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80 | A Menarini | Full 8.3.1 | 139 | Within the review of self monitoring of blood Thank you for your feedback. The guideline
4 Diagnostic glucose we believe there is an opportunity to development group looked at the best available
s highlight opportunities arising from the evidence on self-monitoring in people with type 2
application of new technologies. diabetes. Their conclusion based on this
evidence and taking into account clinical
For example, healthcare professionals can now | experience and patient concerns was that routine
receive their patients full blood glucose history self-monitoring of blood glucose should not be
direct from their meters memory using recommended. Within the evidence review, a
smartphone app technology and Near Field small, low quality trial showed no significant
Connectivity (NFC). This means that a person differences in blood glucose measures (HbAlc,
with diabetes can be closely and effectively fasting and postprandial blood glucose) at 3
monitored at vital times from anywhere in the months in SMBG using an automated
world, and brings real cost saving efficiencies to | glucometer (mobile phone) compared to a
patient management cand clinic workload. standard glucometer in people with unspecified
current diabetes treatments (see section 8.3.2.2).
89 | Abbott NICE 1.4.1 | 12- | We would recommend that the medicine Thank you for your feedback. The guideline
0 Diabetes - 15 algorithm for blood glucose lowering therapy is development group has reflected on the clinical
Care 1.4.3 consistent with current UK clinical practice, evidence for the recommendations related to the
EASD and ADA guidelines recognising that pharmacological management of hyperglycaemia
patient care needs to be individualised based on | in light of stakeholders’ feedback on the
a range of factors. We suggest that this appropriateness and implementability of these
algorithm is aligned with NICE appraisal recommendations and associated algorithms.
guidance for specific treatments to ensure The recommendations and algorithm have been
consistency and to ensure that innovation is simplified and amended to place an increased
embraced within the guidance. emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
88 | Abbott NICE 161 | 20 We would recommend that a cross reference is | Thank you for your feedback. The guideline
7 Diabetes 3 done with the type 1 guidelines for self- development group did not review the evidence
Care monitoring for people with type 2 diabetes who on the application of self-monitoring of blood
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are on insulin who inject more than once per
day. There is well documented evidence that
people with type 2 diabetes on insulin are at the
same risk of hypoglycaemia of which glycaemic
variability is a predictor. Therefore, people with
type 2 on insulin should have self-monitoring
routine aligned with that of the draft NICE
guidelines for type 1 diabetes.

e QuY etal, Rate of hypoglycemia in
insulin-treated patients with type 2
diabetes can be predicted from glycemic
variability data. Journal of diabetes
technology & Therapeutics, 2012 Nov;
14(11);1008-1012

We would propose that clinics and people with
type 2 diabetes are encouraged to use the
electronic data of their blood glucose systems
and should therefore be supported to download
their blood glucose meters to allow for easier
interpretation of results to inform treatment
decision making and that this should be included
in the recommendation.

To support this recommendation and to assess
if ‘blood glucose rises markedly after meals’, a
self-monitoring regimen would need to be
explicit to post meal and outlined within the
glucose monitoring recommendation.

Developer’s response
Please respond to each comment
glucose (such as frequency) specifically in
people on insulin and therefore were not
confident in making a specific recommendation
in the absence of evidence.

Thank you for your feedback. It was not within
the scope of the guideline to consider blood
glucose meters and how these systems should
be used.

Thank you for your feedback. The guideline
development group looked at the best available
evidence on self-monitoring in people with type 2
diabetes. Their conclusion based on this
evidence and taking into account clinical
experience and patient concerns was that routine
self-monitoring of blood glucose should not be
recommended. However, the Group recognised
specific circumstances when self-monitoring
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would be appropriate, including in individuals on
insulin.
26 | Actionon | Full 50 18 While we understand the reasons for removing Thank you for your feedback. It was not within
4 Smoking smoking cessation from guidance as there is the scope of the guideline to look at smoking in
and separate guidance for this subject, it is a the diabetes population, although it is an
Health concern that the dangers of smoking in important issue. There is a comprehensive set of
particular for patients with diabetes is no longer NICE guidance on smoking cessation which will
mentioned in the Lifestyles section of the feed into the NICE pathway for the type 2
guidance either. Smoking is a risk factor for diabetes guideline. The NICE pathways online
multiple complications of the disease, in tool is the main interface through which clinicians
particular heart disease, metabolic disorder, now access NICE guidance and will enable easy
nephropathy and diabetic retinopathy. navigation between type 2 diabetes and all
pieces of related NICE guidance.
Compared to non-smokers with diabetes, people
with diabetes who smoke have twice the risk of
premature death and the risk of complications
associated with tobacco use and diabetes in
combination is nearly 14 times higher than the
risk of either smoking or diabetes alone. [source:
Haire-Joshu D & Thomas J. Gambling with
addiction: Dangerous beliefs about smoking and
diabetes. Diabetes Voice Smoking and diabetes
special issue, 2005. 50: 15-18.]
While most people are aware that smoking is a
risk factor for respiratory and coronary diseases,
the links with diabetes are less well known and
should continue to be emphasised in the
guidance.
69 | ASH Full 50 18 Tobacco is a uniquely damaging product. While | Thank you for your feedback. It was not within
1 Scotland the number of people who smoke has halved in | the scope of the guideline to look at smoking in

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how

recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
advisory committees
3 of 570


https://www.nice.org.uk/search?q=smoking

ID

Stakehold

er

Docum

ent

Page

No

Line
No
/
gene
ral

Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Comments

Please insert each new comment in a new row
the last 40 years, this still leaves 1 million
people in Scotland with greatly increased risk of
cancer, heart disease, stroke, dementia, arthritis
and diabetes. Half of long-term smokers will die
of a cause associated with their tobacco use,
often after many years of debilitating illness, and
tobacco is far and away the largest preventable
cause of death.

e Smoking has been established as a risk
factor for Type 2 diabetes® and identified as
a possible risk factor for insulin resistance, a
precursor for diabetes.?

e Compared to non-smokers with diabetes,
people with diabetes who smoke have twice
the risk of premature death. The risk of
complications associated with tobacco use
and diabetes in combination is nearly 14
times higher than the risk of either smoking
or diabetes alone.?

e Women who smoke during pregnancy are at
increased risk of developing gestational
diabetes and also increase the risk of their
offspring developing diabetes later in life.*

e Women who develop diabetes during
pregnancy have a seven-fold increased risk
of subsequently developing type 2 diabetes
compared with women who have normal
levels of glucose in pregnancy.5

Smoking is bad for diabetics

Developer’s response
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the diabetes population, although it is an
important issue. There is a comprehensive set of
NICE guidance on smoking cessation which will
feed into the NICE pathway for the type 2
diabetes guideline. The NICE pathways online
tool is the main interface through which clinicians
now access NICE guidance and will enable easy
navigation between type 2 diabetes and all
pieces of related NICE guidance.
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Smoking and diabetes both increase the risk
of heart disease in very similar ways, and so
when combined, they greatly increase the
chances of suffering a heart attack or stroke.
Diabetic nerve pain is a syndrome that
affects people with diabetes. Diabetic nerve
pain usually occurs in peripheral regions or
extremities, such as feet and legs, hands
and arms. Smoking is known to increase the
risk of nerve pain occurring.6

Diabetic retinopathy is a common
complication of diabetes, occurring when
high blood sugar levels damage the cells
at the back of the eye. If it isn't treated, it
can cause blindness. Giving up smoking
helps control diabetic retinopathy.7
Reducing lifestyle-based risk factors such as
smoking can improve the blood flow to
vascular extremities. Both Type 1 and Type
2 diabetes are known risk factors in
developing Peripheral Arterial disease,
where a build-up of fatty deposits in the
arteries restricts blood supply to leg
muscles. These problems can lead to ulcers
and infections that may lead to amputation.®
However, smoking is the most significant
risk factor.’

Therefore, ASH Scotland encourages NICE to
consider placing within the recommendations a
fuller explanation of smoking as a cause of Type
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2 diabetes, and a more thorough set of
evidenced recommendations around
approaches to smoking and smoking cessation
that can lessen harmful, risky behaviours which
can lead to Type 2 diabetes developing.

'Willi C, Bodenmann P et al: Active smoking and
the risk of type 2 diabetes: a systematic review
and meta-analysis. JAMA 2007, 298:2654-2664.
’ASH, Smoking and diabetes fact sheet, June
2012. Available at:
http://ash.org.uk/files/documents/ASH 128.pdf
[accessed 19 Feb 2015]

*Haire-Joshu D & Thomas J. Gambling with
addiction: Dangerous beliefs about smoking and
diabetes. Diabetes Voice: Smoking and diabetes
special issue, 2005. 50: 15-18.

4Montgomery S. A very bad start; smoking,
pregnancy and diabetes. Diabetes Voice:
Smoking and diabetes special issue, 2005; 50:
30-32

®Bellamy L, Casas J-P, et al. Type 2 diabetes
mellitus after gestational diabetes: a systematic
review and meta-analysis. The Lancet, 2009.
373:1773-1779

®Diabetes.co.uk, Diabetic Nerve Pain [online].
Available at: http://www.diabetes.co.uk/diabetes-
complications/diabetic-nerve-pain.html
[accessed 19 Feb 2015]

'NHS, Diabetic retinopathy [online], November
2013. Available at:
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http://www.nhs.uk/conditions/diabetic-
retinopathy/Pages/Introduction.aspx [accessed
19 Feb 2015]
®American Diabetes Association, Foot
Complications [online], June 2013. Available at:
http://www.diabetes.org/living-with-
diabetes/complications/foot-complications/
[accessed 19 Feb 2015]
NHS, Peripheral arterial disease (PAD) [online],
June 2014. Available at:
http://www.nhs.uk/Conditions/peripheralarterialdi
sease/Pages/introduction.aspx [accessed 19
Feb 2015]
Individualised management — We strongly
support the principle, but acknowledge there has
until recently been limited data to inform this
approach except in broadest terms. The GDG
did not consider the attempt to quantify 'disutility’
Vijan S et al JAMA Intern Med.
2014;174(8):1227-1234.
doi:10.1001/jamainternmed.2014.2894. As one
of the authors commented, “A typical person
with type 2 diabetes who begins treatment at
age 45 and reduces their Alc by 1% may gain
up to 10 months of healthy life. At age 75, they
may gain as little as 3 weeks of healthy life.
Whether this is worth 10-15 years of pills and
injections with potential side-effects is ultimately
up
Algorithm in full version for first intensification of
therapy and beyond makes no reference to

Developer’s response
Please respond to each comment

Thank you for your feedback and the reference
of the simulated study that looked at the effect of
treatment burden of intensive and moderate
glycaemic control. The guideline development
group has considered circumstances in which
tight glycaemic control may not be beneficial in
Recommendation 1.6.9 (NICE version) such as
individuals who are unlikely to achieve longer-
term risk-reduction benefits. It is envisaged that
targets would be discussed and agreed with
patients, taking into consideration individual
circumstances including the benefits and risks of
tight glycaemic control.

