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1 Continuous glucose monitoring in
children and young people with type 1
diabetes

1.1 Review question

In children and young people with type 1 diabetes, what is the most effective method of
glucose monitoring to improve glycaemic control:

¢ continuous glucose monitoring (tCGM)
¢ flash glucose monitoring (isCGM)
¢ intermittent capillary blood glucose monitoring? (SMBG)

1.1.1 Introduction

NICE guidelines state that people with diabetes should be empowered to self-monitor their
blood glucose levels, and be educated about how to measure and interpret the results.
Routine blood glucose testing is typically done using a finger-prick capillary blood sample. In
the 2015 guidance, continuous monitoring of interstitial fluid glucose levels using a
continuous glucose monitor is not recommended for routine use but can be considered for
some people.

New studies identified by NICE’s surveillance team and the possibility of decreasing cost and
increasing access to continuous glucose management technologies suggests the evidence
should be reviewed to ascertain the effectiveness of real-time continuous glucose monitoring
(rtCGM) and intermittently scanned continuous glucose monitoring (isCGM), commonly
referred to as “Flash” glucose monitoring versus standard self-monitoring of blood glucose
(SMBG) techniques and each other. This review also aims to consider whether routine
rtCGM/isCGM use is now more appropriate for certain populations of people with diabetes.

Please be aware that isCGM devices are not licensed for children under 4.

Table 1:Summary of the protocol

PICO Table
Population Children and young people with type 1 diabetes (<18 years old)
Intervention e Continuous glucose monitoring (tCGM)
e Flash glucose monitoring (isCGM)
¢ Intermittent capillary blood glucose monitoring (self-monitoring of blood
glucose [SMBG])
Comparator Compared to each other
Outcomes e HbA1lc

o Time in target glucose range
o Time above/below target glucose range
e Hypoglycemia (severe/nocturnal)
e Glycemic variability
e Mortality
e Satisfaction with CGM
e Diabetic ketoacidosis (DKA)
e % of data captured
e Other adverse events
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PICO Table
o diabetes related hospitalisation;
o serious adverse events;
o severe monitor malfunction)
o Mental health outcomes

o Diabetes distress (including fear of hypoglycaemia and diabetes
burnout)

o Diabetes related depression
o Body image issues related to device
e Awareness of hypoglycemia
e Adherence
o Attendance to care services
e Educational attainment
¢ Quality of life (validated and continuous)

1.1.2 Methods and process

This evidence review was developed using the methods and process described in
Developing NICE guidelines: the manual. Methods specific to this review question are
described in the review protocol in appendix A, and in more detail in the methods section
appendix B.

Summary of evidence is presented in section 1.1.6. This summarises the effect size, quality
of evidence and interpretation of the evidence in relation to the significance of the data.

¢ Situations where the data are only consistent, at a 95% confidence level, with an
effect in one direction (i.e. one that is 'statistically significant'), and the magnitude
of that effect is most likely to meet or exceed the minimally important difference
(MID) (i.e. the point estimate is not in the zone of equivalence, see appendix B for
details). In such cases, we state that the evidence showed that there is an effect.

e Situations where the data are only consistent, at a 95% confidence level, with an
effect in one direction (i.e. one that is 'statistically significant'), but the magnitude
of that effect is most likely to be less than the MID (i.e. the point estimate is in the
zone of equivalence). In such cases, we state that the evidence showed there is
an effect, but it is less than the defined MID.

e Situations where the confidence limits are smaller than the MIDs in both
directions. In such cases, we state that the evidence demonstrates that there is
no meaningful difference.

e Where the 95% CI crosses the line of no effect, and it is not completely between
the MID, (i.e., it crosses one or both MIDs) the evidence could not differentiate
between the comparators.

The committee highlighted that in diabetes practice, people up to the age of 19 would be
under paediatric care due to commissioning arrangements. The committee noted that this is
a definition worth highlighting in the review protocol alongside the usual definition of an adult.

No significant subgroup differences followed our methodology outlined in appendix B were
identified, so no subgroup analysis were reported in appendix G.

Declarations of interest were recorded according to NICE’s conflicts of interest policy.
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1.1.3 Effectiveness evidence

1.1.3.1 Included studies

A total of 3,435 RCTs and systematic reviews were screened at title and abstract stage after
deduplication.

