraged to monitor
their blood glucose levels before and after exercise so that they can:

e identify when changes in insulin or food intake are necessary
e learn the glycaemic response to different exercise conditions
¢ be aware of exercise-induced hypoglycaemia

e be aware that hypoglycaemia may occur several hours

e after prolonged exercise.

Young people with type 1 diabetes who drink alcohol should be informed that they
should:

¢ eat food containing carbohydrate before and after drinking

e monitor their blood glucose levels regularly and aim to keep the levels within the
recommended range by

¢ eating food containing carbohydrate.
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Type 1 diabetes — blood glucose monitoring — frequency of finger prick testing
Children and young people with a blood pH of less than 7.3 (hydrogen ion
concentration of more than 50 nmol/litre), but who are clinically well (with no

tachycardia, vomiting, drowsiness, abdominal pain or breathlessness) and less
than 5% dehydrated, may respond appropriately to oral rehydration, frequent
subcutaneous insulin injections and monitoring of blood glucose.

How frequently should finger-prick blood glucose testing be performed in children

Review
guestion for
update

Objectives

Language
Study design
Status

Population

Intervention
or index test

Comparator
or reference
standard

Clinical
outcomes

and young people with type 1 diabetes?

To identify the optimal frequency of
capillary blood glucose testing (at any
site) in children and young people with

Notes from the guideline development
group:
e frequent blood glucose testing helps

type 1 diabetes. The question is designed
to identify which frequency (or range of
frequencies) of testing is associated with
optimal glycaemic control and thus a
reduced risk of long-term complications

to mitigate against hypoglycaemia
unawareness

¢ blood glucose level- anxiety is
related to excessive testing

e excessive testing can be more
expensive that continuous glucose
monitoring, and so clinicians often
use excessive testing as a rationale
for requesting funding for continuous
monitoring systems

English
Systematic reviews and RCTs and observational studies

Published articles (no limitation on year of
publication)

The original guideline did not consider
non-comparative, observational
studies and so no date limit will be
applied to searches

Children and young people with type 1 diabetes
e RCTs: 5 or more finger-prick tests per It is not expected that there will be
day RCTs that fully answer this question

« Observational studies: frequency varies ~@nd SO no restriction in study design

with lower limit of O tests per day and no Wil be applied to the literature
upper limit searches. This reflects the following

considerations:
e there are unlimited possibilities in
terms of the frequency of testing

e it might be difficult ethically to
randomise any participants to just a
few tests

e including observational studies will
allow consideration of no testing at
all, which would never be
recommended practice.

e RCTs: 4 or fewer finger-prick tests per day

e Observational studies: different frequencies of testing

Physical outcomes:

¢ glycaemic control
o HbAlc (minimum follow-up 6 months)
o severe hypoglycaemic episodes
o nocturnal hypoglycaemic episodes

o diabetic ketoacidosis (DKA; number of
episodes)

The guideline development group
selected 7 outcomes and agreed to
use them across the three questions
relating to blood glucose monitoring
(with the exception of DKA which is
used in this question but is replaced in
the CGMS questions by mean blood
glucose levels):
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¢ adherence to diabetes management ¢ frequency of finger-prick (capillary)
(including self-management) testing,
¢ sustained use of continuous
Psychosocial outcomes: subcutaneous glucose monitoring

with real-time adjustment of insulin
treatment versus intermittent use of
continuous subcutaneous glucose
monitoring with retrospective
adjustment of insulin treatment, and

o finger-prick (capillary) testing versus
continuous subcutaneous glucose
monitoring.

¢ health-related quality of life

¢ children and young people’s and
families’ satisfaction with intervention
(impact of pain to be reflected here).

Continuous subcutaneous glucose
monitoring may be associated with
very good control (low HbA1c) yet may
also occur as part of the management
of type 1 diabetes in children and
young people with poor long-term
control

The guideline development group
considered that, in this question, a
minimum follow-up period of 6 months
in both treatment arms would be
needed for measurement of HbAlc
and a minimum follow-up period of 4
months in both treatment arms would
be needed for the other outcomes

HbAlc MID is 0.5 percentage points
(5.5 mmol/mol)

Severe hypoglycaemic episodes
defined according to either of the
following criteria.

e International Society for Pediatric
and Adolescent Diabetes (ISPAD)
2009 - the mental state of the child
or young person is altered and they
cannot assist in their care, they are
Semiconscious or unconscious, or in
coma (with or without convulsions)
and may need parenteral treatment
(glucagon or intravenous glucose)

e ISPAD 2000 grade 2 or 3 — the child
or young person cannot respond to
hypoglycaemia and needs help from
another person, but oral treatment is
successful (grade 2) or they are
semi-conscious or unconscious, or
in coma (with or without
convulsions) and may need
parenteral treatment (glucagon or
intravenous glucose; grade 3)
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Health
economics
outcomes

Other criteria
for inclusion/
exclusion of
studies

Search
strategies

Review
strategies

Equality

This question was prioritised for health The guideline development group’s

economic analysis view was that commissioners ration
testing strips because they are

Outcomes: expensive and so this becomes a

: . barrier to implementation
¢ Health-related quality of life (measured P

using quality adjusted life years
[QALYS]). In particular, risk of
complications or accidents resulting
from mild or severe hypoglycaemic
episodes

None Subgroup analysis by age group (for
example, pre-school versus primary
school or secondary school) would be
useful if the evidence from the
included studies allows this (frequency
of testing is likely to depend on age)

See Section F.7 A single search for evidence will be
undertaken across the three questions
relating to blood glucose monitoring

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed School regulations can be a barrier to
according to processes described in NICE uptake, which creates variations in
guidelines manual (November 2012) practice

The guideline development group
noted that it can be helpful if spare
pens, meters and strips are available
in schools

Type 1 diabetes — blood glucose monitoring — finger prick testing versus continuous glucose

monitoring
Existing
recommendat
ion(s) in 2004
guideline

Children and young people with type 1 Update needs to be clear about

diabetes who have persistent problems with ~ which children and young people

hypoglycaemia unawareness or repeated would benefit from using continuous

hypoglycaemia or hyperglycaemia should glucose monitoring systems

be offered continuous glucose monitoring

systems. Devices without memories are no
longer available and so this

Children and young people with type 1 recommendation may be obsolete

diabetes should be offered blood glucose now

monitors with memories (as opposed to
monitors without memories) because these
are associated with improved patient
satisfaction.

Research recommendation:

Research is needed to evaluate the clinical
effectiveness of the routine use of invasive
and noninvasive continuous glucose
monitoring systems for optimising
glycaemic control in children and young
people with type 1 diabetes.
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Type 1 diabetes — blood glucose monitoring — finger prick testing versus continuous glucose

monitoring

Review
guestion for
update

Objectives

Language
Study design
Status

Population

Intervention
or index test

Comparator
or reference
standard

What is the effectiveness of finger-prick Continuous glucose monitoring can
blood glucose testing compared with be used daily or just at night.
continuous glucose monitoring in children Monitoring devices are often
and young people with type 1 diabetes? supplied by the diabetes care team

for short-term use (4 to 5 days) for
trouble-shooting multiple daily
injection regimens, for example, to
get an idea of when hypoglycaemia
occurs (often at night). More
recently, they have been made
available to the child or young
person for long-term use

The child or young person may not
see the results that are recorded —
the results may be transmitted to the
diabetes care team and analysed
retrospectively

This question covers all forms of
finger-prick testing and continuous
glucose monitoring

To identify the circumstances in which children and young people with type 1
diabetes should be offered continuous subcutaneous glucose monitoring in addition
to capillary blood testing (finger-prick testing)

English

Systematic reviews and RCTs only

Published articles indexed since the This is an update of part of a review
searches for the 2004 guideline were question considered in the 2004
completed guideline. The studies included in the

2004 guideline will need to be
considered for inclusion in the
update review (involving extraction of
data in the form of GRADE profiles),
although it is unlikely that many of
them will be relevant because
technology has moved on. Short-
term use and loan of monitoring
devices is, however, still relevant

Children and young people with type 1 diabetes

Any form of continuous subcutaneous In all instances, finger-prick testing
glucose monitoring, including needs to be used alongside
e sustained use of continuous continuous subcutaneous glucose
subcutaneous glucose monitoring monitoring for the purposes of
(providing real-time, ongoing output) calibrating the continuous monitoring
device

e continuous subcutaneous glucose
monitoring performed intermittently and
analysed retrospectively without the child  All monitoring methods that involve a
or young person seeing the subcutaneous cannula are of interest
measurements in this question, but evidence relating

to any version of glucowatch (which
is now obsolete) should be excluded

Any form of capillary blood glucose testing,  Self-monitoring of blood glucose
including: (SMBG) is standard term in clinical
« finger-prick testing practice and research articles

e testing at another anatomical site

¢ any frequency of testing.
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Type 1 diabetes — blood glucose monitoring — finger prick testing versus continuous glucose
monitoring

The guideline development group
agreed that all frequencies of SMBG
will be included

Clinical Physical outcomes: The guideline development group
outcomes « glycaemic control selected 7 outcomes and agreed to
use these across the three questions
relating to blood glucose monitoring
(with the exception of mean blood
glucose levels which would be
excluded from the frequency

o HbAl1c (minimum follow-up 6 months —
if not available then use 3-month follow-
up)

o mean blood glucose levels

o severe hypoglycaemic episodes question and replaced with DKA):
o nocturnal hypoglycaemic episodes o frequency of finger-prick (capillary)
¢ adherence to diabetes management testing,
(including self-management). e sustained use of continuous
subcutaneous glucose monitoring
Psychosocial outcomes: with real-time adjustment of insulin
« health-related quality of life treatment versus intermittent use

of continuous subcutaneous
glucose monitoring with
retrospective adjustment of insulin
treatment, and

o finger-prick (capillary) testing
versus continuous subcutaneous
glucose monitoring

¢ children and young people’s and families’
satisfaction with intervention (impact of
pain to be reflected here).

Continuous subcutaneous glucose
monitoring may be associated with
very good control (low HbA1c) yet
may also occur as part of the
management of type 1 diabetes in
children and young people with poor
long-term control

The guideline development group
considered that, in this question, a
minimum follow-up period of 6
months in both treatment arms would
be needed for measurement of
HbA1c and a minimum follow-up
period of 4 months in both treatment
arms would be needed for the other
outcomes

HbAlc MID is 0.5 percentage points
(5.5 mmol/mol)

Severe hypoglycaemic episodes
defined according to either of the
following criteria:

e International Society for Pediatric
and Adolescent Diabetes (ISPAD)
2009 — the mental state of the child
or young person is altered and
they cannot assist in their care,
they are semiconscious or
unconscious, or in coma (with or
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Type 1 diabetes — blood glucose monitoring — finger prick testing versus continuous glucose

monitoring

Health
economics
outcomes

Other criteria
for inclusion/
exclusion of
studies

Search
strategies

Review
strategies

Equality

without convulsions) and may
need parenteral treatment
(glucagon or intravenous glucose),
or

e ISPAD 2000 grade 2 or 3 — the
child or young person cannot
respond to hypoglycaemia and
needs help from another person,
but oral treatment is successful
(grade 2) or they are semi-
CONscious or unconscious, or in
coma (with or without convulsions)
and may need parenteral
treatment (glucagon or intravenous
glucose; grade 3).

This question was prioritised for health economic analysis

Health-related quality of life (measured using quality adjusted life years [QALYSs])

In particular, risk of complications or accidents resulting from mild or severe

hypoglycaemic episodes

None Subgroup analysis by age group (for
example, pre-school versus primary
school or secondary school) would
be useful if the evidence from the
included studies allows this

Subgroup analysis for insulin pump
therapy versus multiple daily
injections would be of interest

Subgroup analysis based on how
continuous subcutaneous glucose
monitoring is used (sustained versus
intermittent) would be of interest

A single search for evidence will be undertaken across the three questions relating
to blood glucose monitoring

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed The possibility of providing spare
according to processes described in NICE pens, meters, strips and continuous
guidelines manual (November 2012) subcutaneous glucose monitoring

devices to keep in school was raised
by the guideline development group

Type 1 diabetes — blood glucose monitoring — intermittent versus real-time continuous
glucose monitoring

Existing
recommen
dation(s) in
2004
guideline

Children and young people with type 1 Update needs to be clear about
diabetes who have persistent problems with which children and young people
hypoglycaemia unawareness or repeated would benefit from using continuous

hypoglycaemia or hyperglycaemia should be glucose monitoring systems
offered continuous glucose monitoring
systems.
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Type 1 diabetes — blood glucose monitoring — intermittent versus real-time continuous
glucose monitoring

Review
guestion
for update

Objectives

Language

Study
design

Status

Children and young people with type 1
diabetes should be offered blood glucose
monitors with memories (as opposed to
monitors without memories) because these
are associated with improved patient
satisfaction.

What is the effectiveness of continuous
glucose monitoring performed intermittently
compared with continuous glucose monitoring
performed in real-time in children and young
people with type 1 diabetes?

To identify the optimal use of continuous
subcutaneous glucose monitoring (sustained
use with real-time adjustment versus
intermittent use with retrospective adjustment)
in children and young people with type 1
diabetes. The question focuses on the
comparative effectiveness in children and
young people with type 1 diabetes of:

e sustained continuous subcutaneous glucose
monitoring (providing real-time, ongoing
output and adjustment to insulin treatment
where appropriate), and

e continuous subcutaneous glucose
monitoring performed intermittently with
retrospective adjustment of insulin
treatment.

In all instances, finger-prick testing needs to
be used alongside continuous subcutaneous
glucose monitoring for the purposes of
calibrating the continuous monitoring device.
English

Systematic reviews and RCTs only

Published articles indexed since the searches
for the 2004 guideline were completed

Continuous glucose monitoring can
be used daily or just at night.
Monitoring devices are often
supplied by the diabetes care team
for short-term use (4 to 5 days) for
trouble-shooting multiple daily
injection regimens, for example, to
get an idea of when hypoglycaemia
occurs (often at night). More
recently, they have been made
available to the child or young
person for long-term use

The child or young person may not
see the results that are recorded —
the results may be transmitted to the
diabetes care team and analysed
retrospectively

Evidence relating to insulin pumps
that perform a continuous glucose
monitoring function can be
considered in this review (alongside
evidence relating to standalone
continuous glucose monitoring
devices).

A 2012 Cochrane review
‘Continuous glucose monitoring
systems for type 1 diabetes mellitus’
contains seven RCTs published
since 2004

This is an update of part of a review
question considered in the 2004
guideline. The studies included in the
2004 guideline will need to be
considered for inclusion in the
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glucose monitoring

Population

Interventio
n or index
test

Comparato
ror
reference
standard

Clinical
outcomes

Children and young people with type 1 diabetes

update review (involving extraction of
data in the form of GRADE profiles),
although it is unlikely that many of
them will be relevant because
technology has moved on. Short-
term use and loan of monitoring
devices is, however, still relevant

Sustained use of continuous subcutaneous glucose monitoring (providing real-time,

ongoing output)

Continuous subcutaneous glucose monitoring
performed intermittently and analysed
retrospectively without the child or young
person seeing the measurements

Physical outcomes:
¢ glycaemic control
o HbAlc (minimum follow-up 6 months)
o mean blood glucose levels
o severe hypoglycaemic episodes
o nocturnal hypoglycaemic episodes

¢ adherence to diabetes management
(including self-management).

Psychosocial outcomes:
¢ health-related quality of life

e children and young people’s and families’
satisfaction with intervention (impact of pain
to be reflected here).

All monitoring methods that involve a
subcutaneous cannula are of interest
in this question, but evidence relating
to any version of glucowatch (which

is now obsolete) should be excluded

The guideline development group

selected 7 outcomes and agreed to

use these across the three questions

relating to blood glucose monitoring

(with the exception of mean blood

glucose levels which would be

excluded from the frequency

question and replaced with DKA):

o frequency of finger-prick (capillary)
testing,

¢ sustained use of continuous
subcutaneous glucose monitoring
with real-time adjustment of insulin
treatment versus intermittent use
of continuous subcutaneous
glucose monitoring with
retrospective adjustment of insulin
treatment, and

o finger-prick (capillary) testing
versus continuous subcutaneous
glucose monitoring.

Continuous subcutaneous glucose
monitoring may be associated with
very good control (low HbA1c) yet
may also occur as part of the
management of type 1 diabetes in
children and young people with poor
long-term control

The guideline development group
considered that, in this question, a
minimum follow-up period of 6
months in both treatment arms would
be needed for measurement of
HbA1c and a minimum follow-up
period of 4 months in both treatment
arms would be needed for the other
outcomes
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Health
economics
outcomes

Other

criteria for
inclusion/
exclusion
of studies

Search
strategies

Review
strategies

Equality

HbAlc MID)is 0.5 percentage points
(5.5 mmol/mol)

Severe hypoglycaemic episodes
defined according to either of the
following criteria.

e International Society for Pediatric
and Adolescent Diabetes (ISPAD)
2009 - the mental state of the child
or young person is altered and
they cannot assist in their care,
they are semiconscious or
unconscious, or in coma (with or
without convulsions) and may
need parenteral treatment
(glucagon or intravenous glucose),
or

e ISPAD 2000 grade 2 or 3 — the
child or young person cannot
respond to hypoglycaemia and
needs help from another person,
but oral treatment is successful
(grade 2) or they are semi-
CONSCIouUs or unconscious, or in
coma (with or without convulsions)
and may need parenteral
treatment (glucagon or intravenous
glucose; grade 3).

This question was prioritised for health economic analysis

Outcomes:

¢ Health-related quality of life (measured using quality adjusted life years [QALYS]). In
particular, risk of complications or accidents resulting from mild or severe
hypoglycaemic episodes
None Subgroup analysis by age group (for
example, pre-school versus primary
school or secondary school) would
be useful if the evidence from the
included studies allows this

Subgroup analysis for insulin pump
therapy versus multiple daily
injections would be of interest

See separate document A single search for evidence will be
undertaken across the three
guestions relating to blood glucose
monitoring

Evidence will be assessed for quality according to the process described in the NICE
guidelines manual (November 2012)

A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the evidence
Equalities issues with be assessed according  The possibility of providing spare

to processes described in NICE guidelines devices to keep in school was raised
manual (November 2012) by the guideline development group
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Type 1 diabetes — blood ketone monitoring

Review question: What is the effectiveness of blood ketone monitoring compared with
urine ketone monitoring for the prevention of diabetic ketoacidosis?

Type 1 diabetes — blood ketone monitoring

Existing
recommendat
ion(s) in 2004
guideline

Review
question for
update

Objectives

Language
Study design

Status

Population

Intervention
or index test

Comparator
or reference
standard

Clinical
outcomes

Children and young people with type 1 diabetes The 2004 guideline also
should have short-acting insulin or rapid-acting includes a recommendation
insulin analogues and blood and/or urine ketone for further research to
testing strips available for use during intercurrent evaluate the role of blood
illness. ketone monitoring in

preventing diabetic
ketoacidosis (DKA) in
children and young people
with type 1 diabetes

What is the effectiveness of blood ketone monitoring compared with urine ketone
monitoring for the prevention of DKA?

To compare the clinical and cost effectiveness of blood ketone monitoring and urine
ketone monitoring in the prevention or early detection of DKA in children and young
people with type 1 diabetes. The question relates to home monitoring of ketones
(rather than monitoring in hospital during treatment for DKA). It should include
consideration of the frequency of monitoring, and the potential use of ketone
monitoring will be interpreted more broadly than in relation to intercurrent illness.
Comparisons between monitoring during intercurrent illness and at other times,
depending on the insulin regimen being used (and especially when using insulin
pump therapy), will be considered if the evidence allows

English
e Systematic reviews and RCTs Study dgsigns oth_er than
e Comparative observational studies (including RCTs will be considered only
cohort and case-control studies) if no RCT evidence is
identified for inclusion
Published articles indexed since the searches for This is an update of part of a
the 2004 guideline were completed review question considered

in the 2004 guideline. The
studies included in the 2004
guideline will need to be
considered for inclusion in
the update review (involving
extraction of data in the form
of GRADE profiles)

Children and young people with type 1 diabetes The guideline scope defines
children and young people
as those younger than 18
years. The initial approach
will be to include studies only
if they report results for
people younger than 18
years

Blood ketone monitoring

Urine ketone monitoring Historically urine ketone
monitoring would have been
usual practice

Physical outcomes: The group did not prioritise

« development of DKA (number of episodes) adherence to diabetes
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Health
economics
outcomes

Other criteria
for inclusion/
exclusion of
studies

Review
strategies

o severity of DKA (measured by pH at admission)
¢ hospital admission rates
e mortality

e contact with the diabetes care team (for example,
to interpret ketone measurements and determine

appropriate action) as a measure of healthcare
utilization

¢ adherence to diabetes management (including
self-management).

Psychosocial outcomes:
¢ health-related quality of life

e children and young people’s and families’
satisfaction with intervention.

This question was prioritised for health economic
analysis

Outcomes:

¢ health-related quality of life (measured using
quality adjusted life years [QALYSs])

¢ hospitalisation episodes.

None

management (including self-
management) as an
outcome for extraction
initially because it was
unlikely to be reported in
clinical studies. The group
did, however, note that
discouraging the use of out-
of-date testing strips might
be discussed in the evidence
to recommendations section
of the guideline

Due to the sparsity of
evidence identified for
inclusion, the NCC-WCH
technical team extracted
data on adherence to
diabetes management
(percentage of time the test
was used during sick days)

Full recovery usually occurs
with appropriate
management, although a risk
of long-term intellectual
impairment may occur even
in children and young people
without cerebral oedema.
DKA is the most common
form of diabetic related
death in children and young
people with a 2 to 5%
mortality from cases

Most of the potential QALY
gain from monitoring is,
therefore, likely to arise from
averted mortality, although
there is additionally some
long-term morbidity from
neurological deficits in about
35% of children and young
people who survive an
episode of cerebral oedema

In addition to the QALY gain,
cost-effectiveness will be
dependent on monitoring
averting expensive episodes
of hospitalisation

Evidence will be assessed for quality according to the process described in the

NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence
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Type 1 diabetes — blood ketone monitoring

Equality Equalities issues with be assessed according to processes described in NICE
guidelines manual (November 2012)

Type 1 diabetes — dietary advice

Review questions:

What is the effectiveness of dietetic advice using carbohydrate counting in
maintaining glycaemic control in children and young people with type 1 diabetes?

What is the effectiveness of dietetic advice using glycaemic index in maintaining
glycaemic control in children and young people with type 1 diabetes?

Type 1 diabetes — dietary advice — carbohydrate counting

Existing Children and young people with type 1 The 2004 guideline does not make

recommend diabetes and their families should be informed  specific recommendations about

ation(s) in that they have the same basic nutritional carbohydrate counting, but it

2004 requirements as other children and young includes the recommendations

guideline people. The food choices of children and listed which refer to carbohydrate
young people should provide sufficient energy  intake as a percentage of the total
and nutrients for optimal growth and diet and adjusting insulin doses to
development, with total daily energy intake reflect carbohydrate intake

being distributed as follows:

e carbohydrates — more than 50%
e protein — 10-15%

o fat — 30—-35%.

The consumption of five portions of fruit and
vegetables per day is also recommended.
Neonates, infants and pre-school children
require individualised dietary assessment to
determine their energy needs.

Children and young people using multiple daily
injection regimens should be offered education
about insulin and dietary management as part
of their diabetes care package, to enable them
to adjust their insulin dose to reflect their
carbohydrate intake.

Review What is the effectiveness of dietetic advice using carbohydrate counting in
question for maintaining glycaemic control in children and young people with type 1 diabetes?
update

Objectives To determine whether dietetic advice using Note that dietary management
carbohydrate counting is effective in children using glycaemic index, which can
and young people with type 1 diabetes. The be used with or without
term carbohydrate counting is taken here to carbohydrate counting, is
mean the calculation of insulin:carbohydrate considered in a separate review
ratios, as used with multiple daily injection question

regimens or insulin pump therapy (that is, level
3 carbohydrate counting in the American
Dietetic Association classification)

References for the American
Dietetic Association classification
are as follows:
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The American Dietetic Association classifies
approaches to carbohydrate counting using the
following three levels (see Gillespie 1998 and
Rabasa-Lhoret 1999)

e Level 1 — consistent carbohydrate intake. At
this level the patient is introduced to the
fundamental concept that carbohydrate is the
food component that raises blood glucose. A
consistent intake of carbohydrate is
encouraged based on predefined quantities
of food

o Level 2 — pattern management principles. At
this level, patients continue to eat regular
carbohydrate, use a consistent baseline
insulin dose and monitor blood glucose
levels frequently. They recognise patterns of
blood glucose response to carbohydrate
(and other food) intake, and changes that
occur with insulin and exercise. They learn to
adjust their insulin dose, or change
carbohydrate intake or timing of exercise, to
meet blood glucose targets

e Level 3 — insulin:carbohydrate ratios. At this
level, which is appropriate for people on
multiple daily injection regimens or insulin
pump therapy, calculation of
insulin:carbohydrate ratios are individualised
according to age, sex, pubertal status,
duration of diabetes, time of day, and
activity. Adjustment of pre-meal insulin
according to the estimated carbohydrate
content of the meal or snack is then
undertaken using the specified
insulin:carbohydrate ratios

Language English

Study Systematic reviews and RCTs only

design

Status Published articles (no limitation on year of
publication)

Population Children and young people with type 1

diabetes

Intervention
or index test

Dietetic advice involving carbohydrate counting
(level 3 in the American Dietetic Association
classification)

¢ Gillespie SJ, Kulkarni KD, Daly
AE. Using carbohydrate counting
in diabetes clinical practice. J Am
Diet Assoc 1998: 98: 897-905.

¢ Rabasha-Lhoret R, Garon J,
Langelier. Effects of meal
carbohydrate content on insulin
requirements in Type 1 diabetic
patients treated with Ultralente-
Regular) insulin regimen.
Diabetes Care 1999: 22: 667—
673.

Study designs other than RCTs will
be considered only if no RCT
evidence is identified for inclusion

This is a completely new topic for
the update so no date limit will be
applied to searches

The guideline scope defines
children and young people as
those younger than 18 years. The
initial approach will be to include
studies only if they report results
for people younger than 18 years

Include studies only if dietetic
advice includes direct contact and
training with healthcare
professionals (for example,
providing an information leaflet is
not enough)

Exclude studies in which advice
about carbohydrate counting is
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Comparator
or reference
standard

Clinical
outcomes

Usual care

Physical outcomes:

e glycaemic control
o HbAlc (minimum follow-up 6 months)
o aevere hypoglycaemic episodes

o postprandial hyperglycaemia (for example,
glucose excursions or larger area under
the glucose concentration curve)

¢ adherence to diabetes management
(including self-management)

¢ changes in body mass index (BMI) standard
deviation score (SDS).

Psychosocial outcomes:
¢ health-related quality of life

o children and young people’s and families’
satisfaction with intervention.

given, but insulin is not adjusted
according to carbohydrate intake
(level 3 carbohydrate counting
implies participants will be using
multiple daily injection regimens or
insulin pump therapy)

Evidence tables should document
the insulin regimen in the
intervention and comparison
groups

Usual care could include dietetic
advice which does not incorporate
specific advice about carbohydrate
counting, including levels 1 and 2
in the American Dietetic
Association classification

The guideline development group
selected the same priority
outcomes for the questions on
carbohydrate counting and
glycaemic index, and the outcomes
selected were the same as those
for the question on multiple daily
injection regimens except that
postprandial hyperglycaemia was
substituted for diabetic
ketoacidosis (DKA)

The guideline development group
considered that, in this question, a
minimum follow-up period of 6
months in both treatment arms
would be needed for measurement
of HbA1c and a minimum follow-up
period of 4 months in both
treatment arms would be needed
for the other outcomes

HbAl1c MID is 0.5 percentage
points (5.5 mmol/mol)

Severe hypoglycaemic episodes
defined according to either of the
following criteria:

e International Society for Pediatric
and Adolescent Diabetes
(ISPAD) 2009 — the mental state
of the child or young person is
altered and they cannot assist in
their care, they are
semiconscious or unconscious,
or in coma (with or without
convulsions) and may need
parenteral treatment (glucagon or
intravenous glucose), or
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Type 1 diabetes — dietary advice — carbohydrate counting

Health
economic
outcomes

Other
criteria for
inclusion/
exclusion of
studies

Review
strategies

Equality

This question was prioritised for health
economic analysis, but only in connection with
the question on multiple daily injections

Outcomes:

¢ health-related quality of life and quality
adjusted life years (QALYS)

¢ adherence to diabetes management
(including self-management)

It may be possible attach a QALY to various

long-term complications — long-term outcomes

are not prioritised per se but might be affected

¢ ISPAD 2000 grade 2 or 3 — the
child or young person cannot
respond to hypoglycaemia and
needs help from another person,
but oral treatment is successful
(grade 2) or they are semi-
€oNnscious or unconscious, or in
coma (with or without
convulsions) and may need
parenteral treatment (glucagon or
intravenous glucose; grade 3).

Guideline development group to
note that, although mortality is not
prioritised as a clinical outcome,
health economic modelling
incorporating data on mortality
might be relevant through the link
between hypoglycaemia and
mortality

through glycaemic control

Subgroup analysis by age group
(for example, pre-school versus
primary school or secondary
school) would be useful if the
evidence from the included studies
allow this (although the availability
of such studies is not expected)

Evidence will be assessed for quality according to the process described in the NICE

guidelines manual (November 2012)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed according to processes described in NICE

guidelines manual (November 2012)

Type 1 diabetes — dietary advice — glycaemic index

Existing
recommendat
ion(s) in 2004
guideline

Children and young people with type 1
diabetes and their families should be
informed of the importance of healthy
eating in reducing the risk of
cardiovascular disease (including foods
with a low glycaemic index, fruit and
vegetables, and types and amounts of
fats), and means of making appropriate
nutritional changes in the period after
diagnosis and according to need and
interest at intervals thereafter.

Children and young people using multiple
daily injection regimens should be offered
education about insulin and dietary
management as part of their diabetes

The 2004 guideline does not make
specific recommendations about
glycaemic intake in children and
young people, but it includes the
recommendations listed which refer to
the importance of foods with low
glycaemic index as part of a healthy
diet, and adjusting insulin doses to
reflect carbohydrate intake

The type 1 diabetes in adults guideline
update includes a parallel question for
which the initial systematic review was
undertaken by the NCC-WCH team;
material differences between the two
reviews are indicated here
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Type 1 diabetes — dietary advice — glycaemic index

Review
guestion for
update

Objectives

Language
Study design

Status

Population

Intervention
or index test

Comparator
or reference
standard

Clinical
outcomes

care package, to enable them to adjust
their insulin dose to reflect their
carbohydrate intake.

What is the effectiveness of dietetic advice using glycaemic index in maintaining
glycaemic control in children and young people with type 1 diabetes?

To determine whether dietetic advice using glycaemic index is effective in children
and young people with type 1 diabetes in terms of maintaining glycaemic control.
The guideline development group noted that knowledge about foods with a low
glycaemic index and those with a high glycaemic index could be relevant for the

update
English
Systematic reviews and RCTs only

Published articles (no limitation on year of
publication)

Children and young people with type 1
diabetes

Study designs other than RCTs will be
considered only if no RCT evidence is
identified for inclusion

This is a completely new topic for the
update so no date limit will be applied
to searches

The guideline scope defines children
and young people as those younger
than 18 years. The initial approach will
be to include studies only if they report
results for people younger than 18
years

Dietetic advice taking account of the glycaemic index of carbohydrates

Dietetic advice that does not take account
of glycaemic index

Carbohydrate counting without taking
account of glycaemic index

Physical outcomes:
¢ glycaemic control
o HbA1c (minimum follow-up 6 months)
o severe hypoglycaemic episodes
o postprandial hyperglycaemia (for
example, glucose excursions or larger

area under the glucose concentration
curve)

e adherence to diabetes management
(including self-management)

e changes in body mass index (BMI)
standard deviation score (SDS).

Psychosocial outcomes:
¢ health-related quality of life

¢ children and young people’s and
families’ satisfaction with intervention.

The only difference between the
intervention and comparator arms
should be the use of glycaemic index

Evidence tables should document the
insulin regimen and whether or not
carbohydrate counting was used

The guideline development group for
diabetes in children and young people
selected the same priority outcomes
for the review questions on
carbohydrate counting and glycaemic
index, and the outcomes selected
were the same as those for the
guestion on multiple daily injection
(MDI) regimens except that
postprandial hyperglycaemia was
substituted for diabetic ketoacidosis
(DKA)

The guideline development group for
type 1 diabetes in adults selected the
same priority outcomes as for children
and young people, except that
nocturnal hypoglycaemia was
substituted for changes in BMI SDS.
The latter was considered to be more
important in children and young
people with type 1 diabetes across the
guestions about dietetic advice and
MDI regimens because any dietetic
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Health This question was not prioritised for health
economic economic analysis
outcomes

Outcomes:

¢ health-related quality of life and quality
adjusted life years (QALYS)

¢ adherence to diabetes management
(including self-management)

It may be possible attach a QALY to

various long-term complications — long-

intervention might affect weight gain,
whereas daytime food intake is
unlikely to result in nocturnal
hypoglycaemia because food intake
will be covered by administration of
short-acting insulin that will generally
have little effect during sleep

The guideline development group for
diabetes in children and young people
considered that, in this question, a
minimum follow-up period of 6 months
in both treatment arms would be
needed for measurement of HbAlc
and a minimum follow-up period of 4
months in both treatment arms would
be needed for the other outcomes.
The same approach was used in the
guestion related to adults with type 1
diabetes

HbAlc MID is 0.5 percentage points
(5.5 mmol/mol)

Severe hypoglycaemic episodes
defined according to either of the
following criteria:

¢ International Society for Pediatric
and Adolescent Diabetes (ISPAD)
2009 — the mental state of the child
or young person is altered and they
cannot assist in their care, they are
Semiconscious or unconscious, or in
coma (with or without convulsions)
and may need parenteral treatment
(glucagon or intravenous glucose),
or

e [SPAD 2000 grade 2 or 3 — the child
or young person cannot respond to
hypoglycaemia and needs help from
another person, but oral treatment is
successful (grade 2) or they are
Semi-conscious or unconscious, or
in coma (with or without
convulsions) and may need
parenteral treatment (glucagon or
intravenous glucose; grade 3)

Guideline development group to note
that, although mortality is not
prioritised as a clinical outcome,
health economic modelling
incorporating data on mortality might
be relevant through the link between
hypoglycaemia and mortality
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Other criteria
for inclusion/
exclusion of
studies

Review
strategies

Equality

term outcomes are not prioritised per se
but might be affected through glycaemic
control

None

Subgroup analysis by age group (for

example, pre-school versus primary
school or secondary school) would be
useful if the evidence from the
included studies allows this (although
the availability of such studies is not
expected)

Evidence will be assessed for quality according to the process described in the

NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed according to processes described in NICE

guidelines manual (November 2012)

E.10 Type 1 and type 2 diabetes — diabetic ketoacidosis —
symptoms and signs

Review guestion: What is the predictive value of symptoms, signs and biochemical
abnormalities as indicators of diabetic ketoacidosis in children and young people?

Type 1 and type 2 diabetes — diabetic ketoacidosis — symptoms and signs

Existing
recommend
ation(s) in
2004
guideline

Management from diagnosis

Children and young people who present with
diabetic ketoacidosis should have their diabetic
ketoacidosis treated in hospital according to the
guidance outlined in this document.

Diabetic ketoacidosis

Children and young people with diabetic
ketoacidosis should be treated according to the
guidelines published by the British Society for
Paediatric Endocrinology and Diabetes.

Children and young people with diabetic
ketoacidosis should be managed initially in a high-
dependency unit or in a high-dependency bed on
a children’s ward.

Children and young people with deteriorating
consciousness or suspected cerebral oedema and
those who are not responding appropriately to
treatment should be managed in a paediatric
intensive care unit.

Children with diabetic ketoacidosis who are
younger than 2 years of age should be managed
in a paediatric intensive care unit.

All recommendations relating to
the recognition and
management of diabetic
ketoacidosis (DKA) are listed
here for completeness

The guidelines published by the
British Society for Paediatric
Endocrinology and Diabetes
(BSPED) were reproduced in an
appendix of the 2004 guideline

The 2004 guideline was specific
to type 1 diabetes

The review questions relating to
DKA will be considered
separately from the remaining
guestions by a subgroup of the
guideline development group
plus an expert adviser (a
paediatric intensivist) who will
advise on fluid management
and clinical care during DKA.
The DKA subgroup will meet
and consider the evidence base
and draw conclusions in parallel
with development of the
remainder of the guideline. The
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Review
guestion for
update

Objectives

Language

Study
design

Status

Population

Children and young people with a blood pH of less  full Guideline development

than 7.3 (hydrogen ion concentration of more than  group will ratify all conclusions
50 nmol/litre), but who are clinically well (with no and recommendations based on
tachycardia, vomiting, drowsiness, abdominal pain the DKA evidence

or breathlessness) and less than 5% dehydrated,

may respond appropriately to oral rehydration,

frequent subcutaneous insulin injections and

monitoring of blood glucose.

What is the predictive value of symptoms, signs and biochemical abnormalities as
indicators of DKA in children and young people?

To evaluate the predictive value of symptoms, signs and biochemical abnormalities
as indicators of DKA in children and young people with type 1 or type 2 diabetes.
These questions cover children and young people who have either type 1 or type 2
diabetes. The diagnosis of diabetes may have been made previously, or they may be
presenting for the first time with DKA

English
e Systematic reviews and RCTs only Study designs other than RCTs

o Comparative observational studies (including will be considered only if no

cohort and case-control studies) RCT evidence is identified for
inclusion

The Guideline development
group noted that for these
guestions RCTSs are unlikely to
be identified, and so the
systematic search for evidence
should encompass
observational studies from the
outset

The Guideline development
group discussed the feasibility
of identifying prospective
observational studies for
inclusion and concluded that it
might be necessary to consider
retrospective studies (for
example, case-control studies,
because of the rarity of DKA)
despite their potential limitations

Published articles (no limitation on year of Although this is an update and

publication) expansion of a review question
considered in the 2004
guideline, no date limit will be
applied to searches for these
specific review questions to
ensure that all relevant articles
are identified for both type 1
and 2 diabetes

Children and young people (in whom type 1 or The guideline scope defines

type 2 diabetes may or may not have been children and young people as

recognised previously) those younger than 18 years.
The initial approach will be to
include studies only if they
report results for people
younger than 18 years
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Intervention
or index test

Comparator
or reference
standard

Clinical
outcomes

Health
economics
outcomes

Other
criteria for
inclusion/
exclusion of
studies

Symptoms, signs and biochemical abnormalities
that are suggestive of DKA and their predictive
values individually or in combination

Symptoms and signs:

e polydypsia
e polyuria (possibly manifesting as bedwetting,
that is, secondary enuresis)

weight loss

dehydration

nausea or vomiting

abdominal pain

respiratory distress

altered level of consciousness.

Biochemical abnormalities:
¢ hyperglycaemia

e acidosis

o ketosis.

The guideline development
group noted that the
management of DKA in adults is
likely to be different to that in
children and young people, and
this may be an important area
to consider in relation to
transition from paediatric to
adult services

The clinical problem is that DKA
is not always recognised (rather
than it being overdiagnosed)

The guideline development
group agreed to consider the
symptoms, signs and
biochemical abnormalities listed
in terms of their value as
predictive features

The order in which the
symptoms and signs are
currently listed reflects
increasing severity of DKA; it
might be useful to reflect this in
the review

guideline development group to
consider tests (capillary blood
glucose), recognition,
prevention at diagnosis
somewhere in the guideline (not
directly this question)

Hospital-based diagnosis of DKA (based on pH or bicarbonate, blood glucose and

blood or urine ketones)

Diagnostic test (predictive) accuracy (sensitivity, specificity and positive and negative
likelihood ratios) applied to symptoms, signs and biochemical abnormalities

individually or in groups

These questions were not prioritised for health
economic analysis

Exclude studies with <10 participants in total

This will remain true provided
the recommendations arising
from these questions are
restricted to giving a list of
symptoms, signs and
biochemical abnormalities to
look out for, rather than
interventions that should follow
based on them

Subgroup analysis by type of
diabetes (type 1 or type 2)
should be presented if possible,
as should subgroup analysis by
previously recognised diabetes
or first presentation
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Additionally, subgroup analysis
by age group (for example, pre-
school versus primary school or
secondary school) would be
useful if the evidence from the
included studies allows this

Search See Section F.10 A single search for evidence will

strategies be undertaken across the two
guestions

Review Evidence will be assessed for quality according to the process described in the NICE

strategies guidelines manual (November 2012)
A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equality Equalities issues with be assessed according to The guideline development
processes described in NICE guidelines manual group’s view was that DKA
(November 2012) would be more prevalent in

certain ethnic minorities and
people with lower socio-
economic status, especially in
the case of children or young
people with DKA at the first
presentation with diabetes

Communication problems
(young children and
neurodisabilities) might also be
of relevance for this question

E.11 Type 1l and type 2 diabetes — diabetic ketoacidosis —
assessments, monitoring and investigations

Review questions:

What routine assessments and investigations should be used to guide management in
children and young people who present with diabetic ketoacidosis?

Which of the following should be performed as clinical monitoring during treatment of
diabetic ketoacidosis in children and young people:

e general observations (for example, heart and respiratory rate and blood pressure)
e body weight

e hydration status

o fluid balance

e neurological observations

e electrocardiographic (ECG) monitoring?

Which of the following laboratory investigations should be performed to monitor
children and young people during treatment for diabetic ketoacidosis:

e blood glucose
e blood or urine ketones
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e serum urea or electrolytes
e acid/base status?

Type 1 and type 2 diabetes — diabetic ketoacidosis — assessments, monitoring and

investigations
Existing
recommendat
ion(s) in 2004
guideline

Review
guestion for
update

Management from diagnosis

Children and young people who present with
diabetic ketoacidosis should have their diabetic
ketoacidosis treated in hospital according to the
guidance outlined in this document.

Diabetic ketoacidosis

Children and young people with diabetic
ketoacidosis should be treated according to the
guidelines published by the British Society for
Paediatric Endocrinology and Diabetes.

Children and young people with diabetic
ketoacidosis should be managed initially in a
high-dependency unit or in a high-dependency
bed on a children’s ward.

Children and young people with deteriorating
consciousness or suspected cerebral oedema
and those who are not responding appropriately
to treatment should be managed in a paediatric
intensive care unit.

Children with diabetic ketoacidosis who are
younger than 2 years of age should be managed
in a paediatric intensive care unit.

Children and young people with a blood pH of
less than 7.3 (hydrogen ion concentration of
more than 50 nmol/litre), but who are clinically
well (with no tachycardia, vomiting, drowsiness,
abdominal pain or breathlessness) and less than
5% dehydrated, may respond appropriately to
oral rehydration, frequent subcutaneous insulin
injections and monitoring of blood glucose.

What routine assessments and investigations
should be used to inform management in
children and young people who present with
DKA?

Which of the following should be performed as
clinical monitoring during treatment of DKA in
children and young people:

e general observations (for example, heart and
respiratory rate and blood pressure)

e body weight

¢ hydration status

o fluid balance

¢ neurological observations

¢ electrocardiographic (ECG) monitoring?

All recommendations relating to
the recognition and
management of diabetic
ketoacidosis (DKA) are listed
here for completeness

The review questions relating to
DKA will be considered
separately from the remaining
guestions by a subgroup of the
guideline development group
plus an expert adviser (a
paediatric intensivist) who will
advise on fluid management
and clinical care during DKA.
The DKA subgroup will meet
and consider the evidence base
and draw conclusions in parallel
with development of the
remainder of the guideline. The
full guideline development
group will ratify all conclusions
and recommendations based on
the DKA evidence

The review questions for type 1
and type 2 diabetes are
identical

The guideline development
group needs to address
assessment of, and typical
degree of, dehydration
somewhere, and volume of
fluids for rehydration, and this
protocol is intended to be broad
enough to accommodate this

The guideline development
group might want to consider
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Which of the following laboratory investigations
should be performed to monitor children and
young people during treatment for DKA:

¢ blood glucose

¢ blood or urine ketones

e serum urea or electrolytes
¢ acid/base status?

Objectives To identify the appropriate clinical assessments
and laboratory investigations that should be
performed in order to guide treatment for
children and young people with DKA, and to
monitor the response during treatment. The
guideline scope requires the guideline
development group to consider all of the

following:

e immediate management at presentation (for
example, maintenance of airway, breathing
and circulation or the potential need for a
nasogastric tube to prevent pulmonary
aspiration)

e clinical assessment and investigations at
presentation to guide management

o fluid management, including:

o assessment of dehydration
o volume of administration
e clinical monitoring (to assess the response to

treatment and to look for evidence of cerebral
oedema), including:

o general observations (for example, heart and

respiratory rate and blood pressure)
o body weight
o hydration status
o fluid balance
o neurological observations
o ECG monitoring

¢ laboratory monitoring (to assess the response

to treatment and to look for evidence of

hypokalaemia), including:

o blood glucose

o blood or urine ketones

o serum urea and electrolytes

o acid/base status.
Language English
Study design e Systematic reviews and RCTs

e Comparative observational studies (including
cohort and case-control studies)

Status Published articles (no limitation on year of

publication)

recommending the use of early
warning scores

Other aspects of fluid
management (route and rate of
administration, choice of fluid,
and additives) are addressed
through separate questions and
a different protocol

There are unlikely to be any
RCTs for this question and so
the systematic search for
evidence should encompass
observational studies from the
outset and the review itself will
cover RCTs and observational
studies

No date limit will be applied to
searches for these specific
review questions to ensure that
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Population Children and young people with type 1 or type 2
diabetes (although the diabetes may not yet
have been recognised, for example, if the child
or young person is presenting for the first time
with DKA)

Intervention Any approach to clinical assessment and/or
or index test laboratory investigations for children and young
people presenting with DKA or during treatment

all relevant articles are identified
for both type 1 and 2 diabetes

The guideline scope defines
children and young people as
those younger than 18 years.
The initial approach will be to
include studies only if they
report results for people
younger than 18 years

The guideline development
group noted that the
management of DKA in adults is
likely to be different to that in
children and young people, and
this may be an important area
to consider in relation to
transition from paediatric to
adult services

Although the intervention and
comparison are specified very
broadly, the guideline scope
requires the guideline
development group to address
all of the following, whether or
not relevant evidence is
identified through the
systematic search

Immediate management at
presentation (for example,
maintenance of airway,
breathing and circulation or the
potential need for a nasogastric
tube to prevent pulmonary
aspiration)

Clinical assessment and
investigations at presentation to
guide management

Fluid management, including:
e assessment of dehydration
¢ volume of administration

o (other aspects of fluid
management will be
addressed through separate
questions and a different
protocol).

Clinical monitoring (to assess
the response to treatment and
to look for evidence of cerebral
oedema), including:

¢ general observations (for
example, heart and
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respiratory rate and blood
pressure)

¢ body weight

¢ hydration status

o fluid balance

¢ neurological observations
e ECG monitoring.

Laboratory monitoring (to
assess the response to
treatment and to look for
evidence of hypokalaemia),
including:

¢ blood glucose

e blood or urine ketones

e serum urea and electrolytes
e acid/base status.

The guideline development
group noted that the following
terminology might be helpful
when selecting search terms

Clinical assessment:

¢ general observations (vital
signs):
o temperature
o level of consciousness

o clinical signs of dehydration:
o altered skin colour
o sunken eyes
o cold extremities
o prolonged capillary refill

time

o dry mucous membranes
o reduced skin turgor
o reduced urine output

e signs of deep vein thrombosis
(including leg pain or
swelling).

Laboratory investigations:

¢ blood ketones to include near-
patient testing

¢ plasma osmolality (tonicity).

The evidence identified for
inclusion could provide
guidance on the frequency and
duration with which to perform
laboratory investigations
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Comparator Any other approach to clinical assessment There may be few comparative

or reference and/or laboratory investigations for children and  studies identified for inclusion,

standard young people presenting with DKA or during but where necessary the
treatment guideline development group

will be able to use informal
consensus based on knowledge
and experience to formulate
recommendations addressing
all areas required by the scope

There may be comparative
studies relating to blood ketone

testing
Clinical Physical outcomes: Include consideration of
outcomes o mortality frequency of monitoring and
¢ degree of dehydration confirmed by post- bl
recovery weight
¢ detection of hypovolaemia
¢ detection of laboratory abnormalities:
o hypoglycaemia
o hypokalaemia
o hyponatraemia
o persistent acidosis
o persistent ketosis
¢ detection of complications:
o cerebral oedema
o venous thrombosis
o aspiration
¢ healthcare utilisation (for example, duration of
admission, requirement for ventilation [as a
proxy for severity of DKA or presence of
cerebral oedemay).
Health These questions were not selected as priorities
economics for health economic analysis
outcomes
Other criteria  Exclude studies with <10 participants in total Subgroup analysis by type of
for inclusion/ diabetes (type 1 or type 2)
exclusion of should be presented if possible,
studies as should subgroup analysis by
previously recognised diabetes
or first presentation
Additionally, subgroup analysis
by age group (for example, pre-
school versus primary school or
secondary school) would be
useful if the evidence from the
included studies allows this
Search See Section F.11 A single search for evidence will
strategies be undertaken across the six

questions to cover all the
aspects of interest in this
protocol
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Review
strategies

Equality

Evidence will be assessed for quality according to the process described in the

NICE guidelines manual (November 2012)
A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed according to
processes described in NICE guidelines manual
(November 2012)

The guideline development
group’s view was that DKA
would be more prevalent in

certain ethnic minorities and
people with lower socio-
economic status, especially in
the case of children or young
people with DKA at the first
presentation with diabetes

Type 1 and type 2 diabetes — diabetic ketoacidosis — fluids

Review guestions:

What is the appropriate route of administration for fluids in children and young people
with diabetic ketoacidosis?

At what rate should children and young people with diabetic ketoacidosis be

rehydrated?

What is the optimal fluid composition (including glucose, potassium and bicarbonate
additives) for rehydrating children and young people with diabetic ketoacidosis?

Type 1 and type 2 diabetes — diabetic ketoacidosis — fluids

Existing
recommendat
ion(s) in 2004
guideline

Management from diagnosis

Children and young people who present with diabetic
ketoacidosis should have their diabetic ketoacidosis
treated in hospital according to the guidance outlined in
this document.

Diabetic ketoacidosis

Children and young people with diabetic ketoacidosis
should be treated according to the guidelines published by
the British Society for Paediatric Endocrinology and
Diabetes.

Children and young people with diabetic ketoacidosis
should be managed initially in a high-dependency unit or
in a high-dependency bed on a children’s ward.

Children and young people with deteriorating
consciousness or suspected cerebral oedema and those
who are not responding appropriately to treatment should
be managed in a paediatric intensive care unit.

All recommendations
relating to the
recognition and
management of
diabetic ketoacidosis
(DKA) are listed here
for completeness

The review questions
relating to DKA will be
considered separately
from the remaining
questions by a
subgroup of the
guideline development
group plus an expert
adviser (a paediatric
intensivist) who will
advise on fluid
management and
clinical care during
DKA. The DKA
subgroup will meet
and consider the

© 2015 National Collaborating Centre for Women'’s and Children’s Health

118



Diabetes (type 1 and type 2) in children and young people

Review protocols

Type 1 and type 2 diabetes — diabetic ketoacidosis — fluids

Review
guestion for
update

Objectives

Language

Study design

Children with diabetic ketoacidosis who are younger than
2 years of age should be managed in a paediatric
intensive care unit.

Children and young people with a blood pH of less than
7.3 (hydrogen ion concentration of more than 50
nmol/litre), but who are clinically well (with no tachycardia,
vomiting, drowsiness, abdominal pain or breathlessness)
and less than 5% dehydrated, may respond appropriately
to oral rehydration, frequent subcutaneous insulin
injections and monitoring of blood glucose.

What is the appropriate route of administration for fluids in
children and young people with diabetic ketoacidosis?

At what rate should children and young people with
diabetic ketoacidosis be rehydrated?

What is the optimal fluid composition (including glucose,
potassium and bicarbonate additives) for rehydrating
children and young people with diabetic ketoacidosis?

To determine the optimal fluid management regimen for
children and young people with DKA. The review will
address the following aspects of fluid management:

¢ route of administration (‘route’ in the table of outcomes
below)

¢ rate of administration (‘rate’ in the table of outcomes
below)

e choice of fluid (including sodium chloride content;
‘fluid/sodium’ in the table of outcomes below)

¢ other additives (for example,
o glucose (‘glucose’ in the table of outcomes below)

o potassium (‘potassium’ in the table of outcomes
below)

o bicarbonate (‘bicarbonate’ in the table of outcomes
below)

o phosphate [‘phosphate’ in the table of outcomes
below]).

English
e Systematic reviews and RCTs

e Comparative observational studies (including cohort and
case-control studies)

evidence base and
draw conclusions in
parallel with
development of the
remainder of the
guideline. The full
guideline development
group will ratify all
conclusions and
recommendations
based on the DKA
evidence

The review questions
for type 1 and type 2
diabetes are identical

All six questions will
be covered by a single
protocol. The available
evidence will be
presented in such a
way as to emphasise
the difference
between the questions

The scope also
requires consideration
of assessment of
dehydration and the
volume of fluid
administration; these
will be covered by
separate review
questions linked to the
questions about
clinical assessment
and investigations at
presentation and
during management of
DKA

The questions relating
to route of
administration should
include consideration
of the effectiveness of
intraosseus
administration

There are unlikely to
be RCTs that fully
address all of these
question and so the
systematic search for
evidence should
encompass
observational studies
from the outset and
the review itself will
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cover RCTs and
observational studies

Status Published articles (no limitation on year of publication) Although this is an
update and expansion
of a review question
considered in the
2004 guideline, no
date limit will be
applied to searches
for these specific
review questions to
ensure that all
relevant articles are
identified for both type
1 and 2 diabetes

Population Children and young people with type 1 or type 2 diabetes  The guideline scope
(although the diabetes may not yet have been recognised, defines children and
for example, if the child or young person is presenting for  young people as those
the first time with DKA) younger than 18

years. The initial
approach will be to
include studies only if
they report results for
people younger than
18 years

The guideline
development group
noted that the
management of DKA
in adults is likely to be
different to that in
children and young
people, and this may
be an important area
to consider in relation
to transition from
paediatric to adult
services

Intervention Any fluid management regimen for children and young people presenting with DKA
or index test

Comparator Any other fluid management regimen for children and young people presenting with
or reference DKA

standard

Clinical Physical outcomes The guideline

outcomes Fluid/sodi development group carbon |

Route Rate um Glucose prioritised different e [

!\I'/::)nr;algyresolution of $ $ $ . OIS O A \
dehydration d|fferer_1t aspects of
Rate of change of blood Y Y the review qU?S'ﬂons
glucose concentration covered by this
(this is likely to be protocol (‘route’, ‘rate’,

reported in research

studies, whereas ‘ﬂu'd/SOd,'lfm s
resolution of glucose’, 'potassium’,
hyperglycaemia (which ‘bicarbonate’ and
would otherwise be of ‘phosphate’); Y’ in the
interest) might not be) = lE 6 i el
Incidence of Y

hypoglycaemia indicates that an
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Health
economics
outcomes

Other criteria
for inclusion/
exclusion of
studies

Resolution of acidosis Y Y Y
(this is likely to be

reported, especially in

older studies that do not

report resolution of

blood ketosis, but it is

likely to be of lower

priority in formulating

recommendations)

Resolution of blood Y

ketosis

Serum chloride Y Y
concentration (a raised

concentration is linked

to acidosis)

Incidence of cerebral Y Y Y
oedema (this could

cause morbidity or

mortality), to include

participants with

symptoms or signs

suggestive of cerebral

oedema (for example,

development of

unconsciousness)

provided these are

reported as being

related to cerebral

oedema

Hypokalaemia (this is

important because

people with DKA die of

this)

Serum sodium Y Y Y
concentration

Serum calcium

concentration

Carbon dioxide (CO2) Y
concentration

Healthcare utilisation Y Y Y
(for example, duration of

admission, requirement

for ventilation [as a

proxy for severity of

DKA or presence of

cerebral oedema])

outcome was
prioritised for the
corresponding aspect
of the questions
covered by the
protocol. Some
outcomes (for
example, mortality)
are common to all
aspects of the
guestions

The guideline
development group
discussed whether
serum urea
concentration was an
important outcome to
consider for these
questions and
concluded that it was
not because it is a
marker of severity of
DKA but it will not
have an impact on
management

For some aspects, the
guideline development
group prioritised 8
outcomes initially and
this remained
acceptable because of
the sparsity of the
evidence identified for
inclusion

guideline development
group to consider
changing terminology
from ‘hypokalaemia’ to
‘serum potassium
concentration’, etc. in
review questions
related to DKA

These questions were not prioritised for health economic analysis

Exclude studies with <10 participants in total

Subgroup analysis by
type of diabetes (type
1 or type 2) should be
presented if possible,
as should subgroup
analysis by previously
recognised diabetes
or first presentation
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Additionally, subgroup
analysis by age group
(for example, pre-
school versus primary
school or secondary
school) would be
useful if the evidence
from the included
studies allows this

Search See Section F.12 A single search for

strategies evidence will be
undertaken across the
questions relating to
fluid management in
children and young
people presenting with
DKA

Possible search terms
to include the
following

For fluid composition:

e sodium chloride or
sodium lactate
concentration

° pH

o specific fluids such
as Ringer’s solution,
Hartmann’s solution,
isolyte and
plasmalyte.