Thank you for your feedback. A reference box to
NICE TAs for SGLT-2 inhibitors is included in the
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SGLT2I which have aIreadY been stated to have | algorithms for first and second intensification.
place in management at 1* and 2nd
intensification points in NICE TAs.

NICE 18 1.6 ‘Rise to 58 intensify to new target of 53 * in Thank you for your feedback. The guideline

isolation from other factors (ie hypoglycaemia development group agrees that an HbAlc target

-20 risk in older people with CKD) appears a of 53 mmol/mol (7%) may not be appropriate for
recommendation to put certain patients at risk. certain individuals and therefore has included
This statement should emphasise that the recommendations that account for individualised
advice is directed to younger (aged <45) type 2 | target setting (see recommendations 1.6.5 and
DM with the greatest lifetime risk of 1.6.9 in the NICE version). Recognition of the
complications appropriateness of targets and importance of

considering individual’s circumstances are
documented in the Linking Evidence to
Recommendations table (see section 8.1.3 in the
full guideline).
NICE 19 1.6.3 | Fructosamine — should add ‘if normal serum Thank you for your feedback. The guideline
albumin and laboratory quality control in place’ development group does not agree that specific
details are required for further clarity.

NICE 20 1.6.1 | May be prudent to mention need to re-evaluate Thank you for your feedback. Recommendation
0 accuracy of Hbalc in this situation as may be 1.6.3 notes “HbAlc monitoring may be invalid
misleading if eg CKD and anaemia develops because of disturbed erythrocyte turnover or

abnormal haemoglobin type”. In addition, the
following has been added to recommendation
1.6.10 “Be aware that there are other possible
reasons for a low HbA1c level, for example,
deteriorating renal function or sudden weight
loss.”

NICE 20 1.6.9 | Explicit guidance on relaxing control to 58 Thank you for your feedback. The guideline

mmol/l in CKD will align with other national and development group did not think that further
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international guidance

The clinical practice guidelines surely have to
guide clinicians, particularly busy generalists in
primary care. The separation of these proposed
guidelines from the earlier completed NICE TAs
on dapagliflozin , canagliflozin and most recently
empagliflozin for combination therapy with other
therapies for type 2 diabetes will create
significant confusion as cross referencing to
other documents in busy surgeries is not
feasible.

By appearing not to incorporate evidence about
the newer agents in the main guideline (SGLT2
inhibitors and incretin mimetics) the useful shelf
life of the guideline is likely to be limited. The
cost of updating a guideline is a significant
consideration.

There is no specific mention in the main section
about the use of modified release metformin in
patients who are intolerant of standard release
metformin, and for whom switching to an insulin
secretagogue would be associated with risk.
Clearly the cost is significantly higher, and the
health economic analyses suggests little
difference in tolerabilty, but this should be
explicitly stated in the main document.

The draft guidance makes much of the safety
issues with sulphonylureas (hypoglycaemia)
and metformin (in CKD4) , but does not make

Developer’s response
Please respond to each comment
information on examples of comorbidities were
necessary.

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.

The guideline development group has reflected
on the clinical evidence for the recommendations
related to the pharmacological management of
hyperglycaemia in light of stakeholders’ feedback
on the appropriateness and implementability of
these recommendations and associated
algorithms. The guideline development group
has recommended the use of metformin
modified-release in circumstances where
standard-release metformin is not tolerated. A
footnote on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
caution if the person is at high risk of the adverse
effects of the drug has been added to the
recommendations and algorithm.
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similar reference to relative contraindications to
pioglitazone (fracture risk , bladder cancer) or
incretin modulators (risk of pancreatitis) .
The use of pioglitazone in the treatment
pathway for type 2 diabetes has largely fallen
away due to the concern of most practising
clinicians regarding the risk of weight gain, fluid
accumulation, risk of heart failure and the
impossibility of identifying people ‘at risk of
bladder cancer'. If the GDG wish to recommend
this as an early treatment, there must be a fuler
discussion of the risks associated with this
treatment.

It would be helpful to have added sick day rules
for metformin during (reversable) acute kidney
injury where post recovery the need to reinstate
metformin could be emphasised

The use of repaglinide as second line treatment,
or first line if metformin intolerant will be
controvesial. While recognising this glitinide was
considered in detail regarding cost and
phamacokinetic differences from
sulphonylureas, ABCD-RCPL are unaware of
any outcome studies demonstrating vascular

Developer’s response
Please respond to each comment

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms. A
footnote on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
caution if the person is at high risk of the adverse
effects of the drug has been added to the
recommendations and algorithm.

Thank you for your feedback. It is outside the
scope of the type 2 diabetes guideline to look at
specific advice and information to be given to
people with chronic kidney disease (CKD). The
NICE clinical guideline on Chronic Kidney
Disease was published in 2014 and includes
updated recommendations on risk factors
associated with CKD progression and also
advice and education for people with CKD.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
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benefit with repaglinide as is the case with
gliclazide in the ADVANCE study. Conceptually
the therapy could be stated to have a role in
those with erratic eating patterns especially if
only taking 1-2 meals daily. However given that
polypharmacy involved in T2 DM care has been
exhaustively documented to result in poor
concordance with therapy, the option to use a
tds therapy as opposed to a daily agent where
there are no vital hypoglycaemia concerns is
difficult to reconcile with best efforts to ensure
adherence to therapy. In addition we are
unaware of any evidence base for a direct
clinical role of repaglinide as opposed to
sulphonylureas in older patients and those with
CKD.
The advice to start repaglinide but to then need
to change to a sulphonylurea if HbA1c is ‘not
controlled’ seems an unnecessary step as we
are unaware of superior efficacy of
sulphonylureas that would justify this approach .
As stated previously we do feel the concordance
issue with a daily as opposed to tds agent may
well be the basis for greater efficacy which is a
basis for suggesting that NICE consider parity of
these 2 classes in the algorithm with an explicit
statement that polypharmacy may lend itself to a
single or twice daily as opposed to tds insulin
secretagogue regime. In addition the advice as it
stands suggests a switch from repaglinide to
piogltazone if repaglinide does not control

Developer’s response
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The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has given
equal weighting to DPP-4 inhibitors, pioglitazone,
repaglinide and sulfonylurea where metformin is
contraindicated or not tolerated.

The health economic model had annual cycles
and was not structured to consider short-term
deterioration in control that could occur when
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HbAlc, yet the time course of action of partially
effective repaglinide with a precipitate switch to
pioglitazone that takes several weeks to exert
glycaemic benefit may lead to deterioration in
glycaemic control which is not mentioned in this
guidance
Gliptin with lowest acquisition cost takes no
account of current and upcoming CVD outcome
and safety data.
There is a risk that advice to use lowest
acqusition cost in selecting an agent from a
class will lead to episodic mass switching in
response to price changes. This is unpopular
with patients and led to significant problems with
insulin and with statins in the past.

SGLT2I class should be mentioned alongside
gliptins as stated in NICE TAs on these agenst

Developer’s response
Please respond to each comment
switching or intensifying treatment options.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms. A
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
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recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
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Invitation to read another document to place
SGLT2l is unrealistic if NICE objective is to
support tailored individualised approach in the
primary care setting

It is clear that pharmacogenetics has the
potential to allow more precise targeting of
pharmacological therapies in type 2 diabetes,
firstly by predicting those patients who are more
or less likely to respond to particular agents, and
secondly by predicting those at high risk of side-
effects. NICE should include pharmacogenetics
research in its recommendations.

Needs to be aligned with MHRA guidance on
avoiding long terrm use of metoclopropamide

Developer’s response

Please respond to each comment
normal process for assessing the need to update
TA guidance.
Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
Thank you for your feedback. The guideline
development group recognises the importance in
identifying patient characteristics that predict
response or non-response to pharmacological
blood glucose lowering therapies and therefore
has made a research recommendation on this
issue.

Thank you for your feedback. This section of the
type 2 diabetes guideline was not prioritised for
update following a stakeholder workshop and
stakeholder consultation at the scoping stage. It
was considered by the type 1 diabetes guideline
and both guideline development committees
agreed that the management of gastroparesis
was likely to be similar between people with type
1 and type 2 diabetes. Therefore, 2
recommendations on the treatment of

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
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Need for combination GLP1 analogues —SGLT2I
weight and glycaemic efficacy studies

There is a major difference in the
recommendations made in these draft
guidelines and the advice of the national
specialist societies who have supported the
recently revised ADA-EASD guidelines. While
we respect the validity of the metanalyses which
informed the discussions of the GDG, the
commentary in the full guidance seems to
suggest that there was a large degree of
subjectivity in the ultimate conclusions. The fact
that the group have published recommendations
that are so far at odds with current clinical
practice and recommendations from other
published guidance, should prompt a pause for
thought.

The medicine algorithm has been based on a
relatively small number of randomized controlled

Developer’s response

Please respond to each comment
gastroparesis from the type 1 diabetes guideline
have been adopted in the type 2 diabetes
guideline. In the recommendations, domperidone
is recognised as having the strongest evidence
for effectiveness but that it should only be used
in exceptional circumstances when neither
metoclopramide or erythromycin have been
effective, based on the recent safety issues
highlighted by the MHRA.
Thank you for your feedback. A research
recommendation has been made to examine the
effectiveness of non-metformin based treatment
combinations.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.