Following title and abstract screening, 288 studies were included for full text screening to see
if they were relevant to any of the CGM questions that were included in this update (CGM for
adults with type 1 diabetes, CGM for adults with type 2 diabetes and CGM for children and
young people with type 1 diabetes).

Of the 288 included studies, 70 were potentially relevant for the type 1 diabetes children and
young people question. The other 218 were assessed for relevance for the other CGM
questions (for more information on the included studies for the other questions see Evidence
review X: CGM for type 1 diabetes and Evidence review X: CGM for type 2 diabetes).

The 70 studies were reviewed against the inclusion criteria as described in the review
protocol (Appendix A). Overall, 6 studies were included, along with 8 systematic reviews that
were checked for additional references. No additional studies were identified from the
systematic reviews.

Most studies compared rtCGM against SMBG but some compared isCGM to SMBG. The
number of studies for each comparison is outlined in Table 2. Further information about
these studies is shown in Table 3.

Table 2: List of comparisons and associated studies/trials

Comparison Study
rtCGM vs SMBG (6 studies) e Burckhardt 2018
e Deiss 2006
o JDRF 2008
e JDRF 2010
o Laffel 2020

e Hommel 2014

isCGM vs SMBG (2 studies) O Boucher 2020

e Xu 2021

Regarding rtCGM vs isCGM, a check for observational studies and propensity matched
cohort studies was carried out and nothing was identified. The committee therefore felt they
had enough evidence to make recommendations.

See Appendix E for evidence tables and the reference list in section 1.1.8 References —
included studies.

1.1.3.2 Excluded studies

Overall, 56 studies were excluded. See Appendix K for the list of excluded studies with
reasons for their exclusion.

9
Evidence review for continuous glucose monitoring in children and young people with type 1
diabetes FINAL (March 2022)



FINAL
Evidence review for continuous glucose monitoring in children and young people with type 1 diabetes

1.1.4 Summary of studies included in the effectiveness evidence

Table 3: Summary of all included primary study characteristics

Boucher RCT 64 e Age: 13-20 years isCGM SMBG 6 months HbA1c (%) (mmol/mol)

2020 e Duration of diabetes: >= 12 months Self-monitored e % of CGM data captured

FreeStyle Libre ' " glucose

e HbA1c level: >=9% 6 months prior to  system; Abbott - e Number of Glucose
enrolment Diabetes Care co_nce?r;[rgtlons monitor checks / day
- 1 additional 32::3 er o Adverse events
visit with glucometer e DKA
sensor ) g
education (Mean 1.9 +/- e Severe hypoglycemia
3.6 measures o Hospitalisations
2 da;;_ at e QoL (validated tools)
sl o PedsQL generic
o PedsQL Diabetes
o HFS
o DTSQ
Burckhardt Crossover 49 e Age:2-12years rtCGM SMBG 3 months e QoL (validated tools)
2018 RCT o Duration of diabetes: More than 1 Dexcom G5 Conventional o Parental HFS
year mobile CGM blood glucose o PedsQL generic
e No previous CGM use in last 6 system z\‘ﬂo"'togng o PedsQL diabetes
months e o DASS
o +1 parent per child e J o STAI
months) o Psal

Evidence review for continuous glucose monitoring in children and young people with type 1
diabetes FINAL (March 2022)
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Study

Deiss
2006

Hommel
2014

JDRF
2008
JDRF
2010

Study
type
RCT

Crossover
RCT

RCT

30

72

114

Population

No details given beyond “children and
adolescents” with T2D [Age range 2 to
16]

People with T1D

Duration of diabetes: >1 year

Age: <= 18 years

Treatment with continuous subcutaneous
insulin infusion (CSII) therapy

with rapid-acting insulin analogues for
more than 6 months

HbA1c between 7.5% and 9.5% (58.5
and 80.3 mmol/mol)

Naive to CGM

Had successfully completed a five-
question multiple choice test concerning
pump therapy and general understanding
of diabetes

e Aged 8 years and older
e Duration of diabetes 21 year

e Using an insulin pump or receiving at
least three daily insulin injections

e HbA1c 7.0to 10.0%

e Not used continuous glucose

monitoring at home in the 6 months
leading up to the trial

Intervention

rtCGM (n = 15)

A continuous
glucose
monitoring
system
(CGMS,
Medtronic
MiniMed Inc.,
Northridge, CA,
USA)

rtCGM (n = 41)