For route of
administration:

intravenous
intraosseus

e oral

not intramuscular.

Review Evidence will be assessed for quality according to the process described in the
strategies NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equality Equalities issues with be assessed according to The guideline
processes described in NICE guidelines manual development group’s
(November 2012) view was that DKA

would be more
prevalent in certain
ethnic minorities and
people with lower
socio-economic
status, especially in
the case of children or
young people with
DKA at the first
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E.13

presentation with
diabetes

Type 1 and type 2 diabetes — diabetic ketoacidosis —
intravenous osmotic agents

Review guestion: What is the effectiveness of intravenous osmotic agents in the
management of cerebral oedema associated with diabetic ketoacidosis?

Type 1 and type 2 diabetes — diabetic ketoacidosis — intravenous osmotic agents

Existing Management from diagnosis All recommendations relating to the
recommendat  Children and young people who present recognition and management of
ion(s) in 2004 with diabetic ketoacidosis should have their ~ diabetic ketoacidosis (DKA) are
guideline diabetic ketoacidosis treated in hospital listed here for completeness

according to the guidance outlined in this
document.

Diabetic ketoacidosis

Children and young people with diabetic
ketoacidosis should be treated according to
the guidelines published by the British
Society for Paediatric Endocrinology and
Diabetes.

Children and young people with diabetic
ketoacidosis should be managed initially in
a high-dependency unit or in a high-
dependency bed on a children’s ward.

Children and young people with
deteriorating consciousness or suspected
cerebral oedema and those who are not
responding appropriately to treatment
should be managed in a paediatric
intensive care unit.

Children with diabetic ketoacidosis who are
younger than 2 years of age should be
managed in a paediatric intensive care unit.

Children and young people with a blood pH
of less than 7.3 (hydrogen ion concentration
of more than 50 nmol/litre), but who are
clinically well (with no tachycardia, vomiting,
drowsiness, abdominal pain or
breathlessness) and less than 5%
dehydrated, may respond appropriately to
oral rehydration, frequent subcutaneous
insulin injections and monitoring of blood
glucose.

The review questions relating to DKA
will be considered separately from
the remaining questions by a
subgroup of the guideline
development group plus an expert
adviser (a paediatric intensivist) who
will advise on fluid management and
clinical care during DKA. The DKA
subgroup will meet and consider the
evidence base and draw conclusions
in parallel with development of the
remainder of the guideline. The full
guideline development group will
ratify all conclusions and
recommendations based on the DKA
evidence
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Review
guestion for
update

Objectives

Language
Study design

Status
Population

Intervention
or index test

Comparator
or reference
standard

Clinical
outcomes

Health
economics
outcomes

Other criteria
for inclusion/
exclusion of
studies

What is the effectiveness of intravenous osmotic agents in the management of
cerebral oedema associated with diabetic ketoacidosis?

The main intervention of interest
from the guideline development
group is the urgent administration of
mannitol whilst the child is still on a
general paediatric ward

To assess the effectiveness of intravenous
osmotic agents in the treatment of cerebral
oedema associated with DKA in children
and young people

Note the setting in which agents are
administered and the duration of
treatment in the evidence tables

English

Although there may be some RCTs
for this question the systematic
search for evidence should
encompass observational studies
from the outset and the review itself
will cover RCTs and observational
studies

Published articles (no limitation on year of publication)

Children and young people with DKA and The guideline scope defines children

cerebral oedema and young people as those younger
than 18 years. The initial approach
will be to include studies only if they
report results for people younger
than 18 years

e Systematic reviews and RCTs

e Comparative observational studies
(including cohort and case-control
studies)

The guideline development group
noted that the management of DKA
in adults is likely to be different to
that in children and young people,
and this may be an important area to
consider in relation to transition from
paediatric to adult services

For example, mannitol, hypertonic
saline or a combination of the two

Any treatment based on administration of
intravenous osmotic agents

May also be referred to as osmotic
therapy or osmotherapy

Any other treatment based on administration of intravenous osmotic agents
No treatment with osmotic agents

Physical outcomes:
e mortality
e persistent neurological deficit

Healthcare utilisation (for example, duration of admission, requirement for
ventilation [as a proxy for severity of DKA or presence of cerebral oedemal)

This question was not prioritised for health economic analysis

Exclude studies with <10 participants in
total

Subgroup analysis by type of
diabetes (type 1 or type 2) should be
presented if possible, as should
subgroup analysis by previously
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recognised diabetes or first
presentation

Additionally, subgroup analysis by
age group (for example, pre-school
versus primary school or secondary
school) would be useful if the
evidence from the included studies
allows this
Review Evidence will be assessed for quality
strategies according to the process described in the
NICE guidelines manual (November 2012)
A list of excluded studies will be provided
following weeding
Evidence tables and an evidence profile will
be used to summarise the evidence
Equality Equalities issues with be assessed The guideline development group’s
according to processes described in NICE view was that DKA would be more
guidelines manual (November 2012) prevalent in certain ethnic minorities
and people with lower socio-
economic status, especially in the
case of children or young people
with DKA at the first presentation
with diabetes

E.14 Type 1 and type 2 diabetes — diabetic ketoacidosis —insulin
Review guestions:

When should intravenous insulin therapy be started and stopped in children and
young people with diabetic ketoacidosis?

How should the dosage of insulin be calculated for children and young people with
diabetic ketoacidosis?

Type 1 and type 2 diabetes — diabetic ketoacidosis — insulin — timing

Existing Management from diagnosis All recommendations relating to
recommendat  Children and young people who present with the recognition and management
ion(s) in 2004 diabetic ketoacidosis should have their diabetic ~ Of diabetic ketoacidosis (DKA)
guideline ketoacidosis treated in hospital according to are listed here for completeness

the guidance outlined in this document.

The review questions relating to
Diabetic ketoacidosis DKA will be considered
separately from the remaining
questions by a subgroup of the
guideline development group plus
an expert adviser (a paediatric
intensivist) who will advise on

. o ) fluid management and clinical
Children and young people with diabetic care during DKA. The DKA
ketoacidosis should be managed initially in a subgroup will meet and consider

high-dependency unit or in a high-dependency the evidence base and draw
bed on a children’s ward. conclusions in parallel with

Children and young people with diabetic
ketoacidosis should be treated according to
the guidelines published by the British Society
for Paediatric Endocrinology and Diabetes.
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development of the remainder of

Children and young people with deteriorating the guideline. The full guideline
consciousness or suspected cerebral oedema  development group will ratify all

and those who are not responding conclusions and
appropriately to treatment should be managed ~ "écommendations based on the
in a paediatric intensive care unit. DKA evidence

Children with diabetic ketoacidosis who are
younger than 2 years of age should be
managed in a paediatric intensive care unit.

Children and young people with a blood pH of
less than 7.3 (hydrogen ion concentration of
more than 50 nmol/litre), but who are clinically
well (with no tachycardia, vomiting,
drowsiness, abdominal pain or breathlessness)
and less than 5% dehydrated, may respond
appropriately to oral rehydration, frequent
subcutaneous insulin injections and monitoring
of blood glucose.

Review When should intravenous insulin therapy be The review questions for type 1
guestion for started and stopped in children and young and type 2 diabetes are identical
update people with diabetic ketoacidosis?

Objectives To determine when intravenous insulin therapy

should be started and stopped in children and
young people with DKA. The two aspects of
the review question will be addressed
separately. Cerebral oedema is a potential
adverse consequence of starting intravenous
insulin therapy too early (during intravenous
infusion of fluids without glucose), whereas the
optimal time to stop intravenous insulin therapy
is likely to be determined by the timescale for
continuing intravenous glucose infusion once
ketoacidosis has been resolved. In some
children and young people with DKA or
ketonaemia who are not very ill it may not be
necessary to use intravenous insulin therapy at
all, and the question also covers this scenario.
The guideline development group may also
wish to make recommendations for the insulin
regimen to be used immediately after stopping
intravenous insulin therapy (taking into account
the fact that the child or young person may or
may not have been recognised as having type
1 or type 2 diabetes before presenting with
DKA). Overall the guideline development
group noted that the part of the question that
deals with when to start intravenous insulin
therapy was of greater clinical importance (as
it could be associated with a risk of mortality)

Language English
Study design e Systematic reviews and RCTs For the part of the question about
e Comparative observational studies (including When to. start intravenous insulin
cohort and case-control studies) infusion: there may be no RCTs

but some comparative
observational studies
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Status

Population

Intervention
or index test

Comparator
or reference
standard

Published articles (no limitation on year of
publication)

Children and young people with type 1 or type
2 diabetes (although the diabetes may not yet
have been recognised, for example, if the child
or young person is presenting for the first time
with DKA)

For the part of the question about when to start
intravenous insulin infusion: delayed insulin
(delaying the start of intravenous insulin
therapy until intravenous fluid therapy is
established)

For the part of the question about when to stop
intravenous insulin infusion: outcomes should
be compared according to the blood ketone
concentration at which intravenous insulin is
stopped

For the part of the question about
when to stop intravenous insulin
infusion: it is very unlikely that
there will be any RCTs and
evidence from observational
studies will be considered

The guideline development group
noted, therefore, that for these
guestions the systematic search
for evidence should encompass
observational studies from the
outset and the review itself will
cover RCTs and observational
studies

Although this is an update and
expansion of a review question
considered in the 2004 guideline,
no date limit will be applied to
searches for these specific review
questions to ensure that all
relevant articles are identified for
both type 1 and 2 diabetes

The guideline scope defines
children and young people as
those younger than 18 years. The
initial approach will be to include
studies only if they report results
for people younger than 18 years

The guideline development group
noted that the management of
DKA in adults is likely to be
different to that in children and
young people, and this may be an
important area to consider in
relation to transition from
paediatric to adult services

For the part of the question about
when to start intravenous insulin
infusion: the important
consideration is the timing of
intravenous insulin in relation to
the timing of intravenous fluids

For the part of the question about
when to stop intravenous insulin
infusion: there may be evidence
in terms of retrospective
comparison of outcomes before
and after resolution of ketosis

For the part of the question about when to start intravenous insulin infusion:
immediate insulin (starting intravenous insulin therapy before or at the same time

as starting intravenous fluids)

© 2015 National Collaborating Centre for Women'’s and Children’s Health

127



Diabetes (type 1 and type 2) in children and young people

Review protocols

Type 1 and type 2 diabetes — diabetic ketoacidosis — insulin — timing

Clinical
outcomes

Health
economics
outcomes

Other criteria
for inclusion/
exclusion of
studies

Search
strategies

Review
strategies

For the part of the question about when to stop intravenous insulin infusion:
outcomes should be compared according to the blood ketone concentration at
which intravenous insulin is stopped

For the part of the guestion about when to start intravenous insulin infusion
Physical outcomes:
e mortality

e rate of change of blood glucose concentration (this is likely to be reported in
research studies, whereas resolution of hyperglycaemia (which would otherwise
be of interest) might not be)

e incidence of hypoglycaemia
¢ resolution of acidosis (this is likely to be reported, especially in older studies that

do not report resolution of blood ketosis, but it is likely to be of lower priority in
formulating recommendations)

¢ incidence of cerebral oedema (this could cause morbidity or mortality), to include
participants with symptoms or signs suggestive of cerebral oedema (for example,
development of unconsciousness) provided these are reported as being related
to cerebral oedema

¢ hypokalaemia (this is important because people with DKA die of this)

¢ healthcare utilisation (for example, duration of admission, requirement for
ventilation [as a proxy for severity of DKA or presence of cerebral oedemal)

For the part of the question about when to stop intravenous insulin infusion
Physical outcomes:
e resolution of blood ketosis

¢ healthcare utilisation (for example, duration of admission, requirement for
ventilation [as a proxy for severity of DKA or presence of cerebral oedemal)

Terminology:

¢ diabetic coma might be relevant to cerebral oedema but is too general a term to
use in the extraction/description of evidence

¢ consider using ‘serum potassium concentration’ rather than ‘hypokalaemia’ etc.
These questions were not prioritised for health economic analysis

Exclude studies with <10 participants in total Subgroup analysis by type of
diabetes (type 1 or type 2) should
be presented if possible, as
should subgroup analysis by
previously recognised diabetes or

first presentation

Additionally, subgroup analysis
by age group (for example, pre-
school versus primary school or
secondary school) would be
useful if the evidence from the
included studies allows this

See Section F.14 A single search for evidence will
be undertaken across the
questions relating to timing of
intravenous insulin therapy and

calculation of the insulin dosage

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (November 2012)
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A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equality

Equalities issues with be assessed according
to processes described in NICE guidelines
manual (November 2012)

The guideline development

group’s view was that DKA would
be more prevalent in certain
ethnic minorities and people with
lower socio-economic status,
especially in the case of children
or young people with DKA at the

first presentation with diabetes

Type 1 and type 2 diabetes — diabetic ketoacidosis — insulin — dosage

Existing
recommendat
ion(s) in 2004
guideline

Review
question for
update

Objectives

Management from diagnosis

Children and young people who present with
diabetic ketoacidosis should have their diabetic
ketoacidosis treated in hospital according to the
guidance outlined in this document.

Diabetic ketoacidosis

Children and young people with diabetic
ketoacidosis should be treated according to the
guidelines published by the British Society for
Paediatric Endocrinology and Diabetes.

Children and young people with diabetic
ketoacidosis should be managed initially in a
high-dependency unit or in a high-dependency
bed on a children’s ward.

Children and young people with deteriorating
consciousness or suspected cerebral oedema
and those who are not responding appropriately
to treatment should be managed in a paediatric
intensive care unit.

Children with diabetic ketoacidosis who are
younger than 2 years of age should be managed
in a paediatric intensive care unit.

Children and young people with a blood pH of
less than 7.3 (hydrogen ion concentration of
more than 50 nmol/litre), but who are clinically
well (with no tachycardia, vomiting, drowsiness,
abdominal pain or breathlessness) and less than
5% dehydrated, may respond appropriately to
oral rehydration, frequent subcutaneous insulin
injections and monitoring of blood glucose.

How should the dosage of insulin be calculated
for children and young people with diabetic
ketoacidosis?

All recommendations relating to
the recognition and
management of diabetic
ketoacidosis (DKA) are listed
here for completeness

The 2004 guideline was specific
to type 1 diabetes

The review questions relating to
DKA will be considered
separately from the remaining
guestions by a subgroup of the
guideline development group
plus an expert adviser (a
paediatric intensivist) who will
advise on fluid management
and clinical care during DKA.
The DKA subgroup will meet
and consider the evidence base
and draw conclusions in parallel
with development of the
remainder of the guideline. The
full guideline development
group will ratify all conclusions
and recommendations based on
the DKA evidence

The review questions for type 1
and type 2 diabetes are
identical

To determine the optimal insulin dosage for children and young people with DKA. A
smoother recovery from ketoacidosis and a lower risk of cerebral oedema might be
achieved with a ‘small’ dosage of intravenous insulin (for example, a low-dose
intravenous insulin infusion with no initial bolus [higher dose]). Current practice is
typically to use a dosage of 0.1 units/kg/hour and the review for this question will
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focus on comparison of outcomes for this conventional dosage with those for
alternative dosages, such as 0.05 units/kg/hour or 0.025 units/kg/hour

Language
Study design

Status

Population

Intervention
or index test

Comparator
or reference
standard

Clinical
outcomes

English
e Systematic reviews and RCTs

o Comparative observational studies (including
cohort and case-control studies)

Published articles (no limitation on year of
publication)

Children and young people with type 1 or type 2
diabetes (although the diabetes may not yet
have been recognised, for example, if the child
or young person is presenting for the first time
with DKA)

Insulin dosage of 0.05 units/kg/hour or lower

Insulin dosage of 0.1 units/kg/hour

Physical outcomes:
e mortality

e rate of change of blood glucose concentration
(this is likely to be reported in research

Although there may be some
RCTs for this question the
systematic search for evidence
should encompass
observational studies from the
outset and the review itself will
cover RCTs and observational
studies

Although this is an update and
expansion of a review guestion
considered in the 2004
guideline, no date limit will be
applied to searches for these
specific review questions to
ensure that all relevant articles
are identified for both type 1
and 2 diabetes

The guideline scope defines
children and young people as
those younger than 18 years.
The initial approach will be to
include studies only if they
report results for people
younger than 18 years

The guideline development
group noted that the
management of DKA in adults is
likely to be different to that in
children and young people, and
this may be an important area
to consider in relation to
transition from paediatric to
adult services

There may be some small
studies to answer this question.
Most studies are likely to
compare 0.05 units/kg/hour with
0.1 units/kg/hour; a few might
compare 0.025 units/kg/hour
with 0.05 units/kg/hour or 0.1
units/kg/hour

0.1 units/kg/hour, 0.05
units/kg/hour, and 0.025
units/kg/hour are the dosages
likely to be used; the intended
starting dosage will be
important and evidence tables
and GRADE profiles should
reflect this

The guideline development
group prioritised 8 outcomes
initially (based on those
selected for the question on
when to start and stop
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Health
economics
outcomes

Other criteria
for inclusion/
exclusion of
studies

Search
strategies

Review
strategies

Equality

studies, whereas resolution of hyperglycaemia
(which would otherwise be of interest) might
not be)

e incidence of hypoglycaemia

e resolution of acidosis (this is likely to be
reported, especially in older studies that do not
report resolution of blood ketosis, but it is likely
to be of lower priority in formulating
recommendations)

¢ resolution of blood ketosis

e incidence of cerebral oedema (this could
cause morbidity or mortality), to include
participants with symptoms or signs
suggestive of cerebral oedema (for example,
development of unconsciousness) provided
these are reported as being related to cerebral
oedema

¢ hypokalaemia (this is important because
people with DKA die of this)

¢ healthcare utilisation (for example, duration of
admission, requirement for ventilation [as a
proxy for severity of DKA or presence of
cerebral oedemay)

intravenous insulin infusion in
children and young people with
DKA); this was found to be
acceptable based on the
sparsity of evidence identified
for inclusion

guideline development group to
consider using the terminology
‘serum potassium
concentration’ rather than
‘hypokalaemia’ etc.

These questions were not prioritised for health economic analysis

Exclude studies with <10 participants in total

See Section F.14

Subgroup analysis by type of
diabetes (type 1 or type 2)
should be presented if possible,
as should subgroup analysis by
previously recognised diabetes
or first presentation

Additionally, subgroup analysis
by age group (for example, pre-
school versus primary school or
secondary school) would be
useful if the evidence from the
included studies allows this

A single search for evidence will
be undertaken across the
guestions relating to timing of
intravenous insulin therapy and
calculation of the insulin dosage

Evidence will be assessed for quality according to the process described in the

NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed according to
processes described in NICE guidelines manual
(November 2012)

The guideline development
group’s view was that DKA
would be more prevalent in
certain ethnic minorities and
people with lower socio-
economic status, especially in
the case of children or young
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people with DKA at the first
presentation with diabetes

Type 1 and type 2 diabetes — diabetic ketoacidosis —
anticoagulant prophylaxis

Review question: What is the effectiveness of routine anticoagulant prophylaxis to
prevent venous thrombosis in children and young people with diabetic ketoacidosis?

Type 1 and type 2 diabetes — diabetic ketoacidosis —anticoagulant prophylaxis

Existing
recommend
ation(s) in
2004
guideline

Review
guestion for
update

Objectives

Management from diagnosis

Children and young people who present with
diabetic ketoacidosis should have their diabetic
ketoacidosis treated in hospital according to
the guidance outlined in this document.

Diabetic ketoacidosis

Children and young people with diabetic
ketoacidosis should be treated according to
the guidelines published by the British Society
for Paediatric Endocrinology and Diabetes.

Children and young people with diabetic
ketoacidosis should be managed initially in a
high-dependency unit or in a high-dependency
bed on a children’s ward.

Children and young people with deteriorating
consciousness or suspected cerebral oedema
and those who are not responding
appropriately to treatment should be managed
in a paediatric intensive care unit.

Children with diabetic ketoacidosis who are
younger than 2 years of age should be
managed in a paediatric intensive care unit.

Children and young people with a blood pH of
less than 7.3 (hydrogen ion concentration of
more than 50 nmol/litre), but who are clinically
well (with no tachycardia, vomiting,
drowsiness, abdominal pain or breathlessness)
and less than 5% dehydrated, may respond
appropriately to oral rehydration, frequent
subcutaneous insulin injections and monitoring
of blood glucose.

What is the effectiveness of routine
anticoagulant prophylaxis to prevent venous
thrombosis in children and young people with
DKA?

To determine whether anticoagulant
prophylaxis is effective in preventing venous

All recommendations relating to the
recognition and management of
diabetic ketoacidosis (DKA) are
listed here for completeness

The guidelines published by the
British Society for Paediatric
Endocrinology and Diabetes
(BSPED) were reproduced in an
appendix of the 2004 guideline

The 2004 guideline was specific to
type 1 diabetes

The review questions relating to
DKA will be considered separately
from the remaining questions by a
subgroup of the guideline
development group plus an expert
adviser (a paediatric intensivist)
who will advise on fluid
management and clinical care
during DKA. The DKA subgroup
will meet and consider the
evidence base and draw
conclusions in parallel with
development of the remainder of
the guideline. The full guideline
development group will ratify all
conclusions and recommendations
based on the DKA evidence

The review questions for type 1
and type 2 diabetes are identical

Children and young people with
DKA who have central venous lines

© 2015 National Collaborating Centre for Women'’s and Children’s Health

132



Diabetes (type 1 and type 2) in children and young people

Review protocols

Type 1 and type 2 diabetes — diabetic ketoacidosis —anticoagulant prophylaxis

Language

Study
design

Status

Population

Intervention
or index test

thrombosis in children and young people with
DKA. The guideline development group noted
that deep vein thrombosis, visceral thrombosis,
and cerebral thrombosis would all be relevant
in this review question

English
e Systematic reviews and RCTs

e Comparative observational studies (including
cohort and case-control studies)

Published articles (no limitation on year of
publication)

Children and young people with type 1 or type
2 diabetes (although the diabetes may not yet
have been recognised, for example, if the child
or young person is presenting for the first time
with DKA)

Any anticoagulation prophylaxis regimen

inserted are at greater risk of
developing central venous
thrombosis. Current practice is
typically to provide prophylactic
anticoagulation to these children
and young people. The review for
this question will focus on
comparison of outcomes for some
form of prophylactic anticoagulation
compared with no anticoagulation

Although there may be some RCTs
for this question the systematic
search for evidence should
encompass observational studies
from the outset and the review
itself will cover RCTs and
observational studies

As this is a new question which
was not considered in the original
2004 guideline, no date limit will be
applied to searches for these
review questions to ensure that all
relevant articles are identified for
both type 1 and 2 diabetes

The guideline scope defines
children and young people as
those younger than 18 years. The
initial approach will be to include
studies only if they report results
for people younger than 18 years

The guideline development group
noted that the management of DKA
in adults is likely to be different to
that in children and young people,
and this may be an important area
to consider in relation to transition
from paediatric to adult services

The following terminology may be
useful in relation to specifying
search terms relevant to
anticoagulation regimens:

e aspirin

e dalterparin

e dicoumarol

e fragmin

e heparin

¢ low-dose heparin

¢ synthetic warfarins (these newer
products are not licensed for use
in children and young people but
any relevant evidence can still be
considered as part of the review)

e warfarin
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Comparator
or reference
standard

Clinical
outcomes

Health
economics
outcomes

Other
criteria for
inclusion/
exclusion of
studies

Search
strategies

Review
strategies

Equality

No anticoagulation prophylaxis regimen The review will not compare
different anticoagulation regimens
with one another

Physical outcomes:

mortality

incidence of venous thrombosis (of any type, including deep vein thrombosis,
visceral thrombosis and cerebral thrombosis)

incidence of pulmonary embolism

healthcare utilisation (for example, duration of admission, admission to intensive
care)

adverse events, including bleeding and thrombocytopaenia

Psychosocial outcomes:
o children and young people’s and families’ satisfaction with intervention

These questions were not prioritised for health  If any evidence is identified in

economic analysis relation to healthcare utilisation the
decision not to prioritise this
guestion for health economic
analysis might be revisited

Exclude studies with <10 participants in total Subgroup analysis by type of
diabetes (type 1 or type 2) should
be presented if possible, as should
subgroup analysis by previously
recognised diabetes or first
presentation

Additionally, subgroup analysis by
age group (for example, pre-school
versus primary school or
secondary school) would be useful
if the evidence from the included
studies allows this

See Section F.15 A single search for evidence will be
undertaken for both type 1 and
type 2 diabetes

Evidence will be assessed for quality according to the process described in the NICE
guidelines manual (November 2012)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed according The guideline development group’s

to processes described in NICE guidelines view was that DKA would be more

manual (November 2012) prevalent in certain ethnic
minorities and people with lower
socio-economic status, especially
in the case of children or young
people with DKA at the first
presentation with diabetes
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Review guestion: What is the optimal monitoring strategy for identifying retinopathy in
children and young people with type 1 diabetes?

Type 1 diabetes — retinopathy

Existing Children and young people with type 1 Only those aspects relating to
recommendat diabetes should be offered screening for: retinopathy and nephropathy in the
guideline screening for complications in

o thyroid disease at diagnosis and annually
thereafter until transfer to adult services

¢ retinopathy annually from the age of 12

children and young people with type
1 diabetes are being updated

ygars N The reason for updating this
¢ microalbuminuria annually from the age of esTTER RGN & e reea el s
12 years time at which to test (age/duration of
¢ blood pressure annually from the age of diabetes), not how to test
12 years.
Review What is the optimal monitoring strategy for identifying retinopathy in children and
guestion for young people with type 1 diabetes?
update
Objectives To determine when retinopathy screening Note that background retinopathy
should start following diagnosis of type 1 can revert to normal, giving rise to
diabetes and how frequently it should be intermittent retinopathy
repeated. The review will need to consider
the clinical utility of monitoring based on The guideline development group’s
prevalence at diagnosis and intervals recommendations should take into
thereafter, and taking account of the account the practicalities of starting
severity (grade) of retinopathy, including the screening based on duration of
clinical importance of any background diabetes rather than age (because
retinopathy screening for retinopathy requires
referral to an ophthalmologist and
ophthalmology services may not
have access to information about
duration of diabetes)
Language English

Study design  Cohort studies or consecutive case series Cross-sectional studies which report
prevalence and longitudinal studies
which report incidence will be

considered
Status Published articles (no limitation on year of This is different to the review
publication) questions considered in the 2004

guideline and so no date limitations
will be applied during the search for

evidence
Population Children and young people with type 1 The guideline scope defines children
diabetes and young people as those younger

than 18 years. For the review
questions related to monitoring for
complications, studies which include
people aged over 18 years will be
considered, but only if data for
people under 18 years can be
analysed separately. If data are
presented on an age group which
extends into people aged >18 years,
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these will be included only if the
mean age in the group is < 18 years
or if more than 50% of group
participants are aged < 18 years

Studies will be included only if they
provide data on prevalence for
specific groups of children or young
people (stratified by age or duration
of diabetes)

Only include data on incidence if
exact figures (for example, incidence
per hundred person years) are
described in the text, and not if data
are solely presented as survival
curve analysis

Intervention Universal retinopathy screening using Digital retinal photography is the

orindex test  digital retinal photography method currently recommended in
the NHS Diabetic Eye Screening
Programme

Exclude studies which consider only
fluorescein angiography or
ophthalmoscopy

Comparator Prevalence or incidence at different time intervals after diagnosis and/or at different
or reference  ages

standard
Clinical ¢ prevalence of retinopathy at different e Look at finding the earliest time at
outcomes timepoints after diagnosis (this might which retinopathy becomes
include data obtained via ‘survival sufficiently common/severe to
analysis’ methods) warrant screening
e incidence of retinopathy over time e The guideline development group
« when available, severity (grade) of may need to consider not just the
retinopathy will be reported based on the existence of retinopathy but also
NHS Diabetic Eye Screening Programme the severity (grade) of retinopathy
(see, for example, e Current practice is to refer children
http://medweb.bham.ac.uk/easdec/gradin and young people with diabetes to
gretinopathy.htm) an ophthalmologist only if they
have sight-threatening diabetic
retinopathy, and this is unlikely in
people younger than 12 years; as
noted above, background
retinopathy can revert to normal
e It might be worth identifying
retinopathy that will not lead to
referral to an ophthalmologist if this
would support provision of
education about risks associated
with retinopathy
e Subgroup analysis based on age
may be relevant
Health This question was not identified as a priority for health economic analysis
economic
outcomes
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Other criteria  Exclude studies that do not:

forinclusion/ ¢ report prevalence of retinopathy at a particular timepoint after diagnosis
exclusion of have a systematic approach to screening, as opposed to selective patient

studies screening based on individual concerns
Search See Section F.16 NCC-WCH to consider using a single
strategies search to cover both review
questions relating to monitoring for
retinopathy (type 1 diabetes and type
2 diabetes)
Review Evidence will be assessed for quality according to the process described in the
strategies NICE guidelines manual (November 2012)
A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence
Equality Equalities issues with be assessed The practicalities of offering
according to processes described in NICE screening for retinopathy will vary
guidelines manual (November 2012) according to the child or young

person’s age and whether or not
they have learning difficulties
(because digital retinal photography
requires the person to sit still and
stare at a fixed point)

E.17 Type 1 diabetes — nephropathy

Review guestion: What is the optimal monitoring strategy for identifying nephropathy
in children and young people with type 1 diabetes?

Type 1 diabetes — nephropathy

Existing Children and young people with type 1 Only those aspects relating to
recommendati  diabetes should be offered screening for: retinopathy and nephropathy in the
guideline screening for complications in

¢ thyroid disease at diagnosis and

annually thereafter until transfer to adult Gl G YO [l WL e

1 diabetes are being updated

services
* )r/czt;r;gpathy annually from the age of 12 The existing recommendation about
. o screening for microalbuminuria
e microalbuminuria annually from the age relates to testing based on urine
of 12 years albumin:creatinine ratio. The reason
* blood pressure annually from the age of  for updating this recommendation is
12 years. to reconsider the time at which to
test (age/duration of diabetes) not
how to test

If the guideline development group
intends to recommend screening for
microalbuminuria (as a marker of
nephropathy) from an age lower than
12 years then the possibility of
revising the recommendation about
when to start monitoring blood
pressure should be raised with NICE
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(because hypertension is also
associated with nephropathy)

Review What is the optimal monitoring strategy for identifying nephropathy in children and
guestion for young people with type 1 diabetes?

update

Objectives To determine when nephropathy screening should start following diagnosis of

type 1 diabetes and how frequently it should be repeated. The review will need to
consider the clinical utility of monitoring based on prevalence at diagnosis and
intervals thereafter, and taking account of issues such as the clinical importance
of intermittent microalbuminuria

Language English

Study design Cohort studies or consecutive case series Cross-sectional studies which report
prevalence and longitudinal studies
which report incidence will be

considered
Status Published articles (no limitation on year of  This is different to the review
publication) questions considered in the 2004

guideline and so no date limitations
will be applied during the search for

evidence
Population Children and young people with type 1 The guideline scope defines children
diabetes and young people as those younger

than 18 years. For the review
questions related to monitoring for
complications, studies which include
people aged over 18 years will be
considered, but only if data for
people under 18 years can be
analysed separately. If data are
presented on an age group which
extends into people aged >18 years,
these will be included only if the
mean age in the group is < 18 years
or if more than 50% of group
participants are aged < 18 years

Studies will be included only if they
provide data on prevalence for
specific groups of children or young
people (stratified by age or duration
of diabetes)

Only include data on incidence if
exact figures (for example, incidence
per hundred person years) are
described in the text, and not if data
are solely presented as survival
curve analysis

Intervention or  Screening for microalbuminuria (however  The guidelines relating to type 1

index test measured, and including using diabetes in adults and type 2
measurement through urine diabetes in adults include specific
albumin:creatinine ratio [ACRY]) recommendations on:

e repeated measurement of ACR
over a 4-month period to establish
a diagnosis of microalbuminuria
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Comparator or
reference
standard

Clinical
outcomes

e measuring serum creatinine at the
same time, and

e in type 2 diabetes, estimating the
glomerular filtration rate (GFR) at
the same time (using the method-
abbreviated modification of diet in
renal disease four-variable
equation)

Usual practice is to measure only
microalbuminuria in children and
young people with type 1 diabetes
(serum creatinine concentration is
measured only if the
microalbuminuria measurement is
abnormal because this provides
evidence of renal damage from
microalbuminuria or hypertension);
an abnormal urine ACR is the first
feature of nephropathy, whereas
abnormal serum creatinine
concentration is a later feature that is
not relevant in children and young
people with type 1 diabetes because
they are unlikely to have
nephropathy at diagnosis

Urine ACR is the practice for
screening of microalbuminuria in the
UK. For studies which report on
albumin excretion rate (AER) rather
than ACR for the confirmation of
microalbimuria, convert to ACR
measurements using separate
conversion equations for males and
females (Schultz 1999)

Using ACR >2.5 mg/mmol for males
and ACR >3.5 mg/mmol for females
(at least 2 of 3 consecutive
collections over a period of 3 to 4
months) which are the standards for
confirming microalbuminuria in UK
adults, exclude studies where the
ACR measurement falls below 2.5
mg/mmol or 3.5 mg/mmol for males
and females, respectively

Prevalence or incidence at different time intervals after diagnosis and/or at

different ages

e Prevalence of microalbuminuria
(however measured, and including
using measurement through urine
albumin:creatinine ratio)

¢ Incidence of microalbuminuria over time

Evidence tables should document
cut-offs and definitions of
microalbuminuria used in included
studies

NCC-WCH to discuss with guideline
development group to determine
which studies should be included if
necessary
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Type 1 diabetes — nephropathy

Health
economic
outcomes

Other criteria
for inclusion/
exclusion of
studies

Search
strategies

Review
strategies

Equality

Note that the 2004 guideline on type
1 diabetes in adults, and the 2008
guideline on type 2 diabetes in adults
use repeated tests of ACR >2.5
mg/mmol for men, and >3.5
mg/mmol for women (in at least 2 of
3 consecutive collections over a
period of 3 to 4 months) to confirm
microalbuminuria

It will be important to consider the
severity of microalbuminuria and
how should this be reported (for
example, thresholds for ‘severe
microalbuminuria’, etc.)

This question was not identified as a
priority for health economic analysis

Exclude studies that do not:
e report prevalence of microalbuminuria

¢ have a systematic approach to screening, as opposed to selective patient
screening based on individual concerns.

See Section F.17 NCC-WCH to consider using a single
search to cover both review
questions relating to monitoring for
nephropathy (type 1 diabetes and
type 2 diabetes)

The search terms microalbuminuria
and diabetes should identify relevant
studies

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed according to processes described in NICE
guidelines manual (November 2012)

E.18 Type 2 diabetes — education

Review question: What is the effectiveness of structured education programmes in
improving clinical and patient outcomes in children and young people with type 2

diabetes?

Type 2 diabetes — education

Existing
recommendat
ion(s) in 2004
guideline

None The 2004 guideline was specific

to type 1 diabetes

An external adviser has been
appointed to advise the guideline
development group on technical
aspects of clinical research
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Type 2 diabetes — education

Review
guestion for
update

Objectives

Language
Study design

Status

Population

Intervention

Comparator
or reference
standard

Clinical
Outcomes

relating to behavioural
interventions and the interface
with education programmes

What is the effectiveness of structured education programmes in improving clinical
and patient outcomes in children and young people with type 2 diabetes?

To determine the effectiveness of structured education programmes in improving
outcomes for children and young people with type 2 diabetes

English
Systematic reviews and RCTs only

Published papers (no limitation on year of
publication)

Children and young people with type 2
diabetes

Structured education programmes specific to
type 2 diabetes (education aimed at children
and young people or their families)

Alternative models of education
Usual care

Physical outcomes:
e glycaemic control

o HbAlc (minimum follow-up 6 months after
completion of primary intervention)

e adherence to education intervention

e changes in body mass index (BMI) standard
deviation score (SDS)

e achievement and maintenance of weight loss
during the programme

Study designs other than RCTs
will be considered only if no RCT
evidence is identified for inclusion

The next step might be to include
systematic reviews of RCTs and
non-randomised comparative
studies (but not individual non-
randomised studies)

This is a completely new topic for
the update so no date limit will be
applied to searches

The guideline scope defines
children and young people as
those younger than 18 years. The
initial approach will be to include
studies only if they report results
for people younger than 18 years

This review question will focus
solely on ‘patient’ education (that
is, education of healthcare
professionals will be excluded)

This review should cover:

all settings (diabetes clinics,
schools, etc.), while recognising
that recommendations will be
limited to the clinical practice
context

all forms of delivery of education
(for example, one-to-one, brief,
face-to-face, and remote
[telemedicine, including text
messaging])

Usual care in this context usually
includes unstructured, informal
education, provision of
information leaflets or multimedia

The priority outcomes selected by
the guideline development group
are different to those for the
review questions on
psychological interventions
because psychosocial outcomes
are more relevant there

The guideline development group
identified a minimum follow-up
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e change in level of physical activity (for
example, hours of exercise per week;
minimum follow-up 6 months after
completion of primary intervention).

Psychosocial outcomes:
¢ health-related quality of life.

¢ Children and young people’s and families
satisfaction with intervention (education
intervention)

period of 6 months after
completion of the primary
intervention for HbAlc and
change in level of physical
activity, and 4 months for other
outcomes. Include further follow-
up if reported, for example, if a
top-up intervention is required

HbAlc MID is 0.5 percentage
points (5.5 mmol/mol)

BMI SDS MID is 0.5 for weight-
loss interventions and O for all
other interventions

Note that incidence of severe
hypoglycaemic episodes is not a
relevant outcome in children and
young people with type 2
diabetes because their diabetes
is not likely to be treated with
insulin or any other
pharmaceutical agent that would
case hypoglycaemia. Also
diabetic ketoacidosis (DKA) may
be a problem at initial
presentation but it is unlikely to
occur subsequently

Adherence to diabetes
management, including self-
management was not prioritised
as an outcome for this question.
The guideline development group
agreed that this was a lower
priority than adherence to the
educational intervention itself
because insulin is not always
used in the treatment of type 2
diabetes

No long-term complications
needed to be prioritised as
outcomes because HbAlc will
determine these

Health This question was not prioritised for health economic analysis

economic
outcomes

Other criteria  None
for inclusion/
exclusion of

studies

Studies that evaluate education
programmes for healthcare
professionals will be excluded
(see above)

Subgroup analysis according to
the presence of associated
conditions such as autism
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Review protocols

Type 2 diabetes — education

Search
strategies

Review
strategies

Equality

spectrum disorder or learning
difficulties, and according to
language and culture-specific
interventions would be useful if
the evidence allows this

Subgroup analysis by ethnicity
may be of interest

See Section F.18 NCC-WCH technical team to
search the PsycINFO
bibliographic database for this
review question (in addition to the
standard bibliographic databases)

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed according Ethnicity, languages other than

to processes described in NICE guidelines English, and literacy may all be

manual (November 2012) important considerations for this
question. These issues are
specific to children and young
people with type 2 diabetes
(because of the increased risk of
this type of diabetes according to
ethnicity and socioeconomic
status)

Type 2 diabetes — psychological interventions

Review questions:

What is the effectiveness of psychological interventions to promote engagement with
clinical services in children and young people with type 2 diabetes?

What is the effectiveness of psychological interventions to improve outcomes in
children and young people with type 2 diabetes?

Type 2 diabetes — psychological interventions

Existing
recommendati
on(s) in 2004
guideline

Review
guestion for
update

None The 2004 guideline was specific to
type 1 diabetes

An expert adviser has been
appointed to advise the guideline
development group on technical
aspects of clinical research relating
to psychological interventions and
the interface with education
programmes

What is the effectiveness of psychological Both questions will be covered by a
interventions to promote engagement with ~ single protocol. The available
evidence will be presented in such a
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Type 2 diabetes — psychological interventions

Objectives

Language
Study design

Status

Population

Intervention or
index test

clinical services in children and young
people with type 2 diabetes?

What is the effectiveness of psychological
interventions to improve outcomes in
children and young people with type 2
diabetes?

To determine the effectiveness of psychological interventions in promoting
engagement with clinical services in children and young people with type 2
diabetes and improving outcomes of care. The question is sufficiently broad to
cover interventions aimed at families and healthcare professionals as well as
those aimed at the child or young person. The guideline development group
prioritised psychological interventions that should be addressed in this question
as follows:

o Family therapy (including behavioural family systems therapy [BFST]): this is
always delivered to one family unit but it can include separate sessions with
different members (individuals/groups) within the unit.

e Cognitive behavioural therapy (CBT): this can be delivered one-to-one or in
groups. The intervention focuses on recognising specific triggers for
maladaptive behaviour and bringing about changes to behaviour.

o Motivational interviewing: this can be delivered one-to-one or in groups. The
intervention focuses on general exploration of ambivalence around maladaptive
behaviours and what the person wants to do or should do. The intervention
develops insight into maladaptive behaviour.

e Counselling: this is delivered one-to-one but the content of interventions termed
counselling may vary.

¢ Mentoring: this can be delivered one-to-one or in groups. The mentor is typically
older than the person receiving mentoring or is influential in the community.

e Peer support (and peer-led interventions): these can be delivered one-to-one or
in groups. The intervention typically involves people of similar age to the person

way as to emphasise the difference
between the two questions

receiving peer support.
English
Systematic reviews and RCTs only

Published articles (no limitation on year of
publication)

Children and young people with type 2
diabetes

Psychological interventions specific to the
management of type 2 diabetes in
children and young people (this could
involve interventions aimed at families
and healthcare professionals as well as
those aimed at the child or young person)

Study designs other than RCTs will
be considered only if no RCT
evidence is identified for inclusion

The next step might be to include
systematic reviews of RCTs and
non-randomised comparative studies
(but not individual non-randomised
studies)

This is a completely new topic for the
update so no date limit will be
applied to searches

The guideline scope defines children
and young people as those younger
than 18 years. The initial approach
will be to include studies only if they
report results for people younger
than 18 years

Use the terms specific to the
prioritised psychological
interventions when conducting the
searches for this question

This review should cover:
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Comparator or
reference
standard

Clinical
outcomes

o family therapy (include only validated
therapies such as BFST — expert
adviser to advise in relation to search
results)

e CBT

¢ motivational interviewing
e counselling

e mentoring

e peer support (and peer-led
interventions)

An alternative psychological intervention
listed above

An alternative and well defined
psychological intervention not listed above
(expert adviser to advise on what is well
defined in relation to search results)

Any other intervention aimed at changing
a specific behaviour, a range of
behaviours, or psychosocial adjustment to
diabetes self-management

Usual care (this will be the most common
comparator)

For the question about engagement with
clinical services

Physical outcomes:

¢ adherence to diabetes management
(the scope requires this; to include self-
management).

Psychosocial outcomes:

e children and young people’s and
families’ satisfaction with intervention

o risk-taking behaviours (such as
smoking)

e engagement with clinical services (for
example, attendance at clinic
appointments).

For the general question about improving
outcomes
Physical outcomes:
e glycaemic control
o HbAlc (minimum follow-up 6 months
after completion of primary
intervention)
o adverse events (for example,
diabetes-related hospital admission or
self-harm)

¢ changes in body mass index (BMI)
standard deviation score (SDS)

e achievement and maintenance of weight
loss during the programme (NCC-WCH
to seek clarification from guideline
development group about whether

e all settings (diabetes clinics,
schools, etc.), while recognising
that recommendations will be
limited to the clinical practice
context

e all forms of delivery of the
prioritised behavioural
interventions (for example, one-to-
one, brief, face-to-face, and
remote [telemedicine]).

Usual care in this context usually
includes education, no therapy,
provision of information leaflets or
multimedia (DVDs, CDs, websites,

apps)

The guideline development group
identified a minimum follow-up
period of 6 months after completion
of the primary intervention for HbAlc
and change in level of physical
activity, and 4 months for other
outcomes. Include further follow-up if
reported, for example, if a top-up
intervention is required

The guideline development group
agreed that change in body mass
index (BMI) standard deviation score
(SDS) would be more important than
DKA than in the corresponding
question for type 1 diabetes

HbAlc MID is 0.5 percentage points
(5.5 mmol/mol)

BMI SDS MID is 0.5 for weight-loss
interventions and O for all other
interventions

No long-term complications needed
to be prioritised as outcomes
because HbAlc will determine these
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Type 2 diabetes — psychological interventions
weight-loss outcomes are relevant after
searches have been completed)

e change in level of physical activity (for
example, hours of exercise per week;
minimum follow-up 6 months after
completion of primary intervention).

Psychosocial outcomes:

¢ health-related quality of life (this
outcome might capture bullying about

weight)
e depression or anxiety.
Health This question was not prioritised for health The guideline development group
economic economic analysis might wish to evaluate the cost
outcomes effectiveness of psychological

interventions for type 2 diabetes —
see notes on protocol for weight loss
in type 2 diabetes

Other criteria None Evidence tables should document

for inclusion/

who delivered the intervention(s) and

exclusion of the frequency of contact with
studies healthcare or other relevant
professionals to deliver the
intervention(s)
Search See Section F.19 A single search will be used to cover
strategies both questions
NCC-WCH technical team to search
the PsycINFO bibliographic
database for this review question (in
addition to the standard bibliographic
databases)
Review Evidence will be assessed for quality according to the process described in the
strategies NICE guidelines manual (November 2012)
A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence
Equality Equalities issues with be assessed Ethnicity, languages other than

according to processes described in NICE  English, and literacy may all be

guidelines manual (November 2012) important considerations for this
question. These issues are specific
to children and young people with
type 2 diabetes (because of the
increased risk of this type of diabetes
according to ethnicity and
socioeconomic status)
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Type 2 diabetes — dietary advice

Review question: What is the effectiveness of dietetic advice to optimise glycaemic
control in children and young people with type 2 diabetes?

Type 2 diabetes — dietary advice

Existing
recommendati
on(s) in 2004
guideline

Review
guestion for
update

Objectives

Language
Study design

Status

Population

Intervention or
index test

Comparator or
reference
standard

None

The 2004 guideline was specific to
type 1 diabetes

What is the effectiveness of dietetic advice to optimise glycaemic control in
children and young people with type 2 diabetes?

To identify the dietetic advice to be given to
children and young people with type 2
diabetes to optimise glycaemic control. The
question includes evaluation of the
effectiveness of different forms of dietetic
advice in terms of achieving outcomes
relating to glycaemic control

English
Systematic reviews and RCTs only

Published articles (no limitation on year of
publication)

Children and young people with type 2
diabetes

Dietetic advice intended to optimise
glycaemic control

Usual care

Dietetic advice for type 2 diabetes
will usually focus on dietary advice
to achieve weight loss; weight loss
will improve glycaemic control

The guideline development group
agreed that the objectives of the
question should remain open to
allow consideration of evidence
relating to any form of dietetic
advice relevant to type 2 diabetes,
although the intention was to look
for evidence relating to improving
glycaemic control

Study designs other than RCTs will
be considered only if no RCT
evidence is identified for inclusion

This is a completely new topic for
the update so no date limit will be
applied to searches

The guideline scope defines
children and young people as
those younger than 18 years. The
initial approach will be to include
studies only if they report results
for people younger than 18 years

Include studies only if dietetic
advice includes direct contact and
training with healthcare
professionals (for example,
providing an information leaflet is
not enough)

Evidence tables should document
any pharmacological treatment (for
example, metformin or insulin) in
the intervention and comparison
groups

Usual care could include dietetic
advice which does not incorporate
specific advice about optimising
glycaemic control, or dietary advice
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Type 2 diabetes — dietary advice

Clinical
outcomes

Health
economic
outcomes

Other criteria
for inclusion/
exclusion of
studies

Review
strategies

Equality

that does not involve direct contact
and/or training with healthcare
professionals (for example,
providing an information leaflet

only)
Physical outcomes: The guideline development group
e glycaemic control considered that, in this question, a

minimum follow-up period of 6
months in both treatment arms
would be needed for measurement
of HbAlc and a minimum follow-up
period of 4 months in both

o HbA1c (minimum follow-up 6 months)

o postprandial hyperglycaemia (for
example, glucose excursions or larger
area under the glucose concentration

curve) treatment arms would be needed

e adherence to dietary advice for the other outcomes
¢ adverse events (for example, changes in

body mass index (BMI) standard HbAlc MID is 0.5 percentage

deviation score (SDS) or changes in points (5.5 mmol/mol)

weight)

) _ BMI SDS MID is 0.5 for weight-loss

Psychosocial outcomes: interventions and O for all other
¢ health-related quality of life interventions
¢ children and young people’s and families’

satisfaction with intervention Note that incidence of severe

hypoglycaemic episodes is not a
relevant outcome in children and
young people with type 2 diabetes
because their diabetes is not likely
to be treated with insulin or any
other pharmaceutical agent that
would case hypoglycaemia. Also
diabetic ketoacidosis (DKA) may
be a problem at initial presentation
but it is unlikely to occur
subsequently

This question was not prioritised for health economic analysis

None

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed Ethnicity, languages other than
according to processes described in NICE English, and literacy may all be
guidelines manual (November 2012) important considerations for this

guestion. These issues are specific
to children and young people with
type 2 diabetes (because of the
increased risk of this type of
diabetes according to ethnicity and
socioeconomic status)
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Type 2 diabetes — weight loss

Review question: Does weight loss in children and young people with type 2 diabetes
who are overweight or obese improve glycaemic control as measured by HbAlc?

Type 2 diabetes — weight loss

Existing

recommendat

ion(s) in 2004
guideline

Review
guestion for
update

Objectives

Language
Study design

Status

Population

Intervention
or index test

None

The 2004 guideline was specific to
type 1 diabetes

Does weight loss in children and young people with type 2 diabetes who are
overweight or obese improve glycaemic control as measured by haemoglobin Alc

(HbA1c)?

To evaluate the effectiveness of weight loss
(by whatever means) in children and young
people with type 2 diabetes who are
overweight or obese in improving glycaemic
control. The primary measure of glycaemic
control to be considered in this question is
HbAlc. The purpose of including this topic
in the guideline update is to form the basis
for advising weight loss to improve
glycaemic control. The means for achieving
weight loss will not be addressed in this
guideline (except to document in the
evidence tables the method of weight
management used in the included studies)
but through a cross-reference to the NICE
clinical guideline on obesity. This guideline
is currently being updated.

English
Systematic reviews and RCTs
Observational studies

Published articles (no limitation on year of
publication)

Children and young people with type 2
diabetes who are overweight or obese

RCTs: Weight loss interventions specific to
the management of type 2 diabetes in
children and young people. Note that the

The NICE clinical guideline on
obesity includes the following
recommendations.

Bariatric surgery is recommended as
a treatment option for people with
obesity if all of the following criteria
are fulfilled:

¢ they have a body mass index
(BMI) of 40 kg/m2 or more, or
between 35 kg/m2 and 40 kg/m2
and other significant disease (for
example, type 2 diabetes or high
blood pressure) that could be
improved if they lost weight
[other bullets in this
recommendation omitted for
brevity]

Bariatric surgery may be considered
for young people only in exceptional
circumstances, and if they have
achieved or nearly achieved
physiological maturity.

It is not expected that there will be
RCTs that fully answer this question
(in terms of the association between
weight loss and glycaemic control)
and so no restriction in study design
will be applied to this question

This is a completely new topic for the
update so no date limit will be
applied to searches

The guideline scope defines children
and young people as those younger
than 18 years. The initial approach
will be to include studies only if they
report results for people younger
than 18 years

The specified interventions assume
that RCTs are available but as noted
above the review will include
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Type 2 diabetes — weight loss

Comparator
or reference
standard

Clinical
outcomes

Health
economic
outcomes

Other criteria
for inclusion/

guideline scope relates specifically to
children and young people with diabetes,
and so studies that focus on prevention of
type 2 diabetes should be excluded

Observational studies: Any study that
reports weight change in children and
young people with type 2 diabetes

RCTs: An alternative weight loss
intervention or usual care

Observational studies: Weight change in
relation to glycaemic control

Physical outcomes:
¢ glycaemic control
o HbA1c (minimum follow-up 6 months)

¢ adherence to diabetes management,
including self-management

e changes in body mass index (BMI)
standard deviation score (SDS)

¢ remission of diabetes (normal HbAlc and
no treatment for diabetes, for example at
1 year after starting the weight loss
intervention)

e time to treatment failure (when insulin is
required to manage diabetes; the
physiological basis for this is that initial
management should postpone the need
for insulin, but insulin will be needed
eventually as insulin resistance changes
and secretion of insulin by the pancreas
stops)

Psychosocial outcomes:
¢ health-related quality of life

e children and young people’s and families’
satisfaction with intervention

This question was not prioritised for health
economic analysis

None

consideration of observational
studies from the outset so that any
association between weight loss and
glycaemic control can be evaluated

Evidence tables should document
any pharmacological treatment (for
example, metformin or insulin) in the
intervention and comparison groups

Usual care could include informal,
general advice or programmes
relating to weight loss

Weight change or a comparable
measure such as change in body
mass index (BMI) standard deviation
score (SDS)

The guideline development group
considered that, in this question, a
minimum follow-up period of 6
months in both treatment arms would
be needed for measurement of
HbA1c and a minimum follow-up
period of 4 months in both treatment
arms would be needed for the other
outcomes

HbAlc MID is 0.5 percentage points
(5.5 mmol/mol)

BMI SDS MID is 0.5 for weight-loss
interventions and O for all other
interventions

Note that incidence of severe
hypoglycaemic episodes is not a
relevant outcome in children and
young people with type 2 diabetes
because their diabetes is not likely to
be treated with insulin or any other
pharmaceutical agent that would
case hypoglycaemia. Also diabetic
ketoacidosis (DKA) may be a
problem at initial presentation but it
is unlikely to occur subsequently

This question was proposed as the
top priority for health economic
analysis among the questions
relating to type 2 diabetes, but the
NCC-WCH will refer to the guidelines
on obesity (update) and type 2
diabetes in adults rather than
undertaking any modelling for this
guideline
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exclusion of
studies
Review Evidence will be assessed for quality according to the process described in the
strategies NICE guidelines manual (November 2012)
A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence
Equality Equalities issues with be assessed Ethnicity, languages other than
according to processes described in NICE English, and literacy may all be
guidelines manual (November 2012) important considerations for this

question. These issues are specific
to children and young people with
type 2 diabetes (because of the
increased risk of this type of diabetes
according to ethnicity and
socioeconomic status)

E.22 Type 2 diabetes — metformin

Review guestion: What is the effectiveness of metformin in improving glycaemic
control in children and young people with type 2 diabetes when compared with usual
care or placebo?