The health economic modelling considered both
costs and quality of life impacts of long-term

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
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trials for individual therapies. This limited data
drives the health economic modelling results
and subsequent positioning of therapies.

Assumptions are made regarding frequency,
severity and timing of hypoglycaemia events;
and durability of weight treatment therapy
sequences and therapy intensification
thresholds. When these are grouped together in
the highly complex network meta-analyses, the
health outcomes modelled across different
treatment options may become homogenized.

This evidence synthesis and health economic
approach appears counter-intuitive, potentially
leading to unclear results and guideline
recommendations that appear primarily
acquisition cost focused and fail to provide clear
advice on the value for money of different
approaches to achieving diabetic control in
routine clinical practice.

Specifically, the ABPI is concerned that the
‘Algorithm for Blood Glucose Lowering Therapy’
guides prescribers to take a restrictive and linear
approach that does not consider the holistic
needs of NHS patients with type 2 diabetes.

The algorithm needs to be changed to recognise
the substantial pharmacological and clinical
differences between and within classes of
therapies, such as DPP-4 inhibitors, GLP-1

Developer’s response

Please respond to each comment
complications (in part driven by changes in
HbA1c), hypoglycaemia rates, treatment-related
weight changes as well as drug acquisition and
management costs (see 8.4.3 in the full
guideline).
Given the heterogeneity of reporting of
hypoglycaemia and weight outcomes in clinical
trials, some assumptions were necessary in the
health economic modelling. These assumptions
were all fully discussed and agreed by the
guideline development group as reflective of
clinical practice. Where possible, these
assumptions were tested using sensitivity
analyses.
In a step forward from any existing cost—utility
analysis modelling, parameters relating to
hypoglycaemia and weight were sampled
probabilistically. Therefore whilst average results
may appear homogenised, the experience of
individually modelled people with type 2 diabetes
was different.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
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receptor agonists, SGLT-2 inhibitors and insulin
formulations and position them appropriately
within the treatment pathway.

For NHS patients who are at risk of weight gain
or hypoglycaemia, treatment options that
promote weight loss or reduced weight gain to
minimise additional metabolic disturbances
should be chosen in preference after metformin,
or when metformin is contraindicated or not
tolerated.

Specific Clinical Concerns

The medicine algorithm does not reflect current
clinical guidelines and existing NICE Technology
Appraisal guidance for newer agents. This is
inconsistent and confusing. The draft positioning
of these treatment classes as suitable only when
a sulphonylurea is contraindicated s
inconsistent with all existing guidance, including
current NICE guidance.

Specific Clinical Concerns

The medicine algorithm guideline is inconsistent
with both current UK clinical practice, and the
position taken by the European Association for
the Study of Diabetes (EASD) and the American
Diabetes Association (ADA). The EASD/ADA

Developer’s response
Please respond to each comment
around which pharmacological interventions are
appropriate for consideration.

Thank you for your feedback. This guideline
updates and replaces NICE technology appraisal
guidance 203 (liraglutide) and NICE technology
appraisal guidance 248 (exenatide prolonged-
release). Cross-references have been revised to
make clearer how NICE technology appraisal
guidance on SGLT-2 inhibitors fits within the
broader pathway of drug therapy outlined in the
guideline. The Technology Appraisal team at
NICE will also consider whether the changes to
the guideline require changes to the technology
appraisal guidance according to the normal
process for assessing the need to update TA
guidance.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
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positioning statement recognises the need to
individualise patient care based on a range of
factors beyond glycaemic control (such as
weight and risk of hypoglycaemia) in order to
achieve the best outcomes for persons with type
2 diabetes'.
Specific Clinical Concerns
The draft guideline rightly places emphasis on
the holistic care of NHS patients with diabetes
including the importance of weight loss and of
taking measures to reduce the risk of
hypoglycaemia.

In contrast the glycaemic-management
medicines algorithm encourages preferential
use of agents proven to negatively impact these
outcomes.

Newer branded medicines with positive NICE
TA Guidance have demonstrated benefit in both
weight loss and glucose dependent glycaemic
control; we therefore believe their use should be
encouraged in patients with these concerns fully
in line with existing NICE TA Guidelines.
Specific Clinical Concerns

Current glucose management recommendations
within the existing NICE guideline" are well
established in UK clinical practice. It is
concerning that should the new guideline be
implemented, it could drive GPs to consider a
less individualised approach to diabetes

Developer’s response

Please respond to each comment
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Cross-referral to
NICE technology appraisal guidances on SGLT-
2 inhibitors has been included where
appropriate.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
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management that proposes prescription of
medicines that may be clinically inappropriate
for some type 2 diabetes patients. In addition,
while ABPI supports the use of individualising
care for diabetes patients it is important that
clinicians are familiar with the use of medicines
such that they are able to reflect on both the
evidence and their experience of use. As such,
the position of repaglinide, having limited UK
clinical experience is over prominent.

Specific Clinical Concerns

The algorithm as proposed is likely to result in a
less individualised care plan for patients. For
example, repaglinide™ must be given three times
daily," a recognised factor in poor medicines
adherence. What is more, patients are more
likely to be switched through several treatment
regimens as no other treatments can be added
to repaglinide.

It is recognised that some of the medicines
positioned within the algorithm remain valid
treatment options in particular patients, but they
are not suitable for inclusion in a “one-size-fits-
all” algorithm.

The algorithm as proposed is likely to result in a
less individualised care plan for patients.

Developer’s response

Please respond to each comment
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. The guideline
development group has recommended the use of
metformin modified-release in circumstances
where standard-release metformin is not
tolerated. The group has also given equal
weighting to DPP-4 inhibitors, pioglitazone,
repaglinide and sulfonylurea where metformin is
contraindicated or not tolerated.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The algorithms have been simplified to a single
A4 page and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. In particular, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
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appropriate, choose the option with the lowest
acquisition cost).
35 | Associatio | Full 20 39 Specific Clinical Concerns Thank you for your feedback. The guideline
6 n of the The algorithm proposes some medicines which, | development group has reflected on the clinical
British to 41 | in their approved SmPC labelling are variously evidence for the recommendations related to the
Pharmace cautioned or noted as having undesirable effects | pharmacological management of hyperglycaemia
utical of weight gain (thiazolidinediones, rapid acting in light of stakeholders’ feedback on the
Industry insulin secretagogues) and hypoglycaemia appropriateness and implementability of these
(rapid acting insulin secretagogues). recommendations and associated algorithms.
To exemplify the complexity of individualisation The algorithms have been been simplified to a
of care, the case of pioglitazone is particularly single A4 page and amended to place an
relevant when liability for cardiovascular events | increased emphasis on individualised care and
is considered.” Use of pioglitazone in diabetes choice around which pharmacological
care has these well described characteristics interventions are appropriate for consideration.
and its use should be guided by the warnings Specifically, a generic recommendation has been
and precautions around fracture risk, weight added and emphasised in the algorithm to base
gain and worsening of severe heart failure, i.e. choice of drug treatment on: effectiveness, safety
based upon the specific needs and risk factors (see MHRA guidance), tolerability, person’s
of the individual patient. " individual clinical circumstances, preferences
and needs, available licensed indications or
combinations, and cost (if 2 drugs in the same
class are appropriate, choose the option with the
lowest acquisition cost). In addition, a footnote
on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
caution if the person is at high risk of the adverse
effects of the drug has been added to the
recommendations and algorithm.
36 | Associatio | Full 250 29 Specific Clinical Concerns Thank you for your feedback. The guideline
1 n of the Also, as it currently stands, there is a mismatch | development group noted the high costs of GLP-
British with the stopping rules and new glycaemic 1 mimetics and their associated stopping rules
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Pharmace -37 targets where a GLP-1 receptor agonists is used | that were designed to ensure they do not
utical in conjunction with an insulin. Insulin is known to | continue to be prescribed without substantial
Industry cause weight gain while GLP-1s are associated | gains being achieved. For these reasons, the
with weight loss, the net effect of which is likely guideline development group chose to retain only
to offset in total or in part any incremental weight | the GLP-1 mimetic combination options with their
benefit of GLP-1 therapy. This would therefore eligibility criteria and stopping rules from the
make the current target for continuing on a GLP- | previous iteration of the guideline, CG87.
1 unachievable (1 per cent drop in HbAlc and 3 | GLP-1 mimetics appear in the algorithm and are
per cent reduction in BMI). Further, the draft only recommended in specific circumstances.
guideline does not recognise current widespread | The guideline development group noted that
use of GLP-1s in conjunction with basal Insulin there was a lack of evidence for combinations of
in UK clinical practice” and may restrict this GLP-1 mimetics and insulin, and therefore
practice if it can only take place in a “specialist agreed that this option should only be offered in
care setting”. The guidelines should be clear in a specialist care setting. The group discussed
defining what constitutes a “specialist care the phrasing of “specialist care setting” so as to
setting” with a greater emphasis on the not imply that the treatment combination can only
expertise of the prescriber rather than the be prescribed in secondary care. The guideline
physical setting. development group agreed that the phrase
“specialist care advice with ongoing support” with
examples of health care professionals provided
greater clarity on the type and level of support
and efficacy monitoring needed in prescribing
insulin and GLP-1 mimetics.
34 | Associatio | Full Gene | Gen | The Association of the British Pharmaceutical Thank you for your feedback.
4 n of the ral eral Industry (ABPI) welcomes the opportunity to
British respond to the Draft NICE Type 2 diabetes
Pharmace guidelines.
utical
Industry
34 | Associatio | Full Gene | Gen | On 7 January 2015, the National Institute for Thank you for your feedback. The guideline
5 n of the ral eral Health and Care Excellence (NICE) issued a development group has reflected on the clinical
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British draft clinical guideline on the management of evidence for the recommendations related to the
Pharmace type 2 diabetes by the NHS in England and pharmacological management of hyperglycaemia
utical Wales. in light of stakeholders’ feedback on the
Industry appropriateness and implementability of these
The ABPI agrees overall with many elements of | recommendations and associated algorithms.
the draft guideline including the need for patient- | The recommendations and algorithm have been
centred care; the importance of weight loss and | simplified and amended to place an increased
dietary management; and recognition of the emphasis on individualised care and choice
detrimental impact of hypoglycaemia on a around which pharmacological interventions are
patients’ quality of life. appropriate for consideration.
However, we share the concerns of the diabetes
community that the section on ‘Blood Glucose
Management’ is fundamentally flawed.
The ABPI is disappointed with the
recommendations in the ‘Blood glucose
management’ section of the guideline and
requests that NICE revises this section,
including the glucose-management medicine
algorithms.