Guardian
REAL-Time
Clinical;
Medtronic,
Tolochenaz,
Switzerland

rtCGM

DexCom
Seven or the
FreeStyle
Navigator

Comparator Follow up

SMBG (N=15) 3 months
No data on
measures/

day

SMBG (N = 6 months
41)

Sensor off

Mean 5.2 +/-

0.2 measures

/day

SMBG

Blood glucose
meters and
test strips
Mean 7 +/- 2.5
measures/day

6 months

Evidence review for continuous glucose monitoring in children and young people with type 1

diabetes FINAL (March 2022)
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Outcomes

HbA1c (%)
Hypoglycaemia >180
% of CGM data captured

Adverse events (mild local
side effects)

PEDs-QL (children and
parents)
DTSQ

HbA1c
Time in range

o Amount of time per day the
glucose level was 71 to 180
mg per decilitre (3.9 to 10.0
mmol per litre)
Time spent above/below
target glucose range
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Laffel RCT 153
2020

Age: 14 — 24 years

No previous CGM use for 3 months
Insulin regimen: total daily insulin of

at least 0.4 units/kg/d
HbA1c level: >7.5% to <11%

tCGM (n = 74)

Dexcom G5,
Dexcom, Inc

(SMBG n =
79)

Continue
BGM with a
blood glucose
meter without
CGM

6 months

Evidence review for continuous glucose monitoring in children and young people with type 1

diabetes FINAL (March 2022)
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o Amount of time per day the
glucose level was
- hypoglycaemic (<70 mg
per decilitre or <50 mg per
decilitre [£3.9 or <2.8
mmol per litre])

- hyperglycaemic (>180 mg
per decilitre or >250 mg
per decilitre [10.0 or 13.9
mmol per litre])
e Hypoglycaemia
e Severe hypoglycaemia
e Glycaemic variability
e Diabetic ketoacidosis
e Adverse events
e Quality of life
o Participants =218 years old
completed the
Hypoglycaemia Fear Survey
(HFS) and Social
Functioning Health Survey
(SF-12) version 2
o Continuous Glucose
Monitoring Satisfaction
Scale (CGM-SAT)

o HbA1c (%)

e Time in range: 70 to
180mg/dL

e Time in hyperglycemia( >180 /
>250 mg/dL)

¢ Time in hypoglycemia
¢ Glycemic variability: CV
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Study

Xu 2021

Study
type

RCT

80

Population

o Age: 10-19 years

o Duration of diabetes: >1 year

e No previous CGM use 3 months before
study

¢ Use of multiple daily insulin (MDI) and
continuous subcutaneous insulin
infusion (CSII) for at least 3 months,

o stable diabetes medication regimen for
3 months before study entry (change in
insulin <= 20%),

e previous documentation of blood
glucose level self-monitoring regularly
for 2 months (at least three times per
day) and willingness to continue for at
least 6 months

e HbA1c level: >7 - <10 %

o Willingness to wear CGM

e Can speak, read, and write chinese

o Ability to use WeChat program

Intervention

isCGM (n =
25)

(Libre 1, Abbott
Diabetes Care)
- A specialist
applied the
flash glucose
monitor to the
back of the
upper arm
through a
simple
disposable
applicator: a
thin wire
(flexible probe)
was
subcutaneously
implanted, and
the sensor was
fixed to the

Comparator Follow up

Mean baseline
3.5 measures

a day (95% ClI
3,4.5)

SMBG (N=30)
a conventional
home
glucometer
was used to
monitor blood
glucose 2
three times a
day, and the
blood glucose
monitoring
values were
uploaded to
the Wenjuan
survey
platform.