Type 2 diabetes — metformin

Existing None The 2004 guideline was specific to
recommendati type 1 diabetes
on(s) in 2004
guideline
Review What is the effectiveness of metformin in improving glycaemic control in children
question for and young people with type 2 diabetes when compared with usual care or
update placebo?
Objectives To determine the effectiveness of metformin in improving glycaemic control in
children and young people with type 2 diabetes
Language English
Study design Systematic reviews and RCTs only Study designs other than RCTs will
be considered only if no RCT
evidence is identified for inclusion
Status Published articles (no limitation on year of  This is a completely new topic for the
publication) update so no date limit will be
applied to searches
Population Children and young people with type 2 The guideline scope defines children
diabetes and young people as those younger

than 18 years. The initial approach
will be to include studies only if they
report results for people younger
than 18 years

Intervention or Metformin

index test

Comparator or e Usual care Usual care in this instance includes
reference e Placebo lifestyle advice, education, etc.
standard
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Type 2 diabetes — metformin

Clinical
outcomes

Health
economic
outcomes

Other criteria
for inclusion/
exclusion of
studies

Review
strategies

Equality

e Haemoglobin Alc (HbAlc)

e Number needing rescue medication

Number of dropouts

Number with any adverse events, including diabetic ketoacidosis (DKA)
Changes in fasting plasma glucose (FPG)

e Changes in body mass index (BMI) standard deviation score (SDS)Patient
satisfaction with the intervention

This question was not prioritised for health economic analysis

Most of the outcomes above, but should not necessarily be limited to seven and
could be extended to include generic measures of health-related quality of life

None

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed Ethnicity, languages other than
according to processes described in NICE  English, and literacy may all be
guidelines manual (November 2012) important considerations for this

guestion. These issues are specific
to children and young people with
type 2 diabetes (because of the
increased risk of this type of diabetes
according to ethnicity and
socioeconomic status)

E.23 Type 2 diabetes — HbAlc targets

Review question: what is the optimal HbAlc target for children and young people with
type 2 diabetes?

Type 2 diabetes — HbAlc targets

Existing
recommendat
ion(s) in 2004
guideline
Review
guestion for
update

Objectives

Language
Study design

None The 2004 guideline was specific to
type 1 diabetes

What is the optimal HbAlc target for children and young people with type 2
diabetes?

To determine the optimal HbA1c target value in terms of minimising the risk of long-
term complications without incurring an increased risk of hypoglycaemic episodes
as an adverse effect

English
e Systematic reviews and RCTs Study designs other than RCTs will be
e Comparative observational studies considered only if no RCT evidence is
(including cohort and case-control identified for inclusion
studies)
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Status Published articles (no limitation on year of
publication)
Population Children and young people with type 2

diabetes

Intervention

Comparator

or reference and/or HbAlc values achieved (recorded)
standard

Clinical Physical outcomes:

outcomes

¢ development or worsening of long-term
complications

o hypertension (important in children
and young people with type 2
diabetes because they often have it at
diagnosis and/or are obese)

o retinopathy

o nephropathy (important in children
and young people with type 2
diabetes because they often have it at
diagnosis and/or are obese)

¢ glycaemic control

o Severe hypoglycaemic episodes
(including nocturnal hypoglycaemia,
although neither is very important in
type 2 diabetes treated using
metformin)

e changes in body mass index (BMI)
standard deviation score (SDS).

No RCTs that report results specific to
children and young people are
expected. A large RCT (involving
adults) by Turner R, UKPDS
Intervention Group, Lancet, 1998, and
a meta-analysis by Hemmingsen B,
BMJ, 2011 may be relevant. NCC-
WCH to check whether these report
any evidence specific to children and
young people. Only consider studies
involving adults if no RCTSs or
observational studies report data for
children and young, and then only by
cross-referring to the type 2 diabetes
in adults guideline in which HbAlc
targets are being updated

This is a completely new topic for the
update so no date limit will be applied
to searches

The guideline scope defines children
and young people as those younger
than 18 years. The initial approach will
be to include studies only if they report
results for people younger than 18
years

Note, however, that
inclusion/exclusion of studies will be
based on time at diagnosis and
application of HbAlc targets, whereas
long-term follow-up into adulthood will
be relevant for this question

Specified target value for HbAlc or HbAlc values achieved (recorded)
Comparisons to be made between outcomes according to target values for HbAlc

Development or worsening of long-
term complications are the most
important outcomes for this question

The guideline development group
identified a minimum follow-up period
of 6 months after completion of the
primary intervention for HbAlc and 4
months for other outcomes. Include
further follow-up if reported, for
example, if a top-up intervention is
required

HbAlc MID is 0.5 percentage points
(5.5 mmol/mol)

Severe hypoglycaemic episodes
defined according to either of the
following criteria:

e International Society for Paediatric

and Adolescent Diabetes (ISPAD)
2009 - the mental state of the child
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Health
economic
outcomes

Other criteria
for inclusion/
exclusion of
studies

Review
strategies

Equality

Psychosocial outcomes: or young person is altered and they
« health-related quality of life cannot assist in their care, they are

. , Semiconscious or unconscious, or in
e children and young people’s and

families’ satisfaction with intervention ST (I @ B TEIL CEmLS1eie)

. : and may need parenteral treatment
ELﬁELTe%aﬁL?ef)bIOOd sampling would be (glucagon or intravenous glucose),

or

e ISPAD 2000 grade 2 or 3 — the child
or young person cannot respond to
hypoglycaemia and needs help from
another person, but oral treatment is
successful (grade 2) or they are
semi-conscious or unconscious, or
in coma (with or without
convulsions) and may need
parenteral treatment (glucagon or
intravenous glucose; grade 3)

BMI SDS MID is 0.5 for weight-loss
interventions and O for all other
interventions

This question was not prioritised for health economic analysis

None

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding
Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed according to processes described in NICE
guidelines manual (November 2012)

E.24 Type 2 diabetes — hypertension

Review guestion: What is the optimal monitoring strategy for identifying hypertension
in children and young people with type 2 diabetes?

Type 2 diabetes — hypertension

Existing

recommendat

ion(s) in 2004
guideline
Review
guestion for
update

Objectives

None The 2004 guideline was specific to
type 1 diabetes

What is the optimal monitoring strategy for identifying hypertension in children and
young people with type 2 diabetes?

To determine when monitoring for This review will need to consider how
hypertension should start following to identify hypertension, in terms of:
diagnosis of type 2 diabetes and how

frequently it should be repeated. The
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review will need to consider the clinical e which parameters to measure
utility of monitoring based on prevalence (systolic and/or diastolic blood
at diagnosis and intervals thereafter pressure)

¢ which thresholds to use for
parameters of interest (for example,
295th or 298th centile for sex, age
and height), and

e how many measurements to use (for
example, measure once and if
above the chosen threshold
measure again at same clinic visit; if
still elevated measure a third time at
same visit; and accept the lowest
value recorded).

guideline development group to note
that in children and young people in
whom clinic blood pressure
measurements suggest hypertension,
confirmation will be necessary using
ambulatory 24-hour monitoring or
home blood pressure monitoring, for
example, as described in the NICE
guideline on hypertension in adults
(CG127). The guideline comments on
the choice and maintenance of
devices used to measure blood
pressure. The guideline development
group may wish to consider cuff size
to be used when measuring blood
pressure in children and young people
with type 2 diabetes

Language English

Study design  Cohort studies or consecutive case series Cross-sectional studies which report
prevalence and longitudinal studies
which report incidence will be

considered
Status Published articles (no limitation on year of  This is a completely new topic for the
publication) update so no date limit will be applied
to searches
Population Children and young people with type 2 The guideline scope defines children
diabetes and young people as those younger

than 18 years. For the review
guestions related to monitoring for
complications, studies which include
people aged over 18 years will be
considered, but only if data for people
under 18 years can be analysed
separately. If data are presented on an
age group which extends into people
aged >18 years, these will be included
only if the mean age in the group is <
18 years or if more than 50% of group
participants are aged < 18 years

Studies will be included only if they
provide data on prevalence for specific
groups of children or young people
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Intervention
or index test

Comparator
or reference
standard

Clinical
outcomes

Health
economic
outcomes

Other criteria
for inclusion/
exclusion of
studies

Review
strategies

Equality

(stratified by age or duration of
diabetes)

Only include data on incidence if exact
figures (for example, incidence per
hundred person years) are described
in the text, and not if data are solely
presented as survival curve analysis

Screening for hypertension Inclusion of studies will not be
restricted by the approach to defining
hypertension, but the guideline
development group can consider
whether the thresholds used in
included studies are appropriate for
children and young people in the UK

Prevalence or incidence at different time intervals after diagnosis and/or at different
ages

Prevalence of hypertension at different ¢ Look at finding the earliest time at
timepoints after diagnosis which hypertension becomes
Incidence of hypertension over time sufficiently common/severe to

warrant screening
e Subgroup analysis based on age
may be relevant

This question was not identified as a priority for health economic analysis

Exclude studies that do not:
¢ report prevalence of hypertension at a particular timepoint after diagnosis

have a systematic approach to screening, as opposed to selective patient
screening based on individual concerns

Evidence will be assessed for quality
according to the process described in the
NICE guidelines manual (November
2012)

A list of excluded studies will be provided
following weeding

Evidence tables and an evidence profile
will be used to summarise the evidence

Equalities issues with be assessed Type 2 diabetes is associated with
according to processes described in NICE obesity and so the guideline
guidelines manual (November 2012) development group may wish to

consider the appropriate cuff size to
use when measuring blood pressure in
children and young people with type 2
diabetes
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Review guestion: What is the optimal monitoring strategy for identifying dyslipidaemia

in children and young people with type 2 diabetes?

Type 2 diabetes — dyslipidaemia

Existing None

recommendat

ion(s) in 2004

guideline

Review What is the optimal monitoring strategy for
guestion for identifying dyslipidaemia in children and
update young people with type 2 diabetes?
Objectives To determine when monitoring for

dyslipidaemia should start following
diagnosis of type 2 diabetes and how
frequently it should be repeated. The review
will need to consider the clinical utility of
monitoring based on prevalence at
diagnosis and intervals thereafter

Language English
Study design  Cohort studies or consecutive case series

Status Published articles (no limitation on year of
publication)

Population Children and young people with type 2
diabetes

The 2004 guideline was specific to
type 1 diabetes

The NICE guideline on lipid
modification (adults; CG67) is being
updated and a cross-reference may
be relevant; the draft for consultation
of the guideline on lipid modification
(update) was published in February
2014

This review will need to consider
how to identify dyslipidaemia, in
terms of which serum lipids to
measure, for example:

e total cholesterol

e high-density lipoprotein (HDL)
cholesterol

¢ low-density lipoprotein (LDL)
cholesterol

o triglycerides.

The ratio of HDL:total cholesterol is
also of interest

Cross-sectional studies which report
prevalence and longitudinal studies
which report incidence will be
considered

This is a completely new topic for the
update so no date limit will be
applied to searches

The guideline scope defines children
and young people as those younger
than 18 years. For the review
questions related to monitoring for
complications, studies which include
people aged over 18 years will be
considered, but only if data for
people under 18 years can be
analysed separately. If data are
presented on an age group which
extends into people aged >18 years,
these will be included only if the
mean age in the group is < 18 years
or if more than 50% of group
participants are aged < 18 years
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Intervention
or index test

Comparator
or reference
standard

Clinical
outcomes

Health
economic
outcomes

Other criteria
for inclusion/
exclusion of
studies

Review
strategies

Equality

Studies will be included only if they
provide data on prevalence for
specific groups of children or young
people (stratified by age or duration
of diabetes)

Only include data on incidence if
exact figures (for example, incidence
per hundred person years) are
described in the text, and not if data
are solely presented as survival
curve analysis

Measurement of any of the following serum  The terms in the bullet list to the left,
lipids: plus lipoprotein (US synonym for
e total cholesterol cholesterol) should be used as

e HDL cholesterol search terms

e LDL cholesterol

. . Evidence tables should document
o triglycerides.

whether the evidence identified for
inclusion relates to fasting or non-
The ratio of HDL:total cholesterol is also of ~ fasting measurements (both are of
interest interest)

Prevalence or incidence at different time intervals after diagnosis and/or at different
ages

Prevalence of dyslipidaemia at different e Look at finding the earliest time at

timepoints after diagnosis which dyslipidaemia becomes

Incidence of dyslipidaemia over time sufficiently common to warrant
screening

e Subgroup analysis based on age
may be relevant

This question was not identified as a priority for health economic analysis

Exclude studies that do not:

e report prevalence of dyslipidaemia at a particular timepoint after diagnosis
have a systematic approach to screening, as opposed to selective patient
screening based on individual concerns

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the evidence

Equalities issues with be assessed according to processes described in NICE
guidelines manual (November 2012)
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Review question: What is the optimal monitoring strategy for identifying retinopathy in
children and young people with type 2 diabetes?

Type 2 diabetes — retinopathy

Existing None The 2004 guideline was specific

recommendat to type 1 diabetes

ion(s) in 2004

guideline

Review What is the optimal monitoring strategy for identifying retinopathy in children and

guestion for young people with type 2 diabetes?

update

Objectives To determine when retinopathy screening Note that background retinopathy
should start following diagnosis of type 2 can revert to normal, giving rise
diabetes and how frequently it should be to intermittent retinopathy

repeated. The review will need to consider the
clinical utility of monitoring based on
prevalence at diagnosis and intervals
thereafter, and taking account of the severity take into account the practicalities
(grade) of retinopathy, including the clinical of starting screening based on
importance of any background retinopathy duration of diabetes rather than

age (because screening for
retinopathy requires referral to an
ophthalmologist and
ophthalmology services may not
have access to information about
duration of diabetes)

The guideline development
group’s recommendations should

Language English
Study design  Cohort studies or consecutive case series Cross-sectional studies which
report prevalence and
longitudinal studies which report
incidence will be considered
Status Published articles (no limitation on year of This is a completely new topic for
publication) the update so no date limit will be
applied to searches
Population Children and young people with type 2 The guideline scope defines
diabetes children and young people as

those younger than 18 years. For
the review questions related to
monitoring for complications,
studies which include people
aged over 18 years will be
considered, but only if data for
people under 18 years can be
analysed separately. If data are
presented on an age group which
extends into people aged >18
years, these will be included only
if the mean age in the group is <
18 years or if more than 50% of
group participants are aged < 18
years

Studies will be included only if
they provide data on prevalence
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Intervention
or index test

Comparator
or reference
standard

Clinical
outcomes

Health
economic
outcomes

Other criteria
for inclusion/
exclusion of
studies

Review
strategies

for specific groups of children or
young people (stratified by age or
duration of diabetes)

Only include data on incidence if
exact figures (for example,
incidence per hundred person
years) are described in the text,
and not if data are solely
presented as survival curve
analysis

Digital retinal photography is the
method currently recommended
in the NHS Diabetic Eye
Screening Programme

Prevalence or incidence at different time intervals after diagnosis and/or at different
ages

Universal retinopathy screening using digital
retinal photography

Prevalence of retinopathy at different
timepoints after diagnosis (this might include
data obtained via ‘survival analysis’ methods) sufficiently common/severe to
Incidence of retinopathy over time warrant screening.

When available, severity (grade) of retinopathy e The guideline development

will be reported based on the NHS Diabetic group may need to consider not
Eye Screening Programme (see, for example, just the existence of retinopathy
http://medweb.bham.ac.uk/easdec/gradingretin but also the severity (grade) of
opathy.htm) retinopathy.

e Current practice is to refer
children and young people with
diabetes to an ophthalmologist
only if they have sight-
threatening diabetic
retinopathy, and this is unlikely
in people younger than 12
years; as noted above,
background retinopathy can
revert to normal.

e It might be worth identifying
retinopathy that will not lead to
referral to an ophthalmologist if
this would support provision of
education about risks
associated with retinopathy.

e Subgroup analysis based on
age may be relevant.

e Look at finding the earliest time
at which retinopathy becomes

This question was not identified as a priority for health economic analysis

Exclude studies that do not:

e report prevalence of retinopathy at a particular timepoint after diagnosis

have a systematic approach to screening, as opposed to selective patient
screening based on individual concerns

Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the evidence
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Equality

Equalities issues with be assessed according The practicalities of offering

to processes described in NICE guidelines screening for retinopathy will vary

manual (November 2012) according to the child or young
person’s age and whether or not
they have learning difficulties
(because digital retinal
photography requires the person
to sit still and stare at a fixed
point); learning difficulties are
more often associated with type 2
diabetes than with type 1
diabetes

E.27 Type 2 diabetes — nephropathy

Review guestion: What is the optimal monitoring strategy for identifying nephropathy
in children and young people with type 2 diabetes?

Type 2 diabetes — nephropathy

Existing
recommendati
on(s) in 2004
guideline

Review
guestion for
update

Objectives

Language
Study design

Status

Population

None The 2004 guideline was specific
to type 1 diabetes

What is the optimal monitoring strategy for identifying nephropathy in children and
young people with type 2 diabetes?

To determine when nephropathy screening should start following diagnosis of
type 2 diabetes and how frequently it should be repeated. The review will need to
consider the clinical utility of monitoring based on prevalence at diagnosis and
intervals thereafter, and taking account of issues such as the clinical importance
of intermittent microalbuminuria

English

Cohort studies or consecutive case series Cross-sectional studies which
report prevalence and
longitudinal studies which report
incidence will be considered

Published articles (no limitation on year of This is a completely new topic for

publication) the update so no date limit will be
applied to searches

Children and young people with type 2 The guideline scope defines

diabetes children and young people as

those younger than 18 years. For
the review questions related to
monitoring for complications,
studies which include people
aged over 18 years will be
considered, but only if data for
people under 18 years can be
analysed separately. If data are
presented on an age group which
extends into people aged >18
years, these will be included only
if the mean age in the group is <
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18 years or if more than 50% of
group participants are aged < 18
years

Studies will be included only if
they provide data on prevalence
for specific groups of children or
young people (stratified by age or
duration of diabetes)

Only include data on incidence if
exact figures (for example,
incidence per hundred person
years) are described in the text,
and not if data are solely
presented as survival curve

analysis
Intervention or e Screening for microalbuminuria (however The guidelines relating to type 1
index test measured, and including using diabetes in adults and type 2
measurement through urine diabetes in adults include specific
albumin:creatinine ratio [ACR]) recommendations on:
e Screening using serum creatinine e repeated measurement of ACR
concentration over a 4-month period to

establish a diagnosis of
microalbuminuria

e measuring serum creatinine at
the same time, and

¢ in type 2 diabetes, estimating
the glomerular filtration rate
(GFR) at the same time (using
the method-abbreviated
modification of diet in renal
disease four-variable equation).

An abnormal urine ACR is the
first feature of nephropathy,
whereas abnormal serum
creatinine concentration is a later
feature; both may be relevant in
children and young people with
type 2 diabetes because they
may have nephropathy at
diagnosis (because the diabetes
can go undetected for longer in
the case of type 2 diabetes);
children and young people with
type 2 diabetes are also likely to
have hypertension at diagnosis
and/or to be obese, and both of
these are independent risk
factors for impaired renal function

Urine ACR is the practice for
screening of microalbuminuria in
the UK. For studies which report
on albumin excretion rate (AER)
rather than ACR for the
confirmation of microalbimuria,
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Comparator or
reference
standard

Clinical
outcomes

Health
economic
outcomes

Other criteria
for inclusion/
exclusion of
studies

Search
strategies

Review
strategies

convert to ACR measurements
using separate conversion
equations for males and females
(Schultz 1999)

Using ACR >2.5mg/mmol for
males and ACR >3.5 mg/mmol
for females (at least 2 of 3
consecutive collections over a
period of 3 to 4 months) which
are the standards for confirming
microalbuminuria in UK adults,
exclude studies where the ACR
measurement falls below 2.5
mg/mmol or 3.5 mg/mmol for
males and females, respectively

Prevalence or incidence at different time intervals after diagnosis and/or at
different ages

Evidence tables should document
cut-offs and definitions of
microalbuminuria used in
included studies

Prevalence of microalbuminuria (however
measured, and including using measurement
through urine albumin:creatinine ratio [ACRY])
Incidence of microalbuminuria over time

Prevalence of elevated serum creatinine
(and/or reduced estimated GFR) using serum
creatinine concentration

Note that the 2004 guideline on
type 1 diabetes in adults, and the
2008 guideline on type 2 diabetes
in adults use repeated tests of
ACR >2.5mg/mmol for men, and
>3.5mg/mmol for women (in at
least 2 of 3 consecutive
collections over a period of 3 to 4
months) to confirm
microalbuminuria

It will be important to consider the
severity of microalbuminuria and
how should this be reported (for
example, thresholds for ‘severe
microalbuminuria’, etc.)

This question was not identified as a priority for health economic analysis

Exclude studies that do not:

e report either prevalence of microalbuminuria or prevalence of elevated serum
creatinine at a particular time-point after diagnosis

¢ have a systematic approach to screening as opposed to selective patient
screening based on individual concerns.

NCC-WCH to consider using a single search to cover both review questions
relating to monitoring for nephropathy (type 1 diabetes and type 2 diabetes)

The search terms microalbuminuria and diabetes should identify relevant studies
Evidence will be assessed for quality according to the process described in the
NICE guidelines manual (November 2012)

A list of excluded studies will be provided following weeding

Evidence tables and an evidence profile will be used to summarise the evidence
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Equality Equalities issues with be assessed according
to processes described in NICE guidelines
manual (November 2012)
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Appendix F: Search strategies

Diagnosis

Review question: What is the effectiveness of C-peptide and antibody tests to
distinguish type 1 and type 2 diabetes?

The systematic review for this question was conducted by the guidance-producing centre for
the guideline on type 1 diabetes in adults.

Database(s): Ovid MEDLINE(R), Ovid MEDLINE(R) In-Process & Other Non-Indexed
Citations, Ovid MEDLINE(R) Daily Update
# Searches

1 Diabetes mellitus, type 1/

2 Diabetic ketoacidosis/

3 ((diabet* or DM) adj4 (type 1 or typel or type | or type one)).ti,ab.
4 (diabet* adj2 (autoimmun* or auto immun*)).ti,ab.

5 (LADA or MODY).ti,ab.

6 (diabet* adj2 (brittle or labile)).ti,ab.

7 (diabet* adj2 (sudden onset or maturity onset or juvenile or childhood)).ti,ab.
8 (diabet* adj3 (keto* or acido* or gastropare*)).ti,ab.

9 (dm1 or iddm or t1d* or dka).ti,ab.

10 ((diabet* adj2 (insulin depend* or insulin deficien*)) not non insulin depend*).ti,ab.
11 diabetes mellitus.ti.

12 or/1-11

13 (pregnan* or gestation®*).ti.

14 12 not 13

15 letter/

16 editorial/

17 news/

18 exp historical article/

19 Anecdotes as Topic/

20 comment/

21 case report/

22 (letter or comment?*).ti.

23 or/15-22

24 23 not (randomized controlled trial/ or random*.ti,ab.)
25 animals/ not humans/

26 exp Animals, Laboratory/

27 exp Animal Experimentation/

28 exp Models, Animal/

29 exp Rodentia/

30 (rat or rats or mouse or mice).ti.

31 or/24-30

32 14 not 31

33 limit 32 to english language

34 C-peptide/

35 *Autoantibodies/

36 Glutamate decarboxylase/

37 Insulinoma/

38 Glucose-6-phosphatase/
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39
40

41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71

72
73

74
75
76
77
78
79
80
81
82

83

84
85
86

C peptide*.ti,ab.

((islet cell or decarboxylase or glutamic or insulinoma) and (antibod* or anti bod*or
autoantibod®)).ti,ab.

zinc transporter 8.ti,ab.

(islet adj5 (phosphatase or catalytic)).ti,ab.

(IGRP* or ICA* or IA-2* or IA2* or ZnT8* or GAD*).ti,ab.
or/34-43

33 and 44

(diagnos* or screen* or test*).ti,ab,hw.

exp "sensitivity and specificity"/

ROC Curve/

Area Under Curve/

Proportional Hazards Models/

(ROC or AUC or (area and curve)).ti,ab.

(sensitivity or specificity).ti,ab.

gold standard.ab.

(predictive value* or PPV or NPV).ti,ab.

likelihood ratio*.ti,ab.

or/46-55

45 and 56

randomized controlled trial.pt.

controlled clinical trial.pt.

randomi#ed.ab.

placebo.ab.

randomly.ab.

Clinical Trials as topic.sh.

trial*.ti.

or/58-64

Meta-Analysis/

Meta-Analysis as Topic/

(meta analy* or metanaly* or metaanaly* or meta regression).ti,ab.
((systematic* or evidence*) adj2 (review* or overview*)).ti,ab.
(reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.

(search strategy or search criteria or systematic search or study selection or data
extraction).ab.

(search* adj4 literature).ab.

(medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or
cinahl or science citation index or bids or cancerlit).ab.

cochrane.jw.

((multiple treatment* or indirect or mixed) adj2 comparison®*).ti,ab.

or/66-75

Epidemiologic studies/

exp case control studies/

exp cohort studies/

Cross-sectional studies/

case control.ti,ab.

((follow up or observational or uncontrolled or non randomi#ed or nonrandomi#ed or
epidemiologic*) adj (study or studies)).ti,ab.

((longitudinal or retrospective or prospective or cross sectional) and (study or studies or review
or analys*)).ti,ab.

(study and (participant* or patient* or subject* or group*)).ti,ab.

cohort*.ti,ab.

or/77-85
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87 57 and (65 or 76 or 86)

88 (2003$ or 2004$ or 2005% or 2006% or 2007% or 2008% or 2009% or 2010% or 2011$ or 2012%
or 2013$).ed,dc.

89 87 and 88

Database(s): Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations, Ovid
MEDLINE(R) Daily and Ovid MEDLINE(R) 1946 to Present

# Searches

1 Diabetes mellitus, type 1/

2 Diabetic ketoacidosis/

3 ((diabet* or DM) adj4 (type 1 or typel or type | or type one)).ti,ab.
4 (diabet* adj2 (autoimmun* or auto immun*)).ti,ab.

5 (LADA or MODY).ti,ab.

6 (diabet* adj2 (brittle or labile)).ti,ab.

7 (diabet* adj2 (sudden onset or maturity onset or juvenile or childhood)).ti,ab.
8 (diabet* adj3 (keto* or acido* or gastropare?*)).ti,ab.

9 (dm1 or iddm or t1d* or dka).ti,ab.

10 ((diabet* adj2 (insulin depend* or insulin deficien*)) not non insulin depend*).ti,ab.
11 diabetes mellitus.ti.

12 or/1-11

13 (pregnan* or gestation*).ti.

14 12 not 13

15 letter/

16 editorial/

17 news/

18 exp historical article/

19 Anecdotes as Topic/

20 comment/

21 case report/

22 (letter or comment?*).ti.

23 or/15-22

24 23 not (randomized controlled trial/ or random*.ti,ab.)

25 animals/ not humans/

26 exp Animals, Laboratory/

27 exp Animal Experimentation/

28 exp Models, Animal/

29 exp Rodentia/

30 (rat or rats or mouse or mice).ti.
31 or/24-30

32 14 not 31

33 limit 32 to english language
34 C-peptide/

35 *Autoantibodies/

36 Glutamate decarboxylase/
37 Insulinoma/

38 Glucose-6-phosphatase/
39 C peptide*.ti,ab.

40 ((islet cell or decarboxylase or glutamic or insulinoma) and (antibod* or anti bod*or
autoantibod?)).ti,ab.
41 zinc transporter 8.ti,ab.

42 (islet adj5 (phosphatase or catalytic)).ti,ab.
43 [or/34-43]
44 [or/46-55]
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45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
80
81
82
83
84
85
86
87

88
89
90
91
92
93
94
95
96

[or/58-64]

[or/66-75]

[or/77-85]

Diabetes mellitus, type 1/

Diabetic ketoacidosis/

((diabet* or DM) adj4 (type 1 or typel or type | or type one)).ti,ab.
(diabet* adj2 (autoimmun* or auto immun*)).ti,ab.
(LADA or MODY).ti,ab.

(diabet* adj2 (brittle or labile)).ti,ab.

(diabet* adj2 (sudden onset or maturity onset or juvenile or childhood)).ti,ab.
(diabet* adj3 (keto* or acido* or gastropare*)).ti,ab.
(dm1 or iddm or t1d* or dka).ti,ab.

((diabet* adj2 (insulin depend* or insulin deficien*)) not non insulin depend*).ti,ab.
diabetes mellitus.ti.

or/48-58

(pregnan* or gestation®).ti.

59 not 60

letter/

editorial/

news/

exp historical article/

Anecdotes as Topic/

comment/

case report/

(letter or comment?*).ti.

or/62-69

70 not (randomized controlled trial/ or random*.ti,ab.)
animals/ not humans/

exp Animals, Laboratory/

exp Animal Experimentation/

exp Models, Animal/

exp Rodentia/

(rat or rats or mouse or mice).ti.

or/71-77

61 not 78

limit 79 to english language

C-peptide/

*Autoantibodies/

Glutamate decarboxylase/

Insulinoma/

Glucose-6-phosphatase/

C peptide*.ti,ab.

((islet cell or decarboxylase or glutamic or insulinoma) and (antibod* or anti bod*or
autoantibod?)).ti,ab.

zinc transporter 8.ti,ab.

(islet adj5 (phosphatase or catalytic)).ti,ab.

(IGRP* or ICA* or |A-2* or IA2* or ZnT8* or GAD*).ti,ab.
or/81-90

80 and 91

(diagnos* or screen* or test*).ti,ab,hw.

exp "sensitivity and specificity"/

ROC Curve/

Area Under Curve/
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97

98

99

100
101
102
103
104
105
106
107
108
109
110
111
112
113
114
115
116
117
118

119
120

121
122
123
124
125
126
127
128
129

130

131
132
133
134
135
136

Proportional Hazards Models/

(ROC or AUC or (area and curve)).ti,ab.

(sensitivity or specificity).ti,ab.

gold standard.ab.

(predictive value* or PPV or NPV).ti,ab.

likelihood ratio*.ti,ab.

0r/93-102

92 and 103

randomized controlled trial.pt.

controlled clinical trial.pt.

randomi#ed.ab.

placebo.ab.

randomly.ab.

Clinical Trials as topic.sh.

trial*.ti.

or/105-111

Meta-Analysis/

Meta-Analysis as Topic/

(meta analy* or metanaly* or metaanaly* or meta regression).ti,ab.
((systematic* or evidence*) adj2 (review* or overview*)).ti,ab.
(reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.

(search strategy or search criteria or systematic search or study selection or data
extraction).ab.

(search* adj4 literature).ab.

(medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or
cinahl or science citation index or bids or cancerlit).ab.

cochrane.jw.

((multiple treatment* or indirect or mixed) adj2 comparison®*).ti,ab.

or/113-122

Epidemiologic studies/

exp case control studies/

exp cohort studies/

Cross-sectional studies/

case control.ti,ab.

((follow up or observational or uncontrolled or non randomi#ed or nonrandomi#ed or
epidemiologic*) adj (study or studies)).ti,ab.

((longitudinal or retrospective or prospective or cross sectional) and (study or studies or review
or analys*)).ti,ab.

(study and (participant* or patient* or subject* or group*)).ti,ab.

cohort*.ti,ab.

or/124-132

104 and (112 or 123 or 133)

(201402* 0r201403* or 201404* or 201405* or 201406* or 201407* or 201408*).ed,dc.
134 and 135

Database(s): Cochrane Database of Systematic Reviews, Cochrane Central Register of
Controlled Trials, Health Technology Assessment, Database of Abstracts of Reviews
of Effects, NHS Economic Evaluation Database

No.
#1
#2
#3
#4

Search terms

MeSH descriptor: [Diabetes Mellitus, Type 1] explode all trees

MeSH descriptor: [Diabetic Ketoacidosis] this term only

((diabet* or DM) near/4 ("type 1" or typel or "type I" or "type one")):ti,ab
(diabet* near/2 (autoimmun* or "auto immun*")):ti,ab
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#5 (diabet* near/2 (brittle or labile)):ti,ab

#6 (diabet* near/2 ("sudden onset" or "maturity onset” or juvenile or child*)):ti,ab

#7 (diabet* near/3 (keto* or acido* or gastropare*)):ti,ab

#8 (dm1 or iddm or t1d* or dka or LADA or MODY):ti,ab

#9 (diabet* near/2 (insulin next depend*)):ti,ab

#10 #9 and not "non insulin dependent”

#11 diabetes mellitus:ti

#12 #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10 or #11

#13 (pregnan* or gestation*):ti

#14 #12 not #13

#15 #14 from 2003 to 2012

#16 MeSH descriptor: [C-Peptide] this term only

#17 MeSH descriptor: [Autoantibodies] this term only

#18 MeSH descriptor: [Glutamate Decarboxylase] this term only

#19 MeSH descriptor: [Insulinoma] this term only

#20 MeSH descriptor: [Glucose-6-Phosphatase] this term only

#21 (C next (peptide or peptides)):ti,ab

#22 ((“islet cell” or decarboxylase or glutamic or insulinoma) and (antibody or antibodies or “anti
body” or “anti bodies” or autoantibody or autoantibodies)):ti,ab

#23 (“zinc transporter 8”):ti,ab

#24 (islet* and (phosphatase or catalytic)):ti,ab

#25 (IGRP* or ICA* or “IA-2” or IA2* or ZnT8* or GAD*):ti,ab

#26 #16 or #17 or #18 or #19 or #20 or #21 or #22 or #23 or #24 or #25

#27 #15 and #26

#28 MeSH descriptor: [Diagnosis] explode all trees

#29 (diagnos* or screen* or test*):ti,ab

#30 MeSH descriptor: [Sensitivity and Specificity] explode all trees

#31 MeSH descriptor: [Area Under Curve] this term only

#32 MeSH descriptor: [Proportional Hazards Models] this term only

#33 ((ROC or AUC) or (area and curve)):ti,ab

#34 (sensitivity or specificity):ti,ab

#35 “gold standard”:ab

#36 (“predictive value” or PPV or NPV):ti,ab

#37 “likelihood ratio”:ti,ab

#38 #28 or #29 or #30 or #31 or #32 or #33 or #34 or #35 or #36 or #37

#39 #38 and #27

Database(s): Cochrane Database of Systematic Reviews, Cochrane Central Register of
Controlled Trials, Health Technology Assessment, Database of Abstracts of Reviews
of Effects, NHS Economic Evaluation Database

No. Search terms

#1 MeSH descriptor: [Diabetes Mellitus, Type 1] explode all trees

#2 MeSH descriptor: [Diabetic Ketoacidosis] this term only

#3 ((diabet* or DM) near/4 ("type 1" or typel or "type I" or "type one")):ti,ab
#4 (diabet* near/2 (autoimmun* or "auto immun*")):ti,ab

#5 (diabet* near/2 (brittle or labile)):ti,ab

#6 (diabet* near/2 ("sudden onset" or juvenile or child*)):ti,ab

#7 (diabet* near/3 (keto* or acido* or gastropare*)):ti,ab

#8 (dm1 or iddm or t1d* or dka or LADA):ti,ab

#9 (diabet* near/2 (insulin next depend*)):ti,ab

#10 #9 and not "non insulin dependent”

#11 diabetes mellitus:ti

#12 (#1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #10 or #11)
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#13 (pregnan* or gestation*):ti

#14 #12 not #13

#15 MeSH descriptor: [C-Peptide] this term only

#16 MeSH descriptor: [Autoantibodies] this term only

#17 MeSH descriptor: [Glutamate Decarboxylase] this term only

#18 MeSH descriptor: [Insulinoma] this term only

#19 MeSH descriptor: [Glucose-6-Phosphatase] this term only

#20 (C next (peptide or peptides)):ti,ab

#21 (("islet cell" or decarboxylase or glutamic or insulinoma) and (antibody or antibodies or "anti
body" or "anti bodies" or autoantibody or autoantibodies)):ti,ab

#22 ("zinc transporter 8"):ti,ab

#23 (islet* and (phosphatase or catalytic)):ti,ab

#24 (IGRP* or ICA* or "IA-2" or IA2* or ZnT8* or GAD*):ti,ab

#25 #15 or #16 or #17 or #18 or #19 or #20 or #21 or #22 or #23 or #24

#26 #14 and #25

#27 MeSH descriptor: [Diagnosis] explode all trees

#28 (diagnos* or screen* or test*):ti,ab

#29 MeSH descriptor: [Sensitivity and Specificity] explode all trees

#30 MeSH descriptor: [Area Under Curve] this term only

#31 MeSH descriptor: [Proportional Hazards Models] this term only

#32 ((ROC or AUC) or (area and curve)):ti,ab

#33 (sensitivity or specificity):ti,ab

#34 gold standard:ab

#35 ("predictive value" or PPV or NPV):ti,ab

#36 likelihood ratio:ti,ab

#37 #27 or #28 or #29 or #30 or #31 or #32 or #33 or #34 or #35 or #36

#38 #26 and #37

Database(s): Embase
No. Search terms

1 Insulin dependent diabetes mellitus/

2 Juvenile diabetes mellitus/

3 Diabetic ketoacidosis/

4 ((diabet* or DM) adj4 (type 1 or typel or type | or type one)).ti,ab.
5 (diabet* adj2 (autoimmun* or auto immun*)).ti,ab.

6 (LADA or MODY).ti,ab.

7 (diabet* adj2 (brittle or labile)).ti,ab.

8 (diabet* adj2 (sudden onset or maturity onset or juvenile or childhood)).ti,ab.
9 (diabet* adj3 (keto* or acido* or gastropare*)).ti,ab.

10 (dm1 or iddm or t1d* or dka).ti,ab.

11 ((diabet* adj2 (insulin depend* or insulin deficien*)) not non insulin depend*).ti,ab.
12 diabetes mellitus.ti.

13 or/1-12

14 (pregnan* or gestation*).ti.

15 13 not 14

16 letter.pt. or letter/

17 note.pt.

18 editorial.pt.

19 case report/ or case study/

20 (letter or comment*).ti.

21 or/16-20

22 21 not (randomized controlled trial/ or random*.ti,ab.)

23 animal/ not human/
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24 nonhuman/

25 exp Animal Experiment/

26 exp Experimental Animal/

27 animal model/

28 exp Rodent/

29 (rat or rats or mouse or mice).ti.

30 or/22-29
31 15 not 30

32 (2003$ or 2004$ or 2005% or 2006%$ or 2007% or 2008% or 2009% or 2010$ or 2011$ or 2012%
or 2013%).em.

33 31 and 32

34 C peptide/

35 Glutamate decarboxylase 65 antibody/
36 Insulinoma/

37 *Autoantibody/

38 Glucose 6 phosphatase/

39 ((islet cell or decarboxylase or glutamic or insulinoma) and (antibod* or anti bod*or
autoantibod?)).ti,ab.
40 zinc transporter 8.ti,ab.

41 (islet adj5 (phosphatase or catalytic)).ti,ab.

42 (IGRP* or ICA* or IA-2* or IA2* or ZnT8* or GAD*).ti,ab.
43 or/34-42

44 33 and 43

45 (diagnos* or screen* or test*).ti,ab,hw.
46 exp "sensitivity and specificity"/

47 Receiver operating characteristic/

48 Area under the curve/

49 Proportional hazards model/

50 (ROC or AUC or (area and curve)).ti,ab.
51 (sensitivity or specificity).ti,ab.

52 gold standard.ab.

53 (predictive value* or PPV or NPV).ti,ab.
54 likelihood ratio*.ti,ab.

55 or/45-54

56 44 and 55

57 random*.ti,ab.

58 factorial*.ti,ab.

59 (crossover* or cross over*).ti,ab.

60 ((doubl* or singl*) adj blind*).ti,ab.

61 (assign* or allocat* or volunteer* or placebo*).ti,ab.
62 crossover procedure/

63 single blind procedure/

64 randomized controlled trial/

65 double blind procedure/
66 or/57-65

67 Meta-Analysis/

68 Meta-Analysis as Topic/

69 (meta analy* or metanaly* or metaanaly* or meta regression).ti,ab.

70 ((systematic* or evidence*) adj2 (review* or overview*)).ti,ab.

71 (reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.

72 (search strategy or search criteria or systematic search or study selection or data
extraction).ab.

73 (search* adj4 literature).ab.
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74

75
76
77
78
79
80
81
82
83
84
85
86
87

88

89
90
91
92
93

(medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or
cinahl or science citation index or bids or cancerlit).ab.

cochrane.jw.

((multiple treatment* or indirect or mixed) adj2 comparison*).ti,ab.
or/67-76

Clinical study/

exp case control study/

family study/

longitudinal study/

retrospective study/

prospective study/

cross-sectional study/

cohort analysis/

case control.ti,ab.

((follow up or observational or uncontrolled or non randomi#ed or nonrandomi#ed or
epidemiologic*) adj (study or studies)).ti,ab.

((longitudinal or retrospective or prospective or cross sectional) and (study or studies or review
or analys*)).ti,ab.

(study and (participant* or patient* or subject* or group*)).ti,ab.
cohort*.ti,ab.

or/78-90

56 and (66 or 77 or 91)

limit 92 to english language

Database(s): Embase

© 0O ~NO O WNPRFE H

Searches

Insulin dependent diabetes mellitus/

Juvenile diabetes mellitus/

Diabetic ketoacidosis/

((diabet* or DM) adj4 (type 1 or typel or type | or type one)).ti,ab.
(diabet* adj2 (autoimmun* or auto immun¥*)).ti,ab.

(LADA or MODY).ti,ab.

(diabet* adj2 (brittle or labile)).ti,ab.

(diabet* adj2 (sudden onset or maturity onset or juvenile or childhood)).ti,ab.
(diabet* adj3 (keto* or acido* or gastropare*)).ti,ab.

(dm1 or iddm or t1d* or dka).ti,ab.

((diabet* adj2 (insulin depend* or insulin deficien*)) not non insulin depend*).ti,ab.
diabetes mellitus.ti.

or/1-12

(pregnan* or gestation*).ti.

13 not 14

letter.pt. or letter/

note.pt.

editorial.pt.

case report/ or case study/

(letter or comment?*).ti.

or/16-20

21 not (randomized controlled trial/ or random*.ti,ab.)

animal/ not human/

nonhuman/

exp Animal Experiment/

exp Experimental Animal/

animal model/
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28
29
30
31
32
33
34
35
36
37
38
39

40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79

exp Rodent/

(rat or rats or mouse or mice).ti.

or/22-29

15 not 30

("201406" or "201407" or "201408" or "201409" or 20141* or 20142* or 20143*).em.
31 and 32

C peptide/

Glutamate decarboxylase 65 antibody/

Insulinoma/

*Autoantibody/

Glucose 6 phosphatase/

((islet cell or decarboxylase or glutamic or insulinoma) and (antibod* or anti bod*or
autoantibod*)).ti,ab.

zinc transporter 8.ti,ab.

(islet adj5 (phosphatase or catalytic)).ti,ab.

[or/34-42]

[or/45-54]

[or/57-65]

[or/67-76]

[or/78-90]

[limit 92 to english language]

Insulin dependent diabetes mellitus/

Juvenile diabetes mellitus/

Diabetic ketoacidosis/

((diabet* or DM) adj4 (type 1 or typel or type | or type one)).ti,ab.
(diabet* adj2 (autoimmun* or auto immun*)).ti,ab.

(LADA or MODY).ti,ab.

(diabet* adj2 (brittle or labile)).ti,ab.

(diabet* adj2 (sudden onset or maturity onset or juvenile or childhood)).ti,ab.
(diabet* adj3 (keto* or acido* or gastropare?*)).ti,ab.

(dm1 or iddm or t1d* or dka).ti,ab.

((diabet* adj2 (insulin depend* or insulin deficien*)) not non insulin depend*).ti,ab.
diabetes mellitus.ti.

0r/48-59

(pregnan* or gestation®*).ti.

60 not 61

letter.pt. or letter/

note.pt.

editorial.pt.

case report/ or case study/

(letter or comment?*).ti.

or/63-67

68 not (randomized controlled trial/ or random®*.ti,ab.)

animal/ not human/

nonhuman/

exp Animal Experiment/

exp Experimental Animal/

animal model/

exp Rodent/

(rat or rats or mouse or mice).ti.

or/69-76

62 not 77

("201406" or "201407" or "201408" or "201409" or 20141* or 20142* or 20143*).em.
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80
81
82
83
84
85
86

87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102
103
104
105
106
107
108
109
110
111
112
113
114
115
116
117
118
119

120
121

122
123
124
125
126
127
128
129

78 and 79

C peptide/

Glutamate decarboxylase 65 antibody/
Insulinoma/

*Autoantibody/

Glucose 6 phosphatase/

((islet cell or decarboxylase or glutamic or insulinoma) and (antibod* or anti bod*or
autoantibod*)).ti,ab.

zinc transporter 8.ti,ab.

(islet adj5 (phosphatase or catalytic)).ti,ab.

(IGRP* or ICA* or IA-2* or IA2* or ZnT8* or GAD*).ti,ab.
or/81-89

80 and 90

(diagnos* or screen* or test*).ti,ab,hw.

exp "sensitivity and specificity"/

Receiver operating characteristic/

Area under the curve/

Proportional hazards model/

(ROC or AUC or (area and curve)).ti,ab.

(sensitivity or specificity).ti,ab.

gold standard.ab.

(predictive value* or PPV or NPV).ti,ab.

likelihood ratio*.ti,ab.

or/92-101

91 and 102

random*.ti,ab.

factorial*.ti,ab.

(crossover* or cross over*).ti,ab.

((doubl* or singl*) adj blind*).ti,ab.

(assign* or allocat* or volunteer* or placebo*).ti,ab.
crossover procedure/

single blind procedure/

randomized controlled trial/

double blind procedure/

0r/104-112

Meta-Analysis/

Meta-Analysis as Topic/

(meta analy* or metanaly* or metaanaly* or meta regression).ti,ab.
((systematic* or evidence*) adj2 (review* or overview*)).ti,ab.
(reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.

(search strategy or search criteria or systematic search or study selection or data
extraction).ab.

(search* adj4 literature).ab.

(medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or
cinahl or science citation index or bids or cancerlit).ab.

cochrane.jw.

((multiple treatment* or indirect or mixed) adj2 comparison?*).ti,ab.
or/114-123

Clinical study/

exp case control study/

family study/

longitudinal study/

retrospective study/
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130
131
132
133
134

135

136
137
138
139
140

prospective study/
cross-sectional study/
cohort analysis/

case control.ti,ab.

((follow up or observational or uncontrolled or non randomi#ed or nonrandomi#ed or
epidemiologic*) adj (study or studies)).ti,ab.

((longitudinal or retrospective or prospective or cross sectional) and (study or studies or review

or analys*)).ti,ab.

(study and (participant* or patient* or subject* or group*)).ti,ab.
cohort*.ti,ab.

or/125-137

103 and (113 or 124 or 138)

limit 139 to english language

Type 1 diabetes — education

Review guestion: What is the effectiveness of structured education programmes in
improving clinical and patient outcomes in children and young people with type 1
diabetes?

Ovid MEDLINE(R)

© 0 ~NO UL WNPFE H

NNRNNNNNRPRRRRERRRRRR
O UDNWNEPOWOO®NOOUMWNIERERO

27
28

29

Searches

randomized controlled trial.pt.

controlled clinical trial.pt.

DOUBLE BLIND METHOD/

SINGLE BLIND METHOD/

RANDOM ALLOCATION/

RANDOMIZED CONTROLLED TRIALS AS TOPIC/

or/1-6

((single or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.
clinical trial.pt.

exp CLINICAL TRIAL/

exp CLINICAL TRIALS AS TOPIC/

(clinic$ adj5 trial$).tw,sh.

PLACEBOS/

placebo$.tw,sh.

random$.tw,sh.

or/8-15

or/7,16

META ANALYSIS/

META ANALYSIS AS TOPIC/

meta analysis.pt.

(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.
(systematic$ adj5 (review$ or overview$)).tw,sh.
(methodologic$ adj5 (review$ or overviews)).tw,sh.

or/18-23

reviews$.pt.

(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit or
psyclit or "web of science" or "science citation" or scisearch).tw.

((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw,sh.

(pooling or pooled or mantel haenszel).tw,sh.
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30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46

47
48
49
50
51
52
53

54
55
56
57
58
59
60
61
62

63

64

65

66

67

68
69
70

(peto or dersimonian or der simonian or fixed effect).tw,sh.

or/26-30

and/25,31

or/24,32

letter.pt.

case report.tw.

comment.pt.

editorial.pt.

historical article.pt.

or/34-38

17 not 39

33 not 39

or/40-41

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
or/43-50

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/52-54

and/51,55

PATIENT EDUCATION AS TOPIC/

PROBLEM SOLVING/

ed.fs.

((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).ti,ab.
(problem-solving or "problem solving" or problem-based or "problem based").ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy” or
cope or coping) adj3 information).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3
information).ti,ab.

or/57-67

and/56,68

and/42,69
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71 limit 70 to english language

72 LETTER/

73 EDITORIAL/

74 NEWS/

75 exp HISTORICAL ARTICLE/

76 ANECDOTES AS TOPIC/

77 COMMENT/

78 CASE REPORT/

79 (letter or comment* or abstracts).ti.
80 or/72-79

81 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
82 80 not 81

83 ANIMALS/ not HUMANS/

84 exp ANIMALS, LABORATORY/

85 exp ANIMAL EXPERIMENTATION/
86 exp MODELS, ANIMAL/

87 exp RODENTIA/

88 (rat or rats or mouse or mice).ti.

89 or/82-88

90 71 not 89

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

# Searches
1 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
2 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or

kindergar$ or boy? or girl?).ti,ab,jw.
3 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.
4 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
5 or/1-4
6

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

7 (IDDM or T1D or TID or DM1 or DMI).ti,ab.

8 or/6-7

9 and/5,8

10 ((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).ti,ab.
11 (problem-solving or "problem solving" or problem-based or "problem based").ti,ab.

12 ((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or

families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).ti,ab.

13 ((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).ti,ab.
14 ((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$” or self-

monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).ti,ab.

15 ((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$” or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj3 information).ti,ab.

16 ((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).ti,ab.

17 ((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3
information).ti,ab.

18 or/10-17
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19
20

and/9,18
limit 19 to english language

Cochrane Central Register of Controlled Trials

A WN PR

12
13
14
15
16
17
18
19

21

22

23

24

25

26
27

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/10-12

and/9,13

PATIENT EDUCATION AS TOPIC/

PROBLEM SOLVING/

ed.fs.

((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).ti,ab.

(problem-solving or "problem solving" or problem-based or "problem based").ti,ab.

20 ((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$
or families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or
advi?e or instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or

families) adj3 information).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-

monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or

cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-

monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or

cope or coping) adj3 information).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6

(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$

or program? or programme or programmes)).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3

information).ti,ab.

or/15-25

and/14,26

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

#
1
2

3
4
5

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).kw,ti,ab,jw,rw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).kw,ti,ab,jw,rw.

(infan$ or neonat$ or newborn$ or baby or babies).kw,ti,ab,jw,rw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescens$).kw,ti,ab,jw,rw.

or/1-4
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15

16

17

18

19

20
21

(diabet$ adj5 ("type one" or "type 1" or "type 1" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).kw,ti,ab.

(IDDM or T1D or TID or DM1 or DMI).kw,ti,ab.

or/6-7

and/5,8

"PATIENT EDUCATION AS TOPIC" kw.

"PROBLEM SOLVING".kw.

((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).tw,tx.
(problem-solving or "problem solving" or problem-based or "problem based").tw,tx.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).tw,tx.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).tw,tx.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy” or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).tw,tx.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy” or
cope or coping) adj3 information).tw,tx.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).tw,tx.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3
information).tw,tx.

or/10-19

and/9,20

Health Technology Assessment

A wNPFP H

12
13
14
15
16
17
18
19
20

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,jx,rw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,jx,rw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).tw,jx,rw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw,jx,rw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).tw.

(IDDM or T1D or TID or DM1 or DMI).tw.

or/10-12

and/9,13

PATIENT EDUCATION AS TOPIC/

PROBLEM SOLVING/

ed.fs.

((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).tw.
(problem-solving or "problem solving" or problem-based or "problem based").tw.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).tw.
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21 ((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).tw.

22 ((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy” or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).tw.

23 ((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy” or
cope or coping) adj3 information).tw.

24 ((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).tw.

25 ((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3
information).tw.

26 or/15-25

27 and/14,26

28 limit 27 to english language

Embase

# Searches

1 CLINICAL TRIAL/ or "CLINICAL TRIAL (TOPIC)"/

2 (clinic$ ad;j5 trial$).ti,ab,sh.

3 SINGLE BLIND PROCEDURE/

4 DOUBLE BLIND PROCEDURE/

5 RANDOM ALLOCATION/

6 CROSSOVER PROCEDURE/

7 PLACEBO/

8 placebo$.ti,ab,sh.

9 random$.ti,ab,sh.

10 RANDOMIZED CONTROLLED TRIAL/ or "RANDOMIZED CONTROLLED TRIAL (TOPIC)"/

11 ((single or double or triple or treble) adj (blind$ or mask$)).ti,ab,sh.

12 randomi?ed control$ trial$.tw.

13 or/1-12

14 META ANALYSIS/

15 ((meta adj analy$) or metaanalys$ or meta-analy$).ti,ab,sh.

16 (systematic$ adj5 (review$ or overview$)).ti,sh,ab.

17 (methodologic$ adj5 (review$ or overview$)).ti,ab,sh.

18 or/14-17

19 review.pt.

20 (medline or medlars or embase).ab.

21 (scisearch or science citation index).ab.

22 (psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.

23 ((hand or manual$) adj2 search$).tw.

24 (electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw.

25 (pooling or pooled or mantel haenszel).tw.

26 (peto or dersimonian or "der simonian” or fixed effect).tw.

27 or/20-26

28 and/19,27

29 or/18,28

30 (book or conference paper or editorial or letter or note or proceeding or short survey).pt.

31 13 not 30

32 29 not 30

33 or/31-32

© 2015 National Collaborating Centre for Women'’s and Children’s Health

181



Diabetes (type 1 and type 2) in children and young people
Search strategies

34
35
36
37

38
39
40
41
42
43
44

45
46
47
48
49
50
51
52
53
54
55
56
57

58

59

60

61

62

63
64
65
66
67
68
69
70
71
72
73
74

exp ADOLESCENT/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.
or/34-41

INSULIN DEPENDENT DIABETES MELLITUS/

(diabet$ adj5 ("type one" or “type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/43-45

JUVENILE DIABETES MELLITUS/

and/42,46

or/47-48

PATIENT EDUCATION/

DIABETES EDUCATION/

DIABETES EDUCATOR/

EDUCATION PROGRAM/

PROBLEM SOLVING/

((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).ti,ab.
(problem-solving or "problem solving" or problem-based or "problem based").ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj3 information).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3
information).ti,ab.

or/50-62

and/49,63

and/33,64

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/
(letter or comment* or abstracts).ti.
or/66-71

RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
72 not 73
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75 ANIMAL/ not HUMAN/

76 NONHUMAN/

77 exp ANIMAL EXPERIMENT/

78 exp EXPERIMENTAL ANIMAL/

79 ANIMAL MODEL/

80 exp RODENT/

81 (rat or rats or mouse or mice).ti.

82 or/74-81

83 65 not 82

84 limit 83 to english language

PsycINFO

# Searches

1 LITERATURE REVIEW/

2 EXPERIMENTAL DESIGN/

3 RANDOM SAMPLING/

4 META-ANALYSIS/

5 exp TREATMENT/

6 (random$ or search$ or control$ or risk$).tw.

7 (meta-analys#s or metaanalys#s).ti.

8 (systematic$ adj (review$ or overview$)).ti.