34 | Associatio | Full Gene | Gen | The ABPI believes that the guideline is Thank you for your feedback. Recommendations
6 n of the ral eral | potentially too heavily focused on achieving are based on the available clinical evidence and
British short-term cost efficiencies, at the expense of health economic modelling for the specified

Pharmace individualised patient care. It appears drugs and/or classes. The purpose of the
utical fundamentally inconsistent with NHS England evidence review and recommendations was to
Industry and the Department of Health’s medicines provide specific guidance on optimal treatment

optimisation agenda and runs counter to NICE’s
own guidance and focus on promoting high
quality care within the NHS. Given the
commitments from NHS England to support the

options and/or combinations. The NICE
developed type 2 diabetes guideline was able to
take into account the costs of treatments through
formal health economic modelling, which sets

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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uptake of innovation, we find it surprising that this guideline apart from other internationally
the draft guideline does not include the latest recognised guidelines. The guideline
NICE reviewed medicines that have been development group has reflected on the clinical
subject to NICE technology appraisal. The evidence for the recommendations related to the
apparent focus on crude drug acquisition costs pharmacological management of hyperglycaemia
will set back NHS clinical practice. in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Cross-referral to
NICE technology appraisal guidances on SGLT-
2 inhibitors has been included where
appropriate.
34 | Associatio | Full Gene | Gen | The draft guideline not reflect current NICE’s Thank you for your feedback. Recommendations
7 n of the ral eral own Single Technology Appraisals Guidance are based on the available clinical evidence and
British (TA315, TA151, TA288, TA248, TA53, TA203, health economic modelling for the specified
Pharmace TA60, TA274, TA301), nor does it evaluate the drugs and/or classes. The purpose of the
utical newer diabetes medicines have not been evidence review and recommendations was to
Industry through NICE TA review. It also runs counter to | provide specific guidance on optimal treatment
the patient-centric approach of the well- options and/or combinations. The NICE
established and respected joint guideline developed type 2 diabetes guideline was able to
recently issued by the European Association for | take into account the costs of treatments through
the Study of Diabetes (EASD) and American formal health economic modelling, which sets
Diabetes Association (ADA), as well as common | this guideline apart from other internationally
and established clinical practice in the UK. recognised guidelines. The guideline

development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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ABPI calls on NICE to fundamentally revise the
glucose-management medicine algorithm
detailed in the draft NICE type 2 diabetes clinical
guideline so that it clearly supports clinicians to
deliver an individualised patient-centred care
approach to type 2 diabetes management for
NHS patients fully in line with the requirements
of medicines optimisation.

Developer’s response

Please respond to each comment
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
This guideline updates and replaces NICE
technology appraisal guidance 203 (liraglutide)
and NICE technology appraisal guidance 248
(exenatide prolonged-release).
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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The guideline does not reflect the principles and
opportunity to improve patient care set out within
the Pharmaceutical Price Regulation Scheme
2014 (PPRS) agreement between the UK
Government and the pharmaceutical industry;
specifically ‘1.4.3 to improve access to
innovative medicines commensurate with the
outcomes they offer patients by ensuring that
medicines approved by NICE are available
widely in the NHS™.

If implemented, the draft algorithms would
discourage and delay the use of innovative,
cost-effective medicines which the NHS —
including the Department of Health, NICE and
NHS England — has done so much to embed
within clinical practice over the last four years
through the Innovation, Health and Wealth
programme and now enshrined within the NHS
Five Year Forward View.

One of the core stated aims of the NHS Five
Year Forward View is to accelerate useful health
innovation: ‘we are committed to accelerating
the quicker adoption of cost-effective innovation
— both medicines and medtech™.

Furthermore, the PPRS agreement presents the

Developer’s response

Please respond to each comment
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.

Thank you for your feedback.
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NHS with a unique opportunity to increase the
availability and use of the best branded
medicines. It allows clinicians to have greater
flexibility to prescribe newer, more innovative
medicines, because all of the costs of
prescribing branded medicines over agreed
levels are underwritten by the pharmaceutical
industry.
The recent Diabetes UK State of the Nation
2014 report™ highlights that 80 per cent of the
£10 billion of NHS annual spend on diabetes is
spent on managing complications, most of which
could be prevented. The same report outlines
the continuing issue of NHS patients failing to
achieve treatment targets and calls for
performance improvements to be made.

The guideline should seek to support such
progress, not undermine it through the
recommendation of a prominent position for
medicines that induce weight gain further
increasing insulin resistance and metabolic
complications.

Specific Clinical Concerns

The guideline should recognise the
pharmacological and clinical differences based
on the evidence available to support use,
between and within classes of therapies, such
as GLP-1 receptor agonists, DPP-4 inhibitors,
SGLT-2 inhibitors and insulin formulations.
Further, it should encourage healthcare

Developer’s response
Please respond to each comment

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.

Thank you for your feedback. The
recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
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professionals to consider these in their
individualised approach to therapy. This would
then be in line with the medicines optimisation
principles as set out by the Royal
Pharmaceutical Society in ‘Medicines
Optimisation: helping patients to make the most

sXi

of medicines’™.

ID

Developer’s response
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drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
GLP-1 mimetics are recommended at second
intensification. Based on the updated evidence
review and health economic analysis, the
guideline development group noted that there
was a lack of evidence for combinations of GLP-
1 mimetics and insulin, and therefore agreed that
this option should only be offered in a specialist
care setting. The group discussed the phrasing
of “specialist care setting” so as to not imply that
the treatment combination can only be
prescribed in secondary care. The guideline
development group agreed that the phrase
“specialist care advice with ongoing support” with
examples of health care professionals provided
greater clarity on the type and level of support
and efficacy monitoring needed in prescribing
insulin and GLP-1 mimetics. The group noted the
high costs of GLP-1 mimetics and their
associated stopping rules that were designed to
ensure they do not continue to be prescribed
without substantial gains being achieved. For
these reasons, the guideline development group
chose to retain only the GLP-1 mimetic
combination options with their eligibility criteria
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ABPI calls for NICE to fundamentally revise the
glucose-management medicine algorithm
detailed in the draft NICE type 2 diabetes clinical
guideline.

The algorithm must clearly support clinicians to
deliver an individualised patient-centred care
approach to type 2 diabetes management.

Concern: Inflexibility of proposed treatment
algorithm is not evidence based
1. Placebo controlled trials (at first and
second intensification stage) were
excluded from the systematic review
and NMA informing the guideline

Developer’s response

Please respond to each comment
and stopping rules from the previous iteration of
the guideline, CG87.
Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. As explained in
section 8.4.1.4 (full guideline), the guideline
development group agreed to concentrate on
evidence that was of direct relevance to the
individual decision problems under
consideration. It is incorrect to state that the
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Evidence

The purpose of any network meta-analysis
(NMA) is to include both direct and indirect
evidence. The GDG approach ignores all
indirect evidence via placebo for the
intensification networks. e.g. all oral anti-diabetic
(OAD) + metformin (MET) versus placebo +
MET trials would not be included in the first
intensification network, ignoring a substantial
portion of the evidence.

The exclusion of placebo controlled trials
contradicts NICE’s own guidance in this matter
(see TSD1 Introduction to evidence synthesis
for decision makers
http://www.nicedsu.org.uk/evidence-synthesis-
tsd-series%282391675%29.htm )
Page 4,
“Criteria for inclusion of treatments are
described (Section 3), distinguishing
between the comparator set of
treatments in the decision analysis, and
the comparator set of treatments used
in synthesis. Once a target patient
population has been defined, a
suggested trial inclusion rule that avoids
potential ambiguity regarding the
relevance of evidence is to include any
trial that compares at least two
treatments in the synthesis comparator

Developer’s response

Please respond to each comment
exclusion of trials comparing 1 or more
treatments in combination with placebo with 2 or
more treatments contravened the DSU TSD. All
trials that compared at least 2 treatments in each
decision problem were included, as
recommended. Combinations including placebo
were not part of the decision problem. A
separate question arises as to whether the
inclusion of such evidence within the network
meta-analyses would have enhanced precision
in estimates of effect for the regimens of interest
(referred to by TSD as broadening the ‘synthesis
set’ beyond the ‘decision set’). Such an approach
might have allowed more precise estimates to be
made, though it is also possible that increased
clinical heterogeneity would have introduced
unhelpful statistical inconsistency into the
models. It should also be noted that other
sources of additional indirect evidence beyond
the decision set exist — for example, a large
amount of evidence comparing regimens that are
currently unlicensed in this country, most notably
those containing rosiglitazone. The guideline
development group and developers took the
decision not to extend the network to include any
evidence of only indirect value, as coherent
networks were generally possible relying on
directly relevant trials alone.
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set”.

Clinical implication

We believe that this represents an important
omission of data sources as data from placebo
controlled trials could have been qualitatively
summarised to provide the guideline
development group with a highly relevant set of
broader clinical data (beyond the four critical
outcomes included in the NMA) to inform the
treatment algorithm, and to ensure that it was
aligned with an individualised, patient-centred
care approach recognising the differences in
tolerability profiles within and between treatment
classes.