6 months

“at least 3
measures a
day” in

Evidence review for continuous glucose monitoring in children and young people with type 1

diabetes FINAL (March 2022)
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Outcomes

¢ % of CGM data captured
o CGM use days/week
e hours of CGm data
e Adverse events
e Severe hypoglycemia
o DKA
o SAE
e QoL (validated tools)
o PAID-P
o GMSS
o Hypoglycemia confidence
o Sleep quality
e HbA1c (%)
e Hypoglycaemia

e number of episodes <3.9mmol

e QoL (validated tools)
o DMTSQ
o DQoL
o CHFSII
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application site  inclusion
with an criteria
adhesive film. It
recorded the

blood glucose

value at 15-

minute

intervals

automatically,

and the blood

glucose value

can be

determined at

any time from

the display

Evidence review for continuous glucose monitoring in children and young people with type 1
diabetes FINAL (March 2022)
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1.1.5 Summary of the effectiveness evidence
Evidence in meta-analysis

Table 4: Summary of GRADE: rtCGM vs SMBG

_@ Final effect estimate Mm Interpretation of effect

HbA1c (%) at 3 months 30 MD 0.20 +/- 0.50 Very low Could not differentiate
(-0.59, 0.99)
HbA1c (mmol/mol) - 6 months 267 MD -0.23 +/- 0.50 Very low No meaningful difference
(-0.42, -0.04)
HbA1c relative reduction >10% 6 267 RR 2.91 0.80, 1.25 Low Effect (Favouring
months rtCGM)
(1.62, 5.23)
HbA1c relative reduction >= 5% 6 114 RR 1.73 0.80, 1.25 Low Effect (Favouring
months rtCGM)
(1.10, 2.72)
HbA1c achieved target <7.0% 3 267 RR 1.96 0.80, 1.25 Very low Effect (Favouring
months rtCGM)
(1.10, 3.50)
HbA1c achieved target <7.5% 6 153 RR 1.37 0.80, 1.25 Very low Could not differentiate
months
(0.54, 3.50)

Evidence review for continuous glucose monitoring in children and young people with type 1
diabetes FINAL (March 2022)
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Time in range (%) [70 - 180 mg/dL] 153 MD 6.90 +/- 5.00 Low Effect (Favouring
6 months rtCGM)
(3.10, 10.70)
Time above range (%) >180 mg/dL 6 153 MD -5.80 +/- 6.62 Low Effect less than MID
months (Favouring
(-10.00, -1.60) rtCGM)
Time above range (%) >250 mg/dL 153 MD -7.90 +/- 6.94 Low Effect (Favouring
6 months rtCGM)
(-12.30, -3.50)
Glycemic variability: coefficient of 153 MD -2.20 +/- 2.68 Low Effect less than MID
variation 6 months (Favouring
(-3.90, -0.50) rtCGM)
Severe hypoglycemia (n) <3.9 mmol/l 267 RR 0.92 0.80, 1.25 Very low Could not differentiate
6 months
(0.34, 2.44)
Hypoglycemia fear survey -total 3 98 MD -8.50 +/- 5.30 Moderate Effect (Favouring
months rtCGM)
(-12.70, -4.30)
Hypoglycemia fear survey - 98 MD -3.30 +/-2.15 Moderate Effect (Favouring
behaviour 3 months rtCGM)
(-5.00, -1.60)
Hypoglycemia fear survey - worry 3 98 MD -5.20 +/- 3.66 Moderate Effect (Favouring
months rtCGM)

Evidence review for continuous glucose monitoring in children and young people with type 1
diabetes FINAL (March 2022)
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(-8.10, -2.30)
Hypoglycemia fear survey - worry 6 218 MD -1.60 +/- 7.33 High No meaningful difference
months
(2.36, -5.56)
Hypoglycemia fear survey - parents 6 218 MD 0.30 +/- 9.32 High No meaningful difference
months
(-4.22, 4.82)
Quality of life (PEDS) - generic - 3 98 MD 2.60 +/-4.72 Moderate Could not differentiate
months
(-0.90, 6.10)
Quality of life (PEDS) - generic - 6 362 MD -0.31 +/-4.72 Moderate No meaningful difference
months
(-1.77,1.16)
Quality of life (PEDS) - diabetes - 3 98 MD 2.60 +/- 5.27 Moderate Could not differentiate
months
(-0.20, 5.40)
Quality of life (PEDS) - diabetes - 6 218 MD 1.50 +/- 5.27 High No meaningful difference
months
(-1.90, 4.90)
Quality of life (PEDS) - family impact - 98 MD 2.60 +/- 3.54 Moderate Could not differentiate
3 months
(-0.20, 5.40)

Evidence review for continuous glucose monitoring in children and young people with type 1
diabetes FINAL (March 2022)
17



FINAL
Evidence review for continuous glucose monitoring in children and young people with type 1 diabetes

Quality of life (PEDS) - generic - 362 MD -2.00 +/- 4.88 Very low Could not differentiate
parents 6 months