9 ((single or double or triple) adj (blind$ or mask$)).ti.

10 rct.tw.

11 or/1-10

12 adolescen$.ag.

13 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,id,jw.

14 (child$ or school$ or preschool$).ag.

15 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,id,jw.

16 (infan$ or neonat$).ag.

17 (infan$ or neonat$ or newborn$ or baby or babies or p?ediatric$ or pubert$ or prepubert$ or
pubescen$ or prepubescen$).ti,ab,id,jw.

18 or/12-17

19 DIABETES MELLITUS/

20 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab,id.

21 (IDDM or T1D or TID or DM1 or DMI).ti,ab,id.

22 or/19-21

23 and/18,22

24 CLIENT EDUCATION/

25 EDUCATIONAL PROGRAMS/ or EDUCATIONAL THERAPY/

26 PROBLEM SOLVING/

27 ((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).ti,ab,id.

28 (problem-solving or "problem solving" or problem-based or "problem based").ti,ab,id.

29 ((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).ti,ab,id.

30 ((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).ti,ab,id.

31 ((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-

monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).ti,ab,id.
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32

33

34

35
36
37
38

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$” or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy” or
cope or coping) adj3 information).ti,ab,id.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).ti,ab,id.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3
information).ti,ab,id.

or/24-34

and/23,35

and/11,36

limit 37 to english language

CINAHL with Full Text

#
S31

S30
S29
S28

S27

S26

S25

S24

S23

S22

S21

Query Limiters/Expanders

S6 AND S29  Limiters - English Language; Exclude MEDLINE records
Search modes - Boolean/Phrase

S6 AND S29  Search modes - Boolean/Phrase

S16 AND S28 Search modes - Boolean/Phrase

S17 OR S18 OR S19 OR S20 OR S21 OR S22 OR S23 OR S24 OR S25 OR S26 OR S27
Search modes - Boolean/Phrase

Tl ((diabet* or insulin* or glyc#emi* or hypoglyc#emi* or "blood glucose" or "blood sugar") N3
information) OR AB ((diabet* or insulin* or glyc#emi* or hypoglyc#emi* or "blood glucose" or
"blood sugar") N3 information) Search modes - Boolean/Phrase

Tl ((diabet* or insulin* or glyc#emi* or hypoglyc#emi* or "blood glucose" or "blood sugar") N6
(educat* or train* or teach* or knowledge or aware* or skill* or advi#e or instruct* or learn* or
program# or programme or programmes)) OR AB ((diabet* or insulin* or glyc#emi* or
hypoglyc#emi* or "blood glucose" or "blood sugar") N6 (educat* or train* or teach* or
knowledge or aware* or skill* or advi#e or instruct* or learn* or program# or programme or
programmes)) Search modes - Boolean/Phrase

Tl ((self-help or "self help" or self-care or "self care" or self-regulat* or "self regulat*" or self-
monitor* or "self monitor*" or self-manag* or "self manag*" or self-efficacy or "self efficacy" or
cope or coping) N3 information) OR AB ((self-help or "self help" or self-care or "self care" or
self-regulat* or "self regulat*" or self-monitor* or "self monitor*" or self-manag* or "self
manag*" or self-efficacy or "self efficacy" or cope or coping) N3 information) Search
modes - Boolean/Phrase

Tl ((self-help or "self help" or self-care or "self care" or self-regulat* or "self regulat*" or self-
monitor* or "self monitor*" or self-manag* or "self manag*" or self-efficacy or "self efficacy" or
cope or coping) N6 (educat* or train* or teach* or knowledge or aware* or skill* or advi#e or
instruct* or learn* or program# or programme or programmes)) OR AB ((self-help or "self help
or self-care or "self care" or self-regulat* or "self regulat*" or self-monitor* or "self monitor*" or
self-manag* or "self manag*" or self-efficacy or "self efficacy" or cope or coping) N6 (educat*
or train* or teach* or knowledge or aware* or skill* or advi#e or instruct* or learn* or program#
or programme or programmes)) Search modes - Boolean/Phrase

Tl ((patient# or parent# or parental or child* or adolescen* or young or youth# or family* or
families) N3 information) OR AB ((patient# or parent# or parental or child* or adolescen* or
young or youth# or family* or families) N3 information) Search modes - Boolean/Phrase

Tl ((patient# or parent# or parental or child* or adolescen* or young or youth# or family* or
families) N6 (educat* or train* or teach* or knowledge or aware* or skill* or advi#e or instruct*
or learn* or program# or programme or programmes)) OR AB ((patient# or parent# or parental
or child* or adolescen* or young or youth# or family* or families) N6 (educat* or train* or
teach* or knowledge or aware* or skill* or advi#e or instruct* or learn* or program# or
programme or programmes))  Search modes - Boolean/Phrase

Tl (problem-solving or "problem solving" or problem-based or "problem based") OR AB
(problem-solving or "problem solving" or problem-based or "problem based") Search
modes - Boolean/Phrase
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S20

S19
S18
S17

S16
S15
S14

S13
S12
S11

S10

S9

S8

S7

S6
S5
S4
S3
S2
S1

TI ((educat* or training) N6 (intervention* or program# or programme or programmes)) OR AB
((educat* or training) N6 (intervention* or program# or programme or programmes))
Search modes - Boolean/Phrase
MW “ED" Search modes - Boolean/Phrase
(MH "Problem Solving+") Search modes - Boolean/Phrase

(MH "Patient Education") OR (MH "Diabetes Education") Search modes -
Boolean/Phrase

S12 AND S15 Search modes - Boolean/Phrase
S13 OR S14 Search modes - Boolean/Phrase

TI (diabet* N5 ("type one" or "type 1" or "type I" or “insulin depend*” or juvenile or child* or

earl* or labile or brittle or “sudden onset” or “auto immun*” or autoimmun* or “auto-immun*))

OR AB (diabet* N5 ("type one" or "type 1" or "type I" or “insulin depend*” or juvenile or child*

or earl* or labile or brittle or “sudden onset” or “auto immun*” or autoimmun* or “auto-immun*))
Search modes - Boolean/Phrase

(MH "Diabetes Mellitus, Type 1+") Search modes - Boolean/Phrase

S7 OR S8 OR S9 OR S10 OR S11 Search modes - Boolean/Phrase

Tl (pediatric* or paediatric* or pubert* or prepubert* or pre-pubert* or pubescen* or

prepubescen* or pre-pubescen*) OR AB (pediatric* or paediatric* or pubert* or prepubert* or

pre-pubert* or pubescen* or prepubescen* or pre-pubescen*) or SO (pediatric* or paediatric*

or pubert* or prepubert* or pre-pubert* or pubescen* or prepubescen* or pre-pubescen*)
Search modes - Boolean/Phrase

TI (infan* or neonat* or newborn* or baby or babies) OR AB (infan* or neonat* or newborn* or

baby or babies) OR SO (infan* or neonat* or newborn* or baby or babies) Search

modes - Boolean/Phrase

TI (child* or schoolchild* or "school age" or "school aged" or preschool* or toddler* or kid# or

kindergar* or boy# or girl#) OR AB (child* or schoolchild* or "school age" or "school aged" or

preschool* or toddler* or kid# or kindergar* or boy# or girl#) OR SO (child* or schoolchild* or

"school age" or "school aged" or preschool* or toddler* or kid# or kindergar* or boy# or girl#)
Search modes - Boolean/Phrase

Tl (adolescen* or teen* or youth* or young or juvenile# or minors or highschool*) OR AB

(adolescen* or teen* or youth* or young or juvenile# or minors or highschool*) OR SO

(adolescen* or teen* or youth* or young or juvenile# or minors or highschool*)  Search

modes - Boolean/Phrase

(MH "Infant, Newborn+") OR (MH "Infant+") OR (MH "Child, Preschool") OR (MH "Child+") OR

(MH "Adolescence+") Search modes - Boolean/Phrase

S1 OR S2 OR S3 OR S4 OR S5 Search modes - Boolean/Phrase
PT systematic review Search modes - Boolean/Phrase

PT review Search modes - Boolean/Phrase

TX meta-analysis OR "meta analysis" Search modes - Boolean/Phrase
TX random* Search modes - Boolean/Phrase

(MH "Treatment Outcomes+") OR (MH "Experimental Studies+") Search modes -
Boolean/Phrase

Type 1 diabetes — psychological interventions

Review question: What is the effectiveness of psychological interventions to improve
outcomes in children and young people with type 1 diabetes?

Ovid MEDLINE(R)

a b~ wWwDNPFE H

Searches

randomized controlled trial.pt.
controlled clinical trial.pt.
DOUBLE BLIND METHOD/
SINGLE BLIND METHOD/
RANDOM ALLOCATION/
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27
28

29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46

47
48
49
50
51
52
53

54

RANDOMIZED CONTROLLED TRIALS AS TOPIC/
or/1-6

((single or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.
clinical trial.pt.

exp CLINICAL TRIAL/

exp CLINICAL TRIALS AS TOPIC/

(clinic$ adj5 trial$).tw,sh.

PLACEBOS/

placebo$.tw,sh.

random$.tw,sh.

or/8-15

or/7,16

META ANALYSIS/

META ANALYSIS AS TOPIC/

meta analysis.pt.

(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.
(systematic$ adj5 (review$ or overview$)).tw,sh.
(methodologic$ adj5 (review$ or overview$)).tw,sh.
or/18-23

reviews.pt.

(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit or
psyclit or "web of science" or "science citation" or scisearch).tw.

((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw,sh.

(pooling or pooled or mantel haenszel).tw,sh.

(peto or dersimonian or der simonian or fixed effect).tw,sh.

or/26-30

and/25,31

or/24,32

letter.pt.

case report.tw.

comment.pt.

editorial.pt.

historical article.pt.

or/34-38

17 not 39

33 not 39

or/40-41

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
or/43-50

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type 1" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.
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55 or/52-54

56 and/51,55

57 BEHAVIOR THERAPY/

58 COGNITIVE THERAPY/

59 PSYCHOTHERAPY/

60 PSYCHOTHERAPY, GROUP/

61 FAMILY THERAPY/

62 (psychotherap$ or BFST or CBT).ti,ab.

63 ((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).ti,ab.

64 ((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).ti,ab.
65 ((family$ or families or parent?) adj5 (intervention$ or treatment$ or therap$ or team? or

teamwork$ or team-work$)).ti,ab.
66 COUNSELING/
67 MOTIVATIONAL INTERVIEWING/
68 MENTORS/
69 SOCIAL SUPPORT/
70 SELF-HELP GROUPS/
71 (motivation$ or counsel?ing or mentor$).ti,ab.
72 ((peer or social$ or self help or self-help) adj3 (group? or support?)).ti,ab.
73 or/57-72
74 and/42,56,73
75 limit 74 to english language
76 LETTER/
77 EDITORIAL/
78 NEWS/
79 exp HISTORICAL ARTICLE/
80 ANECDOTES AS TOPIC/
81 COMMENT/
82 CASE REPORT/
83 (letter or comment* or abstracts).ti.
84 or/76-83
85 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
86 84 not 85
87 ANIMALS/ not HUMANS/
88 exp ANIMALS, LABORATORY/
89 exp ANIMAL EXPERIMENTATION/
90 exp MODELS, ANIMAL/
91 exp RODENTIA/
92 (rat or rats or mouse or mice).ti.
93 0r/86-92
94 75 not 93

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

# Searches
1 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
2 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or

kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
or/1-4

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

o 0~ W
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13

14
15
16
17
18

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/6-7

and/5,8

(psychotherap$ or BFST or CBT).ti,ab.

((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).ti,ab.

((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).ti,ab.

((family$ or families or parent?) adj5 (intervention$ or treatment$ or therap$ or team? or
teamwork$ or team-work$)).ti,ab.

(motivation$ or counsel?ing or mentor$).ti,ab.

((peer or social$ or self help or self-help) adj3 (group? or support?)).ti,ab.
or/10-15

and/9,16

limit 17 to english language

Cochrane Central Register of Controlled Trials

AW N PP H

12
13
14
15
16
17
18
19
20
21
22

23

24
25
26
27
28
29
30
31
32

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/10-12

and/9,13

BEHAVIOR THERAPY/

COGNITIVE THERAPY/

PSYCHOTHERAPY/

PSYCHOTHERAPY, GROUP/

FAMILY THERAPY/

(psychotherap$ or BFST or CBT).ti,ab.

((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).ti,ab.

((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).ti,ab.

((family$ or families or parent?) adj5 (intervention$ or treatment$ or therap$ or team? or
teamwork$ or team-work$)).ti,ab.

COUNSELING/

MOTIVATIONAL INTERVIEWING/

MENTORS/

SOCIAL SUPPORT/

SELF-HELP GROUPS/

(motivation$ or counsel?ing or mentor$).ti,ab.

((peer or social$ or self help or self-help) adj3 (group? or support?)).ti,ab.
or/15-30

and/14,31
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Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

# Searches

1 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).kw,ti,ab,jw,rw.

2 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).kw,ti,ab,jw,rw.

3 (infan$ or neonat$ or newborn$ or baby or babies).kw,ti,ab,jw,rw.

4 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).kwi,ti,ab,jw,rw.

5 or/1-4

6 (diabet$ adj5 ("type one" or “type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or

child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).kwi,ti,ab.
7 (IDDM or T1D or TID or DM1 or DMI).kw,ti,ab.
8 or/6-7
9 and/5,8
10 BEHAVIOR THERAPY .kw.
11 COGNITIVE THERAPY .kw.
12 PSYCHOTHERAPY .kw.
13 PSYCHOTHERAPY, GROUP.kw.
14 FAMILY THERAPY .kw.
15 (psychotherap$ or BFST or CBT).tw,tx.
16 ((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).tw,tx.

17 ((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).tw,tx.
18 ((family$ or families or parent?) adj5 (intervention$ or treatment$ or therap$ or team? or

teamwork$ or team-work$)).tw,tx.
19 COUNSELING.kw.
20 MOTIVATIONAL INTERVIEWING .kw.
21 MENTORS.kw.
22 SOCIAL SUPPORT .kw.
23 SELF-HELP GROUPS . kw.
24 (motivation$ or counsel?ing or mentor$).tw,tx.
25 ((peer or social$ or self help or self-help) adj3 (group? or support?)).tw,tx.
26 or/10-25
27 and/9,26

Health Technology Assessment

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,jx,rw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,jx,rw.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).tw,jx,rw.

7 exp PEDIATRICS/ or exp PUBERTY/
8
9

AW NP R

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescens).tw,jx,rw.
or/1-8
10 exp DIABETES MELLITUS, TYPE 1/

11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).tw.

12 (IDDM or T1D or TID or DM1 or DMI).tw.
13 or/10-12
14 and/9,13

© 2015 National Collaborating Centre for Women'’s and Children’s Health
189



Diabetes (type 1 and type 2) in children and young people
Search strategies

15 BEHAVIOR THERAPY/

16 COGNITIVE THERAPY/

17 PSYCHOTHERAPY/

18 PSYCHOTHERAPY, GROUP/

19 FAMILY THERAPY/

20 (psychotherap$ or BFST or CBT).tw.

21 ((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).tw.

22 ((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).tw.
23 ((family$ or families or parent?) adj5 (intervention$ or treatment$ or therap$ or team? or

teamwork$ or team-work$)).tw.
24 COUNSELING/
25 MOTIVATIONAL INTERVIEWING/
26 MENTORS/
27 SOCIAL SUPPORT/
28 SELF-HELP GROUPS/
29 (motivation$ or counsel?ing or mentor$).tw.
30 ((peer or social$ or self help or self-help) adj3 (group? or support?)).tw.
31 or/15-30
32 and/14,31
33 limit 32 to english language

Embase 1974 to 2014 Week 13

# Searches

1 CLINICAL TRIAL/ or "CLINICAL TRIAL (TOPIC)"/

2 (clinic$ adj5 trial$).ti,ab,sh.

3 SINGLE BLIND PROCEDURE/

4 DOUBLE BLIND PROCEDURE/

5 RANDOM ALLOCATION/

6 CROSSOVER PROCEDURE/

7 PLACEBO/

8 placebo$.ti,ab,sh.

9 random$.ti,ab,sh.

10 RANDOMIZED CONTROLLED TRIAL/ or "/RANDOMIZED CONTROLLED TRIAL (TOPIC)"/

11 ((single or double or triple or treble) adj (blind$ or mask$)).ti,ab,sh.

12 randomi?ed control$ trial$.tw.

13 or/1-12

14 META ANALYSIS/

15 ((meta adj analy$) or metaanalys$ or meta-analy$).ti,ab,sh.

16 (systematic$ adj5 (review$ or overview$)).ti,sh,ab.

17 (methodologic$ adj5 (review$ or overview$)).ti,ab,sh.

18 or/14-17

19 review.pt.

20 (medline or medlars or embase).ab.

21 (scisearch or science citation index).ab.

22 (psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.

23 ((hand or manual$) adj2 search$).tw.

24 (electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw.

25 (pooling or pooled or mantel haenszel).tw.

26 (peto or dersimonian or "der simonian” or fixed effect).tw.

27 or/20-26
28 and/19,27
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29
30
31
32
33
34
35
36
37

38
39
40
41
42
43
44

45
46
47
48
49
50
51
52
53
54
55
56
57
58
59

60

61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77

0r/18,28

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.
13 not 30

29 not 30

or/31-32

exp ADOLESCENT/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.
or/34-41

INSULIN DEPENDENT DIABETES MELLITUS/

(diabet$ adj5 ("type one" or “type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.
or/43-45

JUVENILE DIABETES MELLITUS/
and/42,46

or/47-48

BEHAVIOR THERAPY/

BEHAVIOR MODIFICATION/
COGNITIVE THERAPY/
PSYCHOTHERAPY/

FAMILY THERAPY/

GROUP THERAPY/

MOTIVATIONAL INTERVIEWING/
(psychotherap$ or BFST or CBT).ti,ab.
((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).ti,ab.

((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).ti,ab.

((family$ or families or parent$) adj5 (intervention$ or treatment$ or therap$ or team? or
teamwork$ or team-work$)).ti,ab.

COUNSELING/

FAMILY COUNSELING/

PARENT COUNSELING/

PATIENT COUNSELING/

PEER COUNSELING/

TEACHER/

SOCIAL SUPPORT/

SUPPORT GROUP/

SELF HELP/

(mativation$ or counsel?ing or mentor$).ti,ab.
((peer or social$ or self help or self-help) adj3 (group? or support?)).ti,ab.
or/50-71

and/33,49,72

limit 73 to english language

conference abstract.pt.

letter.pt. or LETTER/

note.pt.
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78
79
80
81
82
83
84
85
86
87
88
89
90
91
92

editorial.pt.

CASE REPORT/ or CASE STUDY/
(letter or comment* or abstracts).ti.
or/75-80

RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
81 not 82

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/83-90

74 not 91

PsycINFO 1967 to March Week 4 2014

© 0O ~NO O WNPRFE H

e e e =
g h»wWNRER O

16
17

18
19
20

21
22
23
24
25
26
27
28
29
30
31
32

Searches

LITERATURE REVIEW/

EXPERIMENTAL DESIGN/

RANDOM SAMPLING/

META-ANALYSIS/

exp TREATMENT/

(random$ or search$ or control$ or risk$).tw.

(meta-analys#s or metaanalys#s).ti.

(systematic$ adj (review$ or overview$)).ti.

((single or double or triple) adj (blind$ or mask$)).ti.

rct.tw.

or/1-10

adolescen$.ag.

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,id,jw.
(child$ or school$ or preschool$).ag.

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,id,jw.

(infan$ or neonat$).ag.

(infan$ or neonat$ or newborn$ or baby or babies or p?ediatric$ or pubert$ or prepubert$ or
pubescen$ or prepubescen$).ti,ab,id,jw.

or/12-17

DIABETES MELLITUS/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immung$)).ti,ab,id.

(IDDM or T1D or TID or DM1 or DMI).ti,ab,id.
or/19-21

and/18,22

BEHAVIOR THERAPY/

COGNITIVE THERAPY/
COGNITIVE BEHAVIOR THERAPY/
PSYCHOTHERAPY/
ADOLESCENT PSYCHOTHERAPY/
CHILD PSYCHOTHERAPY/
GROUP PSYCHOTHERAPY/
FAMILY THERAPY/

FAMILY INTERVENTION/
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33 MOTIVATIONAL INTERVIEWING/
34 (psychotherap$ or BFST or CBT).ti,ab.
35 ((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).ti,ab.

36 ((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).ti,ab.
37 ((family$ or families or parent$) adj5 (intervention$ or treatment$ or therap$ or team? or

teamwork$ or team-work$)).ti,ab.
38 COUNSELING/
39 GROUP COUNSELING/
40 PEER COUNSELING/
41 MENTOR/
42 SOCIAL SUPPORT/
43 SUPPORT GROUPS/
44 SELF HELP TECHNIQUES/
45 (motivation$ or counsel?ing or mentor$).ti,ab.
46 ((peer or social$ or self help or self-help) adj3 (group? or support?)).ti,ab.
47 or/24-46
48 and/23,47
49 and/11,48
50 limit 49 to english language

CINAHL with Full Text
# Query Limiters/Expanders
S33 S6 AND S31  Limiters - English Language; Exclude MEDLINE records
Search modes - Boolean/Phrase
S32 S6 AND S31  Search modes - Boolean/Phrase
S31 S16 AND S30 Search modes - Boolean/Phrase
S30 S17 OR S18 OR S19 OR S20 OR S21 OR S22 OR S23 OR S24 OR S25 OR S26 OR S27

OR S28 OR S29 Search modes - Boolean/Phrase
S29 TI ((peer or social* or “self help” or self-help) N3 (group# or support#)) OR AB ((peer or social*
or “self help” or self-help) N3 (group# or support#)) Search modes - Boolean/Phrase

S28 TI (motivation* or counsel#ing or mentor*) OR AB (motivation* or counsel#ing or mentor*)
Search modes - Boolean/Phrase

S27 (MH "Support Groups") Search modes - Boolean/Phrase

S26 (MH "Mentorship") Search modes - Boolean/Phrase

S25 (MH "Counseling") OR (MH "Peer Counseling") Search modes - Boolean/Phrase

S24 Tl ((family* or families or parent#) N5 (intervention* or treatment* or therap* or team# or
teamwork* or team-work*)) OR AB ((family* or families or parent#) N5 (intervention* or
treatment* or therap* or team# or teamwork* or team-work*)) Search modes -
Boolean/Phrase

S23 Tl ((behavi* or motivation*) N5 (intervention* or treatment* or therap* or chang* or modif*)) OR
AB ((behavi* or motivation*) N5 (intervention* or treatment* or therap* or chang* or modif*))

Search modes - Boolean/Phrase

S22 Tl ((cogniti* or psycho*) N5 (intervention* or treatment* or therap*)) OR AB ((cogniti* or
psycho*) N5 (intervention* or treatment* or therap*)) Search modes - Boolean/Phrase

S21 Tl (psychotherap* or BFST or CBT) OR AB (psychotherap* or BFST or CBT) Search
modes - Boolean/Phrase

S20 (MH "Motivational Interviewing") Search modes - Boolean/Phrase

S19 (MH "Psychotherapy, Group") OR (MH "Family Therapy") Search modes -
Boolean/Phrase

S18 (MH "Psychotherapy") Search modes - Boolean/Phrase

S17 (MH "Behavior Therapy+") OR (MH "Cognitive Therapy") Search modes -
Boolean/Phrase

S16 S12 AND S15 Search modes - Boolean/Phrase

S15 S130OR S14  Search modes - Boolean/Phrase
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S14

S13
S12
S11

S10

S9

S8

S7

S6
S5
S4
S3
S2
S1

Tl (diabet* N5 ("type one" or "type 1" or "type I" or “insulin depend*” or juvenile or child* or

earl* or labile or brittle or “sudden onset” or “auto immun*” or autoimmun* or “auto-immun*))

OR AB (diabet* N5 ("type one" or "type 1" or "type I" or “insulin depend*” or juvenile or child*

or earl* or labile or brittle or “sudden onset” or “auto immun*” or autoimmun* or “auto-immun*))
Search modes - Boolean/Phrase

(MH "Diabetes Mellitus, Type 1+") Search modes - Boolean/Phrase

S7 OR S8 OR S9 OR S10 OR S11 Search modes - Boolean/Phrase

Tl (pediatric* or paediatric* or pubert* or prepubert* or pre-pubert* or pubescen* or

prepubescen* or pre-pubescen*) OR AB (pediatric* or paediatric* or pubert* or prepubert* or

pre-pubert* or pubescen* or prepubescen* or pre-pubescen*) or SO (pediatric* or paediatric*

or pubert* or prepubert* or pre-pubert* or pubescen* or prepubescen* or pre-pubescen*)
Search modes - Boolean/Phrase

TI (infan* or neonat* or newborn* or baby or babies) OR AB (infan* or neonat* or newborn* or

baby or babies) OR SO (infan* or neonat* or newborn* or baby or babies) Search

modes - Boolean/Phrase

TI (child* or schoolchild* or "school age" or "school aged" or preschool* or toddler* or kid# or

kindergar* or boy# or girl#) OR AB (child* or schoolchild* or "school age" or "school aged" or

preschool* or toddler* or kid# or kindergar* or boy# or girl#) OR SO (child* or schoolchild* or

"school age" or "school aged" or preschool* or toddler* or kid# or kindergar* or boy# or girl#)
Search modes - Boolean/Phrase

Tl (adolescen* or teen* or youth* or young or juvenile# or minors or highschool*) OR AB

(adolescen* or teen* or youth* or young or juvenile# or minors or highschool*) OR SO

(adolescen* or teen* or youth* or young or juvenile# or minors or highschool*)  Search

modes - Boolean/Phrase

(MH "Infant, Newborn+") OR (MH "Infant+") OR (MH "Child, Preschool”) OR (MH "Child+") OR

(MH "Adolescence+") Search modes - Boolean/Phrase

S1 OR S2 OR S3 OR S4 OR S5 Search modes - Boolean/Phrase
PT systematic review Search modes - Boolean/Phrase

PT review Search modes - Boolean/Phrase

TX meta-analysis OR "meta analysis" Search modes - Boolean/Phrase
TX random* Search modes - Boolean/Phrase

(MH "Treatment Outcomes+") OR (MH "Experimental Studies+") Search modes -
Boolean/Phrase

Type 1 diabetes — multiple daily injections

Review guestion: What is the effectiveness of multiple daily injections of insulin when
compared with mixed insulin injections in improving glycaemic control in children and
young people with type 1 diabetes?

Ovid MEDLINE(R)

#

A wWN P

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.
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12 (IDDM or T1D or TID or DM1 or DMI).ti,ab.

13 or/10-12

14 and/9,13

15 exp INSULIN/ad, tu [Administration & Dosage, Therapeutic Use]
16 exp INSULINS/ad, tu [Administration & Dosage, Therapeutic Use]
17 (insulin$ or Hagedorn).kw.

18 or/15-17

19 exp DRUG ADMINISTRATION SCHEDULE/

20 DOSE-RESPONSE RELATIONSHIP, DRUG/

21 exp INJECTIONS, SUBCUTANEOUS/

22 ((insulin$ or inject$) adj (regim$ or schedul$)).ti,ab.

23 ((intensiv$ or conventional or flexib$ or basal$ or bolus$) adj3 (treatment? or therap$ or
regime$ or manag$ or control$ or program$ or schedul$)).ti,ab.

24 ((multiple or prandial$ or preprandial$ or postprandial$ or meal$ or premeal$ or postmeal$ or
basal$ or bolus$) adj3 (inject$ or insulin$ or dose? or dosage?)).ti,ab.

25 ((mix$ or premix$ or freemix$ or self titrat$ or biphasic$) adj5 insulin$).ti,ab.

26 (MDI or FMDI).ti,ab.

27 0r/19-26

28 and/14,18,27

29 limit 28 to english language

30 LETTER/

31 EDITORIAL/

32 NEWS/

33 exp HISTORICAL ARTICLE/

34 ANECDOTES AS TOPIC/

35 COMMENT/

36 CASE REPORT/

37 (letter or comment* or abstracts).ti.
38 or/30-37

39 RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
40 38 not 39

41 ANIMALS/ not HUMANS/

42 exp ANIMALS, LABORATORY/
43 exp ANIMAL EXPERIMENTATION/
44 exp MODELS, ANIMAL/

45 exp RODENTIA/

46 (rat or rats or mouse or mice).ti.
47 or/40-46

48 29 not 47

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

# Searches
1 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab.
2 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or

kindergar$ or boy? or girl?).ti,ab.

3 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab.

4 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab.

5 or/1-4

6 (diabet$ adj5 ("type one" or “type 1" or "type 1" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

7 (IDDM or T1D or TID or DM1 or DMI).ti,ab.

8 or/6-7

9 ((insulin$ or inject$) adj (regim$ or schedul$)).ti,ab.
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10

11

12
13
14
15

((intensiv$ or conventional or flexib$ or basal$ or bolus$) adj3 (treatment? or therap$ or
regime$ or manag$ or control$ or program$ or schedul$)).ti,ab.

((multiple or prandial$ or preprandial$ or postprandial$ or meal$ or premeal$ or postmeal$ or
basal$ or bolus$) adj3 (inject$ or insulin$ or dose? or dosage?)).ti,ab.

((mix$ or premix$ or freemix$ or self titrat$ or biphasic$) adj5 insulin$).ti,ab.
(MDI or FMDI).ti,ab.

or/9-13

and/5,8,14

Cochrane Central Register of Controlled Trials

A w NP H

12
13
14
15
16
17
18
19
20
21
22
23

24

25
26
27
28

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/10-12

and/9,13

exp INSULIN/ad, tu [Administration & Dosage, Therapeutic Use]
exp INSULINS/ad, tu [Administration & Dosage, Therapeutic Use]
(insulin$ or Hagedorn).kw.

or/15-17

exp DRUG ADMINISTRATION SCHEDULE/

DOSE-RESPONSE RELATIONSHIP, DRUG/

exp INJECTIONS, SUBCUTANEOUS/

((insulin® or inject$) adj (regim$ or schedul$)).ti,ab.

((intensiv$ or conventional or flexib$ or basal$ or bolus$) adj3 (treatment? or therap$ or
regime$ or manag$ or control$ or program$ or schedul$)).ti,ab.

((multiple or prandial$ or preprandial$ or postprandial$ or meal$ or premeal$ or postmeal$ or
basal$ or bolus$) adj3 (inject$ or insulin$ or dose? or dosage?)).ti,ab.

((mix$ or premix$ or freemix$ or self titrat$ or biphasic$) adj5 insulin$).ti,ab.
(MDI or FMDI).ti,ab.

or/19-26

and/14,18,27

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

#
1
2

W

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).kw,ti,ab,jw,rw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).kw,ti,ab,jw,rw.

(infan$ or neonat$ or newborn$ or baby or babies).kw,ti,ab,jw,rw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).kw,ti,ab,jw,rw.

or/1-4
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6 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).kw,ti,ab.

7 (IDDM or T1D or TID or DM1 or DMI).kw,ti,ab.
8 or/6-7

9 and/5,8

10 INSULIN.kw.

11 INSULINS.kw.

12 (insulin$ or Hagedorn).tw,tx.

13 or/10-12

14 DRUG ADMINISTRATION SCHEDULE .kw.
15 DOSE-RESPONSE RELATIONSHIP, DRUG.kw.

16 INJECTIONS, SUBCUTANEOUS. .kw.

17 ((insulin$ or inject$) adj (regim$ or schedul$)).tw,tx.

18 ((intensiv$ or conventional or flexib$ or basal$ or bolus$) adj3 (treatment? or therap$ or
regime$ or manag$ or control$ or program$ or schedul$)).tw,tx.

19 ((multiple or prandial$ or preprandial$ or postprandial$ or meal$ or premeal$ or postmeal$ or
basal$ or bolus$) adj3 (inject$ or insulin$ or dose? or dosage?)).tw,tx.

20 ((mix$ or premix$ or freemix$ or self titrat$ or biphasic$) adj5 insulin$).tw,tx.

21 (MDI or FMDI).tw,tx.
22 or/14-21
23 and/9,13,22

Health Technology Assessment

# Searches

1 ADOLESCENT/ or MINORS/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).tw.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw.

9 or/1-8

10 exp DIABETES MELLITUS, TYPE 1/

11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immuns)).tw.

12 (IDDM or T1D or TID or DM1 or DMI).tw.

13 or/10-12

14 and/9,13

15 exp INSULIN/ad, tu [Administration & Dosage, Therapeutic Use]
16 exp INSULINS/ad, tu [Administration & Dosage, Therapeutic Use]
17 (insulin$ or Hagedorn).tw.

18 or/15-17

19 exp DRUG ADMINISTRATION SCHEDULE/

20 DOSE-RESPONSE RELATIONSHIP, DRUG/

21 exp INJECTIONS, SUBCUTANEOUS/

22 ((insulin$ or inject$) adj (regim$ or schedul$)).tw.

23 ((intensiv$ or conventional or flexib$ or basal$ or bolus$) adj3 (treatment? or therap$ or
regime$ or manag$ or control$ or program$ or schedul$)).tw.

24 ((multiple or prandial$ or preprandial$ or postprandial$ or meal$ or premeal$ or postmeal$ or
basal$ or bolus$) adj3 (inject$ or insulin$ or dose? or dosage?)).tw.

25 ((mix$ or premix$ or freemix$ or self titrat$ or biphasic$) adj5 insulin$).tw.

26 (MDI or FMDI).tw.
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27 or/19-26

28 and/14,18,27

Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

9 or/1-8

10 INSULIN DEPENDENT DIABETES MELLITUS/

11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

12 (IDDM or T1D or TID or DM1 or DMI).ti,ab.

13 or/10-12

14 JUVENILE DIABETES MELLITUS/

15 and/9,13

16 or/14-15

17 exp INSULIN DERIVATIVE/co, do, dt [Drug Combination, Drug Dose, Drug Therapy]

18 (insulin$ or Hagedorn).kw.

19 or/17-18

20 INSULIN TREATMENT/

21 NEUTRAL INSULIN INJECTION/

22 DRUG ADMINISTRATION/

23 DOSE CALCULATION/

24 DRUG DOSE REGIMEN/

25 DOSAGE SCHEDULE COMPARISON/

26 exp INJECTION/

27 SUBCUTANEOUS DRUG ADMINISTRATION/

28 ((insulin$ or inject$) adj (regim$ or schedul$)).ti,ab.

29 ((intensiv$ or conventional or flexib$ or basal$ or bolus$) adj3 (treatment? or therap$ or
regime$ or manag$ or control$ or program$ or schedul$)).ti,ab.

30 ((multiple or prandial$ or preprandial$ or postprandial$ or meal$ or premeal$ or postmeal$ or
basal$ or bolus$) adj3 (inject$ or insulin$ or dose? or dosage?)).ti,ab.

31 ((mix$ or premix$ or freemix$ or self titrat$ or biphasic$) adj5 insulin$).ti,ab.

32 (MDI or FMDI).ti,ab.

33 or/20-32

34 and/16,19,33

35 limit 34 to english language

36 conference abstract.pt.

37 letter.pt. or LETTER/

38 note.pt.

39 editorial.pt.

40 CASE REPORT/ or CASE STUDY/

41 (letter or comment* or abstracts).ti.

42 or/36-41

43 RANDOMIZED CONTROLLED TRIAL/ or random?*.ti,ab.

44 42 not 43
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45
46
47
48
49
50
51
52
53

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/
exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/44-51

35 not 52

Type 1 diabetes — HbAlc targets

Review guestion: What is the optimal haemoglobin Alc (HbAlc) target for children
and young people with type 1 diabetes?

Ovid MEDLINE(R)

© 0o ~NO O WNPRFP H

26
27

28
29
30
31
32

Searches

randomized controlled trial.pt.

controlled clinical trial.pt.

DOUBLE BLIND METHOD/

SINGLE BLIND METHOD/

RANDOM ALLOCATION/

or/1-5

((single or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.
clinical trial.pt.

exp CLINICAL TRIAL/

exp CLINICAL TRIALS AS TOPIC/

(clinic$ adj5 trial$).tw,sh.

PLACEBOS/

placebo$.tw,sh.

random$.tw,sh.

or/7-14

or/6-15

META ANALYSIS/

META ANALYSIS AS TOPIC/

meta analysis.pt.

(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.
(systematic$ adj5 (review$ or overview$)).tw,sh.
(methodologic$ adj5 (review$ or overviews)).tw,sh.
or/17-22

reviews$.pt.

(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit or
psyclit or "web of science" or "science citation" or scisearch).tw.

((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw,sh.

(pooling or pooled or mantel haenszel).tw,sh.

(peto or dersimonian or der simonian or fixed effect).tw,sh.
or/25-29

and/24,30

exp CASE-CONTROL STUDIES/
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33
34
35
36
37
38
39
40
41
42
43
44

45
46
47
48
49
50
51

52
53
54
55
56
57
58
59
60
61

62
63

64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
80
81

(case$ adj2 control$).tw.

exp COHORT STUDIES/

cohort$.tw.

or/32-35

letter.pt.

0r/16,23,31,36

comparative study.pt.

or/38-39

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/41-48

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/50-52

HEMOGLOBIN A, GLYCOSYLATED/

(h?emoglobin? adj3 glycosylat$).ti,ab.

(glycated adj3 h?emoglobin?).ti,ab.

(glycoh?emoglobin? or HbAlc or HbAlc or Hb Alc or Hb Alc).ti,ab.
"hemoglobin Alc protein, human".nm.

or/54-58

REFERENCE STANDARDS/ or REFERENCE VALUES/

((reference? or normal$ or standard?) adj3 (value? or target$ or rang$ or level$ or
threshold?)).ti,ab.

((F#G or BG) adj3 (value$ or target$ or rang$ or level$ or threshold$)).ti,ab.
((normogly?emi$ or euglyc?emi$ or glyc?emi$) adj3 (value$ or target$ or rang$ or level$ or
threshold?)).ti,ab.

or/60-63

and/49,53,59,64

and/40,65

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/67-74

RANDOMIZED CONTROLLED TRIAL/ or random?*.ti,ab.
75 not 76

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/
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82
83
84
85
86

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/77-83

66 not 84

limit 85 to english language

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

#
1
2

[e2 2NN &) BN V)

~

8
9
10
11
12
13

14
15

16
17

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-4

(diabet$ adj5 ("type one" or "“type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/6-7

(h?emoglobin? adj3 glycosylat$).ti,ab.

(glycated adj3 h?emoglobin?).ti,ab.

(glycoh?emoglobin? or HbAlc or HbAlc or Hb Alc or Hb Alc).ti,ab.
or/9-11

((reference? or normal$ or standard?) adj3 (value? or target$ or rang$ or level$ or
threshold?)).ti,ab.

((F#G or BG) adj3 (value$ or target$ or rang$ or level$ or threshold$)).ti,ab.

((normogly?emi$ or euglyc?emi$ or glyc?emi$) adj3 (value$ or target$ or rang$ or level$ or
threshold?)).ti,ab.

or/13-15
and/5,8,12,16

Cochrane Central Register of Controlled Trials

#

A wWwN P

12
13
14
15
16
17
18
19

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/10-12

HEMOGLOBIN A, GLYCOSYLATED/

(h?emoglobin? adj3 glycosylat$).ti,ab.

(glycated adj3 h?emoglobin?).ti,ab.

(glycoh?emoglobin? or HbAlc or HbAlc or Hb Alc or Hb Alc).ti,ab.
or/14-17

REFERENCE STANDARDS/ or REFERENCE VALUES/
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20 ((reference? or normal$ or standard?) adj3 (value? or target$ or rang$ or level$ or
threshold?)).ti,ab.

21 ((F#G or BG) adj3 (value$ or target$ or rang$ or level$ or threshold$)).ti,ab.

22 ((normogly?emi$ or euglyc?emi$ or glyc?emi$) adj3 (value$ or target$ or rang$ or level$ or
threshold?)).ti,ab.

23 or/19-22
24 and/9,13,18,23
25 limit 24 to yr="2013 -Current"

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of

Reviews of Effects

# Searches

1 (ADOLESCENT or MINORS).kw.

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,tx,jw,rw.

3 CHILD.kw.

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,tx,jw,rw.

5 INFANT.kw.

6 (infan$ or neonat$ or newborn$ or baby or babies).tw,tx,jw,rw.

7 (PEDIATRICS or PUBERTY).kw.

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw, tx,jw,rw.

9 or/1-8

10 DIABETES MELLITUS, TYPE 1.kw.

11 (diabet$ adj5 ("type one" or “type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).tw,tx.

12 (IDDM or T1D or TID or DM1 or DMI).tw,tx.

13 or/10-12

14 HEMOGLOBIN A, GLYCOSYLATED.kw.

15 (h?emoglobin? adj3 glycosylat$).tw,tx.

16 (glycated adj3 h?emoglobin?).tw,tx.

17 (glycoh?emoglobin? or HbAlc or HbAlc or Hb Alc or Hb Alc).tw,tx.
18 or/14-17

19 (REFERENCE STANDARDS or REFERENCE VALUES).kw.

20 ((reference? or normal$ or standard?) adj3 (value? or target$ or rang$ or level$ or
threshold?)).tw,tx.

21 ((F#G or BG) adj3 (value$ or target$ or rang$ or level$ or threshold$)).tw,tx.

22 ((normogly?emi$ or euglyc?emi$ or glyc?emi$) adj3 (value$ or target$ or rang$ or level$ or
threshold?)).tw,tx.

23 or/19-22
24 and/9,13,18,23

Health Technology Assessment

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,jx,rw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,jx,rw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).tw,jx,rw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescens).tw,jx,rw.

or/1-8

10 exp DIABETES MELLITUS, TYPE 1/

A wWN PR
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11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).tw.

12 (IDDM or T1D or TID or DM1 or DMI).tw.

13 or/10-12

14 HEMOGLOBIN A, GLYCOSYLATED/

15 (h?emoglobin? adj3 glycosylat$).tw.

16 (glycated adj3 h?emoglobin?).tw.

17 (glycoh?emoglobin? or HbAlc or HbAlc or Hb Alc or Hb Alc).tw.

18 or/14-17

19 REFERENCE STANDARDS/ or REFERENCE VALUES/

20 ((reference? or normal$ or standard?) adj3 (value? or target$ or rang$ or level$ or
threshold?)).tw.

21 ((F#G or BG) adj3 (value$ or target$ or rang$ or level$ or threshold$)).tw.

22 ((normogly?emi$ or euglyc?emi$ or glyc?emi$) adj3 (value$ or target$ or rang$ or level$ or
threshold?)).tw.

23 or/19-22

24 and/9,13,18,23

Embase

# Searches

1 CLINICAL TRIAL/ or "CLINICAL TRIAL (TOPIC)"/

2 (clinic$ adj5 trial$).tw,sh.

3 SINGLE BLIND PROCEDURE/

4 DOUBLE BLIND PROCEDURE/

5 RANDOM ALLOCATION/

6 CROSSOVER PROCEDURE/

7 PLACEBO/

8 placebo$.tw,sh.

9 random$.tw,sh.

10 RANDOMIZED CONTROLLED TRIAL/ or "RANDOMIZED CONTROLLED TRIAL (TOPIC)"/

11 ((single or double or triple or treble) adj (blind$ or mask$)).tw,sh.

12 randomi?ed control$ trial$.tw.

13 or/1-12

14 META ANALYSIS/

15 ((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh.

16 (systematic$ adj5 (review$ or overviews)).tw,sh.

17 (methodologic$ adj5 (review$ or overview$)).tw,sh.

18 or/14-17

19 review.pt.

20 (medline or medlars or embase).ab.

21 (scisearch or science citation index).ab.

22 (psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.

23 ((hand or manual$) adj2 search$).tw.

24 (electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw.

25 (pooling or pooled or mantel haenszel).tw.

26 (peto or dersimonian or "der simonian” or fixed effect).tw.

27 or/20-26

28 and/19,27

29 exp CASE CONTROL STUDY/

30 RETROSPECTIVE STUDY/

31 (case$ adj2 control$).tw.

32 COHORT ANALYSIS/
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33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48

49
50
51
52
53
54
55

56
57
58
59
60
61
62
63
64
65
66

67
68
69

70
71
72
73
74
75
76
77
78
79
80
81

LONGITUDINAL STUDY/

FOLLOW UP/

PROSPECTIVE STUDY/

cohort$.tw.

or/29-36

0r/13,18,28,37

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.
38 not 39

COMPARATIVE STUDY/

(compar$ adj3 stud$).tw.

or/41-42

or/40,43

exp ADOLESCENT/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.
or/45-52

INSULIN DEPENDENT DIABETES MELLITUS/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

JUVENILE DIABETES MELLITUS/

or/54-57

HEMOGLOBIN Alc/

(glycoh?emoglobin? or HbAlc or HbAlc or Hb Alc or Hb Alc).ti,ab.
(h?emoglobin? adj3 glycosylat$).ti,ab.

(glycated adj3 h?emoglobin?).ti,ab.

or/59-62

STANDARD/

REFERENCE VALUE/

((reference? or normal$ or standard?) adj3 (value? or target$ or rang$ or level$ or
threshold?)).ti,ab.

or/64-66

((F#G or BG) adj3 (value$ or target$ or rang$ or level$ or threshold$)).ti,ab.

((normogly?emi$ or euglyc?emi$ or glyc?emi$) adj3 (value$ or target$ or rang$ or level$ or
threshold?)).ti,ab.

or/67-69

and/53,58,63,70

and/44,71

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/
(letter or comment* or abstracts).ti.
or/73-78

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
79 not 80
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82
83
84
85
86
87
88
89
90
91

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/
exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/81-88

72 not 89

limit 90 to english language

Type 1 diabetes blood glucose targets

Review question: What are the optimal blood glucose targets for children and young
people with type 1 diabetes?

Ovid MEDLINE(R)

#

A wN PR

12
13
14
15
16
17
18
19
20
21
22
23
24
25
26

27
28
29

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/10-12

BLOOD GLUCOSE/

BLOOD GLUCOSE SELF-MONITORING/

((blood or plasma) adj3 (glucose or sugar?)).ti,ab.

(F#G or P#G or R#G or BG or HMBG or SMBG or BGM).ti,ab.

(normoglyc?emi$ or euglyc?emis).ti,ab.

(glyc?emi$ adj3 (norm$ or near?norm$)).ti,ab.

or/14-19

REFERENCE STANDARDS/ or REFERENCE VALUES/

GOALS/

((reference? or normal$ or standard?) adj3 (value$ or rang$ or level$ or threshold?)).ti,ab.
target$.ti.

target$.ab. /freq=2

((tight$ or intens$ or aggressive$ or strict$ or rigid$ or liberal$ or conventional$ or regular or
usual or routin$ or standard?) adj3 (control$ or target$ or goal$ or rang$ or therap$ or
regime$ or treatment? or interven$ or manag$ or monitor$)).ti,ab.

or/21-26

and/20,27

(("American Diabetic Association" or ADA or "Australasian P?ediatric Endocrine Group" or
APEG or "International Society for P?ediatric and Adolescent Diabetes" or ISPAD) adj3
(value$ or target$ or goal$ or rang$ or level$ or threshold?)).ti,ab.
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30
31
32
33

34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57

(glyc?emi$ adj3 control$ adj3 (target$ or goal$)).ti,ab.
or/28-30
TIME FACTORS/

((time or timing or prandial or preprandial or postprandial) adj3 (monitor$ or test$ or measur$
or value$ or target$ or goal$ or rang$ or level$ or threshold?)).ti,ab.

or/32-33

and/20,34

or/31,35

and/9,13,36

limit 37 to english language
LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/
COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.
or/39-46

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
47 not 48

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/49-55

38 not 56

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab.

or/1-4

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/6-7

((blood or plasma) adj3 (glucose or sugar?)).ti,ab.

(F#G or P#G or R#G or BG or HMBG or SMBG or BGM).ti,ab.

(normoglyc?emi$ or euglyc?emi$).ti,ab.

(glyc?emi$ adj3 (norm$ or near?norm$)).ti,ab.

or/9-12

((reference? or normal$ or standard?) ad;j3 (value$ or rang$ or level$ or threshold?)).ti,ab.
target$.ti.

target$.ab. /freq=2

((tight$ or intens$ or aggressive$ or strict$ or rigid$ or liberal$ or conventional$ or regular or
usual or routin$ or standard?) adj3 (control$ or target$ or goal$ or rang$ or therap$ or
regime$ or treatment? or interven$ or manag$ or monitor$)).ti,ab.
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18
19
20

21
22
23

24
25
26

or/14-17
and/13,18

(("American Diabetic Association" or ADA or "Australasian P?ediatric Endocrine Group" or
APEG or "International Society for P?ediatric and Adolescent Diabetes" or ISPAD) adj3
(value$ or target$ or goal$ or rang$ or level$ or threshold?)).ti,ab.

(glyc?emi$ adj3 control$ adj3 (target$ or goal$)).ti,ab.
or/19-21

((time or timing or prandial or preprandial or postprandial) adj3 (monitor$ or test$ or measur$
or value$ or target$ or goal$ or rang$ or level$ or threshold?)).ti,ab.

and/13,23
or/22,24
and/5,8,25

Cochrane Central Register of Controlled Trials

A wWwNPFPH

12
13
14
15
16
17
18
19
20
21
22
23
24
25
26

27
28
29

30
31
32

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/10-12

BLOOD GLUCOSE/

BLOOD GLUCOSE SELF-MONITORING/

((blood or plasma) adj3 (glucose or sugar?)).ti,ab.

(F#G or P#G or R#G or BG or HMBG or SMBG or BGM).ti,ab.
(normoglyc?emi$ or euglyc?emi$).ti,ab.

(glyc?emi$ adj3 (norm$ or near?norm$)).ti,ab.

or/14-19

REFERENCE STANDARDS/ or REFERENCE VALUES/
GOALS/

((reference? or normal$ or standard?) adj3 (value$ or rang$ or level$ or threshold?)).ti,ab.
target$.ti.

target$.ab. /freq=2

((tight$ or intens$ or aggressive$ or strict$ or rigid$ or liberal$ or conventional$ or regular or
usual or routin$ or standard?) adj3 (control$ or target$ or goal$ or rang$ or therap$ or
regime$ or treatment? or interven$ or manag$ or monitor$)).ti,ab.

or/21-26

and/20,27

(("American Diabetic Association" or ADA or "Australasian P?ediatric Endocrine Group" or

APEG or "International Society for P?ediatric and Adolescent Diabetes" or ISPAD) adj3
(value$ or target$ or goal$ or rang$ or level$ or threshold?)).ti,ab.

(glyc?emi$ adj3 control$ adj3 (target$ or goal$)).ti,ab.
or/28-30
TIME FACTORS/
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33

34
35
36
37

((time or timing or prandial or preprandial or postprandial) adj3 (monitor$ or test$ or measur$
or value$ or target$ or goal$ or rang$ or level$ or threshold?)).ti,ab.

or/32-33
and/20,34
or/31,35
and/9,13,36

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

19
20
21

22
23
24
25

26
27
28
29

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,tx,kw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,tx,kw.

(infan$ or neonat$ or newborn$ or baby or babies).tw,tx,kw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw,tx,kw.

or/1-4

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).tw,tx,kw.

(IDDM or T1D or TID or DM1 or DMI).tw,tx.

or/6-7

((blood or plasma) adj3 (glucose or sugar?)).tw,tx,kw.

(F#G or P#G or R#G or BG or HMBG or SMBG or BGM).tw,tx.
(normoglyc?emi$ or euglyc?emis$).tw,tx.

(glyc?emi$ adj3 (norm$ or near?norm$)).tw, tx.

or/9-12

(REFERENCE STANDARDS or REFERENCE VALUES).kw.
GOALS.kw.

((reference? or normal$ or standard?) adj3 (value$ or rang$ or level$ or threshold?)).tw,tx.
target$.tw,tx, kw.

((tight$ or intens$ or aggressive$ or strict$ or rigid$ or liberal$ or conventional$ or regular or
usual or routin$ or standard?) adj3 (control$ or target$ or goal$ or rang$ or therap$ or
regime$ or treatment? or interven$ or manag$ or monitor$)).tw, tx.

or/14-18

and/13,19

(("American Diabetic Association" or ADA or "Australasian P?ediatric Endocrine Group" or
APEG or "International Society for P?ediatric and Adolescent Diabetes" or ISPAD) adj3
(value$ or target$ or goal$ or rang$ or level$ or threshold?)).tw,tx.

(glyc?emi$ adj3 control$ adj3 (target$ or goal$)).tw,tx.

or/20-22

TIME.kw.

((time or timing or prandial or preprandial or postprandial) adj3 (monitor$ or test$ or measur$
or value$ or target$ or goal$ or rang$ or level$ or threshold?)).tw,tx.

or/24-25
and/13,26
or/23,27
and/5,8,28

Health Technology Assessment

A wWwN P H

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw.
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5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).tw.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw.

9 or/1-8

10 exp DIABETES MELLITUS, TYPE 1/

11 (diabet$ adj5 ("type one" or “type 1" or "type 1" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).tw.

12 (IDDM or T1D or TID or DM1 or DMI).tw.

13 or/10-12

14 BLOOD GLUCOSE/

15 BLOOD GLUCOSE SELF-MONITORING/

16 ((blood or plasma) adj3 (glucose or sugar?)).tw.

17 (F#G or P#G or R#G or BG or HMBG or SMBG or BGM).tw.

18 (normoglyc?emi$ or euglyc?emis$).tw.

19 (glyc?emi$ adj3 (norm$ or near?norm$)).tw.

20 or/14-19

21 REFERENCE STANDARDS/ or REFERENCE VALUES/

22 GOALS/

23 ((reference? or normal$ or standard?) adj3 (value$ or rang$ or level$ or threshold?)).tw.

24 target$.tw.

25 ((tight$ or intens$ or aggressive$ or strict$ or rigid$ or liberal$ or conventional$ or regular or
usual or routin$ or standard?) adj3 (control$ or target$ or goal$ or rang$ or therap$ or
regime$ or treatment? or interven$ or manag$ or monitor$)).tw.

26 or/21-25

27 and/20,26

28 (("American Diabetic Association" or ADA or "Australasian P?ediatric Endocrine Group" or
APEG or "International Society for P?ediatric and Adolescent Diabetes" or ISPAD) adj3
(value$ or target$ or goal$ or rang$ or level$ or threshold?)).tw.

29 (glyc?emi$ adj3 control$ adj3 (target$ or goal$)).tw.

30 or/27-29

31 TIME FACTORS/

32 ((time or timing or prandial or preprandial or postprandial) adj3 (monitor$ or test$ or measur$
or value$ or target$ or goal$ or rang$ or level$ or threshold?)).tw.

33 or/31-32

34 and/20,33

35 or/30,34

36 and/9,13,35

Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

5 exp NEWBORN/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

9 or/1-8

10 INSULIN DEPENDENT DIABETES MELLITUS/

11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or

child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.
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12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31

32
33
34

35
36
37
38

39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/10-12

JUVENILE DIABETES MELLITUS/

and/9,13

or/14-15

GLUCOSE BLOOD LEVEL/

BLOOD GLUCOSE MONITORING/

GLYCEMIC CONTROL/

((blood or plasma) adj3 (glucose or sugar?)).ti,ab.

(F#G or P#G or R#G or BG or HMBG or SMBG or BGM).ti,ab.
(normoglyc?emi$ or euglyc?emi$).ti,ab.

(glyc?emi$ adj3 (norm$ or near?norm$)).ti,ab.

or/17-23

STANDARD/

REFERENCE VALUE/ or NORMAL VALUE/

MOTIVATION/

((reference? or normal$ or standard?) ad;j3 (value$ or rang$ or level$ or threshold?)).ti,ab.
target$.ti.

target$.ab. /freq=2

((tight$ or intens$ or aggressive$ or strict$ or rigid$ or liberal$ or conventional$ or regular or
usual or routin$ or standard?) adj3 (control$ or target$ or goal$ or rang$ or therap$ or
regime$ or treatment? or interven$ or manag$ or monitor$)).ti,ab.

or/25-31
and/24,32

(("American Diabetic Association" or ADA or "Australasian P?ediatric Endocrine Group" or
APEG or "International Society for P?ediatric and Adolescent Diabetes" or ISPAD) adj3
(value$ or target$ or goal$ or rang$ or level$ or threshold?)).ti,ab.