This is particularly important when we consider
that the results of the NMA informing the draft
guideline do not demonstrate clinically
meaningful differences between treatments in
the key outcome of glycated haemoglobin
(HbAlc). For example, if we consider a
comparison of the HbAlc NMA data for MET+
pioglitazone (PIO) versus MET+ sulfonylurea
(SU) versus MET+ dipeptidyl peptidase 4
(DPP4) at first intensification (a segment of the
treatment algorithm likely to affect the majority of
patients with type 2 diabetes), table 63, page 97
in appendix J shows no statistically significant
differences between these treatment regimens
for HbAlc at 12 months demonstrating that
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none of the combinations are superior to any
other in terms of glycaemic control, and showing
the need for a more flexible algorithm, which
supports clinicians to deliver an individualised
“patient-centred care” approach to type 2
diabetes management.
Recommendations
Relevant data from placebo controlled trials
should be considered by the GDG to inform a
revised, individualised “patient centred care”
approach to the algorithm.
AstraZene | Full 13 Algor | Concern: Inflexibility of proposed treatment Thank you for your feedback. NICE guidance is
ca UK ithm | algorithm is not evidence based not intended to supplant Medicines and
(Figu 2. The systematic reviews of the evidence | Healthcare products Regulatory Agency (MHRA)
-15 res focused on four key outcomes with oversight of prescribed medication; when
1,2, limited consideration of other clinically discussing treatment options with patients,
3) relevant outcomes individual prescribers are expected to be familiar

Evidence

The systematic review of the randomised
controlled trial (RCT) evidence did not consider
treatment-specific or serious adverse events,
which may be associated with significant cost
implications for the NHS. These outcomes were
not extracted from the included trials with only
four key outcomes being extracted and included
in the NMA and subsequent economic modelling
(HbA1C, hypoglycaemia, adverse events, and
change in body weight). Whilst we recognise
that treatment-specific adverse events are

with each product’s summary of product
characteristics and other relevant national
guidance. This is important, both to ensure that
prescribers have access to the fullest possible
safety information and to ‘future-proof NICE
guidance against the emergence of evidence on
rare harms as experience with each product is
accumulated. The focus of the network meta-
analyses and health economic modelling was on
the outcomes that are relevant to all patients
taking antihyperglycaemic medication. The
guideline development group (GDG)
acknowledges that, in the individual
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seldom suitable for inclusion in a NMA as each
treatment and class will have a different
tolerability profile, we think that data extraction
of these outcomes (and direct meta-analysis
where feasible) would have provided the GDG
with highly relevant data to inform the treatment
algorithm and to ensure that it was aligned with
an individualised, patient-centred care
approach.

Whilst we agree with the objective of the
separate systematic review carried out to
provide supplementary information on the long-
term serious adverse events of pharmacological
treatments for diabetes, we consider the
methods used to be significantly limited. The
review presented in section 8.5 used narrow
inclusion criteria resulting in the inclusion of only
five studies for a limited number of treatments.
Significantly, no studies for pioglitazone (a
treatment with SPC cautions as described in
comment 1 above) were included.

The narrow inclusion criteria of this review
contradict current European Medicines Agency
(EMA) guidance to assess safety data using the
complete development program in order to
utilise all available data to detect potential
signals suggesting an increased risk for
cardiovascular (CV) or other uncommon
adverse events (Section 4.4.3, CHMP Guideline
on clinical investigation of medicinal products in

Developer’s response

Please respond to each comment
circumstances of particular cases, other
outcomes — especially those related to the safety
of the medicines — will be of relevance to the
prescribing conversation.
Because of the limited amount of evidence that
was identified in the long-term safety systematic
review (section 8.5, full guideline) and to prevent
duplication of existing work, the GDG agreed to
cross refer to the MHRA which considers all
available evidence including those from
databases and registries. In the Linking Evidence
to Recommendations table (section 8.5.4, full
guideline), the GDG acknowledged that the
PROActive trial on pioglitazone was excluded but
agreed that long-term serious adverse effects
are identified in the MHRA safety alerts.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
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the treatment or prevention of diabetes mellitus,
2012).

Clinical Implication

It is clear from the recent ADA/EASD position
statement, which strongly advocates a patient-
centred approach, that multiple factors beyond
glucose-lowering effects should be considered
when choosing the most appropriate treatment
strategy for a person with type 2 diabetes
(Inzucchi et al, 2015). Table 1 in the position
statement includes a range of properties of
glucose-lowering agents that may guide
individualised treatment choices in patients with
type 2 diabetes, which extends far beyond the
four outcomes considered within the systematic
review that informed the development of this
draft guideline. For example, the profile of
treatments regarding gastrointestinal (Gl) side
effects, fractures, heart failure, cardiovascular
disease (CVD) event and lipid profiles is
summarised in table 1.

Recommendation

The GDG should consider relevant data
regarding a broader set of outcomes to inform a
revised, individualised, “patient centred care”
approach to the algorithm.

References
Inzucchi S.E. et al. Management of
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Hyperglycemia in Type 2 Diabetes, 2015: A
Patient-Centered Approach: Update to a
Position Statement of the American Diabetes
Association and the European Association for
the Study of Diabetes. Diabetes Care 2015
38:1(140-149)
54 | AstraZene | Full 13 Algor | Concern: Inflexibility of proposed treatment Thank you for your feedback. As recognised in
5 ca UK ithm | algorithm is not evidence based your feedback, the guideline development group
3. The NMA inappropriately pooled (GDG) and developers were concerned that the
-15 (Figu together different patient populations issues discussed here could potentially have an
res (drug naive and prior drug populations) impact on the applicability of the full evidence
1,2, at first intensification stage. base to the clinical decision problems. It was for
3) this reason that sensitivity analyses were

Evidence

For first intensification of treatment, sensitivity
analyses were undertaken on the typical
population for this phase of treatment, that is,
people who were previously on one oral
antidiabetic medicine, including those whose
medication had failed to adequately control
blood glucose levels. No major differences were
observed in the direction of effect for changes in
HbAlc and hypoglycaemia, between people on
one oral antidiabetic medicine and the full
population which included studies of mixed
populations of people who were drug naive, or
on one or more oral anti-diabetic medicines at
screening (see Appendix J). Therefore, the full
analyses were used and reported in section
8.4.8.2.

undertaken to explore the possibility that effects
were different in populations that were most
closely representative of the patients to whom
recommendations would apply (section 8.4.2, full
guideline). In doing so, no evidence of
systematic variability between the full dataset
and the more tightly defined subgroup was
identified. Although, this was necessarily a
subjective judgement, the GDG agreed that there
was no evidence of systematic variability. In your
feedback, there is no cited discrepancies
between the evidence-bases that are apparent in
this comparison, nor any additional evidence to
support the suggestion that effects are likely to
be different. In the absence of evidence — either
in our analysis that directly explored this concern
or in your feedback — that this theoretical risk had
any material effects on the analysis, it is
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This goes against NICE’s own methodology
recommendation: See NICE DSU TSD1:
Introduction to Evidence Synthesis for Decision
Making Page 10-11
....http://www.nicedsu.org.uk/evidence-
synthesis-tsd-series%282391675%29.htm
“Synthesis of evidence from clinically
heterogeneous populations, not only
increases the risk of statistical
heterogeneity and inconsistency, but
often requires highly implausible
assumptions, such as assuming that
interventions are equally effective in a
naive population or in a population that
has already failed on that intervention or
has contra-indications to its use”.

Furthermore, the justification for using a mixed
population is based on the lack of ‘major’
differences in direction of effect which is vague
and subjective. We rather believe that this
approach might have resulted in flawed
outcomes as there is a strong clinical rationale
to split out treatment naive and prior drug
populations. There are likely to be differences in
duration and stage of disease between these
patient groups; and prior drug patients typically
represent a more difficult to treat population.

Recommendation
The GDG should review the analyses split by

Developer’s response
Please respond to each comment
reasonable for the GDG to conclude that reliance
on the fuller dataset, with the increased precision
it provides, was the most appropriate course of
action.
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population to ensure that there are no
differences in outcomes per population.
Concern: Inflexibility of proposed treatment
algorithm is not evidence based
4. The sequence in which medicines are
used in the economic model does not
reflect standard clinical practice.

Evidence

The review question “Which pharmacological
blood glucose lowering therapies should be
used to control blood glucose levels in people
with type 2 diabetes?” was split into several sub-
questions which appear to have been answered
in isolation to one another. Health economic
evidence for the choice of initial therapy is
based on the assumption that whatever
treatment patients receive at this point is
followed by metformin + sulphonylurea and then
metformin + insulin isophane (NPH Insulin). This
is not likely to be the case in clinical practice.

This modelling assumption homogenises the
differences between treatment options, so that
the Quality-adjusted Life Year (QALY)
differences are very similar between treatments
and the model then becomes driven by drug
acquisition cost.

For example, in the first intensification model,
treatment only varies by choice of the first

Developer’s response
Please respond to each comment

Thank you for your feedback. The guideline
development group considered that the modelled
sequence of treatments reflected clinical
practice. Alternative sequences were modelled
and found not to influence the results (appendix
F 4.13).

The guideline development group considered
that modelling intensification was more realistic
than not modelling intensification, as was
modelled in a number of included cost—utility
analyses (CUAS). In the health economic model,
treatment intensification was driven by HbAlc
treatment effect and pathway. In a step forward
from any existing CUA modelling, both of these
were sampling probabilistically. Therefore whilst
average results may appear homogenised, the
experience of individually modelled people with
type 2 diabetes was very different.

The economic model outputs were compared to
existing CUAs in appendix F 5.3
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intensification drug where the sequence is [First

ID

intensification drug] then Metformin-NPH insulin;

e Patients spent on average 3.7 years
(Appendix F, page 146) on their first
intensification drug in the model.

e The mean patient life years covered by
the model was ~16.3 years (Appendix F,
Table 120).

¢ Hence the majority of the model cycles
cover the period after discontinuation of
the first intensification drug.

e Appendix F, Table 121 in the economic
model report shows the mean lifetime
QALYs by choice of first intensification
drug. The differences in QALYs
between comparators are small.

o The best average QALY gain is
8.286 years for metformin +
liraglutide, and the worst QALY
gain is 8.217 years for
metformin + piolglitazone. The
difference between the best and
worst QALY on average is
0.069 years = 3.6 weeks

e Appendix F, Table 122: The difference
in lifetime costs is small for most of the
comparators (except for GLP1s):

o E.g. Cost of met + SU — cost of
metformin + pio = £20653-
£20525 = £128
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Recommendation

The GDG should consider a comparison of the

economic model outputs with outputs from other

diabetes models, which have taken a different

approach to treatment sequencing, which is

more reflective of clinical practice.