(-6.12, 2.12)
Quality of life (PEDS) - diabetes - 218 MD -1.60 +/- 4.54 Moderate Could not differentiate
parents 6 months
(-5.19, 1.99)
DASS - Stress - 3 months 98 MD -2.20 +/- 2.02 Moderate Effect (Favouring
rtCGM)
(-3.80, -0.60)
DASS - Anxiety - 3 months 98 MD -1.00 +/- 1.89 Moderate Could not differentiate
(-2.50, 0.50)
DASS - Depression - 3 months 98 MD -1.10 +/- 1.64 Moderate Could not differentiate
(-2.40, 0.20)
STAI - state - 3 months 98 MD -3.60 +/- 3.54 Moderate Effect (Favouring
rtCGM)
(-6.40, -0.80)
STAI - trait - 3 months 98 MD -3.50 +/- 2.40 Moderate Effect (Favouring
rtCGM)
(-5.40, -1.60)
PSQl - 3 months 98 MD -1.50 +/-1.26 Moderate Effect (Favouring
rtCGM)

Evidence review for continuous glucose monitoring in children and young people with type 1
diabetes FINAL (March 2022)
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(-2.50, -0.50)

PAID-p 6 months 218 MD -0.80 +/- 8.24 High No meaningful difference
(-4.78, 3.18)

DKA (n) 6 months 267 RR 3.20 0.80, 1.25 Very low Could not differentiate
(0.34, 30.11)

SAE 6 months 153 RR 1.07 0.80, 1.25 Very low Could not differentiate

(0.15, 7.39)

Evidence review for continuous glucose monitoring in children and young people with type 1
diabetes FINAL (March 2022)
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Table 5: Summary of GRADE: isCGM vs SMBG

Outcome le size Final effect estimate [ Interpretation of effect
HbA1c (%) - <=3 months 64 MD -0.70 +/-0.50 Low Could not differentiate
(-1.51, 0.11)

HbA1c (%) >= 6 months 119 MD -0.07 +/-0.50 Verylow Could not differentiate
(-0.63, 0.49)
HbA1c (mmol/mol) <= 3 months 64 MD -6.60 +/-5.50 Low Could not differentiate
(-15.29, 2.09)
HbA1c (mmol/mol) <= 6 months 64 MD -2.10 +/-5.50 Low Could not differentiate
(-9.60, 5.40)
Number of glucose checks <= 3 64 MD 3.20 +/-0.23 Moderate Effect (Favouring
months isCGM)
(2.97, 3.43)
Number of glucose checks <= 6 64 MD 2.80 +/-1.10 Moderate Effect (Favouring
months isCGM)
(1.72, 3.88)
Hypoglycemia episodes per month 55 MD 1.85 +/-3.50 Verylow Could not differentiate
<3.1 mmol/l >= 6 months
(-1.08, 4.78)
Quality of life (PEDS) generic - total 64 MD -1.20 +/-4.72 Low Could not differentiate
>= 6 months
(-6.50, 4.10)
Quality of life (PEDS) diabetes - total 64 MD -1.10 +/-5.27 Low Could not differentiate
>= 6 months
(-6.20, 4.00)

Evidence review for continuous glucose monitoring in children and young people with type 1
diabetes FINAL (March 2022)
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Hypoglycemia fear survey - behaviour
scale >=6 months

Hypoglycemia fear survey - worry
scale >= 6 months

DTSQ >= 6 months

DMTSQ >= 6 months

DQOL >= 6 months

Chinese hypoglycemia fear survey >=

6 months

DKA
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64

64

64

55

55

55

64

MD 0.18
(-0.08, 0.44)
MD -0.13
(-0.37, 0.11)
MD 0.47
(0.00, 0.94)
MD -2.80
(-7.87, 2.27)
MD 2.55
(-8.20, 13.30)
MD 1.25
(-6.57, 9.07)
RR 1.13
(0.38, 3.32)

+/- 0.27

+/-0.24

+/- 0.48

+/- 5.47

+/-

11.28

+/- 5.96

0.80,
1.25

Low

Low

Low

Very low

Very low

Very low

Very low
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1.1.6 Economic evidence

1.1.6.1 Included studies

A systematic literature search was undertaken to identify published health economic
evidence relevant to the review questions. Studies were identified by searching EconlLit,
Embase, CRD NHS EED, International HTA database, MEDLINE, PsycINFO and NHS EED.
All searches were updated on 5th May 2021, and no papers published after this date were
considered. This returned 3,040 references (see appendix C for the literature search
strategy). After deduplication and title and abstract screening against the review protocol,
3,021 references were excluded, and 19 references were ordered for screening based on
their full texts.