(glyc?emi$ adj3 control$ adj3 (target$ or goal$)).ti,ab.
or/33-35
TIME/

((time or timing or prandial or preprandial or postprandial) adj3 (monitor$ or test$ or measur$
or value$ or target$ or goal$ or rang$ or level$ or threshold?)).ti,ab.

or/37-38

and/24,39

0r/36,40

and/16,41

limit 42 to english language
conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/
(letter or comment* or abstracts).ti.
or/44-49

RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
50 not 51

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
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60 or/52-59
61 43 not 60

Type 1 diabetes — blood glucose monitoring

Review questions:

How frequently should finger-prick blood glucose testing be performed in children and
young people with type 1 diabetes?

What is the effectiveness of finger-prick blood glucose testing compared with
continuous glucose monitoring in children and young people with type 1 diabetes?

What is the effectiveness of continuous glucose monitoring performed intermittently
compared with continuous glucose monitoring performed in real-time in children and
young people with type 1 diabetes?

MEDLINE(R)

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

7 exp PEDIATRICS/ or exp PUBERTY/
8
9

A wNPFP R

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
or/1-8
10 exp DIABETES MELLITUS, TYPE 1/

11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

12 (IDDM or T1D or TID or DM1 or DMI).ti,ab.

13 or/10-12

14 and/9,13

15 BLOOD GLUCOSE SELF-MONITORING/

16 ((glucose or blood sugar$ or insulin$) adj3 (meter$ or monitor$ or sensor$ or capillary)).ti,ab.

17 (HBGM or SMBG or BGM or CGM or CGMS or glucometer or glucosemeter$ or (glucose adj
meter$)).ti,ab.

18 (finger prick or finger-prick or fingerstick or finger-stick or "finger stick").ti,ab.

19 or/15-18

20 and/14,19

21 limit 20 to english language

22 LETTER/

23 EDITORIAL/

24 NEWS/

25 exp HISTORICAL ARTICLE/

26 ANECDOTES AS TOPIC/

27 COMMENT/

28 CASE REPORT/

29 (letter or comment* or abstracts).ti.

30 or/22-29

31 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
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32
33
34
35
36
37
38
39
40

30 not 31

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/32-38

21 not 39

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

#
1
2

[e2 2N &) BN V)

~

8
9
10
11

12
13
14
15

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-4

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/6-7

and/5,8

((glucose or blood sugar$ or insulin$) adj3 (meter$ or monitor$ or sensor$ or capillary)).ti,ab.

(HBGM or SMBG or BGM or CGM or CGMS or glucometer or glucosemeter$ or (glucose adj
meter$)).ti,ab.

(finger prick or finger-prick or fingerstick or finger-stick or "finger stick").ti,ab.
or/10-12

and/9,13

limit 14 to english language

Cochrane Central Register of Controlled Trials

A w NP R

12
13
14
15
16
17

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/10-12

and/9,13

BLOOD GLUCOSE SELF-MONITORING/

((glucose or blood sugar$ or insulin$) adj3 (meter$ or monitor$ or sensor$ or capillary)).ti,ab.

(HBGM or SMBG or BGM or CGM or CGMS or glucometer or glucosemeter$ or (glucose adj
meter$)).ti,ab.
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18
19
20

(finger prick or finger-prick or fingerstick or finger-stick or "finger stick").ti,ab.
or/15-18
and/14,19

Database of Abstracts of Reviews of Effects

#
1
2

(o2 T &) B = ¢V)

© 00

11

12
13
14

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).kw,ti,ab,jw,rw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).kw,ti,ab,jw,rw.

(infan$ or neonat$ or newborn$ or baby or babies).kw,ti,ab,jw,rw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).kwi,ti,ab,jw,rw.

or/1-4

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).kw,ti,ab.

(IDDM or T1D or TID or DM1 or DMI).kw;ti,ab.
or/6-7
and/5,8

((glucose or blood sugar$ or insulin) adj3 (meter$ or monitor$ or sensor$ or
capillary)).tw,tx,kw.

(HBGM or SMBG or BGM or CGM or CGMS or glucometer or glucosemeter$ or (glucose adj
meter$)).tw,tx.

(finger prick or finger-prick or fingerstick or finger-stick or "finger stick").tw,tx.
or/10-12
and/9,13

Health Technology Assessment

A w NP R

12
13
14
15
16
17

18
19
20

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,jx,rw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,jx,rw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).tw,jx,rw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw,jx,rw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immuns$)).tw.

(IDDM or T1D or TID or DM1 or DMI).tw.

or/10-12

and/9,13

BLOOD GLUCOSE SELF-MONITORING/

((glucose or blood sugar$ or insulin) adj3 (meter$ or monitor$ or sensor$ or capillary)).tw.
(HBGM or SMBG or BGM or CGM or CGMS or glucometer or glucosemeter$ or (glucose adj
meter$)).tw.

(finger prick or finger-prick or fingerstick or finger-stick or "finger stick").tw.

or/15-18

and/14,19
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Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

9 or/1-8

10 INSULIN DEPENDENT DIABETES MELLITUS/

11 (diabet$ adj5 ("type one" or “type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

12 (IDDM or T1D or TID or DM1 or DMI).ti,ab.

13 or/10-12

14 JUVENILE DIABETES MELLITUS/

15 and/9,13

16 or/14-15

17 BLOOD GLUCOSE MONITORING/

18 ((glucose or blood sugar$ or insulin$) adj3 (meter$ or monitor$ or sensor$ or capillary)).ti,ab.

19 (HBGM or SMBG or BGM or CGM or CGMS or glucometer or glucosemeter$ or (glucose adj
meter$)).ti,ab.

20 (finger prick or finger-prick or fingerstick or finger-stick or "finger stick").ti,ab.

21 or/17-20

22 and/16,21

23 limit 22 to english language

24 conference abstract.pt.

25 letter.pt. or LETTER/

26 note.pt.

27 editorial.pt.

28 CASE REPORT/ or CASE STUDY/

29 (letter or comment* or abstracts).ti.

30 or/24-29

31 RANDOMIZED CONTROLLED TRIAL/ or random?*.ti,ab.

32 30 not 31

33 ANIMAL/ not HUMAN/

34 NONHUMAN/

35 exp ANIMAL EXPERIMENT/

36 exp EXPERIMENTAL ANIMAL/

37 ANIMAL MODEL/

38 exp RODENT/

39 (rat or rats or mouse or mice).ti.

40 or/32-39

41 23 not 40
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Type 1 diabetes — blood ketone monitoring

Review gquestion: What is the effectiveness of blood ketone monitoring compared with

urine ketone monitoring for the prevention of diabetic ketoacidosis?

Ovid MEDLINE(R)

A wWNPFPH

15
16
17
18
19

20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "“type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.
exp KETOSIS/

(ketosis or ketoacid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

(DK or DKA).ti,ab.
or/10-15

exp KETONES/
HYDROXYBUTYRATES/

(ketone? or acetone? or acetoacetate? or OHB or 3HB or betaOHB or BOHB or 30OHB or
hydroxy but$ or hydroxybut$ or betahydroxybut$ or 3hydroxybut$).ti,ab.

or/17-19

and/9,16,20

limit 21 to english language
LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/
COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.
or/23-30

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
31 not 32

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
0r/33-39

22 not 40
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Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

# Searches
1 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab.
2 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or

kindergar$ or boy? or girl?).ti,ab.

3 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab.

4 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab.

5 or/1-4

6 (diabet$ adj5 ("type one" or “type 1" or "type 1" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

7 (IDDM or T1D or TID or DM1 or DMI).ti,ab.

8 (ketosis or ketoacid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

9 (DK or DKA).ti,ab.

10 or/6-9

11 (ketone? or acetone? or acetoacetate? or OHB or 3HB or betaOHB or BOHB or 30HB or

hydroxy but$ or hydroxybut$ or betahydroxybut$ or 3hydroxybut$).ti,ab.
12 and/5,10-11

Cochrane Central Register of Controlled Trials

# Searches

1 ADOLESCENT/ or MINORS/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab.

9 or/1-8

10 exp DIABETES MELLITUS, TYPE 1/

11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

12 (IDDM or T1D or TID or DM1 or DMI).ti,ab.
13 exp KETOSIS/

14 (ketosis or ketoacid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

15 (DK or DKA).ti,ab.

16 or/10-15

17 exp KETONES/

18 HYDROXYBUTYRATES/

19 (ketone? or acetone? or acetoacetate? or OHB or 3HB or betaOHB or BOHB or 30HB or
hydroxy but$ or hydroxybut$ or betahydroxybut$ or 3hydroxybut$).ti,ab.

20 or/17-19
21 and/9,16,20

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

# Searches

1 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,tx,kw.

2 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,tx,kw.

3 (infan$ or neonat$ or newborn$ or baby or babies).tw,tx,kw.
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4 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw,tx,kw.

5 or/1-4

6 (diabet$ adj5 ("type one" or “type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).tw, tx,kw.

7 (IDDM or T1D or TID or DM1 or DMI).tw,tx.

8 (ketosis or ketoacid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).tw,tx,kw.

9 (DK or DKA).tw,tx.

10 or/6-9

11 (ketone? or acetone? or acetoacetate? or OHB or 3HB or betaOHB or BOHB or 30HB or
hydroxy but$ or hydroxybut$ or betahydroxybut$ or 3hydroxybut$).tw,tx,kw.

12 and/5,10-11

Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

9 or/1-8

10 INSULIN DEPENDENT DIABETES MELLITUS/

11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

12 (IDDM or T1D or TID or DM1 or DMI).ti,ab.

13 KETOACIDOSIS/ or DIABETIC KETOACIDOSIS/

14 KETONURIA/

15 (ketosis or ketoacid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

16 (DK or DKA).ti,ab.

17 or/10-16

18 and/9,17

19 JUVENILE DIABETES MELLITUS/

20 or/18-19

21 exp KETONE/

22 3 HYDROXYBUTYRIC ACID/ or HYDROXYBUTYRIC ACID/

23 (ketone? or acetone? or acetoacetate? or OHB or 3HB or betaOHB or BOHB or 30OHB or
hydroxy but$ or hydroxybut$ or betahydroxybut$ or 3hydroxybut$).ti,ab.

24 or/21-23

25 and/20,24

26 limit 25 to english language

27 conference abstract.pt.

28 letter.pt. or LETTER/

29 note.pt.

30 editorial.pt.

31 CASE REPORT/ or CASE STUDY/

32 (letter or comment* or abstracts).ti.

33 or/27-32

34 RANDOMIZED CONTROLLED TRIAL/ or random?*.ti,ab.

35 33 not 34
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36
37
38
39
40
41
42
43
44

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/
exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/35-42

26 not 43

Type 1 diabetes — dietary advice

Review questions:

What is the effectiveness of dietetic advice using carbohydrate counting in
maintaining glycaemic control in children and young people with type 1 diabetes?

What is the effectiveness of dietetic advice using glycaemic index in maintaining
glycaemic control in children and young people with type 1 diabetes?

Ovid MEDLINE(R)

#

A wN PP

12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.
or/10-12

GLYCEMIC INDEX/

DIETARY CARBOHYDRATES/

(glyc?emic adj3 (index or indice? or load)).ti,ab.
((carbohydrate? or CHO) adj3 (count$ or quant$ or exchang$ or diet$ or intake)).ti,ab.
(CHOXx or Gl).ti,ab.

or/14-18

and/9,13,19

limit 20 to english language

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/
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29
30
31
32
33
34
35
36
37
38
39
40

(letter or comment* or abstracts).ti.
or/22-29

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
30 not 31

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/32-38

21 not 39

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-4

(diabet$ adj5 ("type one" or "“type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/6-7

(glyc?emic adj3 (index or indice? or load)).ti,ab.

((carbohydrate? or CHO) adj3 (count$ or quant$ or exchang$ or diet$ or intake)).ti,ab.
(CHOXx or Gl).ti,ab.

or/9-11

and/5,8,12

limit 13 to english language

Cochrane Central Register of Controlled Trials

A W NP H

12
13
14
15
16
17

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

or/10-12

GLYCEMIC INDEX/

DIETARY CARBOHYDRATES/

(glyc?emic adj3 (index or indice? or load)).ti,ab.

((carbohydrate? or CHO) adj3 (count$ or quant$ or exchang$ or diet$ or intake)).ti,ab.
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18 (CHOx or Gl).ti,ab.
19 or/14-18
20 and/9,13,19

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

# Searches

1 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).kw,tw,tx,jw,rw.

2 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).kw,tw,tx,jw,rw.

3 (infan$ or neonat$ or newborn$ or baby or babies).kw,tw,tx,jw,rw.

4 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).kw,tw,tx,jw,rw.

5 or/1-4

6 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or

child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).kw,tw,tx.
7 (IDDM or T1D or TID or DM1 or DMI).kw,tw,tx.
8 or/6-7
9 (glyc?emic adj3 (index or indice? or load)).tw,tx,kw.
10 ((carbohydrate? or CHO) ad;j3 (count$ or quant$ or exchang$ or diet$ or intake)).tw,tx,kw.
11 (CHOx or GI).tw,tx.
12 or/9-11
13 and/5,8,12

Health Technology Assessment

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,jx,rw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,jx,rw.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).tw,jx,rw.

7 exp PEDIATRICS/ or exp PUBERTY/
8
9

A wNPFP H

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw,jx,rw.
or/1-8
10 exp DIABETES MELLITUS, TYPE 1/

11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immung$)).tw.

12 (IDDM or T1D or TID or DM1 or DMI).tw.

13 or/10-12

14 GLYCEMIC INDEX/

15 DIETARY CARBOHYDRATES/

16 (glyc?emic adj3 (index or indice? or load)).tw.

17 ((carbohydrate? or CHO) adj3 (count$ or quant$ or exchang$ or diet$ or intake)).tw.
18 (CHOx or Gl).tw.

19 or/14-18

20 and/9,13,19

Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.
3 exp CHILD/
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4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

9 or/1-8

10 INSULIN DEPENDENT DIABETES MELLITUS/

11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

12 (IDDM or T1D or TID or DM1 or DMI).ti,ab.

13 or/10-12

14 JUVENILE DIABETES MELLITUS/

15 and/9,13

16 or/14-15

17 GLYCEMIC INDEX/

18 CARBOHYDRATE DIET/

19 exp CARBOHYDRATE INTAKE/

20 (glyc?emic adj3 (index or indice? or load)).ti,ab.

21 ((carbohydrate? or CHO) adj3 (count$ or quant$ or exchang$ or diet$ or intake)).ti,ab.

22 (CHOx or Gl).ti,ab.

23 or/17-22

24 and/16,23

25 limit 24 to english language

26 conference abstract.pt.

27 letter.pt. or LETTER/

28 note.pt.

29 editorial.pt.

30 CASE REPORT/ or CASE STUDY/

31 (letter or comment* or abstracts).ti.

32 or/26-31

33 RANDOMIZED CONTROLLED TRIAL/ or random?*.ti,ab.

34 32 not 33

35 ANIMAL/ not HUMAN/

36 NONHUMAN/

37 exp ANIMAL EXPERIMENT/

38 exp EXPERIMENTAL ANIMAL/

39 ANIMAL MODEL/

40 exp RODENT/

41 (rat or rats or mouse or mice).ti.

42 or/34-41

43 25 not 42

PsycINFO

# Searches

1 adolescen$.ag.

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,id,jw.

3 (child$ or school$ or preschool$).ag.

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,id,jw.

5 (infan$ or neonat$).ag.

6 (infan$ or neonat$ or newborn$ or baby or babies or p?ediatric$ or pubert$ or prepubert$ or

pubescen$ or prepubescen$).ti,ab,id,jw.
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7
8
9

10
11
12
13
14
15
16
17
18
19
20
21

or/1-6
DIABETES MELLITUS/

(diabet$ adj5 ("type one" or “type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab,id.

(IDDM or T1D or TID or DM1 or DMI).ti,ab,id.
or/8-10

DIETS/

exp CARBOHYDRATES/

(glyc?emic adj3 (index or indice? or load)).ti,ab,id.
((carbohydrate? or CHO) adj3 (count$ or quant$ or exchang$ or diet$ or intake)).ti,ab,id.
(CHOxX or Gl).ti,ab,id.

or/12-16

and/7,11,17

limit 18 to english language

(book or dissertation abstract or encyclopedia).pt.
19 not 20

CINAHL with Full Text

#
S21

Query Limiters/Expanders
S6 AND S9 AND S20 Limiters - English Language; Exclude MEDLINE records

Search modes - Boolean/Phrase

S20
S19
S18

S17

S16
S15
S14
S13
S12
S11
S10
S9

S8

S7

S6

S5

S4

S3

S16 OR S19  Search modes - Boolean/Phrase

S17 AND S18 Search modes - Boolean/Phrase

TI (count* or quant* or exchang* or diet* or intake) or AB (count* or quant* or exchang* or

diet* or intake) Search modes - Boolean/Phrase

Tl (carbohydrate* or CHO) or AB (carbohydrate* or CHO) Search modes -

Boolean/Phrase

S10 OR S11 OR S12 OR S13 OR S14 OR S15 Search modes - Boolean/Phrase

TI (glycaemic load*) or AB (glycaemic load*) Search modes - Boolean/Phrase

TI (glycemic load*) or AB (glycemic load*) Search modes - Boolean/Phrase

AB (glycemic index) or AB (glycaemic index) Search modes - Boolean/Phrase

TI (glycemic index) or Tl (glycaemic index) Search modes - Boolean/Phrase

(MH "Dietary Carbohydrates+") Search modes - Boolean/Phrase

(MH "Glycemic Load") OR (MH "Glycemic Index") Search modes - Boolean/Phrase

S7 OR S8 Search modes - Boolean/Phrase

Tl (diabet* N5 ("type one" or "type 1" or "type I" or “insulin depend*” or juvenile or child* or

earl* or labile or brittle or “sudden onset” or “auto immun*” or autoimmun* or “auto-immun*))

OR AB (diabet* N5 ("type one" or "type 1" or "type I" or “insulin depend*” or juvenile or child*

or earl* or labile or brittle or “sudden onset” or “auto immun*” or autoimmun® or “auto-immun*))
Search modes - Boolean/Phrase

(MH "Diabetes Mellitus, Type 1+") Search modes - Boolean/Phrase

S1 OR S2 OR S3 OR S4 OR S5 Search modes - Boolean/Phrase

Tl (pediatric* or paediatric* or pubert* or prepubert* or pre-pubert* or pubescen* or

prepubescen* or pre-pubescen*) OR AB (pediatric* or paediatric* or pubert* or prepubert* or

pre-pubert* or pubescen* or prepubescen* or pre-pubescen*) or SO (pediatric* or paediatric*

or pubert* or prepubert* or pre-pubert* or pubescen* or prepubescen* or pre-pubescen*)
Search modes - Boolean/Phrase

TI (infan* or neonat* or newborn* or baby or babies) OR AB (infan* or neonat* or newborn* or

baby or babies) OR SO (infan* or neonat* or newborn* or baby or babies) Search

modes - Boolean/Phrase

TI (child* or schoolchild* or "school age" or "school aged" or preschool* or toddler* or kid# or

kindergar* or boy# or girl#) OR AB (child* or schoolchild* or "school age" or "school aged" or

preschool* or toddler* or kid# or kindergar* or boy# or girl#) OR SO (child* or schoolchild* or

"school age" or "school aged" or preschool* or toddler* or kid# or kindergar* or boy# or girl#)
Search modes - Boolean/Phrase
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S2 Tl (adolescen* or teen* or youth* or young or juvenile# or minors or highschool*) OR AB
(adolescen* or teen* or youth* or young or juvenile# or minors or highschool*) OR SO
(adolescen* or teen* or youth* or young or juvenile# or minors or highschool*)  Search
modes - Boolean/Phrase

S1 (MH "Infant, Newborn+") OR (MH "Infant+") OR (MH "Child, Preschool") OR (MH "Child+") OR
(MH "Adolescence+") Search modes - Boolean/Phrase

F.10 Type 1 and type 2 diabetes — diabetic ketoacidosis —
symptoms and signs

Review gquestion: What is the predictive value of symptoms, signs and biochemical
abnormalities as indicators of diabetic ketoacidosis in children and young people?

Ovid MEDLINE(R)

# Searches

1 ADOLESCENT/ or MINORS/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).ti,ab,jw.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).ti,ab,jw.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre

pubescen$).ti,ab,jw.
9 or/1-8
10 DIABETIC KETOACIDOSIS/
11 (DK or DKA).ti,ab.
12 or/10-11
13 exp KETOSIS/

14 (ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

15 or/13-14

16 exp DIABETES MELLITUS/
17 diabet$.mp.

18 or/16-17

19 and/15,18

20 9 and (12 or 19)

21 POLYDIPSIA/

22 DRINKING BEHAVIOR/

23 THIRST/

24 (polyd#psi$ or dehydrat$ or ((excess$ or frequen$) adj3 (thirst$ or fluid intake or
drink$))).ti,ab.

25 or/21-24

26 POLYURIA/

27 (polyuri$ or ((excess$ or frequen$) adj3 (urinat$ or urine))).ti,ab.
28 or/26-27

29 WEIGHT LOSS/

30 (weight adj3 (loss or lost or reduc$)).ti,ab.

31 or/29-30

32 DEHYDRATION/

33 (dehydrat$ or rehydrat$ or re hydrat$ or hydration status).ti,ab.
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34
35
36
37
38
39
40
41
42
43
44
45

46
47
48
49
50
51
52
53

54
55
56
57
58

59
60
61
62
63
64

65
66
67
68
69
70
71
72
73
74
75
76

77
78
79
80

or/32-33

NAUSEA/ or VOMITING/

(nausea or emesis or vomit$).ti,ab.

or/35-36

ABDOMINAL PAIN/ or ABDOMEN, ACUTE/
((abdom#n$ adj3 pain$) or acute abdomen).ti,ab.
or/38-39

DYSPNEA/

TACHYPNEA/

HYPERVENTILATION/

(respirat$ adj (distress or rate)).ti,ab.

(breath$ adj3 (difficult$ or pattern$ or abnormal$ or dysfunction$ or labo?r$ or deep$ or
shallow$ or rapid$ or short$ or effort$)).ti,ab.

(gasping or kussmaul or dyspnea or tachypnea or breathless$ or hyperventilat$).ti,ab.
or/41-46

CONSCIOUSNESS DISORDERS/ or exp CONFUSION/

(conscious$ or confus$ or deliri$ or mental state$).ti,ab.

or/48-49

"SIGNS AND SYMPTOMS"/

(sign? or symptom? or indicat$ or presentation).ti,ab.

((clinical or physical or presenting) adj3 (feature? or finding? or factor? or manifest$ or
aspect?)).ti,ab.

or/51-53

or/25,28,31,34,37,40,47,50,54

exp HYPERGLYCEMIA/

hyperglyc?emis$.ti,ab.

((high or elevat$ or excess$ or abnormal$ or above or extreme$) adj3 (blood glucose or blood
sugar?)).ti,ab.

BLOOD GLUCOSE/an

(BGM or glucometer or glucosemeter$ or (glucose adj meter$)).ti,ab.

(finger prick or finger-prick or fingerstick or finger-stick or "finger stick").ti,ab.

or/56-61

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuria or hyperketonuria or keton?emi$ or
hyperketon?emi$ or ketogenesis).ti,ab.

KETONES/

3-HYDROXYBUTYRIC ACID/

HYDROXYBUTYRATES/

0r/65-67

URINALYSIS/

BLOOD CHEMICAL ANALYSIS/

or/69-70

and/68,71

KETONES/an, bl, ur [Analysis, Blood, Urine]
3-HYDROXYBUTYRIC ACID/an, bl, ur [Analysis, Blood, Urine]
HYDROXYBUTYRATES/an, bl, ur [Analysis, Blood, Urine]

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (ketone? or hydroxy butyr$ or
hydroxybutyr$ or beta hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-
hydroxybutyr$" or 3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3
OHB" or "3-OHB" or 30OHB or "3 HB" or "3-HB" or 3HB)).ti,ab.

((urine or urinary) adj3 (dipstick or dip test)).ti,ab.
0r/63-64,72-77

ACIDOSIS/

(acidosis or (blood? adj3 acid$) or acid?emi$).ti,ab.
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81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96

97

98

99

100
101
102
103
104
105
106
107
108
109
110
111
112
113
114
115
116
117
118
119
120
121
122
123
124
125
126
127

HYDROGEN-ION CONCENTRATION/
ACID-BASE EQUILIBRIUM/

ACID-BASE IMBALANCE/

BICARBONATES/

ELECTROLYTES/

or/81-85

BLOOD GAS ANALYSIS/

BLOOD CHEMICAL ANALYSIS/

or/87-88

and/86,89

HYDROGEN-ION CONCENTRATION/an, bl, ur [Analysis, Blood, Urine]
ACID-BASE EQUILIBRIUM/an, bl [Analysis, Blood]
ACID-BASE IMBALANCE/bI, ur [Blood, Urine]
BICARBONATES/an, bl, ur [Analysis, Blood, Urine]
ELECTROLYTES/an, bl, ur [Analysis, Blood, Urine]

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (acid base or pH or
bicarbonate$ or electrolyte$)).ti,ab.

(blood gas or ABG or blood test$).ti,ab.
or/79-80,90-97

(biochemical adj3 (variable? or measur$ or marker? or parameter? or abnormal$)).ti,ab.
0r/62,78,98-99

or/55,100

exp "SENSITIVITY AND SPECIFICITY"/
exp BLOOD CHEMICAL ANALYSIS/
URINALYSIS/

(detect$ or diagnos$ or predict$ or sensitiv$ or accuracy or test$).mp.
or/102-105

and/20,101,106

limit 107 to english language

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.
0r/109-116

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
117 not 118

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/119-125

108 not 126

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

#
1

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).ti,ab,jw.
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10
11

12
13
14
15
16
17
18

19
20
21
22

23
24
25

26
27
28
29

30

31
32
33
34

35
36
37
38
39
40

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).ti,ab,jw.

or/1-4

(diabetic ketoacidosis or DK or DKA).ti,ab.

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

diabet$.mp.
and/7-8
5and (6 or 9)

(polyd#psi$ or dehydrat$ or ((excess$ or frequen$) adj3 (thirst$ or fluid intake or
drink$))).ti,ab.

(polyuri$ or ((excess$ or frequen$) adj3 (urinat$ or urine))).ti,ab.
(weight adj3 (loss or lost or reduc$)).ti,ab.

(dehydrat$ or rehydrat$ or re hydrat$ or hydration status).ti,ab.
(nausea or emesis or vomit$).ti,ab.

((abdom#n$ adj3 pain$) or acute abdomen).ti,ab.

(respirat$ adj (distress or rate)).ti,ab.

(breath$ adj3 (difficult$ or pattern$ or abnormal$ or dysfunction$ or labo?r$ or deep$ or
shallow$ or rapid$ or short$ or effort$)).ti,ab.

(gasping or kussmaul or dyspnea or tchypnea or breathless$ or hyperventilat$).ti,ab.
(conscious$ or confus$ or deliri$ or mental state$).ti,ab.

(sign? or symptom? or indicat$ or presentation).ti,ab.

((clinical or physical or presenting) adj3 (feature? or finding? or factor? or manifest$ or
aspect?)).ti,ab.

or/11-22

hyperglyc?emi$.ti,ab.

((high or elevat$ or excess$ or abnormal$ or above or extreme$) adj3 (blood glucose or blood
sugar?)).ti,ab.

(BGM or glucometer or glucosemeter$ or (glucose adj meter$)).ti,ab.

(finger prick or finger-prick or fingerstick or finger-stick or "finger stick").ti,ab.

or/24-27

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuria or hyperketonuria or keton?emi$ or
hyperketon?emi$ or ketogenesis).ti,ab.

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (ketone? or hydroxy butyr$ or
hydroxybutyr$ or beta hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-
hydroxybutyr$" or 3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3
OHB" or "3-OHB" or 30OHB or "3 HB" or "3-HB" or 3HB)).ti,ab.

((urine or urinary) adj3 (dipstick or dip test)).ti,ab.

or/29-31

(acidosis or (blood? adj3 acid$) or acid?emi$).ti,ab.

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (acid base or pH or
bicarbonate$ or electrolyte$)).ti,ab.

(blood gas or ABG or blood test$).ti,ab.

or/33-35

(biochemical adj3 (variable? or measur$ or marker? or parameter? or abnormal$)).ti,ab.
0r/23,28,32,36-37

(detect$ or diagnos$ or predict$ or sensitiv$ or accuracy or test$).mp.

and/10,38-39
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Cochrane Central Register of Controlled Trials

#
1
2

i

0 N o O

10
11
12
13
14

15
16
17
18
19
20
21
22
23
24

25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).ti,ab,jw.

exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).ti,ab,jw.

or/1-8

DIABETIC KETOACIDOSIS/

(DK or DKA).ti,ab.

or/10-11

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

or/13-14

exp DIABETES MELLITUS/

diabet$.mp.

or/16-17

and/15,18

9 and (12 or 19)

POLYDIPSIA/

DRINKING BEHAVIOR/

THIRST/

(polyd#psi$ or dehydrat$ or ((excess$ or frequen$) adj3 (thirst$ or fluid intake or
drink$))).ti,ab.

or/21-24

POLYURIA/

(polyuri$ or ((excess$ or frequen$) adj3 (urinat$ or urine))).ti,ab.
or/26-27

WEIGHT LOSS/

(weight adj3 (loss or lost or reduc$)).ti,ab.
or/29-30

DEHYDRATION/

(dehydrat$ or rehydrat$ or re hydrat$ or hydration status).ti,ab.
or/32-33

NAUSEA/ or VOMITING/

(nausea or emesis or vomit$).ti,ab.

or/35-36

ABDOMINAL PAIN/ or ABDOMEN, ACUTE/
((abdom#n$ adj3 pain$) or acute abdomen).ti,ab.
or/38-39

DYSPNEA/

TACHYPNEA/

HYPERVENTILATION/

(respirat$ adj (distress or rate)).ti,ab.

(breath$ adj3 (difficult$ or pattern$ or abnormal$ or dysfunction$ or labo?r$ or deep$ or
shallow$ or rapid$ or short$ or effort$)).ti,ab.
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46
47
48
49
50
51
52
53

54
55
56
57
58

59
60
61
62
63
64

65
66
67
68
69
70
71
72
73
74
75
76

77
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92

(gasping or kussmaul or dyspnea or tchypnea or breathless$ or hyperventilat$).ti,ab.
or/41-46

CONSCIOUSNESS DISORDERS/ or exp CONFUSION/

(conscious$ or confus$ or deliri$ or mental state$).ti,ab.

or/48-49

"SIGNS AND SYMPTOMS"/

(sign? or symptom? or indicat$ or presentation).ti,ab.

((clinical or physical or presenting) adj3 (feature? or finding? or factor? or manifest$ or
aspect?)).ti,ab.

or/51-53

or/25,28,31,34,37,40,47,50,54

exp HYPERGLYCEMIA/

hyperglyc?emis$.ti,ab.

((high or elevat$ or excess$ or abnormal$ or above or extreme$) adj3 (blood glucose or blood
sugar?)).ti,ab.

BLOOD GLUCOSE/an

(BGM or glucometer or glucosemeter$ or (glucose adj meter$)).ti,ab.

(finger prick or finger-prick or fingerstick or finger-stick or "finger stick").ti,ab.

or/56-61

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuria or hyperketonuria or keton?emi$ or
hyperketon?emi$ or ketogenesis).ti,ab.

KETONES/

3-HYDROXYBUTYRIC ACID/

HYDROXYBUTYRATES/

or/65-67

URINALYSIS/

BLOOD CHEMICAL ANALYSIS/

or/69-70

and/68,71

KETONES/an, bl, ur [Analysis, Blood, Urine]
3-HYDROXYBUTYRIC ACID/an, bl, ur [Analysis, Blood, Urine]
HYDROXYBUTYRATES/an, bl, ur [Analysis, Blood, Urine]

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (ketone? or hydroxy butyr$ or
hydroxybutyr$ or beta hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-
hydroxybutyr$" or 3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3
OHB" or "3-OHB" or 30OHB or "3 HB" or "3-HB" or 3HB)).ti,ab.

((urine or urinary) adj3 (dipstick or dip test)).ti,ab.
or/63-64,72-77

ACIDOSIS/

(acidosis or (blood? adj3 acid$) or acid?emi$).ti,ab.
HYDROGEN-ION CONCENTRATION/
ACID-BASE EQUILIBRIUM/

ACID-BASE IMBALANCE/

BICARBONATES/

ELECTROLYTES/

or/81-85

BLOOD GAS ANALYSIS/

BLOOD CHEMICAL ANALYSIS/

or/87-88

and/86,89

HYDROGEN-ION CONCENTRATION/an, bl, ur [Analysis, Blood, Urine]
ACID-BASE EQUILIBRIUM/an, bl [Analysis, Blood]
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93 ACID-BASE IMBALANCE/bI, ur [Blood, Urine]

94 BICARBONATES/an, bl, ur [Analysis, Blood, Urine]

95 ELECTROLYTES/an, bl, ur [Analysis, Blood, Urine]

96 ((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (acid base or pH or
bicarbonate$ or electrolyte$)).ti,ab.

97 (blood gas or ABG or blood test$).ti,ab.

98 or/79-80,90-97

99 (biochemical adj3 (variable? or measur$ or marker? or parameter? or abnormal$)).ti,ab.

100 or/62,78,98-99

101 55 or 100

102 20 and 101

103 exp "SENSITIVITY AND SPECIFICITY"/

104 exp BLOOD CHEMICAL ANALYSIS/

105 URINALYSIS/

106 (detect$ or diagnos$ or predict$ or sensitivs or accuracy or test$).mp.

107 or/103-106

108 102 and 107

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

# Searches

1 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).kw,tw,tx,jw,rw.

2 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or

toddler$ or kid? or kindergar$ or boy? or girl?).kw,tw,tx,jw,rw.

3 (infan$ or neonat$ or newborn$ or baby or babies).kw,tw,tx,jw,rw.

4 (p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).kw,tw,tx,jw,rw.

5 or/1-4

6 (diabetic ketoacidosis or DK or DKA).kw,tw,tx.

7 (ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).kw,tw,tx.

8 diabet$.kw,tw,tx.

9 and/7-8

10 5and (6 or 9)

11 POLYDIPSIA .kw.

12 DRINKING BEHAVIOR.kw.
13 THIRST.kw.

14 (polyd#psi$ or dehydrat$ or ((excess$ or frequen$) adj3 (thirst$ or fluid intake or
drink$))).tw,tx.

15 or/11-14

16 POLYURIA.kw.

17 (polyuri$ or ((excess$ or frequen$) adj3 (urinat$ or urine))).tw,tx.
18 or/16-17

19 WEIGHT LOSS.kw.

20 (weight adj3 (loss or lost or reduc$)).tw,tx.

21 or/19-20

22 DEHYDRATION.kw.

23 (dehydrat$ or rehydrat$ or re hydrat$ or hydration status).tw,tx.
24 or/22-23

25 (NAUSEA or VOMITING).kw.

26 (nausea or emesis or vomit$).tw,tx.

27 or/25-26
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28
29
30
31
32
33
34
35

36
37
38
39
40
41
42
43

44
45
46
47
48

49
50
51
52
53

54
55
56
57
58
59
60
61
62

63
64
65
66
67
68
69
70
71
72
73
74

(ABDOMINAL PAIN or ABDOMEN, ACUTE).kw.
((abdom#n$ adj3 pain$) or acute abdomen).tw,tx.
or/28-29

DYSPNEA.kw.

TACHYPNEA .kw.

HYPERVENTILATION.kw.

(respirat$ adj (distress or rate)).tw,tx.

(breath$ adj3 (difficult$ or pattern$ or abnormal$ or dysfunction$ or labo?r$ or deep$ or
shallow$ or rapid$ or short$ or effort$)).tw,tx.

(gasping or kussmaul or dyspnea or tachypnea or breathless$ or hyperventilat$).tw,tx.
or/31-36

(CONSCIOUSNESS DISORDERS or CONFUSION or DELIRIUM).kw.

(conscious$ or confus$ or deliri$ or mental state$).tw,tx.

or/38-39

"SIGNS AND SYMPTOMS".kw.

(sign? or symptom? or indicat$ or presentation).tw,tx.

((clinical or physical or presenting) adj3 (feature? or finding? or factor? or manifest$ or
aspect?)).tw,tx.

or/41-43

or/15,18,21,24,27,30,37,40,44

(HYPERGLYCEMIA or GLUCOSE INTOLERANCE).kw.

hyperglyc?emi$.tw,tx.

((high or elevat$ or excess$ or abnormal$ or above or extreme$) adj3 (blood glucose or blood
sugar?)).tw,tx.

(BGM or glucometer or glucosemeter$ or (glucose adj meter$)).tw,tx.

(finger prick or finger-prick or fingerstick or finger-stick or “finger stick™).tw,tx.

or/46-50

(KETOSIS or DIABETIC KETOACIDOSIS).kw.

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuria or hyperketonuria or keton?emi$ or
hyperketon?emi$ or ketogenesis).tw,tx.

KETONES. .kw.
3-HYDROXYBUTYRIC ACID.kw.
HYDROXYBUTYRATES. kw.
or/54-56

URINALYSIS.kw.

BLOOD CHEMICAL ANALYSIS.kw.
or/58-59

and/57,60

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (ketone? or hydroxy butyr$ or
hydroxybutyr$ or beta hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-
hydroxybutyr$" or 3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3
OHB" or "3-OHB" or 30HB or "3 HB" or "3-HB" or 3HB)).tw,tx.

((urine or urinary) adj3 (dipstick or dip test)).tw,tx.
or/52-53,61-63

ACIDOSIS. kw.

(acidosis or (blood? adj3 acid$) or acid?emis$).tw,tx.
HYDROGEN-ION CONCENTRATION.kw.
ACID-BASE EQUILIBRIUM.kw.

ACID-BASE IMBALANCE.kw.
BICARBONATES. . kw.

ELECTROLYTES.kw.

or/67-71

BLOOD GAS ANALYSIS.kw.

BLOOD CHEMICAL ANALYSIS.kw.
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75 or/73-74
76 and/72,75

77 ((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (acid base or pH or
bicarbonate$ or electrolyte$)).tw,tx.

78 (blood gas or ABG or blood test$).tw,tx.
79 0r/65-66,76-78

80 (biochemical adj3 (variable? or measur$ or marker? or parameter? or abnormal$)).tw,tx.
81 or/51,64,79-80

82 or/45,81

83 "SENSITIVITY AND SPECIFICITY".kw.

84 "PREDICTIVE VALUE OF TESTS".kw.

85 BLOOD CHEMICAL ANALYSIS.kw.

86 BLOOD GAS ANALYSIS.kw.

87 URINALYSIS.kw.

88 (detect$ or diagnos$ or predict$ or sensitiv$ or accuracy or test$).mp.
89 0r/83-88

90 and/10,82,89

Health Technology Assessment

# Searches

1 ADOLESCENT/ or MINORS/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).tw,jx,rw.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or

toddler$ or kid? or kindergar$ or boy? or girl?).tw,jx,rw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).tw,jx,rw,jx,rw.
exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).tw,jx,rw.

9 or/1-8

10 DIABETIC KETOACIDOSIS/
11 (DK or DKA).tw.

12 or/10-11

13 exp KETOSIS/

14 (ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).tw.

15 or/13-14

16 exp DIABETES MELLITUS/

17 diabet$.mp.

18 or/16-17

19 and/15,18

20 9 and (12 or 19)

21 POLYDIPSIA/

22 DRINKING BEHAVIOR/

23 THIRST/

24 (polyd#psi$ or dehydrat$ or ((excess$ or frequen$) adj3 (thirst$ or fluid intake or drink$))).tw.
25 or/21-24

26 POLYURIA/

27 (polyuri$ or ((excess$ or frequen$) adj3 (urinat$ or urine))).tw.
28 or/26-27

29 WEIGHT LOSS/

0 N o O
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30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45

46
47
48
49
50
51
52
53

54
55
56
57
58

59
60
61
62
63
64

65
66
67
68
69
70
71
72
73
74
75
76

(weight adj3 (loss or lost or reduc$)).tw.
or/29-30

DEHYDRATION/

(dehydrat$ or rehydrat$ or re hydrat$ or hydration status).tw.
or/32-33

NAUSEA/ or VOMITING/

(nausea or emesis or vomit$).tw.

or/35-36

ABDOMINAL PAIN/ or ABDOMEN, ACUTE/
((abdom#n$ adj3 pain$) or acute abdomen).tw.
or/38-39

DYSPNEA/

TACHYPNEA/

HYPERVENTILATION/

(respirat$ adj (distress or rate)).tw.

(breath$ adj3 (difficult$ or pattern$ or abnormal$ or dysfunction$ or labo?r$ or deep$ or
shallow$ or rapid$ or short$ or effort$)).tw.

(gasping or kussmaul or dyspnea or tachypnea or breathless$ or hyperventilat$).tw.
or/41-46

CONSCIOUSNESS DISORDERS/ or exp CONFUSION/

(conscious$ or confus$ or deliri$ or mental state$).tw.

or/48-49

"SIGNS AND SYMPTOMS"/

(sign? or symptom? or indicat$ or presentation).tw.

((clinical or physical or presenting) adj3 (feature? or finding? or factor? or manifest$ or
aspect?)).tw.

or/51-53

or/25,28,31,34,37,40,47,50,54

exp HYPERGLYCEMIA/

hyperglyc?emi$.tw.

((high or elevat$ or excess$ or abnormal$ or above or extreme$) adj3 (blood glucose or blood
sugar?)).tw.

BLOOD GLUCOSE/an

(BGM or glucometer or glucosemeter$ or (glucose adj meter$)).tw.

(finger prick or finger-prick or fingerstick or finger-stick or "finger stick").tw.

or/56-61

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuria or hyperketonuria or keton?emi$ or
hyperketon?emi$ or ketogenesis).tw.

KETONES/

3-HYDROXYBUTYRIC ACID/

HYDROXYBUTYRATES/

or/65-67

URINALYSIS/

BLOOD CHEMICAL ANALYSIS/

or/69-70

and/68,71

KETONES/an, bl, ur [Analysis, Blood, Urine]
3-HYDROXYBUTYRIC ACID/an, bl, ur [Analysis, Blood, Urine]
HYDROXYBUTYRATES/an, bl, ur [Analysis, Blood, Urine]

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (ketone? or hydroxy butyr$ or
hydroxybutyr$ or beta hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-
hydroxybutyr$" or 3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3
OHB" or "3-OHB" or 30OHB or "3 HB" or "3-HB" or 3HB)).tw.
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77 ((urine or urinary) adj3 (dipstick or dip test)).tw.

78 or/63-64,72-77

79 ACIDOSIS/

80 (acidosis or (blood? adj3 acid$) or acid?emi$).tw.

81 HYDROGEN-ION CONCENTRATION/

82 ACID-BASE EQUILIBRIUM/

83 ACID-BASE IMBALANCE/

84 BICARBONATES/

85 ELECTROLYTES/

86 or/81-85

87 BLOOD GAS ANALYSIS/

88 BLOOD CHEMICAL ANALYSIS/

89 or/87-88

90 and/86,89

91 HYDROGEN-ION CONCENTRATION/an, bl, ur [Analysis, Blood, Urine]

92 ACID-BASE EQUILIBRIUM/an, bl [Analysis, Blood]

93 ACID-BASE IMBALANCE/bI, ur [Blood, Urine]

94 BICARBONATES/an, bl, ur [Analysis, Blood, Urine]

95 ELECTROLYTES/an, bl, ur [Analysis, Blood, Urine]

96 ((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (acid base or pH or
bicarbonate$ or electrolyte$)).tw.

97 (blood gas or ABG or blood test$).tw.

98 or/79-80,90-97

99 (biochemical adj3 (variable? or measur$ or marker? or parameter? or abnormal$)).tw.

100 0r/62,78,98-99

101 55 or 100

102 20 and 101

103 exp "SENSITIVITY AND SPECIFICITY"/

104 exp BLOOD CHEMICAL ANALYSIS/

105 URINALYSIS/

106 (detect$ or diagnos$ or predict$ or sensitivs or accuracy or test$).mp.

107 0r/103-106

108 102 and 107

Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

9 or/1-8

10 KETOACIDOSIS/

11 KETONURIA/

12 (ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

13 or/10-12

14 exp DIABETES MELLITUS/

15 diabet$.mp.
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16 or/14-15

17 and/13,16

18 DIABETIC KETOACIDOSIS/
19 (DK or DKA).ti,ab.

20 or/18-19

21 9 and (17 or 20)

22 POLYDIPSIA/

23 THIRST/

24 (polyd#psi$ or dehydrat$ or ((excess$ or frequen$) adj3 (thirst$ or fluid intake or
drink$))).ti,ab.

25 or/22-24

26 POLYURIA/

27 (polyuri$ or ((excess$ or frequen$) adj3 (urinat$ or urine))).ti,ab.

28 or/26-27

29 WEIGHT REDUCTION/

30 (weight adj3 (loss or lost or reduc$)).ti,ab.

31 or/29-30

32 DEHYDRATION/

33 (dehydrat$ or rehydrat$ or re hydrat$ or hydration status).ti,ab.

34 or/32-33

35 NAUSEA/ or VOMITING/

36 (nausea or emesis or vomit$).ti,ab.

37 or/35-36

38 exp ABDOMINAL PAIN/ or ACUTE ABDOMEN/

39 ((abdom#n$ adj3 pain$) or acute abdomen).ti,ab.

40 or/38-39

41 DYSPNEA/ or TACHYPNEA/ or HYPERVENTILATION/

42 (respirat$ adj (distress or rate)).ti,ab.

43 (breath$ adj3 (difficult$ or pattern$ or abnormal$ or dysfunction$ or labo?r$ or deep$ or
shallow$ or rapid$ or short$ or effort$)).ti,ab.

44 (gasping or kussmaul or dyspnea or tachypnea or breathless$ or hyperventilat$).ti,ab.

45 or/41-44

46 CONSCIOUSNESS LEVEL/

47 CONFUSION/ or DELIRIUM/

48 (conscious$ or confus$ or deliri$ or mental state$).ti,ab.

49 or/46-48

50 PHYSICAL DISEASE BY BODY FUNCTION/

51 (sign? or symptom? or indicat$ or presentation).ti,ab.

52 ((clinical or physical or presenting) adj3 (feature? or finding? or factor? or manifest$ or
aspect?)).ti,ab.

53 or/50-52

54 or/25,28,31,34,37,40,45,49,53

55 HYPERGLYCEMIA/

56 hyperglyc?emi$.ti,ab.

57 ((high or elevat$ or excess$ or abnormal$ or above or extreme$) adj3 (blood glucose or blood
sugar?)).ti,ab.

58 GLUCOSE BLOOD LEVEL/

59 BLOOD GLUCOSE MONITORING/

60 BLOOD GLUCOSE METER/

61 (BGM or glucometer or glucosemeter$ or (glucose adj meter$)).ti,ab.

62 (finger prick or finger-prick or fingerstick or finger-stick or "finger stick").ti,ab.

63 or/55-62

64 KETOACIDOSIS/
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65
66
67

68
69
70
71
72
73
74
75
76
77
78
79

80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96

97

98

99

100
101
102
103
104
105
106
107
108
109
110
111
112

KETONEMIA/
KETONURIA/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuria or hyperketonuria or keton?emi$ or
hyperketon?emi$ or ketogenesis).ti,ab.

KETONE/

KETONE BODY/

3-HYDROXYBUTYRIC ACID/
HYDROXYBUTYRIC ACID/

or/68-71

URINALYSIS/ or BLOOD ANALYSIS/ or BLOOD CHEMISTRY/
and/72-73

KETONE/an [Drug Analysis]

KETONE BODY/an [Drug Analysis]
3-HYDROXYBUTYRIC ACID/an [Drug Analysis]
HYDROXYBUTYRIC ACID/an [Drug Analysis]

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (ketone? or hydroxy butyr$ or
hydroxybutyr$ or beta hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-
hydroxybutyr$" or 3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3
OHB" or "3-OHB" or 30HB or "3 HB" or "3-HB" or 3HB)).ti,ab.

((urine or urinary) adj3 (dipstick or dip test)).ti,ab.
or/64-67,74-80

ACIDOSIS/

(acidosis or (blood? adj3 acid$) or acid?emi$).ti,ab.
ACID BASE BALANCE/

BLOOD pH/

BICARBONATE/

ELECTROLYTE/

or/84-87

BLOOD ANALYSIS/ or BLOOD CHEMISTRY/ or BLOOD GAS ANALYSIS/
and/88-89

BICARBONATE BLOOD LEVEL/

exp ELECTROLYTE BLOOD LEVEL/

ACID BASE BALANCE/an [Drug Analysis]
BICARBONATE/an [Drug Analysis]
ELECTROLYTE/an [Drug Analysis]

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (acid base or pH or
bicarbonate$ or electrolyte$)).ti,ab.

(blood gas or ABG or blood test$).ti,ab.

0r/82-83,90-97

(biochemical adj3 (variable? or measur$ or marker? or parameter? or abnormal$)).ti,ab.
0r/63,81,98-99

or/54,100

"SENSITIVITY AND SPECIFICITY"/

DIAGNOSTIC ACCURACY/

DIAGNOSTIC TEST/

DIAGNOSTIC VALUE/

PREDICTIVE VALUE/

(detect$ or diagnos$ or predict$ or sensitiv$ or specificity).tw.
or/102-107

and/21,101,108

limit 109 to english language

conference abstract.pt.

letter.pt. or LETTER/
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113 note.pt.

114 editorial.pt.

115 CASE REPORT/ or CASE STUDY/
116 (letter or comment* or abstracts).ti.
117 or/111-116

118 RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
119 117 not 118

120 ANIMAL/ not HUMAN/

121 NONHUMAN/

122 exp ANIMAL EXPERIMENT/

123 exp EXPERIMENTAL ANIMAL/
124 ANIMAL MODEL/

125 exp RODENT/

126 (rat or rats or mouse or mice).ti.
127 0r/119-126

128 110 not 127

Type 1 and type 2 diabetes — diabetic ketoacidosis —
assessments, monitoring and investigations

Review guestions:

What routine assessments and investigations should be used to guide management in
children and young people who present with diabetic ketoacidosis?

Which of the following should be performed as clinical monitoring during treatment of
diabetic ketoacidosis in children and young people:

e general observations (for example, heart and respiratory rate and blood pressure)
e body weight

e hydration status

o fluid balance

¢ neurological observations

e electrocardiographic (ECG) monitoring?

Which of the following laboratory investigations should be performed to monitor
children and young people during treatment for diabetic ketoacidosis:

e blood glucose

e blood or urine ketones

e serum urea or electrolytes
e acid/base status?

Ovid MEDLINE(R)

# Searches

1 ADOLESCENT/ or MINORS/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).ti,ab,jw.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).ti,ab,jw.

5 exp INFANT/
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0 N O

10
11
12
13
14

15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30

31

32

33

34
35
36
37

38

39
40
41
42
43
44
45
46

47

48
49
50
51

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).ti,ab,jw.

or/1-8

DIABETIC KETOACIDOSIS/

(DK or DKA).ti,ab.

or/10-11

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

or/13-14

exp DIABETES MELLITUS/

diabet$.mp.

or/16-17

and/15,18

9 and (12 or 19)

exp VITAL SIGNS/

SYMPTOM ASSESSMENT/

exp AIRWAY MANAGEMENT/

exp INTUBATION/

exp NEUROLOGIC EXAMINATION/

BLOOD PRESSURE DETERMINATION/

exp CONFUSION/

CONSCIOUSNESS DISORDERS/

GLASGOW COMA SCALE/

((clinical or physical or physiolog$ or neurologic$) adj3 (observ$ or indication? or indicator? or
investigat$ or assess$ or status or sign? or symptom? or characteristic? or monitor$)).ti.
((clinical or physical or physiolog$ or neurologic$) adj3 (observ$ or indication? or indicator? or
investigat$ or assess$ or status or sign? or symptom? or characteristic? or monitor$)).ab.
[freq=2

(vital sign? or pulse? or heart rate? or blood pressure? or circulation? or respirat$ or breathing
or airway or nasogastric tube or nasogastric intubat$ or NG tube or temperature or conscious$
or glasgow coma or GCS or alert$ or confusion or confused or delirium or delirious or mental
stat$ or reflex$ or pupil).ti.

(vital sign? or pulse? or heart rate? or blood pressure? or circulation? or respirat$ or breathing
or airway or nasogastric tube or nasogastric intubat$ or NG tube or temperature or conscious$
or glasgow coma or GCS or alert$ or confusion or confused or delirium or delirious or mental
stat$ or reflex$ or pupil).ab. /freq=2

or/21-33

and/20,34

exp BODY WEIGHT CHANGES/

(body weight or (weight adj3 (gain$ or increas$ or raise or raising or rising or lose or lost or
loss$ or decreas$ or drop$ or fall$ or chang$ or fluctuat$))).ti.

(body weight or (weight adj3 (gain$ or increas$ or raise or raising or rising or lose or lost or
loss$ or decreas$ or drop$ or fall$ or chang$ or fluctuat$))).ab. /freq=2

or/36-38

and/20,39

DEHYDRATION/

(dehydrat$ or hydration status or rehydrate$ or re hydrat$).ti,ab.

WATER-ELECTROLYTE BALANCE/

WATER-ELECTROLYTE IMBALANCE/

exp FLUID THERAPY/

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj3 (volume? or
balance? or imbalance?)).ti.

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj3 (volume? or
balance? or imbalance?)).ab. /freq=2

(volume adj3 expan$).ti,ab.

OLIGURIA/

((urine or urinary) adj3 (reduc$ or decreas$ or drop$ or fall$ or produc$ or output$)).ti,ab.
REGIONAL BLOOD FLOW/ and (FINGERS/bs or CAPILLARIES/ph)
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52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72

73

74

75

76
77
78
79
80
81

82

83
84
85
86
87

88

89
90
91
92
93
94

capillary refill$.ti,ab.

SKIN/

(skin turgor or skin colo?r or pinch test).ti,ab.

EYE/

sunken eye?.ti,ab.

exp LOWER EXTREMITY/

exp UPPER EXTREMITY/

(cold adj3 (extremit$ or limb? or hand? or finger? or foot or feet or toe?)).ti,ab.

MOUTH MUCOSA/

(mucosa or mucous membrane?).ti,ab.

or/41-61

and/20,62

ELECTROCARDIOGRAPHY/

(electrocardio$ or ECG).ti,ab.

or/64-65

and/20,66

0r/35,40,63,67

CLINICAL LABORATORY TECHNIQUES/

BLOOD GAS ANALYSIS/

URINALYSIS/

(laboratory adj3 (parameter? or value? or observ$ or indication? or indicator? or investigat$ or
assess$ or evaluat$ or analys$ or test? or monitor$)).ti.

(laboratory adj3 (parameter? or value? or observ$ or indication? or indicator? or investigat$ or
assess$ or evaluat$ or analys$ or test? or monitor$)).ab. /freq=2

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (parameter? or value? or
observ$ or indication? or indicator? or investigat$ or assess$ or evaluat$ or analys$ or test?
or monitor$)).ti.