Concern: Inflexibility of proposed treatment

algorithm is not evidence based

5. The economic model is significantly

limited in its approach to the effects of
treatments on body weight

a) The economic model chosen, the UK
Prospective Diabetes Study 01
(UKPDS01) model, was not designed to
incorporate the effects of treatments on
weight. The model was originally
developed in the 1990s when new
treatments with the benefits of weight
loss and blood pressure reduction were
not available. Since that time, several
models, which include a weight
component, have been developed and
independently validated. Rather than
use one of these newer models, the
modelling group used the UKPDS01
model with a ‘bolt on’ function to
account for weight, and did not validate
the results of the economic modelling
using any of the other peer-reviewed

Developer’s response
Please respond to each comment

Thank you for your feedback. Due to the fully
probabilistic structure of the health economic
model, no other existing type 2 diabetes model
was able to adequately validate the approach
taken.

The application of utility changes to both weight
gain and loss was clearly described in appendix
F 3.10.3.

The guideline development group considered
alternative assumptions regarding treatment-
related weight change profiles and chose to
assume treatment-related weight loss would only
be sustained for 1 year (see appendix F 3.2.6).
This assumption was tested in sensitivity
analyses (see appendix F 3.11.2.2).
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c)

and validated models, which include a
weight change component, such as the
Centre for Outcomes Research
Diabetes Model (CDM). Without
validation using an alternative model,
the confidence in the outputs of the
modelling are significantly reduced.

The economic model only includes a
disutility for weight gain. There is no
evidence that a utility benefit was
applied for weight loss. This would bias
against treatments included in the
model, such as glucagon-like peptide-1s
(GLP1s) with demonstrated weight loss
(Phung et al, 2010).

The economic model only incorporates
weight loss at 1 year with the stated
rationale that there is no evidence
beyond 1 year. However, this is not the
case. Two year data is available for
several treatments considered within the
scope of this quideline. Four year data
are available for the SGLT2s, which
have received positive TA guidance. For
example, there is evidence of weight
gain with pioglitazone containing
combinations and the NMA showed that
pioglitazone-metformin and
pioglitazone-sulfonyurea resulted in a
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Please respond to each comment
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statistically significant increase in weight
compared to metformin-sulfonylurea at
24 months (~1kg and ~5kg
respectively), whilst all metformin +
DPP4 combinations had significantly
lower weight compared to metformin-
sulfonylurea at 12 (Full version, figure
47, ~ -2kg) and 24 months (Full version,
figure 49, ~ -2 to 3 kg).

Recommendation

The results of the economic modelling should be
validated using one of the other peer-reviewed
and validated models, which includes a weight
change component, such as the Centre for
Outcomes Research Diabetes Model (CDM).

References
Phung et al. Effect of Noninsulin Antidiabetic
Drugs Added to Metformin Therapy on Glycemic
Control, Weight Gain, and Hypoglycemia in
Type 2 Diabetes. JAMA. 2010;303 (14):1410-
1418.
Concern: Inflexibility of proposed treatment
algorithm is not evidence based
6. The economic model does not seem
stable and there are limitations and
potential errors in model inputs

a) The health economic model does not
seem stable as there are examples

Developer’s response
Please respond to each comment

Thank you for this comment, which calls for
further analysis. It was considered alongside all
other comments on review question 1 that called
for further analysis. The view of NICE and the
guideline development group was that, on this
occasion, any such further analysis would be of
limited assistance to the Group. Accordingly, the
revision of the section on pharmacological
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where the results indicate some
dominant treatments. This is not the
impression from the NMA as few results
are statistically significant or clinically
important according to the minimal
difference. For example, in the initial
therapy model, metformin is the most
effective treatment and completely
dominates all other treatments. While it
is plausible that metformin may be cost-
effective, even the GDG acknowledge
that metformin is not the most effective
treatment (in terms of HbAlc control)
and it is strange that it dominates all
other treatment options for every
plausible range of input values.

A lower drug acquisition cost (compared
to alternative treatments considered)
results in repaglinide being the second
most cost-effective treatment in the
initial therapy economic model.
However, in practice, this cost saving
could be offset, in part or in totality, by
the resource use required to switch a
patient off repaglinide in actual practice
requiring two new drugs to be
introduced in sequence, which has not
been considered in the model. Appendix
F, Table 87 shows the cost of treatment
switches for initial therapy. Repaglinide

Developer’s response

Please respond to each comment
management of blood glucose levels has been
based on a revised interpretation of the evidence
available from the existing clinical reviews and
health economic modelling in the light of what
stakeholders have said. Please see the Linking
Evidence to Recommendations tables in sections
8.4.11, 8.4.15 and 8.4.18 for details of the
reasoning behind the final recommendations.

Metformin was dominant due to a combination of
superior lifetime discounted treatment costs and
superior weight and hypoglycaemia effects,
QALYs and costs rather than HbAlc effects
alone (see disaggregated cost and QALY results
in appendix F 4.1).

Treatment switch costs shown in appendix F
table 87 related to treatment switches due to
intolerance, rather than intensification (see
appendix F 3.9.2).

Like virtually all existing models, the health
economic model had annual cycles and was not
structured to consider short term deterioration in
control that could occur when switching or
intensifying treatment options.

There were not errors in the model inputs.
Differences between treatments were reduced
due to the impact of therapy intensifications, with
less effective (HbAlc) therapies intensifying
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inaccurately has the lowest cost of £6
on average compared to £9 for
pioglitazone.

c)

There would also be a delay before
treatment could be intensified, during
which glucose levels would be
inadequately controlled. This does not
appear to have been considered in the
model. Given the uncertainty in the
economic modelling and that it is
unlikely that patients and clinicians
would find the inevitable treatment
switch acceptable, this large change in
practice does not seem viable.

There appear to be errors in the model

inputs:

Appendix F, Table 56: The
model input for hypoglycaemia
rates for repaglinide (0.674) is
approximately four times that for
sitagliptin (0.160). In table 86,
however, the disutility for
symptomatic hypoglycaemia for
repaglinide and sitagliptin are
estimated to be similar (-0.256
& -0.254), as are the mean
lifetime costs associated with
severe hypoglycaemia; £707 for
repaglinide and £715 for

Developer’s response
Please respond to each comment
sooner (see appendix F table 84 — placebo has
the lowest hypoglycaemia rate but the highest
QALY loss from hypoglycaemia as placebo
intensified to therapies with higher
hypoglycaemia rates fastest).

The inability of the health economic model to
include all the comparators was noted as a
limitation (appendix F 5.2.1). However, this
analysis included more comparators than any
previous analysis.
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sitagliptin.

e The economic model inputs
indicate that weight gain is
worse for
metformin+pioglitazone
(+1.907) than metformin +
sulfonylurea (+1.354), but the
weight-associated disutility
output is worse for metformin +
sulfonylurea (-0.377) than
metformin+pioglitazone (-0.363)
(Appendix F Table 57 & 121).

d) The economic model only included
treatments with results from the NMA for
all four outcomes at 12 months, which
significantly decreased the number of
treatments assessed by the model. For
the initial therapy model, 7 of 12
treatments were included in the model.
Acarbose, metformin modified release,
sulfonylurea modified release, linagliptin
and saxagliptin were excluded. The first
intensification model excluded 7 of 14
treatment combinations.

Recommendation

These concerns should be assessed with
changes incorporated in the modelling.
Recommendations should then be revised in
light of any changes in modelling outputs.

Developer’s response
Please respond to each comment
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Concern: Prominent and rigid recommendation
for metformin + pioglitazone at first
intensification

The proposed, “one size fits all” treatment
algorithm, would result in the vast majority of
patients receiving metformin and pioglitazone at
first intensification without consideration of
important patient characteristics.

Clinical Implication

Pioglitazone is associated with weight gain,
fractures, oedema, and worsening of heart
failure (Pioglitazone SPC); and is therefore not
commonly used in the UK.

These adverse reactions are of particular
concern in the elderly; and the SPC for
pioglitazone states that in light of age-related
risks including fractures and heart failure, the
balance of benefits and risks should be
considered carefully both before and during
treatment in the elderly.

Itis clear that the GDG discussed these
cautions for pioglitazone (page 221, full
guideline) yet these have not followed through
into the recommendations; and are not reflected
by the rigid treatment algorithm.

We are concerned that the inflexible

Developer’s response

Please respond to each comment
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. A footnote on
MHRA guidance on safety alerts for pioglitazone
and advice to exercise particular caution if the
person is at high risk of the adverse effects of the
drug has been added to the recommendations
and algorithm.
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recommendation for pioglitazone as the primary
drug for first intensification with no reference to
the cautions in the SPC could lead to
inappropriate use of pioglitazone and poorer
outcomes for patients.

ID

Recommendation

Revise the treatment algorithm to include clear
considerations to guide treatment choice
according to individual patient characteristics
(including weight, risk of hypoglycaemia, age
and occupation) at each treatment phase, so
that the algorithm clearly supports clinicians to
deliver an individualised “patient-centred care”
approach rather than contraindications alone
determining drug choice.

Concern: Prominent recommendation for
repaglinide as initial therapy

55 | AstraZene | Full 13

0 ca UK

Algor
ithm
Figur
-15 es
12,3
4-8

Repaglinide, a treatment associated with an
increased risk of weight gain and hypoglycaemia
with a three times daily dosing regimen (Phung
et al, Repaglinide SPC) has been recommended
as initial therapy for those patients
contraindicated or intolerant to metformin.

Full 255

Clinical Implication

The three times daily dosing regimen will pose a
significant challenge for patients who struggle to
adhere and comply with their medicine regimen
(Guillausseau PJ et al, 2003). Once daily

Developer’s response
Please respond to each comment

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The guideline
development group has also given equal
weighting to DPP-4 inhibitors, pioglitazone,
repaglinide and sulfonylurea where metformin is
contraindicated or not tolerated. The algorithm
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treatment regimens offer a clinically significant
benefit for some patients. Increased adherence
may result in greater glycaemic control, and in
turn, improve outcomes and lower health care
usage and costs (Currie et al, 2012; Lau et al,
2004).

Recommendation

Revise the treatment algorithm to include clear
considerations to guide treatment choice
according to individual patient characteristics
(including weight, risk of hypoglycaemia, age
and occupation) at each treatment phase, so
that the algorithm clearly supports clinicians to
deliver an individualised “patient-centred care”
approach rather than contraindications alone
determining drug choice.