Of the 19 references screened as full texts, 2 were systematic reviews. Both were
investigated as a source of references, from which one more study was added (Healthcare
Improvement Scotland 2018). In total, there were 14 primary studies that contained cost-
utility analyses evaluating some of the following methods of glucose monitoring to improve
glycaemic control: 1) tCGM; 2) isCGM; 3) intermittent capillary blood glucose monitoring.
However, none of these studies were in a population of children and young people with type
1 diabetes, and therefore all these studies were excluded from the review. The health
economic evidence study selection is presented as a flowchart in appendix H.

1.1.6.2 Excluded studies

Studies excluded in the full text review, together with reasons for exclusion, are listed in
appendix K.

1.1.6.2 Economic model

No economic modelling was undertaken for this review question. However, the committee did
consider the results of the modelling undertaken for adults with type 1 diabetes when making
recommendations for children and young people.

1.1.7 The committee’s discussion and interpretation of the evidence

The outcomes that matter most

The committee agreed that outcomes such as HbA1c and time in range were important for
measuring a person’s blood sugar levels over time. HbA1c is limited by it reflecting the
previous 3 months of therapy, whereas time in range is a measurement over a shorter time
period. The committee considered time in range to be a better measure than HbA1c as it
captures variation over time and can be used to highlight hypoglycaemia and
hyperglycaemia, whereas HbA1c gives an average value and does not indicate how often
hypoglycaemia or hyperglycaemia occurs. The committee thought that time in range was an
important measure when assessing the clinical effectiveness of CGM interventions.

Hypoglycaemia events, severe hypoglycaemia events, and nocturnal hypoglycaemia were
also considered to be important outcomes. These are often highlighted by people living with
type 1 diabetes as key due to the fear these events generate and the impact they can have
on quality of life. Therefore, a reduction in hypoglycaemia events results in significant
improvements to quality of life. Outcomes relating to hypoglycaemic events and quality of life
were therefore both considered important.

The committee highlighted that fear of hypoglycaemia was a key quality of life outcome, due
to the severity this fear has on children and young people and their parents and carers.
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Other key outcomes can be seen in the review protocol in Appendix A.

The quality of the evidence

All outcomes other than mortality were captured in at least 1 comparison in the data
extracted. There was no time in range or glycaemic variability data available for isCGM vs
SMBG. Time in range is harder to record in iSCGM as this does not continuously capture
glycaemic levels in the same way as a tCGM device.

The committee acknowledged that there was no evidence directly comparing tCGM and
iSCGM in children and young people, and found this unsurprising considering the small
amount of evidence in the adult population for the same comparison. The committee judged
that for type 1 diabetes they had enough evidence to justify the superiority of tCGM over
isSCGM in this population, and as a result did not consider there was need for a research
recommendation. The committee did note that due to the increasing incidence of type 2
diabetes in children and young people, they should make a research recommendation into
clinical effectiveness for this group (see Appendix L.1.1).

The committee also noted that much of the outcome evidence for diabetes in children and
young people is now available in routinely collected real-world data, rather than clinical trials.
They therefore made another research recommendation to determine effectiveness and cost
effectiveness of CGM devices in children and young people using this evidence base (see
Appendix L.1.2).

Evidence for tCGM vs SMBG ranged from very low to high quality and all but one of the
studies (Laffel 2020) were directly applicable to the review question. Laffel (2020) was
considered partially applicable to the review because it included people with an age range of
14 — 24 years. However, the 14-<19 population made up 64.9% - 67% of the study, and so it
still met the criteria in the protocol for >50% of included people being paediatric cases. As the
study was at low risk of bias and presented many outcomes, the committee thought it was
important to consider as part of the review, The quality of outcome data from some of the
other studies were downgraded for risk of bias, mostly due to limited information about
randomisation and allocation concealment methods. The committee pointed out that no study
was based entirely in the UK. The SWITCH trial (Hommel 2014) had the majority of its
centres in the UK, but only reported 2