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (parameter? or value? or
observ$ or indication? or indicator? or investigat$ or assess$ or evaluat$ or analys$ or test?
or monitor$)).ab. /freq=2

or/69-75

and/20,76

BLOOD GLUCOSE/an [Analysis]

GLUCOSE TOLERANCE TEST/

(OGTT or FPG or fasting plasma glucose).ti,ab.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (glucose or blood sugar$)).ti.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (glucose or blood sugar$)).ab. /freq=2

or/78-82

and/20,83

KETONES/an, bl, ur [Analysis, Blood, Urine]

exp KETONE BODIES/an, bl, ur [Analysis, Blood, Urine]

((capillar$ or blood$ or plasma or serum or urine or urinary) adj5 (ketone? or hydroxy butyr$ or
hydroxybutyr$ or beta hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-
hydroxybutyr$" or 3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3
OHB" or "3-OHB" or 30HB or "3 HB" or "3-HB" or 3HB)).ti,ab.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (ketone? or hydroxy butyr$ or hydroxybutyr$ or beta
hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-hydroxybutyr$" or
3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3 OHB" or "3-OHB"
or 30HB or "3 HB" or "3-HB" or 3HB)).ti,ab.

or/85-88

POINT-OF-CARE SYSTEMS/

(near patient or bedside or bed side or point of care).ti,ab.

0r/89-91

and/20,92

PLASMA/ and OSMOLAR CONCENTRATION/
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95
96
97
98
99
100
101
102
103
104
105

106

107
108
109
110
111
112
113
114
115
116
117
118
119
120
121
122
123
124
125
126
127
128
129
130
131
132
133
134
135
136
137
138
139
140
141
142
143
144

((plasma or serum or blood) adj3 (osmola$ or tonicity)).ti,ab.
HYDROGEN-ION CONCENTRATION/

ACID-BASE EQUILIBRIUM/

ACID-BASE IMBALANCE/

BICARBONATES/an, bl, ur [Analysis, Blood, Urine]
ELECTROLYTES/an, bl, ur [Analysis, Blood, Urine]
SODIUM/an, bl, ur [Analysis, Blood, Urine]
POTASSIUM/an, bl, ur [Analysis, Blood, Urine]

exp CHLORIDES/an, bl, ur [Analysis, Blood, Urine]
UREA/an, bl, ur [Analysis, Blood, Urine]

((capillar$ or blood$ or plasma or serum or urine or urinary) adj5 (acid base or pH or
electrolyte$ or sodium or potassium or chloride? or bicarbonate$ or urea)).ti,ab.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (acid base or pH or bicarbonate$ or electrolyte$ or
urea)).ti,ab.

(blood gas or ABG).ti,ab.

or/94-107

and/20,108

or/77,84,93,109

0r/68,110

*HYPOVOLEMIA/

*HYPOGLYCEMIA/

*HYPOKALEMIA/

*HYPONATREMIA/

(hypovol?emi$ or olig?emi$ or hypoglyc?emi$ or hypokal?emi$ or hyponatr?emi$).ti.
(hypovol?emi$ or olig?emi$ or hypoglyc?emi$ or hypokal?emi$ or hyponatr?emis$).ab. /freq=2
*ACIDOSIS/

(acidosis or (blood? adj3 acid$) or acid?emi$).ti.

(acidosis or (blood? adj3 acid$) or acid?emi$).ab. /freq=2
*BRAIN EDEMA/

((cerebral or brain) adj3 (oedema? or edema?)).ti.

((cerebral or brain) adj3 (oedema? or edema?)).ab. /freq=2
*VENOUS THROMBOSIS/

(DVT or deep vein thrombo$).ti.

(DVT or deep vein thrombo$).ab. /freq=2

exp *RESPIRATORY ASPIRATION/

exp *PNEUMONIA, ASPIRATION/

aspiration.ti. or aspiration.ab. /freq=2

or/112-129

exp "SENSITIVITY AND SPECIFICITY"/

((pre test or pretest or post test or posttest) adj probability).ti,ab.
(predictive value$ or PPV or NPV).ti,ab.

likelihood ratio$.ti,ab.

LIKELIHOOD FUNCTIONS/

(ROC curve$ or AUC).ti,ab.

(detect$ or diagnos$ or predict$ or accuracy or test$).ti,ab.
di.xs.

or/131-138

and/20,130,139

or/111,140

LETTER/

EDITORIAL/

NEWS/
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145
146
147
148
149
150
151
152
153
154
155
156
157
158
159
160
161

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/
COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.
or/142-149

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
150 not 151

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/152-158

141 not 159

limit 160 to english language

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

#
1

2

w

10
11

12

13

14

15

16

17
18

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).ti,ab,jw.

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).ti,ab,jw.

or/1-4

(diabetic ketoacidosis or DK or DKA).ti,ab.

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

diabet$.mp.

and/7-8

5and (6 or 9)

((clinical or physical or physiolog$ or neurologic$) adj3 (observ$ or indication? or indicator? or
investigat$ or assess$ or status or sign? or symptom? or characteristic? or monitor$)).ti.
((clinical or physical or physiolog$ or neurologic$) adj3 (observ$ or indication? or indicator? or
investigat$ or assess$ or status or sign? or symptom? or characteristic? or monitor$)).ab.
ffreq=2

(vital sign? or pulse? or heart rate? or blood pressure? or circulation? or respirat$ or breathing
or airway or nasogastric tube or nasogastric intubat$ or NG tube or temperature or conscious$
or glasgow coma or GCS or alert$ or confusion or confused or delirium or delirious or mental
stat$ or reflex$ or pupil).ti.

(vital sign? or pulse? or heart rate? or blood pressure? or circulation? or respirat$ or breathing
or airway or nasogastric tube or nasogastric intubat$ or NG tube or temperature or conscious$
or glasgow coma or GCS or alert$ or confusion or confused or delirium or delirious or mental
stat$ or reflex$ or pupil).ab. /freq=2

(body weight or (weight adj3 (gain$ or increas$ or raise or raising or rising or lose or lost or
loss$ or decreas$ or drop$ or fall$ or chang$ or fluctuat$))).ti.

(body weight or (weight adj3 (gain$ or increas$ or raise or raising or rising or lose or lost or
loss$ or decreas$ or drop$ or fall$ or chang$ or fluctuat$))).ab. /freq=2

(dehydrat$ or hydration status or rehydrate$ or re hydrat$).ti,ab.

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj3 (volume? or
balance? or imbalance?)).ti.
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19

20
21
22
23
24
25
26
27
28
29
30

31

32

33

34
35

36

37

38

39
40
41

42

43
44
45
46
47
48
49
50
51
52
53
54

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj3 (volume? or
balance? or imbalance?)).ab. /freq=2

(volume adj3 expan$).ti,ab.

((urine or urinary) adj3 (reduc$ or decreas$ or drop$ or fall$ or produc$ or output$)).ti,ab.
capillary refill$.ti,ab.

(skin turgor or skin colo?r or pinch test).ti,ab.

sunken eye?.ti,ab.

(cold adj3 (extremit$ or limb? or hand? or finger? or foot or feet or toe?)).ti,ab.

(mucosa or mucous membrane?).ti,ab.

(electrocardio$ or ECG).ti,ab.

or/11-27

and/10,28

(laboratory adj3 (parameter? or value? or observ$ or indication? or indicator? or investigat$ or
assess$ or evaluat$ or analys$ or test? or monitor$)).ti.

(laboratory adj3 (parameter? or value? or observ$ or indication? or indicator? or investigat$ or
assess$ or evaluat$ or analys$ or test? or monitor$)).ab. /freq=2

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (parameter? or value? or
observ$ or indication? or indicator? or investigat$ or assess$ or evaluat$ or analys$ or test?
or monitor$)).ti.

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (parameter? or value? or
observ$ or indication? or indicator? or investigat$ or assess$ or evaluat$ or analys$ or test?
or monitor$)).ab. /freq=2

(OGTT or FPG or fasting plasma glucose).ti,ab.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (glucose or blood sugar$)).ti.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (glucose or blood sugar$)).ab. /freq=2

((capillar$ or blood$ or plasma or serum or urine or urinary) adj5 (ketone? or hydroxy butyr$ or
hydroxybutyr$ or beta hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-
hydroxybutyr$" or 3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3
OHB" or "3-OHB" or 30HB or "3 HB" or "3-HB" or 3HB)).ti,ab.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (ketone? or hydroxy butyr$ or hydroxybutyr$ or beta
hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-hydroxybutyr$" or
3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3 OHB" or "3-OHB"
or 30HB or "3 HB" or "3-HB" or 3HB)).ti,ab.

(near patient or bedside or bed side or point of care).ti,ab.
((plasma or serum or blood) adj3 (osmola$ or tonicity)).ti,ab.

((capillar$ or blood$ or plasma or serum or urine or urinary) adj5 (acid base or pH or
electrolyte$ or sodium or potassium or chloride? or bicarbonate$ or urea)).ti,ab.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (acid base or pH or bicarbonate$ or electrolyte$ or
urea)).ti,ab.

(blood gas or ABG).ti,ab.

or/30-43

and/10,44

0r/29,45

(hypovol?emi$ or olig?emi$ or hypoglyc?emi$ or hypokal?emi$ or hyponatr?emis$).ti.
(hypovol?emi$ or olig?emi$ or hypoglyc?emi$ or hypokal?emi$ or hyponatr?emi$).ab. /freq=2
(acidosis or (blood? adj3 acid$) or acid?emi$).ti.

(acidosis or (blood? adj3 acid$) or acid?emi$).ab. /freq=2

((cerebral or brain) adj3 (oedema? or edema?)).ti.

((cerebral or brain) adj3 (oedema? or edema?)).ab. /freq=2

(DVT or deep vein thrombo$).ti.

(DVT or deep vein thrombo$).ab. /freq=2
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55
56
57
58
59
60
61
62
63
64

aspiration.ti. or aspiration.ab. /freq=2

or/47-55

((pre test or pretest or post test or posttest) adj probability).ti,ab.
(predictive value$ or PPV or NPV).ti,ab.

likelihood ratio$.ti,ab.

(ROC curve$ or AUC).ti,ab.

(detect$ or diagnos$ or predict$ or accuracy or test$).ti,ab.
or/57-61

and/10,56,62

0r/46,63

Cochrane Central Register of Controlled Trials

#
1
2

IS

0 N o O

10
11
12
13
14

15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30

31

32

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).ti,ab,jw.

exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).ti,ab,jw.

or/1-8

DIABETIC KETOACIDOSIS/

(DK or DKA).ti,ab.

or/10-11

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

or/13-14

exp DIABETES MELLITUS/

diabet$.mp.

or/16-17

and/15,18

9 and (12 or 19)

exp VITAL SIGNS/

SYMPTOM ASSESSMENT/

exp AIRWAY MANAGEMENT/

exp INTUBATION/

exp NEUROLOGIC EXAMINATION/

BLOOD PRESSURE DETERMINATION/

exp CONFUSION/

CONSCIOUSNESS DISORDERS/

GLASGOW COMA SCALE/

((clinical or physical or physiolog$ or neurologic$) adj3 (observ$ or indication? or indicator? or
investigat$ or assess$ or status or sign? or symptom? or characteristic? or monitor$)).ti.
((clinical or physical or physiolog$ or neurologic$) adj3 (observ$ or indication? or indicator? or
investigat$ or assess$ or status or sign? or symptom? or characteristic? or monitor$)).ab.
[freq=2

(vital sign? or pulse? or heart rate? or blood pressure? or circulation? or respirat$ or breathing
or airway or nasogastric tube or nasogastric intubat$ or NG tube or temperature or conscious$
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33

34
35
36
37

38

39
40
41
42
43
44
45
46

47

48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72

73

or glasgow coma or GCS or alert$ or confusion or confused or delirium or delirious or mental
stat$ or reflex$ or pupil).ti.

(vital sign? or pulse? or heart rate? or blood pressure? or circulation? or respirat$ or breathing
or airway or nasogastric tube or nasogastric intubat$ or NG tube or temperature or conscious$
or glasgow coma or GCS or alert$ or confusion or confused or delirium or delirious or mental
stat$ or reflex$ or pupil).ab. /freq=2

or/21-33
and/20,34
exp BODY WEIGHT CHANGES/

(body weight or (weight adj3 (gain$ or increas$ or raise or raising or rising or lose or lost or
loss$ or decreas$ or drop$ or fall$ or chang$ or fluctuat$))).ti.

(body weight or (weight adj3 (gain$ or increas$ or raise or raising or rising or lose or lost or
loss$ or decreas$ or drop$ or fall$ or chang$ or fluctuat$))).ab. /freq=2

or/36-38

and/20,39

DEHYDRATION/

(dehydrat$ or hydration status or rehydrate$ or re hydrat$).ti,ab.
WATER-ELECTROLYTE BALANCE/

WATER-ELECTROLYTE IMBALANCE/

exp FLUID THERAPY/

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj3 (volume? or
balance? or imbalance?)).ti.

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj3 (volume? or
balance? or imbalance?)).ab. /freq=2

(volume adj3 expan$).ti,ab.

OLIGURIA/

((urine or urinary) adj3 (reduc$ or decreas$ or drop$ or fall$ or produc$ or output$)).ti,ab.
REGIONAL BLOOD FLOW/ and (FINGERS/bs or CAPILLARIES/ph)

capillary refill$.ti,ab.

SKIN/

(skin turgor or skin colo?r or pinch test).ti,ab.

EYE/

sunken eye?.ti,ab.

exp LOWER EXTREMITY/

exp UPPER EXTREMITY/

(cold adj3 (extremit$ or limb? or hand? or finger? or foot or feet or toe?)).ti,ab.

MOUTH MUCOSA/

(mucosa or mucous membrane?).ti,ab.

or/41-61

and/20,62

ELECTROCARDIOGRAPHY/

(electrocardio$ or ECG).ti,ab.

0r/64-65

and/20,66

or/35,40,63,67

CLINICAL LABORATORY TECHNIQUES/

BLOOD GAS ANALYSIS/

URINALYSIS/

(laboratory adj3 (parameter? or value? or observ$ or indication? or indicator? or investigat$ or
assess$ or evaluat$ or analys$ or test? or monitor$)).ti.

(laboratory adj3 (parameter? or value? or observ$ or indication? or indicator? or investigat$ or
assess$ or evaluat$ or analys$ or test? or monitor$)).ab. /freq=2
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74

75

76
77
78
79
80
81

82

83
84
85
86
87

88

89
90
91
92
93
94
95
96
97
98
99
100
101
102
103
104
105

106

107
108
109
110
111
112

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (parameter? or value? or
observ$ or indication? or indicator? or investigat$ or assess$ or evaluat$ or analys$ or test?
or monitor$)).ti.

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (parameter? or value? or
observ$ or indication? or indicator? or investigat$ or assess$ or evaluat$ or analys$ or test?
or monitor$)).ab. /freq=2

or/69-75

and/20,76

BLOOD GLUCOSE/an [Analysis]

GLUCOSE TOLERANCE TEST/

(OGTT or FPG or fasting plasma glucose).ti,ab.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (glucose or blood sugar$)).ti.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (glucose or blood sugar$)).ab. /freq=2

or/78-82

and/20,83

KETONES/an, bl, ur [Analysis, Blood, Urine]

exp KETONE BODIES/an, bl, ur [Analysis, Blood, Urine]

((capillar$ or blood$ or plasma or serum or urine or urinary) adj5 (ketone? or hydroxy butyr$ or
hydroxybutyr$ or beta hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-
hydroxybutyr$" or 3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3
OHB" or "3-OHB" or 30HB or "3 HB" or "3-HB" or 3HB)).ti,ab.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (ketone? or hydroxy butyr$ or hydroxybutyr$ or beta
hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-hydroxybutyr$" or
3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3 OHB" or "3-OHB"
or 30HB or "3 HB" or "3-HB" or 3HB)).ti,ab.

or/85-88

POINT-OF-CARE SYSTEMS/

(near patient or bedside or bed side or point of care).ti,ab.
0r/89-91

and/20,92

PLASMA/ and OSMOLAR CONCENTRATION/

((plasma or serum or blood) adj3 (osmola$ or tonicity)).ti,ab.
HYDROGEN-ION CONCENTRATION/

ACID-BASE EQUILIBRIUM/

ACID-BASE IMBALANCE/

BICARBONATES/an, bl, ur [Analysis, Blood, Urine]
ELECTROLYTES/an, bl, ur [Analysis, Blood, Urine]
SODIUM/an, bl, ur [Analysis, Blood, Urine]
POTASSIUM/an, bl, ur [Analysis, Blood, Urine]

exp CHLORIDES/an, bl, ur [Analysis, Blood, Urine]
UREA/an, bl, ur [Analysis, Blood, Urine]

((capillar$ or blood$ or plasma or serum or urine or urinary) adj5 (acid base or pH or
electrolyte$ or sodium or potassium or chloride? or bicarbonate$ or urea)).ti,ab.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (acid base or pH or bicarbonate$ or electrolyte$ or
urea)).ti,ab.

(blood gas or ABG).ti,ab.

or/94-107

and/20,108

or/77,84,93,109

0r/68,110

*HYPOVOLEMIA/
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113 *HYPOGLYCEMIA/

114 *HYPOKALEMIA/

115 *HYPONATREMIA/

116 (hypovol?emi$ or olig?emi$ or hypoglyc?emi$ or hypokal?emi$ or hyponatr?emi$).ti.
117 (hypovol?emi$ or olig?emi$ or hypoglyc?emi$ or hypokal?emi$ or hyponatr?emi$).ab. /freq=2
118 *ACIDOSIS/

119 (acidosis or (blood? adj3 acid$) or acid?emi$).ti.

120 (acidosis or (blood? adj3 acid$) or acid?emi$).ab. /freq=2

121 *BRAIN EDEMA/

122 ((cerebral or brain) adj3 (oedema? or edema?)).ti.

123 ((cerebral or brain) adj3 (oedema? or edema?)).ab. /freq=2

124 *VENOUS THROMBOSIS/

125 (DVT or deep vein thrombo$).ti.

126 (DVT or deep vein thrombo$).ab. /freq=2

127 exp *RESPIRATORY ASPIRATION/

128 exp *PNEUMONIA, ASPIRATION/

129 aspiration.ti. or aspiration.ab. /freq=2

130 or/112-129

131 exp "SENSITIVITY AND SPECIFICITY"/

132 ((pre test or pretest or post test or posttest) adj probability).ti,ab.
133 (predictive value$ or PPV or NPV).ti,ab.

134 likelihood ratio$.ti,ab.

135 LIKELIHOOD FUNCTIONS/

136 (ROC curve$ or AUC).ti,ab.

137 (detect$ or diagnos$ or predict$ or accuracy or test$).ti,ab.

138 di.xs.

139 or/131-138

140 and/20,130,139

141 or/111,140

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

# Searches

1 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).tw, kw,tx,jw,rw.

2 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).tw,kw,tx,jw,rw.

3 (infan$ or neonat$ or newborn$ or baby or babies).tw,kw,tx,jw,rw.

4 (p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).tw,kw,tx,jw,rw.

5 or/1-4

6 (diabetic ketoacidosis or DK or DKA).tw,kw,tx.

7 (ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).tw,kw,tx.

8 diabet$.tw,kw,tx.

9 and/7-8

10 5and (6 or 9)

11 SYMPTOM ASSESSMENT .kw.

12 INTUBATION.kw.

13 (NEUROLOGIC EXAMINATION or REFLEX).kw.
14 BLOOD PRESSURE DETERMINATION.kw.

15 CONSCIOUSNESS DISORDERS.kw.

16 GLASGOW COMA SCALE.kw.
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17

18

19
20
21
22

23
24
25
26
27
28
29

30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54

55

56
57
58
59
60

((clinical or physical or physiolog$ or neurologic$) adj3 (observ$ or indication? or indicator? or
investigat$ or assess$ or status or sign? or symptom? or characteristic? or monitor$)).tw,tx.

(vital sign? or pulse? or heart rate? or blood pressure? or circulation? or respirat$ or breathing
or airway or nasogastric tube or nasogastric intubat$ or NG tube or temperature or conscious$
or glasgow coma or GCS or alert$ or confusion or confused or delirium or delirious or mental
stat$ or reflex$ or pupil).tw,kw,tx.

or/11-18

and/10,19

(BODY WEIGHT CHANGES or WEIGHT GAIN or WEIGHT LOSS).kw.

(body weight or (weight adj3 (gain$ or increas$ or raise or raising or rising or lose or lost or
loss$ or decreas$ or drop$ or fall$ or chang$ or fluctuat$))).tw, tx.

or/21-22

and/10,23

(dehydrat$ or hydration status or rehydrate$ or re hydrat$).tw,kw,tx.

WATER-ELECTROLYTE BALANCE.kw.

WATER-ELECTROLYTE IMBALANCE.kw.

(FLUID THERAPY or HYPODERMOCLYSIS).kw.

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj3 (volume? or
balance? or imbalance?)).tw,tx.

(volume adj3 expan$).tw,tx.

OLIGURIA kw.

((urine or urinary) adj3 (reduc$ or decreas$ or drop$ or fall$ or produc$ or output$)).tw,tx.
(REGIONAL BLOOD FLOW and (FINGERS or CAPILLARIES)).kw.
capillary refill$.tw,tx.

SKIN.kw.

(skin turgor or skin colo?r or pinch test).tw,tx.

EYE.kw.

sunken eye?.tw,tx.

(LOWER EXTREMITY or FOOT or TOES).kw.

(UPPER EXTREMITY or HAND or FINGERS).kw.

(cold adj3 (extremit$ or limb? or hand? or finger? or foot or feet or toe?)).tw,tx.
MOUTH MUCOSA .kw.

(mucosa or mucous membrane?).tw,tx.

or/25-43

and/10,44

ELECTROCARDIOGRAPHY .kw.

(electrocardio$ or ECG).tw,tx.

or/46-47

and/10,48

0r/20,24,45,49

CLINICAL LABORATORY TECHNIQUES.kw.

BLOOD GAS ANALYSIS.kw.

URINALYSIS.kw.

(laboratory adj3 (parameter? or value? or observ$ or indication? or indicator? or investigat$ or
assess$ or evaluat$ or analys$ or test? or monitor$)).tw,tx.

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (parameter? or value? or
observ$ or indication? or indicator? or investigat$ or assess$ or evaluat$ or analys$ or test?
or monitor$)).tw,tx.

or/51-55

and/10,56

BLOOD GLUCOSE .kw.

GLUCOSE TOLERANCE TEST .kw.

(OGTT or FPG or fasting plasma glucose).tw,tx.
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61

62
63
64
65

66

67

68
69
70
71
72
73
74
75
76
77
78
79
80
81
82
83
84

85

86
87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (glucose or blood sugar$)).tw, tx.

or/58-61
and/10,62
KETONES.kw.

(KETONE BODIES or 3-HYDROXYBUTYRIC ACID or HYDROXYBUTYRATES or
ACETOACETATES or ACETONE).kw.

((capillar$ or blood$ or plasma or serum or urine or urinary) adj5 (ketone? or hydroxy butyr$ or
hydroxybutyr$ or beta hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-
hydroxybutyr$" or 3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3
OHB" or "3-OHB" or 30HB or "3 HB" or "3-HB" or 3HB)).tw,tx.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (ketone? or hydroxy butyr$ or hydroxybutyr$ or beta
hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-hydroxybutyr$" or
3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3 OHB" or "3-OHB"
or 30HB or "3 HB" or "3-HB" or 3HB)).tw,tx.

or/64-67

POINT-OF-CARE SYSTEMS.kw.

(near patient or bedside or bed side or point of care).tw,tx.
or/68-70

and/10,71

(PLASMA and OSMOLAR CONCENTRATION).kw.
((plasma or serum or blood) adj3 (osmola$ or tonicity)).tw,tx.
HYDROGEN-ION CONCENTRATION.kw.

ACID-BASE EQUILIBRIUM.kw.

ACID-BASE IMBALANCE.kw.

BICARBONATES. . kw.

ELECTROLYTES.kw.

SODIUM.kw.

POTASSIUM.kw.

(CHLORIDES or SODIUM CHLORIDE or POTASSIUM CHLORIDE).kw.
UREA kw.

((capillar$ or blood$ or plasma or serum or urine or urinary) adj5 (acid base or pH or
electrolyte$ or sodium or potassium or chloride? or bicarbonate$ or urea)).tw,tx.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (acid base or pH or bicarbonate$ or electrolyte$ or
urea)).tw,tx.

(blood gas or ABG).tw,tx.

or/73-86

and/10,87

or/57,63,72,88

or/50,89

HYPOVOLEMIA kw.

HYPOGLYCEMIA.kw.

HYPOKALEMIA .kw.

HYPONATREMIA kw.

(hypovol?emi$ or olig?emi$ or hypoglyc?emi$ or hypokal?emi$ or hyponatr?emi$).tw,tx.
ACIDOSIS .kw.

(acidosis or (blood? adj3 acid$) or acid?emis$).tw,tx.
BRAIN EDEMA kw.

((cerebral or brain) adj3 (oedema? or edema?)).tw,tx.
VENOUS THROMBOSIS .kw.

(DVT or deep vein thrombo$).tw,tx.
aspiration.tw,kw,tx.
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103
104
105
106
107
108
109
110
111
112
113

or/91-102

("SENSITIVITY AND SPECIFICITY" or "PREDICTIVE VALUE OF TESTS").kw.
((pre test or pretest or post test or posttest) adj probability).tw,tx.
(predictive value$ or PPV or NPV).tw,tx.

likelihood ratio$.tw,tx.

LIKELIHOOD FUNCTIONS.kw.

(ROC curve$ or AUC).tw,tx.

(detect$ or diagnos$ or predict$ or accuracy or test$).tw,tx.
or/104-110

and/10,103,111

0r/90,112

Health Technology Assessment

#
1
2

i

0 N o o

10
11
12
13
14

15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30

31

32

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).tw,jx,rw.

exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).tw,jx,rw.

exp INFANT/
(infan$ or neonat$ or newborn$ or baby or babies).tw,jx,rw.
exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).tw,jx,rw.

or/1-8

DIABETIC KETOACIDOSIS/
(DK or DKA).tw.

or/10-11

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).tw.

or/13-14

exp DIABETES MELLITUS/
diabet$.mp.

or/16-17

and/15,18

9 and (12 or 19)

exp VITAL SIGNS/

SYMPTOM ASSESSMENT/

exp AIRWAY MANAGEMENT/

exp INTUBATION/

exp NEUROLOGIC EXAMINATION/
BLOOD PRESSURE DETERMINATION/
exp CONFUSION/
CONSCIOUSNESS DISORDERS/
GLASGOW COMA SCALE/

((clinical or physical or physiolog$ or neurologic$) adj3 (observ$ or indication? or indicator? or

investigat$ or assess$ or status or sign? or symptom? or characteristic? or monitor$)).tw.

(vital sign? or pulse? or heart rate? or blood pressure? or circulation? or respirat$ or breathing
or airway or nasogastric tube or nasogastric intubat$ or NG tube or temperature or conscious$

or glasgow coma or GCS or alert$ or confusion or confused or delirium or delirious or mental
stat$ or reflex$ or pupil).tw.

or/21-31
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33
34
35

36
37
38
39
40
41
42
43

44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68

69

70
71
72
73
74
75

76
77
78
79

and/20,32
exp BODY WEIGHT CHANGES/

(body weight or (weight adj3 (gain$ or increas$ or raise or raising or rising or lose or lost or
loss$ or decreas$ or drop$ or fall$ or chang$ or fluctuat$))).tw.

or/34-35

and/20,36

DEHYDRATION/

(dehydrat$ or hydration status or rehydrate$ or re hydrat$).tw.
WATER-ELECTROLYTE BALANCE/
WATER-ELECTROLYTE IMBALANCE/

exp FLUID THERAPY/

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj3 (volume? or
balance? or imbalance?)).tw.

(volume adj3 expan$).tw.

OLIGURIA/

((urine or urinary) adj3 (reduc$ or decreas$ or drop$ or fall$ or produc$ or output$)).tw.
REGIONAL BLOOD FLOW!/ and (FINGERS/bs or CAPILLARIES/ph)
capillary refill$.tw.

SKIN/

(skin turgor or skin colo?r or pinch test).tw.

EYE/

sunken eye?.tw.

exp LOWER EXTREMITY/

exp UPPER EXTREMITY/

(cold adj3 (extremit$ or limb? or hand? or finger? or foot or feet or toe?)).tw.
MOUTH MUCOSA/

(mucosa or mucous membrane?).tw.

or/38-57

and/20,58

ELECTROCARDIOGRAPHY/

(electrocardio$ or ECG).tw.

0r/60-61

and/20,62

or/33,37,59,63

CLINICAL LABORATORY TECHNIQUES/

BLOOD GAS ANALYSIS/

URINALYSIS/

(laboratory adj3 (parameter? or value? or observ$ or indication? or indicator? or investigat$ or
assess$ or evaluat$ or analys$ or test? or monitor$)).tw.

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (parameter? or value? or
observ$ or indication? or indicator? or investigat$ or assess$ or evaluat$ or analys$ or test?
or monitor$)).tw.

0r/65-69

and/20,70

BLOOD GLUCOSE/an [Analysis]

GLUCOSE TOLERANCE TEST/

(OGTT or FPG or fasting plasma glucose).tw.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (glucose or blood sugar$)).tw.

or/72-75

and/20,76

KETONES/an, bl, ur [Analysis, Blood, Urine]

exp KETONE BODIES/an, bl, ur [Analysis, Blood, Urine]
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80

81

82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98

99

100
101
102
103
104
105
106
107
108
109
110
111
112
113
114
115
116
117
118
119
120
121
122
123

((capillar$ or blood$ or plasma or serum or urine or urinary) adj5 (ketone? or hydroxy butyr$ or
hydroxybutyr$ or beta hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-
hydroxybutyr$" or 3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3
OHB" or "3-OHB" or 30OHB or "3 HB" or "3-HB" or 3HB)).tw.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (ketone? or hydroxy butyr$ or hydroxybutyr$ or beta
hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-hydroxybutyr$" or
3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3 OHB" or "3-OHB"
or 30HB or "3 HB" or "3-HB" or 3HB)).tw.

or/78-81

POINT-OF-CARE SYSTEMS/

(near patient or bedside or bed side or point of care).tw.
or/82-84

and/20,85

PLASMA/ and OSMOLAR CONCENTRATION/
((plasma or serum or blood) adj3 (osmola$ or tonicity)).tw.
HYDROGEN-ION CONCENTRATION/

ACID-BASE EQUILIBRIUM/

ACID-BASE IMBALANCE/

BICARBONATES/an, bl, ur [Analysis, Blood, Urine]
ELECTROLYTES/an, bl, ur [Analysis, Blood, Urine]
SODIUM/an, bl, ur [Analysis, Blood, Urine]
POTASSIUM/an, bl, ur [Analysis, Blood, Urine]

exp CHLORIDES/an, bl, ur [Analysis, Blood, Urine]
UREA/an, bl, ur [Analysis, Blood, Urine]

((capillar$ or blood$ or plasma or serum or urine or urinary) adj5 (acid base or pH or
electrolyte$ or sodium or potassium or chloride? or bicarbonate$ or urea)).tw.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (acid base or pH or bicarbonate$ or electrolyte$ or
urea)).tw.

(blood gas or ABG).tw.

or/87-100

and/20,101

or/71,77,86,102

or/64,103

*HYPOVOLEMIA/

*HYPOGLYCEMIA/

*HYPOKALEMIA/

*HYPONATREMIA/

(hypovol?emi$ or olig?emi$ or hypoglyc?emi$ or hypokal?emi$ or hyponatr?emi$).tw.
*ACIDOSIS/

(acidosis or (blood? adj3 acid$) or acid?emi$).tw.
*BRAIN EDEMA/

((cerebral or brain) adj3 (oedema? or edema?)).tw.
*VENOUS THROMBOSIS/

(DVT or deep vein thrombo$).tw.

exp *RESPIRATORY ASPIRATION/

exp *PNEUMONIA, ASPIRATION/

aspiration.tw.

0r/105-118

exp "SENSITIVITY AND SPECIFICITY"/

((pre test or pretest or post test or posttest) adj probability).tw.
(predictive value$ or PPV or NPV).tw.

likelihood ratio$.tw.
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124 LIKELIHOOD FUNCTIONS/

125 (ROC curve$ or AUC).tw.

126 (detect$ or diagnos$ or predict$ or accuracy or test$).tw.

127 di.xs.

128 or/120-127

129 and/20,119,128

130 or/104,129

Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

9 or/1-8

10 INSULIN DEPENDENT DIABETES MELLITUS/

11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

12 (IDDM or T1D or TID or DM1 or DMI).ti,ab.

13 or/10-12

14 NON INSULIN DEPENDENT DIABETES MELLITUS/

15 (diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

16 (diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

17 (NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

18 or/14-17

19 JUVENILE DIABETES MELLITUS/

20 or/13,18-19

21 KETOACIDOSIS/

22 KETONURIA/

23 (ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

24 or/21-23

25 and/20,24

26 DIABETIC KETOACIDOSIS/

27 (DK or DKA).ti,ab.

28 or/26-27

29 9 and (25 or 28)

30 VITAL SIGN/

31 CLINICAL OBSERVATION/

32 CLINICAL ASSESSMENT/

33 PATIENT ASSESSMENT/

34 SYMPTOM ASSESSMENT/

35 BODY TEMPERATURE MEASUREMENT/

36 BLOOD PRESSURE MEASUREMENT/

37 BLOOD PRESSURE MONITORING/

38 HEART RATE/

39 PULSE RATE/
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40
41
42
43
44
45
46
47
48
49
50

51

52

53

54
55
56
57
58
59
60

61

62
63
64
65
66
67

68

69
70
71
72
73
74
75
76
77
78
79
80

BREATHING RATE/

RESPIRATION CONTROL/

exp RESPIRATORY TRACT INTUBATION/
STOMACH INTUBATION/
CONSCIOUSNESS LEVEL/
CONSCIOUSNESS DISORDER/

exp CONFUSION/

exp DELIRIUM/

NEUROLOGIC EXAMINATION/
GLASGOW COMA SCALE/

((clinical or physical or physiolog$ or neurologic$) adj3 (observ$ or indication? or indicator? or
investigat$ or assess$ or status or sign? or symptom? or characteristic? or monitor$)).ti.

((clinical or physical or physiolog$ or neurologic$) adj3 (observ$ or indication? or indicator? or
investigat$ or assess$ or status or sign? or symptom? or characteristic? or monitor$)).ab.
ffreq=2

(vital sign? or pulse? or heart rate? or blood pressure? or circulation? or respirat$ or breathing
or airway or nasogastric tube or nasogastric intubat$ or NG tube or temperature or conscious$
or glasgow coma or GCS or alert$ or confusion or confused or delirium or delirious or mental
stat$ or reflex$ or pupil).ti.

(vital sign? or pulse? or heart rate? or blood pressure? or circulation? or respirat$ or breathing
or airway or nasogastric tube or nasogastric intubat$ or NG tube or temperature or conscious$
or glasgow coma or GCS or alert$ or confusion or confused or delirium or delirious or mental
stat$ or reflex$ or pupil).ab. /freq=2

or/30-53

and/29,54

WEIGHT CHANGE/

WEIGHT FLUCTUATION/

WEIGHT GAIN/

WEIGHT REDUCTION/

(body weight or (weight adj3 (gain$ or increas$ or raise or raising or rising or lose or lost or
loss$ or decreas$ or drop$ or fall$ or chang$ or fluctuat$))).ti.

(body weight or (weight adj3 (gain$ or increas$ or raise or raising or rising or lose or lost or
loss$ or decreas$ or drop$ or fall$ or chang$ or fluctuat$))).ab. /freq=2

or/56-61

and/29,62

DEHYDRATION/

(dehydrat$ or hydration status or rehydrate$ or re hydrat$).ti,ab.
FLUID BALANCE/

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj3 (volume? or
balance? or imbalance?)).ti.

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj3 (volume? or
balance? or imbalance?)).ab. /freq=2

(volume adj3 expan$).ti,ab.

OLIGURIA/

URINE OUTPUT/

((urine or urinary) adj3 (reduc$ or decreas$ or drop$ or fall$ or produc$ or output$)).ti,ab.
CAPILLARY FLOW/

capillary refill$.ti,ab.

SKIN TURGOR/

(skin turgor or skin colo?r or pinch test).ti,ab.

EYE/

sunken eye?.ti,ab.

COLD LIMB/

(cold adj3 (extremit$ or limb? or hand? or finger? or foot or feet or toe?)).ti,ab.
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81
82
83
84
85
86
87
88
89
90
91
92
93

94

95

96

97
98
99
100
101
102
103

104

105
106
107
108
109
110
111

112

113
114
115
116
117
118
119
120

MUCOSAL DRYNESS/

(mucosa or mucous membrane?).ti,ab.
0r/64-82

and/29,83
ELECTROCARDIOGRAPHY/
(electrocardio$ or ECG).ti,ab.
or/85-86

and/29,87

or/55,63,84,88

exp *LABORATORY DIAGNOSIS/
exp *BLOOD GAS ANALYSIS/
*URINALYSIS/

(laboratory adj3 (parameter? or value? or observ$ or indication? or indicator? or investigat$ or
assess$ or evaluat$ or analys$ or test? or monitor$)).ti.

(laboratory adj3 (parameter? or value? or observ$ or indication? or indicator? or investigat$ or
assess$ or evaluat$ or analys$ or test? or monitor$)).ab. /freq=2

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (parameter? or value? or
observ$ or indication? or indicator? or investigat$ or assess$ or evaluat$ or analys$ or test?
or monitor$)).ti.

((capillar$ or blood$ or plasma or serum or urine or urinary) adj3 (parameter? or value? or
observ$ or indication? or indicator? or investigat$ or assess$ or evaluat$ or analys$ or test?
or monitor$)).ab. /freq=2

or/90-96

and/29,97

BLOOD GLUCOSE MONITORING/

GLUCOSE BLOOD LEVEL/

exp GLUCOSE TOLERANCE TEST/

(OGTT or FPG or fasting plasma glucose).ti,ab.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (glucose or blood sugar$)).ti.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (glucose or blood sugar$)).ab. /freq=2

0r/99-104

and/29,105

KETONE/an [Drug Analysis]

KETONE BODY/an [Drug Analysis]
3-HYDROXYBUTYRIC ACID/an [Drug Analysis]
HYDROXYBUTYRIC ACID/an [Drug Analysis]

((capillar$ or blood$ or plasma or serum or urine or urinary) adj5 (ketone? or hydroxy butyr$ or
hydroxybutyr$ or beta hydroxybutyr$ or betahydroxybutyr$ or "3 hydroxybutyr$" or "3-
hydroxybutyr$" or 3hydroxybutyr$ or OHB or beta OHB or betaOHB or B OHB or BOHB or "3
OHB" or "3-OHB" or 30HB or "3 HB" or "3-HB" or 3HB)).ti,ab.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or surveillance or status or
level? or check$) adj5 (ketone? or hydroxy butyr$ or hydroxybutyr$ or beta hydroxybutyr$ or
betahydroxybutyr$ or "3 hydroxybutyr$" or "3-hydroxybutyr$" or 3hydroxybutyr$ or OHB or
beta OHB or betaOHB or B OHB or BOHB or "3 OHB" or "3-OHB" or 30HB or "3 HB" or "3-
HB" or 3HB)).ti,ab.

"POINT OF CARE TESTING"/

(near patient or bedside or bed side or point of care).ti,ab.
or/107-114

and/29,115

exp OSMOLALITY/

((plasma or serum or blood) adj3 (osmola$ or tonicity)).ti,ab.
BLOOD pH/

ACID BASE BALANCE/
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121
122
123
124
125

126

127
128
129
130
131
132
133
134
135
136
137
138
139
140
141
142
143
144
145
146
147
148
149
150
151
152
153
154
155
156
157
158
159
160
161
162
163
164
165
166
167
168
169
170

BICARBONATE BLOOD LEVEL/
exp ELECTROLYTE BLOOD LEVEL/
exp URINE LEVEL/

UREA BLOOD LEVEL/

((capillar$ or blood$ or plasma or serum or urine or urinary) adj5 (acid base or pH or
electrolyte$ or sodium or potassium or chloride? or bicarbonate$ or urea)).ti,ab.

((monitor$ or measur$ or test$ or screen$ or determin$ or assess$ or evaluat$ or surveillance
or status or level? or check$) adj5 (acid base or pH or bicarbonate$ or electrolyte$ or
urea)).ti,ab.

(blood gas or ABG).ti,ab.

or/117-127

and/29,128

0r/98,106,116,129

0r/89,130

exp *HYPOVOLEMIA/

*HYPOGLYCAEMIA/

*HYPOKALEMIA/

*HYPONATREMIA/

(hypovol?emi$ or olig?emi$ or hypoglyc?emi$ or hypokal?emi$ or hyponatr?emi$).ti.
(hypovol?emi$ or olig?emi$ or hypoglyc?emi$ or hypokal?emi$ or hyponatr?emi$).ab. /freq=2
*ACIDOSIS/

(acidosis or (blood? adj3 acid$) or acid?emi$).ti.
(acidosis or (blood? adj3 acid$) or acid?emi$).ab. /freq=2
*BRAIN EDEMA/

((cerebral or brain) adj3 (oedema? or edema?)).ti.
((cerebral or brain) adj3 (oedema? or edema?)).ab. /freq=2
*DEEP VEIN THROMBOSIS/

(DVT or deep vein thrombo$).ti.

(DVT or deep vein thrombo$).ab. /freq=2

*PULMONARY ASPIRATION/

*ASPIRATION PNEUMONIA/

aspiration.ti. or aspiration.ab. /freq=2

0r/132-149

"SENSITIVITY AND SPECIFICITY"/

PREDICTIVE VALUE/

DIAGNOSTIC VALUE/

DIAGNOSTIC ACCURACY/

((pre test or pretest or post test or posttest) adj probability).ti,ab.
(predictive value$ or PPV or NPV).ti,ab.

likelihood ratio$.ti,ab.

di.fs.

or/151-158

and/29,150,159

or/131,160

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/162-167

RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
168 not 169
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171
172
173
174
175
176
177
178
179
180

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/
exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/170-177

161 not 178

limit 179 to english language

Type 1 and type 2 diabetes — diabetic ketoacidosis — fluids

Review questions:

What is the appropriate route of administration for fluids in children and young people
with diabetic ketoacidosis?

At what rate should children and young people with diabetic ketoacidosis be
rehydrated?

What is the optimal fluid composition (including glucose, potassium and bicarbonate
additives) for rehydrating children and young people with diabetic ketoacidosis?

Ovid MEDLINE(R)

#
1
2

i

0 N o O

9

10
11
12
13
14

15
16
17
18
19
20
21
22
23

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).ti,ab,jw.

exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).ti,ab,jw.

or/1-8

DIABETIC KETOACIDOSIS/

(DK or DKA).ti,ab.

or/10-11

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

or/13-14

exp DIABETES MELLITUS/
diabet$.mp.

or/16-17

and/15,18

9 and (12 or 19)

exp FLUID THERAPY/
REHYDRATION SOLUTIONS/
WATER-ELECTROLYTE BALANCE/
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24
25

26
27
28
29
30
31
32
33
34
35
36

37
38
39
40
41
42

43
44
45
46
47
48

49

50
51
52
53

54
55
56
57
58
59
60
61
62
63
64
65

WATER-ELECTROLYTE IMBALANCE/

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj5 (manag$ or
regimen? or resuscit$ or infusion? or administrat$ or replac$ or balanc$ or imbalanc$)).ti,ab.

or/21-25

and/20,26

DRUG ADMINISTRATION ROUTES/
ADMINISTRATION, ORAL/
ADMINISTRATION, INTRAVENOUS/
INFUSIONS, INTRAVENOUS/
INFUSIONS, INTRAOSSEOUS/

exp INFUSIONS, SUBCUTANEOUS/
INFUSION PUMP/

INTUBATION, GASTROINTESTINAL/

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (route? or intravenous$ or oral or orally or mouth or subcutan$ or
hypodermocl$ or intraosse$ or intra osse$ or intraperiton$ or intra periton$ or gavage or
nasogastric or naso gastric or rectal or proctocl$)).ti,ab.

(fluid bolus or two bag or ORT).ti,ab.

or/28-37

and/20,38

TIME FACTORS/

DRUG ADMINISTRATION SCHEDULE/

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (rate? or variable rate? or fixed rate? or volume or fast or faster or quickly or
quicker or quick or rapid$ or slow or slowly or slower or gradual$ or earlier or early or later or
late)).ti,ab.

or/40-42

and/20,43

SODIUM/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]

exp CHLORIDES/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]
GLUCOSE/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]

GLUCOSE SOLUTION, HYPERTONIC/ad, tu, th [Administration & Dosage, Therapeutic Use,
Therapy]

SALINE SOLUTION, HYPERTONIC/ad, tu, th [Administration & Dosage, Therapeutic Use,
Therapy]

exp BICARBONATES/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]
POTASSIUM/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]
PHOSPHATES/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (chloride? or sodium chloride? or potassium chloride? or saline? or NaCl or
KCI or glucose or dextrose or hydrogen carbonate? or bicarbonate? or carbonic acid or
potassium or phosphate? or orthophosphate? or ortho phosphate?)).ti,ab.

or/45-53

and/20,54

or/27,39,44,55

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/
COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.
or/57-64
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66
67
68
69
70
71
72
73
74
75
76

RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
65 not 66

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/67-73

56 not 74

limit 75 to english language

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

#
1

2

10
11

12
13

14
15
16
17

18
19

20
21
22

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).ti,ab,jw.

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).ti,ab,jw.

or/1-4

(diabetic ketoacidosis or DK or DKA).ti,ab.

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

diabet$.mp.

and/7-8

5and (6 or 9)

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj5 (manag$ or
regimen? or resuscit$ or infusion? or administrat$ or replac$ or balanc$ or imbalanc$)).ti,ab.
and/10-11

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (route? or intravenous$ or oral or orally or mouth or subcutan$ or
hypodermocl$ or intraosse$ or intra osse$ or intraperiton$ or intra periton$ or gavage or
nasogastric or naso gastric or rectal or proctocl$)).ti,ab.

(fluid bolus or two bag or ORT).ti,ab.

or/13-14

and/10,15

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (rate? or variable rate? or fixed rate? or volume or fast or faster or quickly or
quicker or quick or rapid$ or slow or slowly or slower or gradual$ or earlier or early or later or
late)).ti,ab.

and/10,17

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (chloride? or sodium chloride? or potassium chloride? or saline? or NaCl or
KCI or glucose or dextrose or hydrogen carbonate? or bicarbonate? or carbonic acid or
potassium or phosphate? or orthophosphate? or ortho phosphate?)).ti,ab.

and/10,19

or/12,16,18,20

limit 21 to english language

Cochrane Central Register of Controlled Trials

#
1

Searches
ADOLESCENT/ or MINORS/
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S

0 N o o

10
11
12
13
14

15
16
17
18
19
20
21
22
23
24
25

26
27
28
29
30
31
32
33
34
35
36

37
38
39
40
41
42

43
44

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).ti,ab,jw.

exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).ti,ab,jw.

or/1-8

DIABETIC KETOACIDOSIS/

(DK or DKA).ti,ab.

or/10-11

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

or/13-14

exp DIABETES MELLITUS/
diabet$.mp.

or/16-17

and/15,18

9 and (12 or 19)

exp FLUID THERAPY/
REHYDRATION SOLUTIONS/
WATER-ELECTROLYTE BALANCE/
WATER-ELECTROLYTE IMBALANCE/

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj5 (manag$ or
regimen? or resuscit$ or infusion? or administrat$ or replac$ or balanc$ or imbalanc$)).ti,ab.

or/21-25

and/20,26

DRUG ADMINISTRATION ROUTES/
ADMINISTRATION, ORAL/
ADMINISTRATION, INTRAVENOUS/
INFUSIONS, INTRAVENOUS/
INFUSIONS, INTRAOSSEOUS/

exp INFUSIONS, SUBCUTANEOUS/
INFUSION PUMP/

INTUBATION, GASTROINTESTINAL/

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (route? or intravenous$ or oral or orally or mouth or subcutan$ or
hypodermocl$ or intraosse$ or intra osse$ or intraperiton$ or intra periton$ or gavage or
nasogastric or naso gastric or rectal or proctocl$)).ti,ab.

(fluid bolus or two bag or ORT).ti,ab.
or/28-37

and/20,38

TIME FACTORS/

DRUG ADMINISTRATION SCHEDULE/

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (rate? or variable rate? or fixed rate? or volume or fast or faster or quickly or
quicker or quick or rapid$ or slow or slowly or slower or gradual$ or earlier or early or later or
late)).ti,ab.

or/40-42

and/20,43
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45
46
47
48

49

50
51
52
53

54
55
56

SODIUM/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]
exp CHLORIDES/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]
GLUCOSE/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]

GLUCOSE SOLUTION, HYPERTONIC/ad, tu, th [Administration & Dosage, Therapeutic Use,
Therapy]

SALINE SOLUTION, HYPERTONIC/ad, tu, th [Administration & Dosage, Therapeutic Use,
Therapy]

exp BICARBONATES/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]
POTASSIUM/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]
PHOSPHATES/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (chloride? or sodium chloride? or potassium chloride? or saline? or NaCl or
KCI or glucose or dextrose or hydrogen carbonate? or bicarbonate? or carbonic acid or
potassium or phosphate? or orthophosphate? or ortho phosphate?)).ti,ab.

or/45-53

and/20,54

or/27,39,44,55

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

#
1

2

10
11
12
13
14
15

16
17
18
19
20
21
22
23
24
25
26

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).kw,tw,tx,jw,rw.

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).kw,tw,tx,jw,rw.

(infan$ or neonat$ or newborn$ or baby or babies).kw,tw,tx,jw,rw.

(p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).kw,tw,tx,jw,rw.

or/1-4

(diabetic ketoacidosis or DK or DKA).kw,tw,tx.

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).kw,tw,tx.

diabet$.kw,tw,tx.

and/7-8

5and (6 or 9)

(FLUID THERAPY or HYPODERMOCLYSIS).kw.
REHYDRATION SOLUTIONS.kw.
WATER-ELECTROLYTE BALANCE .kw.
WATER-ELECTROLYTE IMBALANCE.kw.

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj5 (manag$ or
regimen? or resuscit$ or infusion? or administrat$ or replac$ or balanc$ or imbalanc$)).tw,tx.

or/11-15

and/10,16

DRUG ADMINISTRATION ROUTES. . kw.
ADMINISTRATION, ORAL.kw.
ADMINISTRATION, INTRAVENOUS . kw.
INFUSIONS, INTRAVENOUS .kw.
INFUSIONS, INTRAOSSEOUS .kw.
INFUSIONS, SUBCUTANEOUS .kw.
INFUSION PUMP.kw.

INTUBATION, GASTROINTESTINAL.kw.

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (route? or intravenous$ or oral or orally or mouth or subcutan$ or
hypodermocl$ or intraosse$ or intra osse$ or intraperiton$ or intra periton$ or gavage or
nasogastric or naso gastric or rectal or proctocl$)).tw,tx.
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27
28
29
30
31
32

33
34
35
36
37
38
39
40
41
42
43

44
45
46

(fluid bolus or two bag or ORT).tw,tx.

or/18-27

and/10,28

TIME FACTORS.kw.

DRUG ADMINISTRATION SCHEDULE.kw.

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (rate? or variable rate? or fixed rate? or volume or fast or faster or quickly or
quicker or quick or rapid$ or slow or slowly or slower or gradual$ or earlier or early or later or
late)).tw,tx.

or/30-32

and/10,33

SODIUM.kw.

CHLORIDE?.kw.

GLUCOSE .kw.

GLUCOSE SOLUTION, HYPERTONIC.kw.

SALINE SOLUTION, HYPERTONIC.kw.

BICARBONATE?.kw.

POTASSIUM.kw.

PHOSPHATES.kw.

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (chloride? or sodium chloride? or potassium chloride? or saline? or NaCl or
KCI or glucose or dextrose or hydrogen carbonate? or bicarbonate? or carbonic acid or
potassium or phosphate? or orthophosphate? or ortho phosphate?)).tw,tx.

or/35-43

and/10,44

0r/17,29,34,45

Health Technology Assessment

#
1
2

N

0 N O O

10
11
12
13
14

15
16
17
18
19
20
21

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$ or high
school$).tw,jx,rw.

exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or pre school$ or
toddler$ or kid? or kindergar$ or boy? or girl?).tw,jx,rw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).tw,jx,rw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pre pubert$ or pubescen$ or prepubescen$ or pre
pubescen$).tw,jx,rw.

or/1-8

DIABETIC KETOACIDOSIS/

(DK or DKA).tw.

or/10-11

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).tw.

or/13-14

exp DIABETES MELLITUS/
diabet$.mp.

or/16-17

and/15,18

9 and (12 or 19)

exp FLUID THERAPY/
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22 REHYDRATION SOLUTIONS/

23 WATER-ELECTROLYTE BALANCE/

24 WATER-ELECTROLYTE IMBALANCE/

25 ((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj5 (manag$ or
regimen? or resuscit$ or infusion? or administrat$ or replac$ or balanc$ or imbalanc$)).tw.

26 or/21-25

27 and/20,26

28 DRUG ADMINISTRATION ROUTES/

29 ADMINISTRATION, ORAL/

30 ADMINISTRATION, INTRAVENOUS/

31 INFUSIONS, INTRAVENOUS/

32 INFUSIONS, INTRAOSSEOUS/

33 exp INFUSIONS, SUBCUTANEOUS/

34 INFUSION PUMP/

35 INTUBATION, GASTROINTESTINAL/

36 ((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (route? or intravenous$ or oral or orally or mouth or subcutan$ or
hypodermocl$ or intraosse$ or intra osse$ or intraperiton$ or intra periton$ or gavage or
nasogastric or naso gastric or rectal or proctocl$)).tw.

37 (fluid bolus or two bag or ORT).tw.

38 or/28-37

39 and/20,38

40 TIME FACTORS/

41 DRUG ADMINISTRATION SCHEDULE/

42 ((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (rate? or variable rate? or fixed rate? or volume or fast or faster or quickly or
quicker or quick or rapid$ or slow or slowly or slower or gradual$ or earlier or early or later or
late)).tw.

43 or/40-42

44 and/20,43

45 SODIUM/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]

46 exp CHLORIDES/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]

a7 GLUCOSE/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]

48 GLUCOSE SOLUTION, HYPERTONIC/ad, tu, th [Administration & Dosage, Therapeutic Use,
Therapy]

49 SALINE SOLUTION, HYPERTONIC/ad, tu, th [Administration & Dosage, Therapeutic Use,
Therapy]

50 exp BICARBONATES/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]

51 POTASSIUM/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]

52 PHOSPHATES/ad, tu, th [Administration & Dosage, Therapeutic Use, Therapy]

53 ((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (chloride? or sodium chloride? or potassium chloride? or saline? or NaCl or
KCI or glucose or dextrose or hydrogen carbonate? or bicarbonate? or carbonic acid or
potassium or phosphate? or orthophosphate? or ortho phosphate?)).tw.