References

Currie CJ et al. The impact of treatment
noncompliance on mortality in people with type
2 diabetes. Diabetes Care. 2012
Jun;35(6):1279-84. doi: 10.2337/dc11-1277.

Guillausseau PJ. Influence of oral antidiabetic
drugs compliance on metabolic control in type 2
diabetes. A survey in general practice. Diabetes
Metab 2003, 29.79-81

Lau DT, Nau DP. Oral antihyperglycemic
medication nonadherence and subsequent
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has been simplified to a single A4 page and
amended to place an increased emphasis on
individualised care and choice around which
pharmacological interventions are appropriate for
consideration.
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hospitalization among individuals with type 2
diabetes. Diabetes Care. 2004 Sep;27(9):2149-
53.
Phung et al. Effect of Noninsulin Antidiabetic
Drugs Added to Metformin Therapy on Glycemic
Control, Weight Gain, and Hypoglycemia in
Type 2 Diabetes. JAMA. 2010;303 (14):1410-
1418.
55 | AstraZene | Full 13 Algor | Concern: Rigid recommendation for metformin Thank you for your feedback. The guideline
1 ca UK ithm | plus sulfonylurea without offering other development group has reflected on the clinical
-15 Figur | treatments for patients at high risk of evidence for the recommendations related to the
es hypoglycaemia pharmacological management of hyperglycaemia
12,3 in light of stakeholders’ feedback on the
Full 255 25- Metformin plus sulfonylurea is recommended at | appropriateness and implementability of these

26 first intensification for all patients for whom
pioglitazone is contraindicated or not tolerated
with no reference to other treatment options for
patients at significant risk of hypoglycaemia.

Evidence

NMAs have demonstrated that the DPP4
inhibitor and SGLT2i classes have a lower risk
of hypoglycaemia (as add-on to metformin)
compared to sulfonylurea. Figure 39, page 209
of the full guideline shows that metformin-
sitagliptin, metformin-saxagliptin, and metformin-
linagliptin combinations at first intensification
have a significantly lower risk of hypoglycaemia
(annual incidence) compared to metformin-
sulfonylurea. A recently published NMA

recommendations and associated algorithms. At
first intensification, the guideline development
group has recommended the following
metformin-based dual therapy options:
metformin+pioglitazone, metformin+sulfonylurea
and metformin+DPP-4 inhibitor. Cross-referral to
NICE technology appraisal guidances on SGLT-
2 inhibitors has been included where
appropriate. The algorithms have been simplified
to a single A4 page and amended to place an
increased emphasis on individualised care and
choice around which pharmacological
interventions are appropriate for consideration.
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comparing dapagliflozin with other diabetes
medications in combination with metformin
found that dapagliflozin resulted in a significantly
lower hypoglycaemia risk versus sulfonylurea
(OR: 0.05 [0.01, 0.19]) over 52-weeks (Barnett
et al, 2014).

Clinical Implication

Hypoglycaemia is an important side effect of
many anti-diabetic medications and contributes
to the overall morbidity associated with the
disease (Frier et al, 2014; Nirantharakumar et al,
2012; Turchin et al, 2009). The rigid
recommendation to use a sulfonylurea (a
treatment class associated with hypoglycaemia)
without offering other treatments for patients
with high risk of hypoglycaemia could lead to
poorer patient outcomes.

Recommendation
Revise the treatment algorithm:

e Toinclude clear considerations to guide
treatment choice according to individual
patient characteristics (including weight,
risk of hypoglycaemia, age and
occupation) at each treatment phase, so
that the algorithm clearly supports
clinicians to deliver an individualised,
“patient-centred care” approach rather
than contraindications alone
determining drug choice.
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e To clearly incorporate the positive

SGLT2i NICE TA guidance at first
intensification (add-on to metformin) if
there is a significant risk of
hypoglycaemia (or its consequences) or
a sulfonylurea is contraindicated or not
tolerated

References

Barnett et al, Systematic Review and Network
Meta-analysis to Compare Dapagliflozin with
other Diabetes Medications in Combination with
Metformin for Adults with Type 2 Diabetes,
2014, Intern Med S6: S6-006

Frier, B. M. Hypoglycaemia in diabetes mellitus:
epidemiology and clinical implications Nat. Rev.
Endocrinol. 10, 711-722 (2014)
doi:10.1038/nrendo.2014.170

Nirantharakumar K et al, Hypoglycaemia is
associated with increased length of stay and
mortality in people with diabetes who are
hospitalized. Diabet Med 2012; 29: e445-448.

Turchin A et al, Hypoglycaemia and clinical
outcomes in patients with diabetes hospitalized
in the general ward. Diabetes Care 2009; 32:
1153-1157.

Concern: The algorithm does not encourage
weight loss early on and lacks a clear position
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Thank you for your feedback. The guideline
development group has reflected on the clinical
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for the SGLT2i class with demonstrated weight
loss and positive NICE TA guidance.

There is a disconnect between
recommendations 11 and 12 advising health
care professionals to provide patients with
advice emphasizing weight management and
the proposed treatment algorithm. The algorithm
prominently and inflexibly positions pioglitazone,
sulfonylurea and repaglinide, treatments which
may induce weight gain early on in the pathway;
and lacks a clear position for the SGLT2i class
for which weight loss has been demonstrated.

While reference is made to the SGLT2i NICE
TAs, the class has been deemed to be out of
scope. This lack of alignment between the draft
guideline and existing TA guidance is not in
keeping with NICE process, and will lead to
significant confusion for HCPs.

The NICE guidelines manual states that when a
guideline and TA guidance are developed
concurrently, which is likely in this case
regarding the SGLT2i NICE TAs, the final
recommendations in the guideline and the
appraisal should be complementary and
consistent (page 155, Developing NICE
guidelines: the manual, October 2014). The
manual also states that “when recommendations
from a published technology appraisal are

Developer’s response

Please respond to each comment
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated. A
footnote on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
caution if the person is at high risk of the adverse
effects of the drug has been added to the
recommendations and algorithm.The
recommendations and algorithm have also been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).The guideline also reinforces
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incorporated into a new guideline, they should
usually be reproduced unchanged (verbatim)”
(page 152).

Evidence

There is evidence demonstrating the benefit of
weight loss following treatment with the SGLT2i
class, which informed the positive TA guidance
for dapagliflozin and canagliflozin (TA288,
TA315). For example, a head to head
randomised controlled trial demonstrated
sustained and stable weight loss with
dapagliflozin (add onto metformin) versus weight
gain with glipizide (add onto metfomin) at 208
weeks (—3.95 vs +1.12 kg): difference of -5.07
kg (95% CI: -6.21, —3.93) (Langkilde et al,
2013). Data from a NMA comparing
dapagliflozin with other diabetes medications in
combination with metformin demonstrates
significant reductions in weight by 24-weeks for
dapagliflozin versus DPP-4i (-2.24 kg [95% CI -
3.25,-1.24]) and thiazolidinediones (TZDs) (-
4.65 kg [-5.89,-3.45]), and at 52-weeks versus
SUs, DPP-4i and TZDs (Barnett et al, 2014).

Clinical Implication

Currently, 90% of adults with type 2 diabetes are
overweight or obese (Public Health England,
2014) with weight being a significant
aggravating factor for deterioration in diabetes
(Glogner et al, 2014). We are concerned that the

Developer’s response

Please respond to each comment
the importance of diet and lifestyle interventnions
throughout the care pathway.
Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
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proposed algorithm, which does not encourage
weight loss early on may lead to a decline in
outcomes for overweight patients.

Recommendation
Revise the treatment algorithm to:
¢ Include clear considerations to guide
treatment choice according to individual
patient characteristics (including weight,
risk of hypoglycaemia, age and
occupation) at each treatment phase, so
that the algorithm clearly supports
clinicians to deliver an individualised,
“patient-centred care” approach rather
than contraindications alone
determining drug choice
e Clearly incorporate the positive SGLT2i
NICE TA guidance at first intensification
(add onto metformin) if there is a
significant risk of hypoglycaemia (or its
consequences) or a sulfonylurea is
contraindicated or not tolerated

References

Barnett et al, Systematic Review and Network
Meta-analysis to Compare Dapagliflozin with
other Diabetes Medications in Combination with
Metformin for Adults with Type 2 Diabetes,
2014, Intern Med S6: S6-006

Langkilde, M.A. Nauck, S. Del Prato, S. Duran-
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Garcia4, K. Rohwedder, Theuerkauf, S.J. Parikh.
Durability of dapagliflozin vs glipizide as add-on
therapies in type 2 diabetes inadequately
controlled on metformin: 4-year data
Diabetologia (2013) 56:[Suppl1]S1-S566 .

Glogner S et al. The association between BMI
and hospitalization for heart failure in 83,021
persons with Type 2 diabetes: a population-
based study from the Swedish National
Diabetes Registry. Diabet Med. 2014
May;31(5):586-94. doi: 10.1111/dme.12340

Public Health England, 2014
https://www.gov.uk/government/uploads/system/
uploads/attachment_data/file/338934/Adult _obe
sity and type 2 diabetes .pdf

Concern: Inflexibility of proposed treatment
algorithm is not evidence based

Evidence
The recommended treatment sequence appears
to be based solely upon the ranking of the
outputs from the cost-effectiveness model yet
these outputs should be interpreted with caution
due to the following methodological limitations
concerning both the clinical and cost
effectiveness data (described in separate
comments below in more detail):

1. The technical team did not include

certain data, which could have better
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Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
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informed the guideline

recommendations:

e Placebo controlled trials (at first and
second intensification) including key
regulatory trials were excluded

e Data extraction from included trials
was limited to four key outcomes, so
that data from several other key
outcomes including serious adverse
events and specific treatment-
related adverse events were not
assessed

The NMA inappropriately pooled

together different patient populations at

first intensification stage. The outputs of
the NMA may therefore be flawed.

The economic model has several

limitations, as stressed by the technical

modelling group in their report: “The
results shown here for the original
health economic analysis should not be
taken as justification for the use or
recommendation [of] any of the
treatments listed.” This statement from
the technical modelling team implies
that the outputs of the health economic
model are not a sound basis to
recommend any single treatment over
another.