54 or/45-53

55 and/20,54

56 or/27,39,44,55

Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

3 exp CHILD/
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12
13
14
15

16
17
18
19
20
21
22
23

24
25
26
27
28
29
30
31
32
33
34
35

36
37
38
39
40
41
42
43
44
45
46
47
48
49

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

or/1-8

INSULIN DEPENDENT DIABETES MELLITUS/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.
or/10-12
NON INSULIN DEPENDENT DIABETES MELLITUS/

(diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/14-17

JUVENILE DIABETES MELLITUS/

or/13,18-19

KETOACIDOSIS/

KETONURIA/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

or/21-23

and/20,24

DIABETIC KETOACIDOSIS/
(DK or DKA).ti,ab.

or/26-27

9 and (25 or 28)

FLUID THERAPY/

FLUID RESUSCITATION/

exp REHYDRATION/

exp ELECTROLYTE BALANCE/
exp ELECTROLYTE DISTURBANCE/

((fluid? or solution? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$) adj5 (manag$ or
regimen? or resuscit$ or infusion? or administrat$ or replac$ or balanc$ or imbalanc$)).ti,ab.

or/30-35

and/29,36

DRUG ADMINISTRATION ROUTE/
INTRAVENOUS ADMINISTRATION/
INTRAGASTRIC DRUG ADMINISTRATION/
INTRAOSSEOUS DRUG ADMINISTRATION/
INTRAPERITONEAL DRUG ADMINISTRATION/
SUBCUTANEOUS DRUG ADMINISTRATION/
STOMACH INTUBATION/

ORAL REHYDRATION THERAPY/

ORAL REHYDRATION SOLUTION/
INFUSION SYSTEM/

INFUSION PUMP/

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (route? or intravenous$ or oral or orally or mouth or subcutan$ or
hypodermocl$ or intraosse$ or intra osse$ or intraperiton$ or intra periton$ or gavage or
nasogastric or naso gastric or rectal or proctocl$)).ti,ab.
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50
51
52
53
54
55
56

57
58
59

60

61

62

63

64
65

66

67

68
69
70
71
72

73
74
75
76
77
78

(fluid bolus or two bag or ORT).ti,ab.

or/38-50

and/29,51

INFUSION RATE/

DRUG DOSE REGIMEN/

DRUG ADMINISTRATION/

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (rate? or variable rate? or fixed rate? or volume or fast or faster or quickly or
quicker or quick or rapid$ or slow or slowly or slower or gradual$ or earlier or early or later or
late)).ti,ab.

or/53-56

and/29,57

INFUSION FLUID/ad, dt, ig, os, iv, po, pa, sc [Drug Administration, Drug Therapy, Intragastric
Drug Administration, Intraosseous Drug Administration, Intravenous Drug Administration, Oral
Drug Administration, Parenteral Drug Administration, Subcutaneous Drug Administration]
SODIUM/ad, dt, ip, iv, po, pa, sc, th [Drug Administration, Drug Therapy, Intraperitoneal Drug
Administration, Intravenous Drug Administration, Oral Drug Administration, Parenteral Drug
Administration, Subcutaneous Drug Administration, Therapy]

CHLORIDE/ad, dt, ip, iv, po, pa, sc, th [Drug Administration, Drug Therapy, Intraperitoneal
Drug Administration, Intravenous Drug Administration, Oral Drug Administration, Parenteral
Drug Administration, Subcutaneous Drug Administration, Therapy]

SODIUM CHLORIDE/ad, dt, dl, ig, os, ip, iv, po, pa, rc, sc, th [Drug Administration, Drug
Therapy, Intradermal Drug Administration, Intragastric Drug Administration, Intraosseous Drug
Administration, Intraperitoneal Drug Administration, Intravenous Drug Administration, Oral
Drug Administration, Parenteral Drug Administration, Rectal Drug Administration,
Subcutaneous Drug Administration, Therapy]

GLUCOSE/ad, dt, ig, os, ip, iv, po, pa, rc, sc, th [Drug Administration, Drug Therapy,
Intragastric Drug Administration, Intraosseous Drug Administration, Intraperitoneal Drug
Administration, Intravenous Drug Administration, Oral Drug Administration, Parenteral Drug
Administration, Rectal Drug Administration, Subcutaneous Drug Administration, Therapy]
GLUCOSE INFUSION/

BICARBONATE/ad, dt, ig, os, ip, iv, po, pa, rc, sc, th [Drug Administration, Drug Therapy,
Intragastric Drug Administration, Intraosseous Drug Administration, Intraperitoneal Drug
Administration, Intravenous Drug Administration, Oral Drug Administration, Parenteral Drug
Administration, Rectal Drug Administration, Subcutaneous Drug Administration, Therapy]
POTASSIUM/ad, dt, ig, os, ip, iv, po, pa, rc, sc, th [Drug Administration, Drug Therapy,
Intragastric Drug Administration, Intraosseous Drug Administration, Intraperitoneal Drug
Administration, Intravenous Drug Administration, Oral Drug Administration, Parenteral Drug
Administration, Rectal Drug Administration, Subcutaneous Drug Administration, Therapy]
PHOSPHATE/ad, dt, ig, ip, iv, po, pa, rc, th [Drug Administration, Drug Therapy, Intragastric
Drug Administration, Intraperitoneal Drug Administration, Intravenous Drug Administration,
Oral Drug Administration, Parenteral Drug Administration, Rectal Drug Administration,
Therapy]

exp ELECTROLYTE BLOOD LEVEL/

BICARBONATE BLOOD LEVEL/

GLUCOSE BLOOD LEVEL/

PHOSPHATE BLOOD LEVEL/

((fluid? or solution? or infusion? or electrolyte? or hydrat$ or rehydrat$ or re hydrat$ or
resuscitat$) adj5 (chloride? or sodium chloride? or potassium chloride? or saline? or NaCl or
KCIl or glucose or dextrose or hydrogen carbonate? or bicarbonate? or carbonic acid? or
potassium or phosphate? or orthophosphate? or ortho phosphate?)).ti,ab.

or/59-72

and/29,73

or/37,52,58,74

conference abstract.pt.

letter.pt. or LETTER/

note.pt.
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79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94

editorial.pt.

CASE REPORT/ or CASE STUDY/
(letter or comment* or abstracts).ti.
or/76-81

RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
82 not 83

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/84-91

75 not 92

limit 93 to english language

Type 1 and type 2 diabetes — diabetic ketoacidosis
intravenous osmotic agents

Review guestion: What is the effectiveness of intravenous osmotic agents in the
management of cerebral oedema associated with diabetic ketoacidosis?

Ovid MEDLINE(R)

A W N PR H

15
16
17
18
19
20
21
22
23
24

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

DIABETIC KETOACIDOSIS/

(DK or DKA).ti,ab.

or/10-11

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

or/13-14

exp DIABETES MELLITUS/

diabet$.mp.

or/16-17

and/15,18

9 and (12 or 19)

BRAIN EDEMA/

((brain or cerebral) adj3 (edema? or oedema? or swell$)).ti,ab.
INTRACRANIAL PRESSURE/

INTRACRANIAL HYPERTENSION/
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25

26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58

((intracranial or intracerebral or subarachnoid or "sub arachnoid") adj3 (pressure or
hypertens$)).ti,ab.

ICP.ti,ab.

or/21-26

DIURETICS, OSMOTIC/
osmotherap$.ti,ab.

(osmo$ adj3 (therap$ or agent? or solution? or serum or plasma or blood)).ti,ab.
SALINE SOLUTION, HYPERTONIC/
SODIUM CHLORIDE/

(hyperton$ adj3 (saline or solution?)).ti,ab.
(saline or sodium chloride or NaCl).ti,ab.
MANNITOL/

(mannitol or viaflo or viaflex).ti,ab.
or/28-36

and/20,27,37

limit 38 to english language

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.
or/40-47

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
48 not 49

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/50-56

39 not 57

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

#
1
2

~N o oW

(e¢]

10
11
12

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-4

(DK or DKA).ti,ab.

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

diabet$.mp.

and/7-8

5and (6 or 9)

((brain or cerebral) adj3 (edema? or oedema? or swell$)).ti,ab.

((intracranial or intracerebral or subarachnoid or "sub arachnoid") adj3 (pressure or
hypertens$)).ti,ab.
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13
14
15
16
17
18
19
20
21
22

ICP.ti,ab.

or/11-13

osmotherap$.ti,ab.

(osmo$ adj3 (therap$ or agent? or solution? or serum or plasma or blood)).ti,ab.
(hyperton$ adj3 (saline or solution?)).ti,ab.

(saline or sodium chloride or NaCl).ti,ab.

(mannitol or viaflo or viaflex).ti,ab.

or/15-19

and/10,14,20

limit 21 to english language

Cochrane Central Register of Controlled Trials

#

A wN PR

15
16
17
18
19
20
21
22
23
24
25

26
27
28
29
30
31
32
33
34
35
36
37

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

DIABETIC KETOACIDOSIS/

(DK or DKA).ti,ab.

or/10-11

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

or/13-14

exp DIABETES MELLITUS/

diabet$.mp.

or/16-17

and/15,18

9 and (12 or 19)

BRAIN EDEMA/

((brain or cerebral) adj3 (edema? or oedema? or swell$)).ti,ab.
INTRACRANIAL PRESSURE/

INTRACRANIAL HYPERTENSION/

((intracranial or intracerebral or subarachnoid or "sub arachnoid") adj3 (pressure or
hypertens$)).ti,ab.

ICP.ti,ab.

or/21-26

DIURETICS, OSMOTIC/

osmotherap$.ti,ab.

(osmo$ adj3 (therap$ or agent? or solution? or serum or plasma or blood)).ti,ab.
SALINE SOLUTION, HYPERTONIC/

SODIUM CHLORIDE/

(hyperton$ adj3 (saline or solution?)).ti,ab.

(saline or sodium chloride or NaCl).ti,ab.

MANNITOL/

(mannitol or viaflo or viaflex).ti,ab.

or/28-36
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38 and/20,27,37

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

# Searches
1 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,tx,kw,jw.
2 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or

kindergar$ or boy? or girl?).tw,tx,kw,jw.

3 (infan$ or neonat$ or newborn$ or baby or babies).tw,tx,kw,jw.

4 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw,tx,kw,jw.
5 or/1-4

6 DIABETIC KETOACIDOSIS .kw.

7 (DK or DKA).tw,tx.

8 or/6-7

9

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).tw,tx,kw.

10 diabet$.tw,tx,kw.
11 and/9-10
12 5and (8 or 11)

13 ((brain or cerebral) adj3 (edema? or oedema? or swell$)).tw,tx,kw.

14 ((intracranial or intracerebral or subarachnoid or "sub arachnoid") adj3 (pressure or
hypertens$)).tw,tx,kw.

15 ICP.tw,tx.

16 or/13-15
17 DIURETICS, OSMOTIC.kw.

18 osmotherap$.tw,tx.

19 (osmo$ adj3 (therap$ or agent? or solution? or serum or plasma or blood)).tw,tx.
20 (hyperton$ adj3 (saline or solution?)).tw,tx,kw.

21 (saline or sodium chloride or NaCl).tw,tx,kw.

22 (mannitol or viaflo or viaflex).tw,tx,kw.

23 or/17-22
24 and/12,16,23

Health Technology Assessment

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,jx.

exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,jx.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).tw,jx.

7 exp PEDIATRICS/ or exp PUBERTY/
8
9

A wWN PR

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescens).tw,jx.
or/1-8

10 DIABETIC KETOACIDOSIS/

11 (DK or DKA).tw.

12 or/10-11

13 exp KETOSIS/

14 (ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).tw.

15 or/13-14
16 exp DIABETES MELLITUS/
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17 diabet$.mp.

18 or/16-17

19 and/15,18

20 9 and (12 or 19)

21 BRAIN EDEMA/

22 ((brain or cerebral) adj3 (edema? or oedema? or swell$)).tw.

23 INTRACRANIAL PRESSURE/

24 INTRACRANIAL HYPERTENSION/

25 ((intracranial or intracerebral or subarachnoid or "sub arachnoid") adj3 (pressure or
hypertens$)).tw.

26 ICP.tw.

27 or/21-26

28 DIURETICS, OSMOTIC/

29 osmotherap$.tw.

30 (osmo$ adj3 (therap$ or agent? or solution? or serum or plasma or blood)).tw.

31 SALINE SOLUTION, HYPERTONIC/

32 SODIUM CHLORIDE/

33 (hyperton$ adj3 (saline or solution?)).tw.

34 (saline or sodium chloride or NacCl).tw.

35 MANNITOL/

36 (mannitol or viaflo or viaflex).tw.

37 or/28-36

38 and/20,27,37

Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

9 or/1-8

10 DIABETIC KETOACIDOSIS/

11 (DK or DKA).ti,ab.

12 or/10-11

13 KETOACIDOSIS/

14 KETONURIA/

15 (ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

16 or/13-15

17 exp DIABETES MELLITUS/

18 diabet$.mp.

19 or/17-18

20 and/16,19

21 9 and (12 or 20)

22 BRAIN EDEMA/

23 ((brain or cerebral) adj3 (edema? or oedema? or swell$)).ti,ab.

24 INTRACRANIAL PRESSURE/

25 INTRACRANIAL HYPERTENSION/
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26

27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58

((intracranial or intracerebral or subarachnoid or "sub arachnoid") adj3 (pressure or
hypertens$)).ti,ab.

ICP.ti,ab.

or/22-27

exp OSMOTIC AGENT/
osmotherap$.ti,ab.

(osmo$ adj3 (therap$ or agent? or solution? or serum or plasma or blood)).ti,ab.
HYPERTONIC SOLUTION/

SODIUM CHLORIDE/

(hyperton$ adj3 (saline or solution?)).ti,ab.
(saline or sodium chloride or NaCl).ti,ab.
MANNITOL/

(mannitol or viaflo or viaflex).ti,ab.
or/29-37

and/21,28,38

limit 39 to english language

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/
(letter or comment* or abstracts).ti.
or/41-46

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
47 not 48

ANIMAL/ not HUMAN/

NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
0r/49-56

40 not 57

Type 1 and type 2 diabetes — diabetic ketoacidosis — insulin

Review questions:

When should intravenous insulin therapy be started and stopped in children and
young people with diabetic ketoacidosis?

How should the dosage of insulin be calculated for children and young people with
diabetic ketoacidosis?

Ovid MEDLINE(R)

g b~ W NP H

Searches

randomized controlled trial.pt.
controlled clinical trial.pt.
DOUBLE BLIND METHOD/
SINGLE BLIND METHOD/
RANDOM ALLOCATION/
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27
28

29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48

49
50
51
52
53
54

RANDOMIZED CONTROLLED TRIALS AS TOPIC/
or/1-6

((single or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.
clinical trial.pt.

exp CLINICAL TRIAL/

exp CLINICAL TRIALS AS TOPIC/

(clinic$ adj5 trial$).tw,sh.

PLACEBOS/

placebo$.tw,sh.

random$.tw,sh.

or/8-15

or/7,16

META ANALYSIS/

META ANALYSIS AS TOPIC/

meta analysis.pt.

(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.
(systematic$ adj5 (review$ or overviews)).tw,sh.
(methodologic$ adj5 (review$ or overview$)).tw,sh.
or/18-23

reviews.pt.

(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit or
psyclit or "web of science" or "science citation" or scisearch).tw.

((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw,sh.

(pooling or pooled or mantel haenszel).tw,sh.

(peto or dersimonian or der simonian or fixed effect).tw,sh.

or/26-30

and/25,31

exp CASE-CONTROL STUDIES/

(case$ adj2 control$).tw.

exp COHORT STUDIES/

cohort$.tw.

or/33-36

or/17,24,32,37

letter.pt.

comment.pt.

editorial.pt.

historical article.pt.

0r/39-42

38 not 43

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
or/45-52

exp KETOSIS/
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55

56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72

73

74
75
76
77
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

(DK or DKA).ti,ab.

or/54-56

exp DIABETES MELLITUS/

diabet$.mp.

or/58-59

and/53,57,60

exp INSULINS/

INSULIN INFUSION SYSTEMS/

0r/62-63

exp DRUG ADMINISTRATION SCHEDULE/
TIME FACTORS/

DOSE-RESPONSE RELATIONSHIP, DRUG/
DRUG DOSAGE CALCULATIONS/
or/65-68

and/64,69

exp INSULINS/ad [Administration & Dosage]

(insulin$ adj5 (early or earli$ or delay$ or start? or starting or stop? or stopping or intermittent$
or time or timing)).ti,ab.

(insulin$ adj5 (high-dose? or high-dosage? or low-dose or low-dosage? or dose? or dosage?
or bolus$ or priming or loading)).ti,ab.

or/70-73

and/61,74

and/44,75

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/
COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.
or/77-84

RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
85 not 86

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/87-93

76 not 94

limit 95 to english language

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

#
1
2

3
4

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
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5 or/1-4

6 (ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

7 (DK or DKA).ti,ab.

8 or/6-7

9 diabet$.mp.

10 and/5,8-9

11 (insulin$ adj5 (early or earli$ or delay$ or start? or starting or stop? or stopping or intermittent$
or time or timing)).ti,ab.

12 (insulin$ adj5 (high-dose? or high-dosage? or low-dose or low-dosage? or dose? or dosage?
or bolus$ or priming or loading)).ti,ab.

13 or/11-12

14 and/10,13

Cochrane Central Register of Controlled Trials

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

7 exp PEDIATRICS/ or exp PUBERTY/
8
9

A wNPFP R

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
or/1-8
10 exp KETOSIS/

11 (ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

12 (DK or DKA).ti,ab.

13 or/10-12

14 exp DIABETES MELLITUS/

15 diabet$.mp.

16 or/14-15

17 and/9,13,16

18 exp INSULINS/

19 INSULIN INFUSION SYSTEMS/

20 or/18-19

21 exp DRUG ADMINISTRATION SCHEDULE/
22 TIME FACTORS/

23 DOSE-RESPONSE RELATIONSHIP, DRUG/
24 DRUG DOSAGE CALCULATIONS/

25 or/21-24

26 and/20,25

27 exp INSULINS/ad [Administration & Dosage]

28 (insulin$ adj5 (early or earli$ or delay$ or start? or starting or stop? or stopping or intermittent$
or time or timing)).ti,ab.
29 (insulin$ adj5 (high-dose? or high-dosage? or low-dose or low-dosage? or dose? or dosage?

or bolus$ or priming or loading)).ti,ab.
30 or/26-29
31 and/17,30
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Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

18

19
20

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).kw,tw,tx,jw,rw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,tx,kw,jw,rw.

(infan$ or neonat$ or newborn$ or baby or babies).tw,tx,kw,jw,rw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw,tx,kw,jw,rw.

or/1-4

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).tw, tx,kw.

(DK or DKA).tw,tx.

or/6-7

diabet$.tw, tx,kw.

and/5,8-9

insulin®.tw, tx,kw.

TIME FACTORS.kw.
DOSE-RESPONSE.kw.

DRUG DOSAGE CALCULATIONS.kw.
or/12-14

and/11,15

(insulin$ adj5 (early or earli$ or delay$ or start? or starting or stop? or stopping or intermittent$
or time or timing)).tw,tx.

(insulin$ adj5 (high-dose? or high-dosage? or low-dose or low-dosage? or dose? or dosage?
or bolus$ or priming or loading)).tw,tx.

or/16-18
and/10,19

NHS Economic Evaluation Database

12
13
14
15
16
17
18
19
20
21

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,jx,rw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,jx,rw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).tw,jx,rw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescens$).tw,jx,rw.

or/1-8

DIABETIC KETOACIDOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).tw.

(DK or DKA).tw.

or/10-12

exp DIABETES MELLITUS/

diabet$.mp.

or/14-15

and/9,13,16

exp INSULIN/

INSULIN INFUSION SYSTEMS/

or/18-19

exp DRUG ADMINISTRATION SCHEDULE/
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22 TIME FACTORS/

23 DOSE-RESPONSE RELATIONSHIP, DRUG/

24 DRUG DOSAGE CALCULATIONS/

25 or/21-24

26 and/20,25

27 (insulin$ adj5 (early or earli$ or delay$ or start? or starting or stop? or stopping or intermittent$
or time or timing)).tw.

28 (insulin$ adj5 (high-dose? or high-dosage? or low-dose or low-dosage? or dose? or dosage?
or bolus$ or priming or loading)).tw.

29 or/26-28

30 and/17,29

Embase

# Searches

1 CLINICAL TRIAL/ or "CLINICAL TRIAL (TOPIC)"/

2 (clinic$ adj5 trial$).tw,sh.

3 SINGLE BLIND PROCEDURE/

4 DOUBLE BLIND PROCEDURE/

5 RANDOM ALLOCATION/

6 CROSSOVER PROCEDURE/

7 PLACEBO/

8 placebo$.tw,sh.

9 random$.tw,sh.

10 RANDOMIZED CONTROLLED TRIAL/ or "RANDOMIZED CONTROLLED TRIAL (TOPIC)"/

11 ((single or double or triple or treble) adj (blind$ or mask$)).tw,sh.

12 randomi?ed control$ trial$.tw.

13 or/1-12

14 META ANALYSIS/

15 ((meta adj analy$) or metaanalys$ or meta-analy$).tw,sh.

16 (systematic$ adj5 (review$ or overviews)).tw,sh.

17 (methodologic$ adj5 (review$ or overview$)).tw,sh.

18 or/14-17

19 review.pt.

20 (medline or medlars or embase).ab.

21 (scisearch or science citation index).ab.

22 (psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.

23 ((hand or manual$) adj2 search$).tw.

24 (electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw.

25 (pooling or pooled or mantel haenszel).tw.

26 (peto or dersimonian or "der simonian” or fixed effect).tw.

27 or/20-26

28 and/19,27

29 exp CASE CONTROL STUDY/

30 RETROSPECTIVE STUDY/

31 (case$ adj2 control$).tw.

32 COHORT ANALYSIS/

33 LONGITUDINAL STUDY/

34 FOLLOW UP/

35 PROSPECTIVE STUDY/

36 cohort$.tw.

37 or/29-36

38 or/13,18,28,37
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39
40
41
42
43
44

45
46
47
48
49
50
51
52

53
54
55
56
57
58
59
60
61
62

63
64
65
66
67
68
69

70

71
72
73
74
75
76
77
78
79
80
81
82
83
84

(book or conference paper or editorial or letter or note or proceeding or short survey).pt.
38 not 39

exp ADOLESCENT/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.
or/41-48

KETOACIDOSIS/ or DIABETIC KETOACIDOSIS/

KETONURIA/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

(DK or DKA).ti,ab.

or/50-53

exp DIABETES MELLITUS/

diabet$.mp.

or/55-56

and/49,54,57

exp INSULIN DERIVATIVE/

INSULIN TREATMENT/ or INSULIN INFUSION/
or/59-60

DRUG DOSE/ or DOSE CALCULATION/ or DOSAGE SCHEDULE COMPARISON/ or DRUG
DOSE COMPARISON/ or DRUG DOSE ESCALATION/ or DRUG DOSE INCREASE!/ or
DRUG DOSE INTENSIFICATION/ or DRUG DOSE REDUCTION/ or DRUG DOSE
REGIMEN/ or LOADING DRUG DOSE/ or LOW DRUG DOSE/ or MAINTENANCE DRUG
DOSE/ or OPTIMAL DRUG DOSE/

EARLY INTERVENTION/

TREATMENT DURATION/

THERAPY DELAY/

0r/62-65

and/61,66

exp INSULIN DERIVATIVE/do, iv [Drug Dose, Intravenous Drug Administration]

(insulin$ adj5 (high-dose? or high-dosage? or low-dose or low-dosage? or dose? or dosage?
or bolus$ or priming or loading)).ti,ab.

(insulin$ adj5 (early or earli$ or delay$ or start? or starting or stop? or stopping or time or
timing)).ti,ab.

or/67-70

and/58,71

and/40,72

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/

(letter or comment* or abstracts).ti.

or/74-79

RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
80 not 81

ANIMAL/ not HUMAN/

NONHUMAN/
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85
86
87
88
89
90
91
92

exp ANIMAL EXPERIMENT/
exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/82-89

73 not 90

limit 91 to english language

Type 1 and type 2 diabetes — diabetic ketoacidosis —
anticoagulant prophylaxis

Review guestion: What is the effectiveness of routine anticoagulant prophylaxis to
prevent venous thrombosis in children and young people with diabetic ketoacidosis?

Ovid MEDLINE(R)

AW N PP H

12
13
14
15
16
17
18
19
20
21
22
23
24
25

26
27
28
29
30

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

(DK or DKA).ti,ab.

or/10-12

exp DIABETES MELLITUS/
diabet$.mp.

or/14-15

and/9,13,16

exp ANTICOAGULANTS/

exp FIBRINOLYTIC AGENTS/
exp THROMBOLYTIC THERAPY/
ASPIRIN/

DICUMAROL/

WARFARIN/

exp HEPARIN/

(anticoagula$ or aspirin$ or dalteparin$ or nadroparin$ or enoxaparin$ or dic?umarol or
fragmin$ or heparin$ or UFH or LMWH or warfarin$ or fibrinoly$).ti,ab,nm.

or/18-25

exp "EMBOLISM AND THROMBOSIS"/
exp HEMORRHAGE/

(mo or ut or ae or co).fs.

PATIENT SATISFACTION/
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31

32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52

(thromboprophyla$ or thrombus$ or thrombi or thrombotic$ or thrombolic$ or thromboly$ or
thromboemboli$ or thrombocyt$ or thrombos$ or emboli$ or bleed$ or h?emorrag$ or adverse
or complication? or mortalit$ or utili#ation or satisfaction or satisfied).ti,ab.

or/27-31

and/17,26,32

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/
COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.
or/34-41

RANDOMIZED CONTROLLED TRIAL/ or random?*.ti,ab.
42 not 43

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/44-50

33 not 51

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

10
11

12

13

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-4

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

(DK or DKA).ti,ab.

or/6-7

diabet$.mp.

and/5,8-9

(anticoagula$ or aspirin$ or dalteparin$ or nadroparin$ or enoxaparin$ or dic?umarol or
fragmin$ or heparin$ or UFH or LMWH or warfarin$ or fibrinoly$).ti,ab.

(thromboprophyla$ or thrombus$ or thrombi or thrombotic$ or thrombolic$ or thromboly$ or
thromboemboli$ or thrombocyt$ or thrombos$ or emboli$ or bleed$ or h?emorrag$ or adverse
or complication? or mortalit$ or utili#ation or satisfaction or satisfied).ti,ab.

and/10-12

Cochrane Central Register of Controlled Trials

A WN PR

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/
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12
13
14
15
16
17
18
19
20
21
22
23
24
25

26
27
28
29
30
31

32
33

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
or/1-8

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

(DK or DKA).ti,ab.

or/10-12

exp DIABETES MELLITUS/
diabet$.mp.

or/14-15

and/9,13,16

exp ANTICOAGULANTS/

exp FIBRINOLYTIC AGENTS/
exp THROMBOLYTIC THERAPY/
ASPIRIN/

DICUMAROL/

WARFARIN/

exp HEPARIN/

(anticoagula$ or aspirin$ or dalteparin$ or nadroparin$ or enoxaparin$ or dic?umarol or
fragmin$ or heparin$ or UFH or LMWH or warfarin$ or fibrinoly$).ti,ab.

or/18-25

exp "EMBOLISM AND THROMBOSIS"/

exp HEMORRHAGE/

(mo or ut or ae or co).fs.

PATIENT SATISFACTION/

(thromboprophyla$ or thrombus$ or thrombi or thrombotic$ or thrombolic$ or thromboly$ or
thromboemboli$ or thrombocyt$ or thrombos$ or emboli$ or bleed$ or h?emorrag$ or adverse
or complication? or mortalit$ or utili#ation or satisfaction or satisfied).ti,ab.

or/27-31

and/17,26,32

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

10
11
12
13
14
15

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).kw,tw,tx,jw,rw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).kw,tw,tx,jw,rw.

(infan$ or neonat$ or newborn$ or baby or babies).kw,tw,tx,jw,rw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescens$).kw,tw,tx,jw,rw.

or/1-4

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).kw,tw,tx.

(DK or DKA).kw,tw,tx.

or/6-7

diabet$.kw,tw,tx.

and/5,8-9
ANTICOAGULANTS.kw.
FIBRINOLYTICS.kw.
(THROMBOLS or HIRUDIN).kw.
ASPIRIN.kw.

DICUMAROL.kw.
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16
17
18

19
20
21
22
23

24
25

WARFARIN.kw.
HEPARINS.kw.

(anticoagula$ or aspirin$ or dalteparin$ or nadroparin$ or enoxaparin$ or dic?umarol or
fragmin$ or heparin$ or UFH or LMWH or warfarin$ or fibrinoly$).tw,tx.

or/11-18

(EMBOLI$ or THROMBOS$).kw.

HEMORRHAGE.kw.

SATISFACTION.kw.

(thromboprophyla$ or thrombus$ or thrombi or thrombotic$ or thrombolic$ or thromboly$ or
thromboemboli$ or thrombocyt$ or thrombos$ or emboli$ or bleed$ or h?emorrag$ or adverse
or complication? or mortalit$ or utili#ation or satisfaction or satisfied).tw,tx.

or/20-23

and/10,19,24

Health Technology Assessment

A wNPFP R

12
13
14
15
16
17
18
19
20
21
22
23
24
25

26
27
28
29
30
31

32
33

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,jx,rw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,jx,rw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).tw,jx,rw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw,jx,rw.

or/1-8

exp KETOSIS/

(ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).tw.

(DK or DKA).tw.

or/10-12

exp DIABETES MELLITUS/
diabet$.mp.

or/14-15

and/9,13,16

exp ANTICOAGULANTS/

exp FIBRINOLYTIC AGENTS/
exp THROMBOLYTIC THERAPY/
ASPIRIN/

DICUMAROL/

WARFARIN/

exp HEPARIN/

(anticoagula$ or aspirin$ or dalteparin$ or nadroparin$ or enoxaparin$ or dic?umarol or
fragmin$ or heparin$ or UFH or LMWH or warfarin$ or fibrinoly$).tw.

or/18-25

exp "EMBOLISM AND THROMBOSIS"/

exp HEMORRHAGE/

(mo or ut or ae or co).fs.

PATIENT SATISFACTION/

(thromboprophyla$ or thrombus$ or thrombi or thrombotic$ or thrombolic$ or thromboly$ or
thromboemboli$ or thrombocyt$ or thrombos$ or emboli$ or bleed$ or h?emorrag$ or adverse
or complication? or mortalit$ or utili#ation or satisfaction or satisfied).tw.

or/27-31

and/17,26,32
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Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

7 exp PEDIATRICS/ or exp PUBERTY/

8 p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

9 or/1-8

10 INSULIN DEPENDENT DIABETES MELLITUS/

11 (diabet$ adj5 ("type one" or “type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

12 (IDDM or T1D or TID or DM1 or DMI).ti,ab.

13 or/10-12

14 NON INSULIN DEPENDENT DIABETES MELLITUS/

15 (diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or TIl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

16 (diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

17 (NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

18 or/14-17

19 or/13,18

20 JUVENILE DIABETES MELLITUS/

21 and/9,19

22 or/20-21

23 KETOACIDOSIS/ or DIABETIC KETOACIDOSIS/

24 KETONURIA/

25 (ketosis or ketoacid$ or keto acid$ or ketotic or ketonuri$ or keton?emi$ or hyperketon$ or
ketogenesis).ti,ab.

26 (DK or DKA).ti,ab.

27 or/23-26

28 and/22,27

29 exp ANTICOAGULANT AGENT/

30 ANTICOAGULANT THERAPY/

31 FIBRINOLYTIC AGENT/

32 FIBRINOLYTIC THERAPY/

33 EMBOLISM PREVENTION/

34 THROMBOSIS PREVENTION/

35 ACETYLSALICYLIC ACID/

36 DICOUMAROL/

37 WARFARIN/

38 exp HEPARIN DERIVATIVE/

39 (anticoagula$ or aspirin$ or dalteparin$ or nadroparin$ or enoxaparin$ or dic?umarol or
fragmin$ or heparin$ or UFH or LMWH or warfarin$ or fibrinoly$).ti,ab,rn.

40 or/29-39

41 exp THROMBOEMBOLISM/

42 exp THROMBOCYTOPENIA/

43 exp BLEEDING/

44 ADVERSE DRUG REACTION/

45 exp COMPLICATION/

46 MORTALITY/
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47
48
49

50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69

HEALTH CARE UTILIZATION/
PATIENT SATISFACTION/

(thromboprophyla$ or thrombus$ or thrombi or thrombotic$ or thrombolic$ or thromboly$ or
thromboemboli$ or thrombocyt$ or thrombos$ or emboli$ or bleed$ or h?emorrag$ or adverse
or complication? or mortalit$ or utili#ation or satisfaction or satisfied).ti,ab.

or/41-49

and/28,40,50

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/
(letter or comment* or abstracts).ti.
or/52-57

RANDOMIZED CONTROLLED TRIAL/ or random?*.ti,ab.
58 not 59

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/60-67

51 not 68

Type 1 and type 2 diabetes —retinopathy

Review questions:

What is the optimal monitoring strategy for identifying retinopathy in children and
young people with type 1 diabetes?

What is the optimal monitoring strategy for identifying retinopathy in children and
young people with type 2 diabetes?

Ovid MEDLINE(R)

A W N PR H

12
13

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.
or/10-12
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14
15

16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65

exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or "type 2" or "type 11" or T2 or Tl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/14-17

or/13,18

DIABETIC RETINOPATHY/

(diabet$ adj3 retinopath$).ti,ab.

or/20-21

RETINAL DISEASES/

retinopath$.ti,ab.

or/23-24

DIAGNOSTIC TECHNIQUES, OPHTHALMOLOGICAL/

exp OPHTHALMOSCOPY/

FUNDUS OCULI/

RETINA/ or RETINAL VESSELS/

PHOTOGRAPHY/

and/29-30

((retina$ or fundus or ocul$ or eye?) adj3 (photograph$ or exam$)).ti,ab.
(op?thalmoscop$ or retinoscop$).ti,ab.

fundus oculi.ti,ab.

0r/26-28,31-34

MASS SCREENING/

VISION SCREENING/

exp POPULATION SURVEILLANCE/

(undiagnos$ or estimate$).ti.

(screen$ or surveill$ or predict$ or detect$).ti.

or/36-40

SEVERITY OF ILLNESS INDEX/

INTERNATIONAL CLASSIFICATION OF DISEASES/
CLASSIFICATION/

(retinopath$ adj3 (grad$ or sever$ or classif$ or index$ or indice? or stage$ or staging)).ti,ab.
or/42-45

exp EYE HEMORRHAGE/

h?emorrhag$.ti,ab.

exp ANEURYSM/

(microaneurysm? or micro aneurysm?).ti,ab.

"EXUDATES AND TRANSUDATES"/

exp EYE/

and/51-52

SUBRETINAL FLUID/

exudate?.ti,ab.

PAPILLEDEMA/

EDEMA/

exp EYE/

and/57-58

(papill?edem$ or papillitis or choked dis??).ti,ab.

((retina$ or optic dis?? or optic nerve?) adj (edema? or oedema?)).ti,ab.
RETINAL NEOVASCULARIZATION/
NEOVASCULARIZATION, PATHOLOGIC/ or VASCULAR MALFORMATIONS/
exp EYE/ or RETINAL VESSELS/

and/63-64
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66
67
68
69

70
71
72
73
74
75
76
77
78
79
80
81

82
83
84
85
86

87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102
103

104
105
106
107
108
109
110
111
112
113
114

exp RETINAL VESSELS/pa, pp [Pathology, Physiopathology]

neovascular$.ti,ab.

(new adj2 vessel adj2 form$).ti,ab.

((venous or vascular or microvascular or fibrovascular) adj3 (abnormal$ or malform$ or loop$
or bead$ or reduplicat$ or duplicat$ or proliferat$)).ti,ab.

(IRMA or ((intraretinal or intra retinal) adj microvascular adj abnormal$)).ti,ab.
*MACULAR DEGENERATION/

MACULAR EDEMA/

(macular adj (degenerat$ or dysfunction$)).ti,ab.

(maculopath$ or macular edema? or macular oedema? or CSME or CSMO).ti,ab.
exp OCULAR HYPERTENSION/

(glaucoma? or ((ocular or intraocular or eye) adj3 (hypertensi$ or pressur$))).ti,ab.
OPTIC NEUROPATHY, ISCHEMIC/

(optic adj3 (isch?emi$ or neuropath$)).ti,ab.

cotton wool spot?.ti,ab.

RETINAL DETACHMENT/

((retina$ or preretina$) adj3 (detach$ or tear$ or scar$ or thick$ or lesion? or manifest$ or
fibrosis)).ti,ab.

VISION DISORDERS/

SCOTOMA/

VISION, LOW/

(scotoma? or blind spot? or floater? or musca volitante?).ti,ab.

((reduc$ or impair$ or subnormal or sub-normal or suboptimal or sub-optimal or diminish$ or
low or blur$) adj3 (vision or visual or acuity)).ti,ab.

or/47-50,53-56,59-62,65-86

PREVALENCE/

INCIDENCE/

CROSS-SECTIONAL STUDIES/

exp MODELS, STATISTICAL/

LIFE TABLES/

exp RISK/

(prevalen$ or incidence? or model$ or risk$ or rate?).ti.
0r/88-94

AGE FACTORS/

AGE DISTRIBUTION/

AGE OF ONSET/

TIME TO TREATMENT/

(age$ adj4 (factor$ or onset or diagnos$ or treatment$)).ti,ab.
(disease adj3 (duration or onset)).ti,ab.

0r/96-101

DIABETIC RETINOPATHY(/cl, di, ep, pc [Classification, Diagnosis, Epidemiology, Prevention
& Control]

22 and (35 or 41 or 46 or 95 or 102)
19 and 25 and (35 or 41 or 46 or 95 or 102)
19 and 87 and (95 or 102)
0r/103-106

and/9,107

limit 108 to english language
LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/
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115
116
117
118
119
120
121
122
123
124
125
126
127

COMMENT/

(letter or comment* or abstracts).ti.
or/110-116

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
117 not 118

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/119-125

109 not 126

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

#
1
2

[e2 2N &) BN V)

~

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29

30
31
32
33

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-4

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

(diabet$ adj5 ("type two" or "type 2" or "type 1" or T2 or Tl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/6-10

(diabet$ adj3 retinopath$).ti,ab.

retinopath$.ti,ab.

((retina$ or fundus or ocul$ or eye?) adj3 (photograph$ or exam$)).ti,ab.
(op?thalmoscop$ or retinoscop$).ti,ab.

fundus oculi.ti,ab.

or/14-16

(undiagnos$ or estimate$).ti.

(screen$ or surveill$ or predict$ or detect$).ti.

or/18-19

(retinopath$ adj3 (grad$ or sever$ or classif$ or index$ or indice? or stage$ or staging)).ti,ab.
h?emorrhag$.ti,ab.

(microaneurysm? or micro aneurysm?).ti,ab.

exudate?.ti,ab.

(papill?edem$ or papillitis or choked dis??).ti,ab.

((retina$ or optic dis?? or optic nerve?) adj (edema? or oedema?)).ti,ab.
neovascular$.ti,ab.

(new adj2 vessel adj2 form$).ti,ab.

((venous or vascular or microvascular or fibrovascular) adj3 (abnormal$ or malform$ or loop$
or bead$ or reduplicat$ or duplicat$ or proliferat$)).ti,ab.

(IRMA or ((intraretinal or intra retinal) adj microvascular adj abnormal$)).ti,ab.
(macular adj (degenerat$ or dysfunction$)).ti,ab.

(maculopath$ or macular edema? or macular oedema? or CSME or CSMO).ti,ab.
(glaucoma? or ((ocular or intraocular or eye) adj3 (hypertensi$ or pressur$))).ti,ab.
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34
35
36

37
38

39
40
41
42
43
44
45
46
47
48

(optic adj3 (isch?emi$ or neuropath$)).ti,ab.
cotton wool spot?.ti,ab.

((retina$ or preretina$) adj3 (detach$ or tear$ or scar$ or thick$ or lesion? or manifest$ or
fibrosis)).ti,ab.

(scotoma? or blind spot? or floater? or musca volitante?).ti,ab.

((reduc$ or impair$ or subnormal or sub-normal or suboptimal or sub-optimal or diminish$ or
low or blur$) ad;j3 (vision or visual or acuity)).ti,ab.

or/22-38

(prevalen$ or incidence? or model$ or risk$ or rate?).ti.
(age$ adj4 (factor$ or onset or diagnos$ or treatment$)).ti,ab.
(disease adj3 (duration or onset)).ti,ab.

or/41-42

12 and (17 or 20 or 21 or 40 or 43)

11 and 13 and (17 or 20 or 21 or 40 or 43)

11 and 39 and (40 or 43)

or/44-46

and/5,47

Cochrane Central Register of Controlled Trials

#

A wN PR

12
13
14
15

16
17
18
19
20
21
22
23
24
25
26
27
28
29
30

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.
or/10-12
exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/14-17

or/13,18

DIABETIC RETINOPATHY/

(diabet$ adj3 retinopath$).ti,ab.

or/20-21

RETINAL DISEASES/

retinopath$.ti,ab.

or/23-24

DIAGNOSTIC TECHNIQUES, OPHTHALMOLOGICAL/
exp OPHTHALMOSCOPY/

FUNDUS OCULL/

RETINA/ or RETINAL VESSELS/

PHOTOGRAPHY/
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31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69

70
71
72
73
74
75
76
77
78
79
80
81

and/29-30

((retina$ or fundus or ocul$ or eye?) adj3 (photograph$ or exam$)).ti,ab.
(op?thalmoscop$ or retinoscop$).ti,ab.

fundus oculi.ti,ab.

or/26-28,31-34

MASS SCREENING/

VISION SCREENING/

exp POPULATION SURVEILLANCE/

(undiagnos$ or estimate$).ti.

(screen$ or surveill$ or predict$ or detect$).ti.

or/36-40

SEVERITY OF ILLNESS INDEX/

INTERNATIONAL CLASSIFICATION OF DISEASES/
CLASSIFICATION/

(retinopath$ adj3 (grad$ or sever$ or classif$ or index$ or indice? or stage$ or staging)).ti,ab.
or/42-45

exp EYE HEMORRHAGE/

h?emorrhag$.ti,ab.

exp ANEURYSM/

(microaneurysm? or micro aneurysm?).ti,ab.

"EXUDATES AND TRANSUDATES"/

exp EYE/

and/51-52

SUBRETINAL FLUID/

exudate?.ti,ab.

PAPILLEDEMA/

EDEMA/

exp EYE/

and/57-58

(papill?edem$ or papillitis or choked dis??).ti,ab.

((retina$ or optic dis?? or optic nerve?) adj (edema? or oedema?)).ti,ab.
RETINAL NEOVASCULARIZATION/

NEOVASCULARIZATION, PATHOLOGIC/ or VASCULAR MALFORMATIONS/
exp EYE/ or RETINAL VESSELS/

and/63-64

exp RETINAL VESSELS/pa, pp [Pathology, Physiopathology]
neovascular$.ti,ab.

(new adj2 vessel adj2 form$).ti,ab.

((venous or vascular or microvascular or fibrovascular) adj3 (abnormal$ or malform$ or loop$
or bead$ or reduplicat$ or duplicat$ or proliferat$)).ti,ab.

(IRMA or ((intraretinal or intra retinal) adj microvascular adj abnormal$)).ti,ab.
*MACULAR DEGENERATION/

MACULAR EDEMA/

(macular adj (degenerat$ or dysfunction$)).ti,ab.

(maculopath$ or macular edema? or macular oedema? or CSME or CSMO).ti,ab.
exp OCULAR HYPERTENSION/

(glaucoma? or ((ocular or intraocular or eye) adj3 (hypertensi$ or pressur$))).ti,ab.
OPTIC NEUROPATHY, ISCHEMIC/

(optic adj3 (isch?emi$ or neuropath$)).ti,ab.

cotton wool spot?.ti,ab.

RETINAL DETACHMENT/

((retina$ or preretina$) adj3 (detach$ or tear$ or scar$ or thick$ or lesion? or manifest$ or
fibrosis)).ti,ab.
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82
83
84
85
86

87
88
89
90
91
92
93
94
95
96
97
98
99
100
101
102
103

104
105
106
107
108

VISION DISORDERS/

SCOTOMA/

VISION, LOW/

(scotoma? or blind spot? or floater? or musca volitante?).ti,ab.

((reduc$ or impair$ or subnormal or sub-normal or suboptimal or sub-optimal or diminish$ or
low or blur$) adj3 (vision or visual or acuity)).ti,ab.

or/47-50,53-56,59-62,65-86

PREVALENCE/

INCIDENCE/

CROSS-SECTIONAL STUDIES/

exp MODELS, STATISTICAL/

LIFE TABLES/

exp RISK/

(prevalen$ or incidence? or model$ or risk$ or rate?).ti.
or/88-94

AGE FACTORS/

AGE DISTRIBUTION/

AGE OF ONSET/

TIME TO TREATMENT/

(age$ adj4 (factor$ or onset or diagnos$ or treatment$)).ti,ab.
(disease adj3 (duration or onset)).ti,ab.

or/96-101

DIABETIC RETINOPATHY/cl, di, ep, pc [Classification, Diagnosis, Epidemiology, Prevention
& Control]

22 and (35 or 41 or 46 or 95 or 102)

19 and 25 and (35 or 41 or 46 or 95 or 102)
19 and 87 and (95 or 102)

or/103-106

and/9,107

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

#
1
2

[o2 B &) BEE - ¢V)

~

10
11
12
13
14
15
16

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,tx,kw,jw,rw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,tx,kw,jw,rw.

(infan$ or neonat$ or newborn$ or baby or babies).tw,tx,kw,jw,rw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescens).tw,tx,kw,jw,rw.

or/1-4

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).tw,tx,kw.

(IDDM or T1D or TID or DM1 or DMI).tw,tx.

(diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or
non?keto$)).tw, tx,kw.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).tw,tx,kw.
(NIDDM or T2D or TIID or DM2 or DMII).tw,tx.

or/6-10

(diabet$ adj3 retinopath$).tw,tx,kw.

RETINAL DISEASES.kw.

retinopath$.tw, tx,kw.

or/13-14

DIAGNOSTIC TECHNIQUES, OPHTHALMOLOGICAL.kw.
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17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44

45
46
47
48
49
50
51

52
53
54

55
56
57
58
59
60
61
62
63
64
65
66

((retina$ or fundus or ocul$ or eye?) adj3 (photograph$ or exams)).tw,tx,kw.
(op?thalmoscop$ or retinoscop$).tw,tx,kw.

fundus oculi.tw,tx,kw.

or/16-19

SCREENING .kw.

SURVEILLANCE.kw.

(undiagnos$ or estimate$).ti.

(screen$ or surveill$ or predict$ or detect$).ti.

or/21-24

SEVERITY OF ILLNESS INDEX.kw.

DISEASE SEVERITY .kw.

DISEASE COURSE .kw.

STAGING .kw.

INTERNATIONAL CLASSIFICATION OF DISEASES.kw.

RATING SCALE.kw.

CLASSIFICATION.kw.

(retinopath$ adj3 (grad$ or sever$ or classif$ or index$ or indice? or stage$ or staging)).tw,tx.
or/26-33

h?emorrhag$.tw,tx,kw.

ANEURYSM.kw.

(microaneurysm? or micro aneurysm?).tw,tx,kw.

SUBRETINAL FLUID.kw.

exudate?.tw,tx,kw.

(papill?edem$ or papillitis or choked dis??).tw,tx,kw.

((retina$ or optic dis?? or optic nerve?) adj (edema? or oedema?)).tw,tx,kw.
neovascular$.tw,tx,kw.

(new adj2 vessel adj2 form$).tw,tx.

((venous or vascular or microvascular or fibrovascular) adj3 (abnormal$ or malform$ or loop$
or bead$ or reduplicat$ or duplicat$ or proliferat$)).tw,tx,kw.

(IRMA or ((intraretinal or intra retinal) adj microvascular adj abnormal$)).tw,tx.
(macular adj (degenerat$ or dysfunction$)).tw,tx,kw.

(maculopath$ or macular edema? or macular oedema? or CSME or CSMO).tw,tx,kw.
(glaucoma? or ((ocular or intraocular or eye) adj3 (hypertensi$ or pressur$))).tw,tx,kw.
(optic adj3 (isch?emi$ or neuropath$)).tw,tx,kw.

cotton wool spot?.tw,tx.

((retina$ or preretina$) adj3 (detach$ or tear$ or scar$ or thick$ or lesion? or manifest$ or
fibrosis)).tw,tx,kw.

(VISION DISORDERS or VISUAL DISORDER).kw.

(scotoma? or blind spot? or floater? or musca volitante?).tw,tx,kw.
((reduc$ or impair$ or subnormal or sub-normal or suboptimal or sub-optimal or diminish$ or
low or blur$) adj3 (vision or visual or acuity)).tw,tx,kw.

or/35-54

PREVALENCE .kw.

INCIDENCE.kw.

CROSS-SECTIONAL STUDIES.kw.

MODELS, STATISTICAL.kw.

LIFE TABLES$.kw.

RISK.kw.

(prevalen$ or incidence? or model$ or risk$ or rate?).ti.

or/56-62

AGE.kw.

TIME TO TREATMENT .kw.

(age$ adj4 (factor$ or onset or diagnos$ or treatment$)).tw, tx,kw.
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67
68
69
70
71
72
73

(disease adj3 (duration or onset)).tw,tx,kw.
or/64-67

12 and (20 or 25 or 34 or 63 or 68)

11 and 15 and (20 or 25 or 34 or 63 or 68)
11 and 55 and (63 or 68)

or/69-71

and/5,72

Health Technology Assessment

AW NP R

12
13
14
15

16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,jx,rw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,jw,rw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).tw,jw,rw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescens).tw,jw,rw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "“type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).tw.

(IDDM or T1D or TID or DM1 or DMI).tw.
or/10-12
exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or "type 2" or "type 1" or T2 or TIl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).tw.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).tw.
(NIDDM or T2D or TIID or DM2 or DMII).tw.

or/14-17

or/13,18

DIABETIC RETINOPATHY/

(diabet$ adj3 retinopath$).tw.

or/20-21

RETINAL DISEASES/

retinopath$.tw.

or/23-24

DIAGNOSTIC TECHNIQUES, OPHTHALMOLOGICAL/
exp OPHTHALMOSCOPY/

FUNDUS OCULL/

RETINA/ or RETINAL VESSELS/

PHOTOGRAPHY/

and/29-30

((retina$ or fundus or ocul$ or eye?) adj3 (photograph$ or exam$)).tw.
(op?thalmoscop$ or retinoscop$).tw.

fundus oculi.tw.

0r/26-28,31-34

MASS SCREENING/

VISION SCREENING/

exp POPULATION SURVEILLANCE/

(undiagnos$ or estimate$).ti.

(screen$ or surveill$ or predict$ or detect$).ti.
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41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69

70
71
72
73
74
75
76
77
78
79
80
81

82
83
84
85
86

87
88
89
90

or/36-40

SEVERITY OF ILLNESS INDEX/

INTERNATIONAL CLASSIFICATION OF DISEASES/
CLASSIFICATION/

(retinopath$ adj3 (grad$ or sever$ or classif$ or index$ or indice? or stage$ or staging)).tw.
or/42-45

exp EYE HEMORRHAGE/

h?emorrhag$.tw.

exp ANEURYSM/

(microaneurysm? or micro aneurysm?).tw.

"EXUDATES AND TRANSUDATES"/

exp EYE/

and/51-52

SUBRETINAL FLUID/

exudate?.tw.

PAPILLEDEMA/

EDEMA/

exp EYE/

and/57-58

(papill?edem$ or papillitis or choked dis??).tw.

((retina$ or optic dis?? or optic nerve?) adj (edema? or oedema?)).tw.
RETINAL NEOVASCULARIZATION/

NEOVASCULARIZATION, PATHOLOGIC/ or VASCULAR MALFORMATIONS/
exp EYE/ or RETINAL VESSELS/

and/63-64

exp RETINAL VESSELS/pa, pp [Pathology, Physiopathology]
neovascular$.tw.

(new adj2 vessel adj2 form$).tw.

((venous or vascular or microvascular or fibrovascular) adj3 (abnormal$ or malform$ or loop$
or bead$ or reduplicat$ or duplicat$ or proliferat$)).tw.

(IRMA or ((intraretinal or intra retinal) adj microvascular adj abnormal$)).tw.
MACULAR DEGENERATION/

MACULAR EDEMA/

(macular adj (degenerat$ or dysfunction$)).tw.

(maculopath$ or macular edema? or macular oedema? or CSME or CSMO).tw.
exp OCULAR HYPERTENSION/

(glaucoma? or ((ocular or intraocular or eye) adj3 (hypertensi$ or pressur$))).tw.
OPTIC NEUROPATHY, ISCHEMIC/

(optic adj3 (isch?emi$ or neuropath$)).tw.

cotton wool spot?.tw.

RETINAL DETACHMENT/

((retina$ or preretina$) adj3 (detach$ or tear$ or scar$ or thick$ or lesion? or manifest$ or
fibrosis)).tw.

VISION DISORDERS/

SCOTOMA/

VISION, LOW/

(scotoma? or blind spot? or floater? or musca volitante?).tw.

((reduc$ or impair$ or subnormal or sub-normal or suboptimal or sub-optimal or diminish$ or
low or blur$) adj3 (vision or visual or acuity)).tw.

0r/47-50,53-56,59-62,65-86
PREVALENCE/

INCIDENCE/
CROSS-SECTIONAL STUDIES/
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91 exp MODELS, STATISTICAL/

92 LIFE TABLES/

93 exp RISK/

94 (prevalen$ or incidence? or model$ or risk$ or rate?).ti.
95 or/88-94

96 AGE FACTORS/

97 AGE DISTRIBUTION/

98 AGE OF ONSET/

99 TIME TO TREATMENT/

100 (age$ adj4 (factor$ or onset or diagnos$ or treatment$)).tw.
101 (disease adj3 (duration or onset)).tw.

102 or/96-101

103 DIABETIC RETINOPATHY/cl, di, ep, pc [Classification, Diagnosis, Epidemiology, Prevention
& Control]

104 22 and (35 or 41 or 46 or 95 or 102)

105 19 and 25 and (35 or 41 or 46 or 95 or 102)
106 19 and 87 and (95 or 102)

107 0r/103-106

108 and/9,107

Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

9 or/1-8

10 INSULIN DEPENDENT DIABETES MELLITUS/

11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

12 (IDDM or T1D or TID or DM1 or DMI).ti,ab.
13 or/10-12
14 NON INSULIN DEPENDENT DIABETES MELLITUS/

15 (diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

16 (diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
17 (NIDDM or T2D or TIID or DM2 or DMII).ti,ab.
18 or/14-17

19 or/13,18

20 JUVENILE DIABETES MELLITUS/

21 DIABETIC RETINOPATHY/

22 (diabet$ adj3 retinopath$).ti,ab.

23 or/21-22

24 RETINOPATHY/

25 PROLIFERATIVE RETINOPATHY/

26 retinopath$.ti,ab.

27 or/24-26

28 EYE PHOTOGRAPHY/
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29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73

74
75
76
77
78
79
80

exp RETINA EXAMINATION/

OPHTHALMOSCOPY/

RETINA/ or exp RETINA BLOOD VESSEL/

PHOTOGRAPHY/

and/31-32

exp OPHTHALMIC CAMERA/

((retina$ or fundus or ocul$ or eye?) adj3 (photograph$ or exam$)).ti,ab.
(op?thalmoscop$ or retinoscop$).ti,ab.

fundus oculi.ti,ab.

or/28-30,33-37

SCREENING/

MASS SCREENING/

SCREENING TEST/

RESCREENING/

exp DISEASE SURVEILLANCE/

(undiagnos$ or estimate$).ti.

(screen$ or surveill$ or predict$ or detect$).ti.

or/39-45

SEVERITY OF ILLNESS INDEX/

DISEASE SEVERITY/

STAGING/

exp INTERNATIONAL CLASSIFICATION OF DISEASES/

RATING SCALE/

CLASSIFICATION/

DISEASE CLASSIFICATION/

(retinopath$ adj3 (grad$ or sever$ or classif$ or index$ or indice? or stage$ or staging)).ti,ab.
or/47-54

exp INTRAOCULAR HEMORRHAGE/

h?emorrhag$.ti,ab.

MICROANEURYSM/

(microaneurysm? or micro aneurysm?).ti,ab.

RETINA EXUDATE/

SUBRETINAL FLUID/

exudate?.ti,ab.

PAPILLEDEMA/

RETINAL EDEMA/

(papill?edem$ or papillitis or choked dis??).ti,ab.

((retina$ or optic dis?? or optic nerve?) adj (edema? or oedema?)).ti,ab.
RETINA NEOVASCULARIZATION/

"NEOVASCULARIZATION (PATHOLOGY)"/

RETINA/ or exp RETINA BLOOD VESSEL/

and/68-69

neovascular$.ti,ab.

(new adj2 vessel adj2 form$).ti,ab.

((venous or vascular or microvascular or fibrovascular) adj3 (abnormal$ or malform$ or loop$
or bead$ or reduplicat$ or duplicat$ or proliferat$)).ti,ab.

(IRMA or ((intraretinal or intra retinal) adj microvascular adj abnormal$)).ti,ab.
RETINA DEGENERATION/

RETINA MACULA DEGENERATION/

RETINA MACULOPATHY/

exp MACULAR EDEMA/

(macular adj (degenerat$ or dysfunction$)).ti,ab.

(maculopath$ or macular edema? or macular oedema? or CSME or CSMO).ti,ab.
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81
82
83
84
85
86
87
88

89
90
91
92
93
94

95

96

97

98

99

100
101
102
103
104
105
106
107
108
109
110
111
112
113
114
115
116
117
118
119
120
121
122
123
124
125
126
127
128
129
130
131

exp GLAUCOMA/

(glaucoma? or ((ocular or intraocular or eye) adj3 (hypertensi$ or pressur$))).ti,ab.
exp ISCHEMIC OPTIC NEUROPATHY/

(optic adj3 (isch?emi$ or neuropath$)).ti,ab.

cotton wool spot?.ti,ab.

RETINA DETACHMENT/

RETINA TEAR/

((retina$ or preretina$) adj3 (detach$ or tear$ or scar$ or thick$ or lesion? or manifest$ or
fibrosis)).ti,ab.

VISUAL DISORDER/

VISUAL IMPAIRMENT/

SCOTOMA/

VITREOUS FLOATERS/

(scotoma? or blind spot? or floater? or musca volitante?).ti,ab.

((reduc$ or impair$ or subnormal or sub-normal or suboptimal or sub-optimal or diminish$ or
low or blur$) adj3 (vision or visual or acuity)).ti,ab.

or/56-67,70-94

PREVALENCE/

INCIDENCE/

STATISTICAL MODEL/

LIFE TABLE/

exp RISK/

(prevalen$ or incidence? or model$ or risk$ or rate?).ti.
0r/96-101

AGE/

AGE DISTRIBUTION/

ONSET AGE/

DISEASE DURATION/

TIME TO TREATMENT/

(age$ adj4 (factor$ or onset or diagnos$ or treatment$)).ti,ab.
(disease adj3 (duration or onset)).ti,ab.

0r/103-109

DIABETIC RETINOPATHY/di, ep, pc [Diagnosis, Epidemiology, Prevention]
23 and (38 or 46 or 55 or 102 or 110)

19 and 27 and (38 or 46 or 55 or 102 or 110)

19 and 95 and (102 or 110)

or/111-114

and/9,115

20 and 23 and (38 or 46 or 55 or 102 or 110)

20 and 27 and (38 or 46 or 55 or 102 or 110)

20 and 95 and (102 or 110)

or/116-119

limit 120 to english language

conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

(letter or comment* or abstracts).ti.

or/122-126

RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
127 not 128

ANIMAL/ not HUMAN/

NONHUMAN/
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132 exp ANIMAL EXPERIMENT/
133 exp EXPERIMENTAL ANIMAL/
134  ANIMAL MODEL/

135 exp RODENT/

136 (rat or rats or mouse or mice).ti.
137 0r/129-136

138 121 not 137

F.17 Type 1 and type 2 diabetes — nephropathy

Review guestions:

What is the optimal monitoring strategy for identifying nephropathy in children and
young people with type 1 diabetes?

What is the optimal monitoring strategy for identifying nephropathy in children and
young people with type 2 diabetes?

Ovid MEDLINE(R)

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

7 exp PEDIATRICS/ or exp PUBERTY/
8
9

A wNPFP H

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
or/1-8
10 exp DIABETES MELLITUS, TYPE 1/

11 (diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

12 (IDDM or T1D or TID or DM1 or DMI).ti,ab.
13 or/10-12
14 exp DIABETES MELLITUS, TYPE 2/

15 (diabet$ adj5 ("type two" or “type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

16 (diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
17 (NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

18 or/14-17

19 or/13,18

20 DIABETIC NEPHROPATHIES/

21 nephropath$.ti,ab.

22 glomerulosclerosis.ti,ab.

23 (Kimmelstie?l Wilson adj (syndrome? or disease?)).ti,ab.
24 ALBUMINURIA/

25 PROTEINURIA/

26 SERUM ALBUMIN/

27 CREATININE/bI, ur [Blood, Urine]

28 (albuminuri$ or microalbuminuri$ or proteinuri$).ti,ab.

29 ((albumin$ or creatinine$) adj3 (serum or sera or blood or urin$ or ratio or
concentration?)).ti,ab.
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30
31
32
33
34
35
36
37
38
39
40

41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66

67
68
69
70
71
72
73
74
75
76
77
78
79
80

exp RENAL INSUFFICIENCY, CHRONIC/

((kidney? or renal) adj3 (fail$ or insufficien$ or disease?)).ti,ab.
or/20-31

SEVERITY OF ILLNESS INDEX/

DISEASE PROGRESSION/

INTERNATIONAL CLASSIFICATION OF DISEASES/
CLASSIFICATION/

or/33-36

or/20-28

and/37-38

((nephropath$ or microalbuminuria or proteinuria) adj3 (grad$ or sever$ or classif$ or index$
or indice? or stage$ or staging or progress$ or degree$)).ti,ab.
or/39-40

MASS SCREENING/

exp POPULATION SURVEILLANCE/

(undiagnos$ or estimate$).ti.

(screen$ or surveill$ or predict$ or detect$).ti.

or/42-45

PREVALENCE/

INCIDENCE/

CROSS-SECTIONAL STUDIES/

exp MODELS, STATISTICAL/

LIFE TABLES/

exp RISK/

(prevalen$ or incidence? or model$ or risk$ or rate?).ti.
or/47-53

AGE FACTORS/

AGE DISTRIBUTION/

AGE OF ONSET/

TIME TO TREATMENT/

(age$ adj4 (factor$ or onset or diagnos$ or treatment$)).ti,ab.
(disease adj3 (duration or onset)).ti,ab.

or/55-60

ALBUMINURIA/cI, di, ep, pc [Classification, Diagnosis, Epidemiology, Prevention & Control]
32 and (46 or 54 or 61)

or/41,62-63

and/19,64

DIABETIC NEPHROPATHIES/cI, di, ep, pc [Classification, Diagnosis, Epidemiology,
Prevention & Control]

0r/65-66

and/9,67

limit 68 to english language
LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/
COMMENT/

(letter or comment* or abstracts).ti.
or/70-76

RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
77 not 78

ANIMALS/ not HUMANS/
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81
82
83
84
85
86
87

exp ANIMALS, LABORATORY/
exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/79-85

69 not 86

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

#
1
2

(o2 I8 B S @)

~

9

10
11
12
13
14
15
16

17
18
19

20
21
22
23
24
25
26
27
28
29

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-4

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.

(diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/6-10

nephropath$.ti,ab.

glomerulosclerosis.ti,ab.

(Kimmelstie?l Wilson adj (syndrome? or disease?)).ti,ab.
(albuminuri$ or microalbuminuri$ or proteinuri$).ti,ab.

((albumin$ or creatinine$) adj3 (serum or sera or blood or urin$ or ratio or
concentration?)).ti,ab.

((kidney? or renal) adj3 (fail$ or insufficien$ or disease?)).ti,ab.
or/12-17

((nephropath$ or microalbuminuria or proteinuria) adj3 (grad$ or sever$ or classif$ or index$
or indice? or stage$ or staging or progress$ or degree$)).ti,ab.
(undiagnos$ or estimate$).ti.

(screen$ or surveill$ or predict$ or detect$).ti.

or/20-21

(prevalen$ or incidence? or model$ or risk$ or rate?).ti.

(age$ adj4 (factor$ or onset or diagnos$ or treatment$)).ti,ab.
(disease adj3 (duration or onset)).ti,ab.

or/24-25

18 and (22 or 23 or 26)

or/19,27

and/5,11,28

Cochrane Central Register of Controlled Trials

A wWwN P H

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/
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12
13
14
15

16
17
18
19
20
21
22
23
24
25
26
27
28
29

30
31
32
33
34
35
36
37
38
39
40

41
42
43
44
45
46
47
48
49
50
51
52
53
54

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or “type 1" or “type 1" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.
or/10-12
exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or "type 2" or "type 11" or T2 or TIl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/14-17

0r/13,18

DIABETIC NEPHROPATHIES/

nephropath$.ti,ab.

glomerulosclerosis.ti,ab.

(Kimmelstie?l Wilson adj (syndrome? or disease?)).ti,ab.
ALBUMINURIA/

PROTEINURIA/

SERUM ALBUMIN/

CREATININE/bI, ur [Blood, Urine]

(albuminuri$ or microalbuminuri$ or proteinuri$).ti,ab.

((albumin$ or creatinine$) adj3 (serum or sera or blood or urin$ or ratio or
concentration?)).ti,ab.

exp RENAL INSUFFICIENCY, CHRONIC/

((kidney? or renal) adj3 (fail$ or insufficien$ or disease?)).ti,ab.
or/20-31

SEVERITY OF ILLNESS INDEX/

DISEASE PROGRESSION/

INTERNATIONAL CLASSIFICATION OF DISEASES/
CLASSIFICATION/

or/33-36

or/20-28

and/37-38

((nephropath$ or microalbuminuria or proteinuria) adj3 (grad$ or sever$ or classif$ or index$
or indice? or stage$ or staging or progress$ or degree$)).ti,ab.
or/39-40

MASS SCREENING/

exp POPULATION SURVEILLANCE/

(undiagnos$ or estimate$).ti.

(screen$ or surveill$ or predict$ or detect$).ti.

or/42-45

PREVALENCE/

INCIDENCE/

CROSS-SECTIONAL STUDIES/

exp MODELS, STATISTICAL/

LIFE TABLES/

exp RISK/

(prevalen$ or incidence? or model$ or risk$ or rate?).ti.
or/47-53
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55
56
57
58
59
60
61
62
63
64
65
66

67
68

AGE FACTORS/

AGE DISTRIBUTION/

AGE OF ONSET/

TIME TO TREATMENT/

(age$ adj4 (factor$ or onset or diagnos$ or treatment$)).ti,ab.
(disease adj3 (duration or onset)).ti,ab.

or/55-60

ALBUMINURIA/cI, di, ep, pc [Classification, Diagnosis, Epidemiology, Prevention & Control]
32 and (46 or 54 or 61)

or/41,62-63

and/19,64

DIABETIC NEPHROPATHIES/cI, di, ep, pc [Classification, Diagnosis, Epidemiology,
Prevention & Control]

or/65-66
and/9,67

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

#
1
2

[e2 ]I RN M)

~

9

10
11
12
13
14
15
16

17
18
19
20
21
22
23
24
25
26
27

28
29

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,tx,kw,jw,rw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,tx,kw,jw,rw.

(infan$ or neonat$ or newborn$ or baby or babies).tw,tx,kw,jw,rw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescens).tw,tx,kw,jw,rw.

or/1-4

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).tw,tx,kw.

(IDDM or T1D or TID or DM1 or DMI).tw,tx.

(diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or TIl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or
non?keto$)).tw, tx,kw.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).tw,tx,kw.
(NIDDM or T2D or TIID or DM2 or DMII).tw,tx.

or/6-10

nephropath$.tw,tx,kw.

glomerulosclerosis.tw,tx.

(Kimmelstie?l Wilson adj (syndrome? or disease?)).tw,tx.
(albuminuri$ or microalbuminuri$ or proteinuri$).tw,tx,kw.

((albumin$ or creatinine$) adj3 (serum or sera or blood or urin$ or ratio or
concentration?)).tw,tx,kw.

((kidney? or renal) adj3 (fail$ or insufficien$ or disease?)).tw,tx,kw.
or/12-17

SEVERITY OF ILLNESS INDEX.kw.

(DISEASE PROGRESSION or DISEASE COURSE).kw.
INTERNATIONAL CLASSIFICATION OF DISEASES.kw.

RATING SCALE .kw.

CLASSIFICATION.kw.

or/19-23

or/12-15

and/24-25

((nephropath$ or microalbuminuria or proteinuria) adj3 (grad$ or sever$ or classif$ or index$
or indice? or stage$ or staging or progress$ or degree$)).tw,tx.

or/26-27
(SCREENING or RESCREENING).kw.
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30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48

SURVEILLANCE.kw.

(undiagnos$ or estimate$).ti.

(screen$ or surveill$ or predict$ or detect$).ti.

or/29-32

PREVALENCE.kw.

INCIDENCE.kw.

(MODELS, STATISTICAL or STATISTICAL MODEL).kw.
LIFE TABLE?.kw.

RISK.kw.

(prevalen$ or incidence? or model$ or risk$ or rate?).ti.
or/34-39

AGE.kw.

TIME TO TREATMENT .kw.

(age$ adj4 (factor$ or onset or diagnos$ or treatment$)).tw,tx,kw.
(disease adj3 (duration or onset)).tw,tx,kw.

or/41-44

18 and (33 or 40 or 45)

0r/28,46

and/5,11,47

Health Technology Assessment

AW NP H

12
13
14
15

16
17
18
19
20
21
22
23
24
25
26
27
28

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,jx,rw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,jw,rw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).tw,jw,rw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw,jw,rw.

or/1-8

exp DIABETES MELLITUS, TYPE 1/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).tw.

(IDDM or T1D or TID or DM1 or DMI).tw.
or/10-12
exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).tw.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).tw.
(NIDDM or T2D or TIID or DM2 or DMII).tw.

or/14-17

or/13,18

DIABETIC NEPHROPATHIES/

nephropath$.tw.

glomerulosclerosis.tw.

(Kimmelstie?l Wilson adj (syndrome? or disease?)).tw.
ALBUMINURIA/

PROTEINURIA/

SERUM ALBUMIN/

CREATININE/bI, ur [Blood, Urine]

(albuminuri$ or microalbuminuri$ or proteinuri$).tw.
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29 ((albumin$ or creatinine$) adj3 (serum or sera or blood or urin$ or ratio or concentration?)).tw.

30 exp RENAL INSUFFICIENCY, CHRONIC/

31 ((kidney? or renal) adj3 (fail$ or insufficien$ or disease?)).tw.

32 or/20-31

33 SEVERITY OF ILLNESS INDEX/

34 DISEASE PROGRESSION/

35 INTERNATIONAL CLASSIFICATION OF DISEASES/

36 CLASSIFICATION/

37 or/33-36

38 or/20-28

39 and/37-38

40 ((nephropath$ or microalbuminuria or proteinuria) adj3 (grad$ or sever$ or classif$ or index$
or indice? or stage$ or staging or progress$ or degree$)).tw.

41 or/39-40

42 MASS SCREENING/

43 exp POPULATION SURVEILLANCE/

44 (undiagnos$ or estimate$).ti.

45 (screen$ or surveill$ or predict$ or detect$).ti.

46 or/42-45

47 PREVALENCE/

48 INCIDENCE/

49 CROSS-SECTIONAL STUDIES/

50 exp MODELS, STATISTICAL/

51 LIFE TABLES/

52 exp RISK/

53 (prevalen$ or incidence? or model$ or risk$ or rate?).ti.

54 or/47-53

55 AGE FACTORS/

56 AGE DISTRIBUTION/

57 AGE OF ONSET/

58 TIME TO TREATMENT/

59 (age$ adj4 (factor$ or onset or diagnos$ or treatment$)).tw.

60 (disease adj3 (duration or onset)).tw.

61 or/55-60

62 ALBUMINURIA/cI, di, ep, pc [Classification, Diagnosis, Epidemiology, Prevention & Control]

63 32 and (46 or 54 or 61)

64 or/41,62-63

65 and/19,64

66 DIABETIC NEPHROPATHIES/cI, di, ep, pc [Classification, Diagnosis, Epidemiology,
Prevention & Control]

67 0r/65-66

68 and/9,67

Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

7 exp PEDIATRICS/ or exp PUBERTY/
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10
11

12
13
14
15

16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35

36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52

53
54
55
56

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.
or/1-8
INSULIN DEPENDENT DIABETES MELLITUS/

(diabet$ adj5 ("type one" or "type 1" or "type I" or T1 or Tl or insulin depend$ or juvenile or
child$ or earl$ or labile or brittle or sudden onset or auto immun$ or auto?immun$)).ti,ab.

(IDDM or T1D or TID or DM1 or DMI).ti,ab.
or/10-12
NON INSULIN DEPENDENT DIABETES MELLITUS/

(diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/14-17

or/13,18

and/9,19

JUVENILE DIABETES MELLITUS/

or/20-21

DIABETIC NEPHROPATHY/

nephropath$.ti,ab.

glomerulosclerosis.ti,ab.

(Kimmelstie?l Wilson adj (syndrome? or disease?)).ti,ab.
exp ALBUMINURIA/

PROTEINURIA/

PROTEIN URINE LEVEL/

SERUM ALBUMIN/

ALBUMIN BLOOD LEVEL/

CREATININE URINE LEVEL/

CREATININE BLOOD LEVEL/

(albuminuri$ or microalbuminuri$ or proteinuri$).ti,ab.

((albumin$ or creatinine$) adj3 (serum or sera or blood or urin$ or ratio or
concentration?)).ti,ab.

KIDNEY DISEASE/

KIDNEY FAILURE/

CHRONIC KIDNEY FAILURE/

((kidney? or renal) adj3 (fail$ or insufficien$ or disease?)).ti,ab.
or/23-39

SEVERITY OF ILLNESS INDEX/

DISEASE SEVERITY/

DISEASE COURSE/

STAGING/

exp INTERNATIONAL CLASSIFICATION OF DISEASES/
RATING SCALE/

CLASSIFICATION/

DISEASE CLASSIFICATION/

or/41-48

or/23-34

and/49-50

((nephropath$ or microalbuminuria or proteinuria) adj3 (grad$ or sever$ or classif$ or index$
or indice? or stage$ or staging or progress$ or degree$)).ti,ab.
or/51-52

SCREENING/

MASS SCREENING/

SCREENING TEST/
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57 RESCREENING/

58 exp DISEASE SURVEILLANCE/

59 (undiagnos$ or estimate$).ti.

60 (screen$ or surveill$ or predict$ or detect$).ti.
61 or/54-60

62 PREVALENCE/

63 INCIDENCE/

64 STATISTICAL MODEL/

65 LIFE TABLE/

66 exp RISK/

67 (prevalen$ or incidence? or model$ or risk$ or rate?).ti.
68 or/62-67
69 AGE/

70 AGE DISTRIBUTION/

71 ONSET AGE/

72 DISEASE DURATION/

73 TIME TO TREATMENT/

74 (age$ adj4 (factor$ or onset or diagnos$ or treatment$)).ti,ab.

75 (disease adj3 (duration or onset)).ti,ab.

76 or/69-75

77 MICROALBUMINURIA/dI, ep, pc [Diagnosis, Epidemiology, Prevention]
78 40 and (61 or 68 or 76)

79 or/53,77-78

80 and/22,79

81 DIABETIC NEPHROPATHY/di, ep, pc [Diagnosis, Epidemiology, Prevention]
82 and/9,81

83 0r/80,82

84 limit 83 to english language

85 conference abstract.pt.

86 letter.pt. or LETTER/

87 note.pt.

88 editorial.pt.

89 (letter or comment* or abstracts).ti.

90 or/85-89

91 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
92 90 not 91

93 ANIMAL/ not HUMAN/

94 NONHUMAN/

95 exp ANIMAL EXPERIMENT/
96 exp EXPERIMENTAL ANIMAL/
97 ANIMAL MODEL/

98 exp RODENT/

99 (rat or rats or mouse or mice).ti.
100 0r/92-99

101 84 not 100
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Type 2 diabetes — education

Review question: What is the effectiveness of structured education programmes in
improving clinical and patient outcomes in children and young people with type 2
diabetes?

Database(s): Ovid MEDLINE(R)

© 0O ~NO O WNPRFP H

27
28

29
30
31
32
33
34
35
36
37
38
39
40
41
42

Searches

randomized controlled trial.pt.

controlled clinical trial.pt.

DOUBLE BLIND METHOD/

SINGLE BLIND METHOD/

RANDOM ALLOCATION/

RANDOMIZED CONTROLLED TRIALS AS TOPIC/
or/1-6

((single or double or triple or treble) adj5 (blind$ or mask$)).tw,sh.
clinical trial.pt.

exp CLINICAL TRIAL/

exp CLINICAL TRIALS AS TOPIC/

(clinic$ ad;j5 trial$).tw,sh.

PLACEBOS/

placebo$.tw,sh.

random$.tw,sh.

or/8-15

or/7,16

META ANALYSIS/

META ANALYSIS AS TOPIC/

meta analysis.pt.

(metaanaly$ or meta-analy$ or (meta adj analy$)).tw,sh.
(systematic$ adj5 (review$ or overviews)).tw,sh.
(methodologic$ adj5 (review$ or overview$)).tw,sh.
or/18-23

review$.pt.

(medline or medlars or embase or cinahl or cochrane or psycinfo or psychinfo or psychlit or
psyclit or "web of science" or "science citation" or scisearch).tw.

((hand or manual$) adj2 search$).tw.

(electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw,sh.

(pooling or pooled or mantel haenszel).tw,sh.
(peto or dersimonian or der simonian or fixed effect).tw,sh.
or/26-30

and/25,31

or/24,32

letter.pt.

case report.tw.

comment.pt.

editorial.pt.

historical article.pt.

or/34-38

17 not 39

33 not 39

or/40-41
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43
44
45
46

47
48
49
50
51
52
53

54
55
56
57
58
59
60
61
62

63

64

65

66

67

68
69
70
71
72
73
74
75
76
77
78
79
80
81
82
83

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/43-50

exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or "type 2" or "type 11" or T2 or Tl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/52-55

PATIENT EDUCATION AS TOPIC/

PROBLEM SOLVING/

ed.fs.

((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).ti,ab.
(problem-solving or "problem solving"” or problem-based or “problem based").ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj3 information).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3
information).ti,ab.

or/57-67

and/51,56,68

limit 69 to english language
LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/
ANECDOTES AS TOPIC/
COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.
or/71-78

RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
79 not 80

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

© 2015 National Collaborating Centre for Women'’s and Children’s Health

304



Diabetes (type 1 and type 2) in children and young people
Search strategies

84
85
86
87
88
89
90

exp ANIMAL EXPERIMENTATION/
exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
or/81-87

70 not 88

and/42,89

Database(s): Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

13

14

15

16

17

18
19
20

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-4

(diabet$ adj5 ("type two" or "type 2" or "type 1" or T2 or TIl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.
(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/6-8

((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).ti,ab.
(problem-solving or "problem solving"” or problem-based or “problem based").ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj3 information).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3
information).ti,ab.

or/10-17

and/5,9,18

limit 19 to english language

Database(s): EBM Reviews - Cochrane Central Register of Controlled Trials

A wWNPFPH

0 N o O

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
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10
11

12
13
14
15
16
17
18
19
20

21

22

23

24

25

26
27

or/1-8
exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or "type 2" or "type 11" or T2 or TIlI or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/10-13

PATIENT EDUCATION AS TOPIC/

PROBLEM SOLVING/

ed.fs.

((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).ti,ab.
(problem-solving or "problem solving" or problem-based or "problem based").ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$” or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$” or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj3 information).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3
information).ti,ab.

or/15-25
and/9,14,26

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

#
1
2

[o2 B &) BEE - ¢V)

(e¢]

10
11
12
13
14

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).kw,tw,tx,jw,rw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).kw,tw,tx,jw,rw.

(infan$ or neonat$ or newborn$ or baby or babies).kw,tw,tx,jw,rw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescens$).kw,tw,tx,jw,rw.

or/1-4

(diabet$ adj5 ("type two" or “type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or
non?keto$)).kw,tw,tx.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).kw,tw,tx.

(NIDDM or T2D or TIID or DM2 or DMII).tw,tx.

or/6-8

PATIENT EDUCATION AS TOPIC.kw.

PROBLEM SOLVING.kw.

((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).tw,tx.
(problem-solving or "problem solving" or problem-based or "problem based").tw,tx.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).tw, tx.
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15

16

17

18

19

20
21

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).tw,tx.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy” or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).tw,tx.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy” or
cope or coping) adj3 information).tw,tx.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).tw,tx.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3
information).tw,tx.

or/10-19

and/5,9,20

Health Technology Assessment

A wWwNPFPH

12
13
14
15
16
17
18
19
20

21

22

23

24

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,jx,rw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,jx,rw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).tw,jx,rw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescens$).tw,jx,rw.

or/1-8

exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or “type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).tw.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).tw.

(NIDDM or T2D or TIID or DM2 or DMII).tw.

or/10-13

PATIENT EDUCATION AS TOPIC/

PROBLEM SOLVING/

ed.fs.

((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).tw.
(problem-solving or "problem solving" or problem-based or "problem based").tw.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).tw.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).tw.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$” or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).tw.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$” or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy” or
cope or coping) adj3 information).tw.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).tw.
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25 ((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3
information).tw.

26 or/15-25

27 and/9,14,26

Embase

# Searches

1 CLINICAL TRIAL/ or "CLINICAL TRIAL (TOPIC)"/

2 (clinic$ adj5 trial$).ti,ab,sh.

3 SINGLE BLIND PROCEDURE/

4 DOUBLE BLIND PROCEDURE/

5 RANDOM ALLOCATION/

6 CROSSOVER PROCEDURE/

7 PLACEBO/

8 placebo$.ti,ab,sh.

9 randoms$.ti,ab,sh.

10 RANDOMIZED CONTROLLED TRIAL/ or "/RANDOMIZED CONTROLLED TRIAL (TOPIC)"/

11 ((single or double or triple or treble) adj (blind$ or mask$)).ti,ab,sh.

12 randomi?ed control$ trial$.tw.

13 or/1-12

14 META ANALYSIS/

15 ((meta adj analy$) or metaanalys$ or meta-analy$).ti,ab,sh.

16 (systematic$ adj5 (review$ or overview$)).ti,sh,ab.

17 (methodologic$ adj5 (review$ or overview$)).ti,ab,sh.

18 or/14-17

19 review.pt.

20 (medline or medlars or embase).ab.

21 (scisearch or science citation index).ab.

22 (psychlit or psyclit or psychinfo or psycinfo or cinahl or cochrane).ab.

23 ((hand or manual$) adj2 search$).tw.

24 (electronic database$ or bibliographic database$ or computeri?ed database$ or online
database$).tw.

25 (pooling or pooled or mantel haenszel).tw.

26 (peto or dersimonian or "der simonian"” or fixed effect).tw.

27 or/20-26

28 and/19,27

29 0r/18,28

30 (book or conference paper or editorial or letter or note or proceeding or short survey).pt.

31 13 not 30

32 29 not 30

33 or/31-32

34 exp ADOLESCENT/

35 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

36 exp CHILD/

37 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

38 exp INFANT/

39 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

40 exp PEDIATRICS/ or exp PUBERTY/

41 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

42 or/34-41

43 NON INSULIN DEPENDENT DIABETES MELLITUS/
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44

45
46
47
48
49
50
51
52
53
54
55
56
57
58

59

60

61

62

63

64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
80
81
82
83
84
85

(diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/43-46

JUVENILE DIABETES MELLITUS/

and/42,47

or/48-49

PATIENT EDUCATION/

DIABETES EDUCATION/

DIABETES EDUCATOR/

EDUCATION PROGRAM/

PROBLEM SOLVING/

((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).ti,ab.
(problem-solving or "problem solving"” or problem-based or “problem based").ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$” or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).ti,ab.

((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$” or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj3 information).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).ti,ab.

((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj3
information).ti,ab.

or/51-63

and/50,64

limit 65 to english language
conference abstract.pt.

letter.pt. or LETTER/

note.pt.

editorial.pt.

CASE REPORT/ or CASE STUDY/
(letter or comment* or abstracts).ti.
or/67-72

RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
73 not 74

ANIMAL/ not HUMAN/
NONHUMAN/

exp ANIMAL EXPERIMENT/

exp EXPERIMENTAL ANIMAL/
ANIMAL MODEL/

exp RODENT/

(rat or rats or mouse or mice).ti.
or/75-82

66 not 83

and/33,84
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PsycINFO

# Searches

1 LITERATURE REVIEW/

2 EXPERIMENTAL DESIGN/

3 RANDOM SAMPLING/

4 META-ANALYSIS/

5 exp TREATMENT/

6 (random$ or search$ or control$ or risk$).tw.

7 (meta-analys#s or metaanalys#s).ti.

8 (systematic$ adj (review$ or overview$)).ti.

9 ((single or double or triple) adj (blind$ or mask$)).ti.

10 rct.tw.

11 or/1-10

12 adolescen$.ag.

13 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,id,jw.

14 (child$ or school$ or preschool$).ag.

15 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,id,jw.

16 (infan$ or neonat$).ag.

17 (infan$ or neonat$ or newborn$ or baby or babies or p?ediatric$ or pubert$ or prepubert$ or
pubescen$ or prepubescen$).ti,ab,id,jw.

18 or/12-17

19 DIABETES MELLITUS/

20 (diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or
non?keto$)).ti,ab,id.

21 (diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab,id.

22 (NIDDM or T2D or TIID or DM2 or DMII).ti,ab,id.

23 BLOOD SUGAR/

24 or/19-23

25 EDUCATIONAL THERAPY/

26 CLIENT EDUCATION/

27 EDUCATIONAL PROGRAMS/

28 PROBLEM SOLVING/

29 ((educat$ or training) adj6 (intervention$ or program? or programme or programmes)).ti,ab,id.

30 (problem-solving or "problem solving" or problem-based or "problem based").ti,ab,id.

31 ((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or
instruct$ or learn$ or program? or programme or programmes)).ti,ab,id.

32 ((patient? or parent? or parental or child$ or adolescen$ or young or youth? or family$ or
families) adj3 information).ti,ab,id.

33 ((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy" or
cope or coping) adj6 (educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e
or instruct$ or learn$ or program? or programme or programmes)).ti,ab,id.

34 ((self-help or "self help" or self-care or "self care" or self-regulat$ or "self regulat$" or self-
monitor$ or "self monitor$" or self-manag$ or "self manag$" or self-efficacy or "self efficacy” or
cope or coping) adj3 information).ti,ab,id.

35 ((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar") adj6
(educat$ or train$ or teach$ or knowledge or aware$ or skill$ or advi?e or instruct$ or learn$
or program? or programme or programmes)).ti,ab,id.

36 ((diabet$ or insulin$ or glyc?emi$ or hypoglyc?emi$ or "blood glucose" or "blood sugar”) adj3
information).ti,ab,id.

37 or/25-36

38 and/18,24,37

© 2015 National Collaborating Centre for Women'’s and Children’s Health

310



Diabetes (type 1 and type 2) in children and young people
Search strategies

39
40

and/11,38
limit 39 to english language

CINAHL with Full Text

#
S36

S35

S34
S33

S32

S31

S30

S29

S28

S27

S26

S25

S24
S23
S22

S21
S20
S19
S18

Query Limiters/Expanders

S6 AND S34  Limiters - English Language; Exclude MEDLINE records
Search modes - Boolean/Phrase

S6 AND S34  Search modes - Boolean/Phrase

S21 AND S33 Search modes - Boolean/Phrase

S22 OR S23 OR S24 OR S25 OR S26 OR S27 OR S28 OR S29 OR S30 OR S31 OR S32
Search modes - Boolean/Phrase

Tl ((diabet* or insulin* or glyc#emi* or hypoglyc#emi* or "blood glucose" or "blood sugar") N3
information) OR AB ((diabet* or insulin* or glyc#emi* or hypoglyc#emi* or "blood glucose" or
"blood sugar”) N3 information) Search modes - Boolean/Phrase

Tl ((diabet* or insulin* or glyc#emi* or hypoglyc#emi* or "blood glucose" or "blood sugar") N6
(educat* or train* or teach* or knowledge or aware* or skill* or advi#e or instruct* or learn* or
program# or programme or programmes)) OR AB ((diabet* or insulin* or glyc#emi* or
hypoglyc#emi* or "blood glucose" or "blood sugar") N6 (educat* or train* or teach* or
knowledge or aware* or skill* or advi#e or instruct* or learn* or program# or programme or
programmes)) Search modes - Boolean/Phrase

Tl ((self-help or "self help" or self-care or "self care" or self-regulat* or "self regulat*" or self-
monitor* or "self monitor*" or self-manag* or "self manag*" or self-efficacy or "self efficacy" or
cope or coping) N3 information) OR AB ((self-help or "self help" or self-care or "self care" or
self-regulat* or "self regulat*" or self-monitor* or "self monitor*" or self-manag* or "self
manag*" or self-efficacy or "self efficacy” or cope or coping) N3 information) Search
modes - Boolean/Phrase

Tl ((self-help or "self help" or self-care or "self care" or self-regulat* or "self regulat*" or self-
monitor* or "self monitor*" or self-manag* or "self manag*" or self-efficacy or "self efficacy" or
cope or coping) N6 (educat* or train* or teach* or knowledge or aware* or skill* or advi#e or
instruct* or learn* or program# or programme or programmes)) OR AB ((self-help or "self help"
or self-care or "self care" or self-regulat* or "self regulat*" or self-monitor* or "self monitor*" or
self-manag* or "self manag*" or self-efficacy or "self efficacy” or cope or coping) N6 (educat*
or train* or teach* or knowledge or aware* or skill* or advi#e or instruct* or learn* or program#
or programme or programmes)) Search modes - Boolean/Phrase

TI ((patient# or parent# or parental or child* or adolescen* or young or youth# or family* or
families) N3 information) OR AB ((patient# or parent# or parental or child* or adolescen* or
young or youth# or family* or families) N3 information)  Search modes - Boolean/Phrase

Tl ((patient# or parent# or parental or child* or adolescen* or young or youth# or family* or
families) N6 (educat* or train* or teach* or knowledge or aware* or skill* or advi#e or instruct*
or learn* or program# or programme or programmes)) OR AB ((patient# or parent# or parental
or child* or adolescen* or young or youth# or family* or families) N6 (educat* or train* or
teach* or knowledge or aware* or skill* or advi#e or instruct* or learn* or program# or
programme or programmes))  Search modes - Boolean/Phrase

TI (problem-solving or "problem solving" or problem-based or "problem based") OR AB
(problem-solving or "problem solving" or problem-based or "problem based") Search
modes - Boolean/Phrase

Tl ((educat* or training) N6 (intervention* or program# or programme or programmes)) OR AB
((educat* or training) N6 (intervention* or program# or programme or programmes))
Search modes - Boolean/Phrase

MW "ED" Search modes - Boolean/Phrase
(MH "Problem Solving+") Search modes - Boolean/Phrase

(MH "Patient Education") OR (MH "Diabetes Education") Search modes -
Boolean/Phrase

S12 AND S20 Search modes - Boolean/Phrase

S13 OR S14 OR S15 OR S16 OR S17 OR S18 OR S19 Search modes - Boolean/Phrase
AB (NIDDM or T2D or TIID or DM2 or DMII) Search modes - Boolean/Phrase

Tl (NIDDM or T2D or TIID or DM2 or DMII) Search modes - Boolean/Phrase
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S17
S16
S15

S14

S13
S12
S11

S10

S9

S8

S7

S6
S5
S4
S3
S2
S1

AB (diabet* adj5 non insulin or non-insulin) Search modes - Boolean/Phrase

Tl (diabet* adj5 non insulin or non-insulin) Search modes - Boolean/Phrase

AB (diabet* N5 "type two" or "type 2" or "type II" or T2 or slow or late or stable or ketosis

resistant or keto resist* or keto-resist* or non keto* or non-keto*) Search modes -

Boolean/Phrase

Tl (diabet* N5 "type two" or "type 2" or "type II" or T2 or slow or late or stable or ketosis

resistant or keto resist* or keto-resist* or non keto* or non-keto*) Search modes -

Boolean/Phrase

(MH "Diabetes Mellitus, Type 2") Search modes - Boolean/Phrase

S7 OR S8 OR S9 OR S10 OR S11 Search modes - Boolean/Phrase

Tl (pediatric* or paediatric* or pubert* or prepubert* or pre-pubert* or pubescen* or

prepubescen* or pre-pubescen*) OR AB (pediatric* or paediatric* or pubert* or prepubert* or

pre-pubert* or pubescen* or prepubescen* or pre-pubescen*) or SO (pediatric* or paediatric*

or pubert* or prepubert* or pre-pubert* or pubescen* or prepubescen* or pre-pubescen*)
Search modes - Boolean/Phrase

TI (infan* or neonat* or newborn* or baby or babies) OR AB (infan* or neonat* or newborn* or

baby or babies) OR SO (infan* or neonat* or newborn* or baby or babies) Search

modes - Boolean/Phrase

TI (child* or schoolchild* or "school age" or "school aged" or preschool* or toddler* or kid# or

kindergar* or boy# or girl#) OR AB (child* or schoolchild* or "school age" or "school aged" or

preschool* or toddler* or kid# or kindergar* or boy# or girl#) OR SO (child* or schoolchild* or

"school age” or "school aged" or preschool* or toddler* or kid# or kindergar* or boy# or girl#)
Search modes - Boolean/Phrase

Tl (adolescen* or teen* or youth* or young or juvenile# or minors or highschool*) OR AB

(adolescen* or teen* or youth* or young or juvenile# or minors or highschool*) OR SO

(adolescen* or teen* or youth* or young or juvenile# or minors or highschool*) Search

modes - Boolean/Phrase

(MH "Infant, Newborn+") OR (MH "Infant+") OR (MH "Child, Preschool") OR (MH "Child+") OR

(MH "Adolescence+") Search modes - Boolean/Phrase

S1 OR S2 OR S3 OR S4 OR S5 Search modes - Boolean/Phrase
PT systematic review Search modes - Boolean/Phrase

PT review Search modes - Boolean/Phrase

TX meta-analysis OR "meta analysis" Search modes - Boolean/Phrase
TX random* Search modes - Boolean/Phrase

(MH "Treatment Outcomes+") OR (MH "Experimental Studies+") Search modes -
Boolean/Phrase

Type 2 diabetes — psychological interventions

Review questions:

What is the effectiveness of psychological interventions to promote engagement with
clinical services in children and young people with type 2 diabetes?

What is the effectiveness of psychological interventions to improve outcomes in
children and young people with type 2 diabetes?

Ovid MEDLINE(R)

A WwWN P H

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/
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12
13
14
15
16
17
18
19
20
21
22
23

24

25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
or/1-8

exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or "type 2" or "type 1" or T2 or Tl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/10-13

and/9,14

BEHAVIOR THERAPY/

COGNITIVE THERAPY/

PSYCHOTHERAPY/

PSYCHOTHERAPY, GROUP/

FAMILY THERAPY/

(psychotherap$ or BFST or CBT).ti,ab.

((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).ti,ab.

((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).ti,ab.

((family$ or families or parent?) adj5 (intervention$ or treatment$ or therap$ or team? or
teamwork$ or team-work$)).ti,ab.

COUNSELING/

MOTIVATIONAL INTERVIEWING/
MENTORS/

SOCIAL SUPPORT/

SELF-HELP GROUPS/

(motivation$ or counsel?ing or mentor$).ti,ab.
((peer or social$ or self help or self-help) adj3 (group? or support?)).ti,ab.
or/16-31

and/15,32

limit 33 to english language

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/35-42

RANDOMIZED CONTROLLED TRIAL/ or random®*.ti,ab.
43 not 44

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.

or/45-51

34 not 52
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Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

14

15
16
17
18
19

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-4

(diabet$ adj5 ("type two" or "type 2" or "type 1I" or T2 or Tl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/6-8

and/5,9

(psychotherap$ or BFST or CBT).ti,ab.

((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).ti,ab.

((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).ti,ab.

((family$ or families or parent?) adj5 (intervention$ or treatment$ or therap$ or team? or
teamwork$ or team-work$)).ti,ab.

(motivation$ or counsel?ing or mentor$).ti,ab.

((peer or social$ or self help or self-help) adj3 (group? or support?)).ti,ab.
or/11-16

and/10,17

limit 18 to english language

Cochrane Central Register of Controlled Trials

A W N P H

12
13
14
15
16
17
18
19
20
21
22

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-8

exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/10-13

and/9,14

BEHAVIOR THERAPY/

COGNITIVE THERAPY/

PSYCHOTHERAPY/

PSYCHOTHERAPY, GROUP/

FAMILY THERAPY/

(psychotherap$ or BFST or CBT).ti,ab.

((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).ti,ab.
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23

24

25
26
27
28
29
30
31
32
33

((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).ti,ab.

((family$ or families or parent?) adj5 (intervention$ or treatment$ or therap$ or team? or
teamwork$ or team-work$)).ti,ab.

COUNSELING/

MOTIVATIONAL INTERVIEWING/

MENTORS/

SOCIAL SUPPORT/

SELF-HELP GROUPS/

(motivation$ or counsel?ing or mentor$).ti,ab.

((peer or social$ or self help or self-help) adj3 (group? or support?)).ti,ab.
or/16-31

and/15,32

Cochrane Database of Systematic Reviews, EBM Reviews - Database of Abstracts of
Reviews of Effects

#
1
2

[e2 2N &) BN V)

7
8
9
10
11
12
13

14

15
16
17
18
19
20
21

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).kw,ti,ab,jw,rw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).kw,ti,ab,jw,rw.

(infan$ or neonat$ or newborn$ or baby or babies).kw,ti,ab,jw,rw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescens$).kw,ti,ab,jw,rw.

or/1-4

(diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or
non?keto$)).ti,ab,kw.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab,kw.

(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/6-8

GROUP THERAPY .kw.

(psychotherap$ or BFST or CBT).tw,tx,kw.

((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).tw,tx,kw.

((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).tw, tx,kw.

((family$ or families or parent?) adj5 (intervention$ or treatment$ or therap$ or team? or
teamwork$ or team-work$)).tw,tx,kw.

TEACHER .kw.

SUPPORT GROUP .kw.

SELF HELP.kw.

(motivation$ or counsel?ing or mentor$).tw,tx,kw.

((peer or social$ or self help or self-help) adj3 (group? or support?)).tw,tx,kw.
or/10-19

and/5,9,20

Health Technology Assessment

A WN P H*

o O

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).tw,jx,rw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).tw,jx,rw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).tw,jx,rw.

exp PEDIATRICS/ or exp PUBERTY/
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8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).tw,jx,rw.

9 or/1-8

10 exp DIABETES MELLITUS, TYPE 2/

11 (diabet$ adj5 ("type two" or "type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).tw.

12 (diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).tw.

13 (NIDDM or T2D or TIID or DM2 or DMII).tw.

14 or/10-13

15 BEHAVIOR THERAPY/

16 COGNITIVE THERAPY/

17 PSYCHOTHERAPY/

18 PSYCHOTHERAPY, GROUP/

19 FAMILY THERAPY/

20 (psychotherap$ or BFST or CBT).tw.

21 ((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).tw.

22 ((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).tw.

23 ((family$ or families or parent?) adj5 (intervention$ or treatment$ or therap$ or team? or
teamwork$ or team-work$)).tw.

24 COUNSELING/

25 MOTIVATIONAL INTERVIEWING/

26 MENTORS/

27 SOCIAL SUPPORT/

28 SELF-HELP GROUPS/

29 (motivation$ or counsel?ing or mentor$).tw.

30 ((peer or social$ or self help or self-help) adj3 (group? or support?)).tw.

31 or/15-30

32 and/9,14,31

Embase

# Searches

1 exp ADOLESCENT/

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jx.

3 exp CHILD/

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jx.

5 exp INFANT/

6 (infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jx.

7 exp PEDIATRICS/ or exp PUBERTY/

8 (p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jx,ec.

9 or/1-8

10 NON INSULIN DEPENDENT DIABETES MELLITUS/

11 (diabet$ adj5 ("type two" or “type 2" or "type II" or T2 or Tll or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

12 (diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.

13 (NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

14 or/10-13

15 JUVENILE DIABETES MELLITUS/

16 and/9,14

17 or/15-16

18 BEHAVIOR THERAPY/

19 BEHAVIOR MODIFICATION/

20 COGNITIVE THERAPY/
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21 PSYCHOTHERAPY/

22 FAMILY THERAPY/

23 GROUP THERAPY/

24 MOTIVATIONAL INTERVIEWING/

25 (psychotherap$ or BFST or CBT).ti,ab.

26 ((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).ti,ab.

27 ((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).ti,ab.
28 ((family$ or families or parent$) adj5 (intervention$ or treatment$ or therap$ or team? or

teamwork$ or team-work$)).ti,ab.
29 COUNSELING/
30 FAMILY COUNSELING/
31 PARENT COUNSELING/
32 PATIENT COUNSELING/
33 PEER COUNSELING/
34 TEACHER/
35 SOCIAL SUPPORT/
36 SUPPORT GROUP/
37 SELF HELP/
38 (motivation$ or counsel?ing or mentor$).ti,ab.
39 ((peer or social$ or self help or self-help) adj3 (group? or support?)).ti,ab.
40 or/18-39
41 and/17,40

42 limit 41 to english language
43 conference abstract.pt.

44 letter.pt. or LETTER/

45 note.pt.

46 editorial.pt.

47 CASE REPORT/ or CASE STUDY/
48 (letter or comment* or abstracts).ti.
49 or/43-48

50 RANDOMIZED CONTROLLED TRIAL/ or random*.ti,ab.
51 49 not 50

52 ANIMAL/ not HUMAN/

53 NONHUMAN/

54 exp ANIMAL EXPERIMENT/

55 exp EXPERIMENTAL ANIMAL/

56 ANIMAL MODEL/

57 exp RODENT/

58 (rat or rats or mouse or mice).ti.

59 or/51-58

60 42 not 59

PsycINFO

# Searches

1 adolescen$.ag.

2 (adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,id,jw.
3 (child$ or school$ or preschool$).ag.

4 (child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or

kindergar$ or boy? or girl?).ti,ab,id,jw.
(infan$ or neonat$).ag.

(infan$ or neonat$ or newborn$ or baby or babies or p?ediatric$ or pubert$ or prepubert$ or
pubescen$ or prepubescen$).ti,ab,id,jw.

o Ol
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oo

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

26

27
28
29
30
31
32
33
34
35
36
37
38
39

or/1-6

DIABETES MELLITUS/

(diabet$ adj5 ("type two" or "type 2" or "type 11" or T2 or TIlI or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or
non?keto$)).ti,ab,id.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab,id.

(NIDDM or T2D or TIID or DM2 or DMII).ti,ab,id.

or/8-11

BEHAVIOR THERAPY/

COGNITIVE THERAPY/

COGNITIVE BEHAVIOR THERAPY/

PSYCHOTHERAPY/

ADOLESCENT PSYCHOTHERAPY/

CHILD PSYCHOTHERAPY/

GROUP PSYCHOTHERAPY/

FAMILY THERAPY/

FAMILY INTERVENTION/

MOTIVATIONAL INTERVIEWING/

(psychotherap$ or BFST or CBT).ti,ab.

((cogniti$ or psycho$) adj5 (intervention$ or treatment$ or therap$)).ti,ab.
((behavio?r$ or motivation$) adj5 (intervention$ or treatment$ or therap$ or chang$ or
modif$)).ti,ab.

((family$ or families or parent$) adj5 (intervention$ or treatment$ or therap$ or team? or
teamwork$ or team-work$)).ti,ab.

COUNSELING/

GROUP COUNSELING/

PEER COUNSELING/

MENTOR/

SOCIAL SUPPORT/

SUPPORT GROUPS/

SELF HELP TECHNIQUES/

(motivation$ or counsel?ing or mentor$).ti,ab.
((peer or social$ or self help or self-help) adj3 (group? or support?)).ti,ab.
or/13-35

and/7,12,36

limit 37 to english language

limit 38 to yr="2013 -Current"

CINAHL with Full Text

#
S24

S23

S22

S21

S20
S19
S18
S17

Query Limiters/Expanders
S6 AND S9 AND S23 Limiters - English Language; Exclude MEDLINE records
Search modes - Boolean/Phrase

S10 OR S11 OR S12 OR S13 OR S14 OR S15 OR S16 OR S17 OR S18 OR S19 OR S20
OR S21 OR S22 Search modes - Boolean/Phrase

TI ((peer or social* or “self help” or self-help) N3 (group# or support#)) OR AB ((peer or social*
or “self help” or self-help) N3 (group# or support#)) Search modes - Boolean/Phrase

Tl (motivation* or counsel#ing or mentor*) OR AB (motivation* or counsel#ing or mentor*)
Search modes - Boolean/Phrase

(MH "Support Groups") Search modes - Boolean/Phrase
(MH "Mentorship™) Search modes - Boolean/Phrase
(MH "Counseling") OR (MH "Peer Counseling”) Search modes - Boolean/Phrase

TI ((family* or families or parent#) N5 (intervention* or treatment* or therap* or team# or
teamwork* or team-work*)) OR AB ((family* or families or parent#) N5 (intervention* or
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S16

S15

S14

S13
S12

S11
S10

S9
S8

S7
S6
S5

S4

S3

S2

S1

treatment* or therap* or team# or teamwork* or team-work*)) Search modes -
Boolean/Phrase

Tl ((behavio#r* or motivation*) N5 (intervention* or treatment* or therap* or chang* or modif*))
OR AB ((behavio#r* or motivation*) N5 (intervention* or treatment* or therap* or chang* or
modif*)) Search modes - Boolean/Phrase

TI ((cogniti* or psycho*) N5 (intervention* or treatment* or therap*)) OR AB ((cogniti* or
psycho*) N5 (intervention* or treatment* or therap*)) Search modes - Boolean/Phrase
Tl (psychotherap* or BFST or CBT) OR AB (psychotherap* or BFST or CBT) Search
modes - Boolean/Phrase

(MH "Motivational Interviewing") Search modes - Boolean/Phrase

(MH "Psychotherapy, Group") OR (MH "Family Therapy") Search modes -
Boolean/Phrase

(MH "Psychotherapy") Search modes - Boolean/Phrase

(MH "Behavior Therapy+") OR (MH "Cognitive Therapy") Search modes -
Boolean/Phrase
S7 OR S8 Search modes - Boolean/Phrase

Tl (diabet* N5 ("type two" or "type 2" or "type II" or T2 or TIl or matur$ or adult$ or slow or late

or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)) OR

AB (diabet* N5 ("type two" or "type 2" or "type II" or T2 or TIl or matur$ or adult$ or slow or

late or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$))
Search modes - Boolean/Phrase

(MH "Diabetes Mellitus, Type 2") Search modes - Boolean/Phrase
S1 OR S2 OR S3 OR S4 OR S5 Search modes - Boolean/Phrase

Tl (pediatric* or paediatric* or pubert* or prepubert* or pre-pubert* or pubescen* or
prepubescen* or pre-pubescen*) OR AB (pediatric* or paediatric* or pubert* or prepubert* or
pre-pubert* or pubescen* or prepubescen* or pre-pubescen*) or SO (pediatric* or paediatric*
or pubert* or prepubert* or pre-pubert* or pubescen* or prepubescen* or pre-pubescen*)
Search modes - Boolean/Phrase

TI (infan* or neonat* or newborn* or baby or babies) OR AB (infan* or neonat* or newborn* or
baby or babies) OR SO (infan* or neonat* or newborn* or baby or babies) Search
modes - Boolean/Phrase

TI (child* or schoolchild* or "school age" or "school aged" or preschool* or toddler* or kid# or
kindergar* or boy# or girl#) OR AB (child* or schoolchild* or "school age" or "school aged" or
preschool* or toddler* or kid# or kindergar* or boy# or girl#) OR SO (child* or schoolchild* or
"school age" or "school aged" or preschool* or toddler* or kid# or kindergar* or boy# or girl#)
Search modes - Boolean/Phrase
Tl (adolescen* or teen* or youth* or young or juvenile# or minors or highschool*) OR AB
(adolescen* or teen* or youth* or young or juvenile# or minors or highschool*) OR SO
(adolescen* or teen* or youth* or young or juvenile# or minors or highschool*) Search
modes - Boolean/Phrase

(MH "Infant, Newborn+") OR (MH "Infant+") OR (MH "Child, Preschool") OR (MH "Child+") OR
(MH "Adolescence+") Search modes - Boolean/Phrase

Type 2 diabetes — dietary advice

Review question: What is the effectiveness of dietetic advice to optimise glycaemic
control in children and young people with type 2 diabetes?

Ovid MEDLINE(R)

A w NP R

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.
exp INFANT/
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12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.
or/1-8

exp DIABETES MELLITUS, TYPE 2/

(diabet$ adj5 ("type two" or "type 2" or "type 11" or T2 or TIlI or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.
or/10-13

exp DIET THERAPY/

NUTRITION THERAPY/

dh.fs.

or/15-17

exp FOOD HABITS/

exp DIET/

DIETETICS/

(diet$ or nutrition$ or food or feed$).ti,ab.
or/19-22

HEMOGLOBIN A, GLYCOSYLATED/
(h?emoglobin? adj3 (glyc$ or A1?)).ti,ab.
(glycoh?emoglobin? or HbAlc or HbAlc or HbA 1c or HbA Ic or Hb Alc or Hb Alc).ti,ab.
"hemoglobin Alc protein, human".nm.

BLOOD GLUCOSE/

((blood or plasma) adj3 (glucose or sugar?)).ti,ab.
(glyc?emi$ adj3 (control$ or parameter$ or status$)).ti,ab.
exp HYPERGLYCEMIA/

hyperglyc?emis$.ti,ab.

REMISSION INDUCTION/

remission?.ti,ab.

((revers$ or regress$) adj5 diabet$).ti,ab.
or/24-35

and/23,36

or/18,37

and/9,14,38

limit 39 to english language

LETTER/

EDITORIAL/

NEWS/

exp HISTORICAL ARTICLE/

ANECDOTES AS TOPIC/

COMMENT/

CASE REPORT/

(letter or comment* or abstracts).ti.

or/41-48

RANDOMIZED CONTROLLED TRIAL/ or random?*.ti,ab.
49 not 50

ANIMALS/ not HUMANS/

exp ANIMALS, LABORATORY/

exp ANIMAL EXPERIMENTATION/

exp MODELS, ANIMAL/

exp RODENTIA/

(rat or rats or mouse or mice).ti.
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58
59

or/51-57
40 not 58

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations

Searches

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or prepubescen$).ti,ab,jw.

or/1-4

(diabet$ adj5 ("type two" or "type 2" or "type 11" or T2 or Tl or matur$ or adult$ or slow or late
or stable or ketosis resistant or keto resist$ or keto?resist$ or non keto$ or non?keto$)).ti,ab.

(diabet$ adj5 ((non insulin or non?insulin) adj2 depend$)).ti,ab.
(NIDDM or T2D or TIID or DM2 or DMII).ti,ab.

or/6-8

(diet$ or nutrition$ or food or feed$).ti,ab.

(h?emoglobin? adj3 (glyc$ or A1?)).ti,ab.

(glycoh?emoglobin? or HbAlc or HbAlc or HbA 1c or HbA Ic or Hb Alc or Hb Alc).ti,ab.
((blood or plasma) adj3 (glucose or sugar?)).ti,ab.

(glyc?emi$ adj3 (control$ or parameter$ or status$)).ti,ab.
hyperglyc?emis$.ti,ab.

remission?.ti,ab.

((revers$ or regress$) adj5 diabet$).ti,ab.

or/11-17

and/5,9-10,18

limit 19 to english language

Cochrane Central Register of Controlled Trials

A OWN PR H

12
13
14
15
16
17
18
19
20
21

Searches

ADOLESCENT/ or MINORS/

(adolescen$ or teen$ or youth$ or young or juvenile? or minors or highschool$).ti,ab,jw.
exp CHILD/

(child$ or schoolchild$ or "school age" or "school aged" or preschool$ or toddler$ or kid? or
kindergar$ or boy? or girl?).ti,ab,jw.

exp INFANT/

(infan$ or neonat$ or newborn$ or baby or babies).ti,ab,jw.

exp PEDIATRICS/ or exp PUBERTY/

(p?ediatric$ or pubert$ or prepubert$ or pubescen$ or pr