The ranking of the cost-effectiveness

Developer’s response

Please respond to each comment
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).

With respect to bullet points:

1 (placebo-controlled trials). As explained in
section 8.4.1.4 (full guideline), the guideline
development group agreed to concentrate on
evidence that was of direct relevance to the
individual decision problems under
consideration. It is incorrect to state that the
exclusion of trials comparing 1 or more
treatments in combination with placebo with 2 or
more treatments contravened the DSU TSD. All
trials that compared at least 2 treatments in each
decision problem were included, as
recommended. Combinations including placebo
were not part of the decision problem. A
separate question arises as to whether the
inclusion of such evidence within the network
meta-analyses would have enhanced precision
in estimates of effect for the regimens of interest
(referred to by TSD as broadening the ‘synthesis
set’ beyond the ‘decision set’). Such an approach
might have allowed more precise estimates to be
made, though it is also possible that increased
clinical heterogeneity would have introduced

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

53 of 570



ID

Stakehold

er

Docum

ent

Page

No

Line

No

Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Comments

Please insert each new comment in a new row
results is based on the results of a
probabilistic sensitivity analysis (PSA),
which means that the treatments are
ranked by their likelihood of being the
most cost-effective treatment option. For
example, at first intensification
metformin-pioglitazone had a 48%
chance of being the most cost-effective;
and this implies that there is a 52%
chance that it is NOT the most cost-
effective. At first intensification, the
results should rather be interpreted as
showing that none of the metformin
treatment combinations are significantly
more cost effective than any other.

Whilst the draft guideline refers to the
“potentially serious limitations” of the economic
model (page 220, line 25, full guideline), there is
no evidence that these limitations were
sufficiently considered by the GDG in arriving at
their recommendations.

Clinical Implication

The treatment algorithm opposes established
clinical practice, which tailors drug therapy
according to individual patient characteristics
(such as weight, age and risk of
hypoglycaemia). It guides prescribers to take a
restrictive and linear approach for the 85% of
type 2 diabetes patients requiring

Developer’s response

Please respond to each comment
unhelpful statistical inconsistency into the
models. It should also be noted that other
sources of additional indirect evidence beyond
the decision set exist — for example, a large
amount of evidence comparing regimens that are
currently unlicensed in this country, most notably
those containing rosiglitazone. The guideline
development group and developers took the
decision not to extend the network to include any
evidence of only indirect value, as coherent
networks were generally possible relying on
directly relevant trials alone.
1 (4 key outcomes). NICE guidance is not
intended to supplant Medicines and Healthcare
products Regulatory Agency (MHRA) oversight
of prescribed medication; when discussing
treatment options with patients, individual
prescribers are expected to be familiar with each
product’s summary of product characteristics and
other relevant national guidance. This is
important, both to ensure that prescribers have
access to the fullest possible safety information
and to ‘future-proof’ NICE guidance against the
emergence of evidence on rare harms as
experience with each product is accumulated.
The focus of the network meta-analyses and
health economic modelling was on the outcomes
that are relevant to all patients taking
antihyperglycaemic medication. The guideline
development group (GDG) acknowledges that, in
the individual circumstances of particular cases,
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pharmacological treatment, who are able to
tolerate metformin (page 28, line 9-11, full
version of draft guideline) that does not consider
the holistic needs of individuals with type 2
diabetes.

The proposed algorithm therefore contradicts a
key goal within the guideline: recommendation 1
(“Adopt an individualised approach to diabetes
care that is tailored to the person’s needs and
circumstances, taking into account their
personal preferences, comorbidities, risks of
polypharmacy, and their ability to benefit from
long-term interventions due to reduced life
expectancy...”).

Recommendation

Revise the treatment algorithm to include clear
considerations to guide treatment choice
according to individual patient characteristics
(including weight, risk of hypoglycaemia, age
and occupation) at each treatment phase, so
that the algorithm clearly supports clinicians to
deliver an individualised “patient-centred care”
approach rather than contraindications alone
determining drug choice.

Developer’s response

Please respond to each comment
other outcomes — especially those related to the
safety of the medicines — will be of relevance to
the prescribing conversation.
Because of the limited amount of evidence that
was identified in the long-term safety systematic
review and to prevent duplication of existing
work, the GDG agreed to cross refer to the
MHRA which considers all available evidence
including those from databases and registries.

2. The GDG and developers were concerned
that the issues discussed here could potentially
have an impact on the applicability of the full
evidence base to the clinical decision problems.
It was for this reason that sensitivity analyses
were undertaken to explore the possibility that
effects were different in populations that were
most closely representative of the patients to
whom recommendations would apply (section
8.4.2, full guideline). In doing so, no evidence of
systematic variability between the full dataset
and the more tightly defined subgroup was
identified. In the absence of evidence — either in
our analysis that directly explored this concern or
in your feedback — that this theoretical risk had
any material effects on the analysis, it is
reasonable for the GDG to conclude that reliance
on the fuller dataset, with the increased precision
it provides, was the most appropriate course of
action.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how

advisory committees

recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

55 of 570



Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Stakehold = Docum | Page @ Line Comments

ID . .
er ent No No Please insert each new comment in a new row

Developer’s response
Please respond to each comment
3. The quoted text is taken out of context and
refers to comparisons with the previous
guideline. Whilst this is stressed in the text, the
text has been amended for clarity.

4. The consideration of treatment options as
having a given chance of being the most cost-
effective needs to take account of the number of
treatment options compared. Whilst it is true that
metformin-pioglitazone had a 48% chance of
being cost effective, there were 6 alternative
treatment options. If all 7 treatments had an
equal chance of being cost-effective, they would
each have a 14% chance. Metformin-
pioglitazone showed a much higher probability.

The quality assessment of both the original
health economic modelling and any existing
health economic studies is defined by the NICE
guidelines manual (2012) and studies are
categorised as having “no limitations”,
“potentially serious limitations” or “very serious
limitations”. Studies with “potentially serious
limitations” are deemed to have failed 1 or more
of the 11 quality criteria.

The limitations of the original health economic
modelling were outlined in the guideline (8.4.3.7)
and fully discussed in appendix F (5.2). Both the
original health economic modelling and all
included existing health economic studies were
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found to fall into the “potentially serious
limitations” category.
55 | AstraZene | Full 21 22 Concern: Choice of DPP-4 inhibitor and GLP-1 Thank you for your feedback. The guideline
3 ca UK -24 should be guided by drug cost development group has reflected on the clinical
evidence for the recommendations related to the
AstraZeneca is concerned by the pharmacological management of hyperglycaemia
recommendations to choose the DPP-4 inhibitor | in light of stakeholders’ feedback on the
Full 22 33- and the GLP1-mimetic “with the lowest appropriateness and implementability of these
Full 13-15 | 36 acquisition cost” in recommendations 54 and 60, | recommendations and associated algorithms.
Algor | respectively. The recommendations and algorithm have been
ithm, simplified and amended to place an increased
Figur | Clinical Implication emphasis on individualised care and choice
es If this clause was maintained in the final around which pharmacological interventions are
1,2,3 | guideline, and implemented, HCPs could appropriate for consideration. Specifically, a

increase their use of lixisenatide and alogliptin,
currently the cheapest GLP-1 and DPP-4,
respectively, available in the UK.

We are concerned that this change in clinical
practice could result in poorer patient outcomes
as there are data indicating that the individual
GLP-1s achieve different reductions in HbA1C,
and hence lowest acquisition cost should not be
a criterion for selection.

Table 58 in appendix J (results of direct meta-
analyses) indicates a higher reduction in HbA1C
at 6 months with exenatide twice daily compared

generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
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with lixisenatide, which is statistically significant
(0.17 (95% CI: 0.03, 0.31)). This outcome is
based on direct evidence from a single trial
(GET-GOAL-X, Rosenstock 2013), which found
that lixisenatide was non-inferior to exenatide for
the primary outcome of reduction in HbAlc from
baseline. However, in its public assessment
report for lixisenatide, the European Medicines
Agency (EMA) concluded that non-inferiority to
exenatide had not been shown robustly.

We are also concerned that, to our knowledge,
available data for lixisenatide shows that the
HbALC reduction of 1% specified in the
guideline as a criterion for continuation of GLP-1
therapy is unlikely to be met. The GetGoal-P
and GetGoal-M trials (Ahren et al, 2013; Pinget
et al, 2013) found that lixisenatide was more
effective than placebo with regard to their
primary outcome of reduction in HbAlc from
baseline. However, the 0.8-0.9 percentage point
mean reductions from baseline in the
lixisenatide groups were slightly less than the
1.0 percentage point (11 mmol/mol) reduction
specified in NICE guidance as a criterion for
continuing GLP-1 treatment beyond six months.

In contrast, the DURATION trials for exenatide 2
mg weekly, have demonstrated significant
improvements in HbA1c across the spectrum of
baseline values, meeting this criteria set by
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NICE with change in HbAlc to study endpoint
ranging from -1.28% (DURATION 6, Buse et al,
2013) to -1.9% (DURATION 1, Drucker et al,
2008).

ID

Regarding the DPP-4 inhibitor class, the draft
guideline states that the “GDG noted that it was
difficult to judge whether the different DPP-4
inhibitors could....be considered
interchangeable” with specific reference that “in
a few areas, a case could be made for the
superiority of one option over another” (page
223, full guideline). As the GDG was not
presented with evidence that suggested that one
or more of the options was superior to others
across all phases of treatment, it took a decision
to refer to the DPP4 inhibitors as a class and
inappropriately decided that “a natural extension
of this principle” was to encourage prescribers to
select the individual DPP-4 inhibitor with the
lowest acquisition cost (page 223, full guideline).

We note that there are, in fact, important
differences between different DPP4 inhibitors
regarding their suitability for use in patients with
renal failure.

It should also be noted that alogliptin was
excluded from the guideline scope, so should
the GDG wish to retain this contentious
recommendation of using the DPP4 inhibitor
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with the lowest acquisition cost, then the GDG
needs to specifically draw attention to alogliptin
being excluded from this recommendation and
for the exclusion of alogliptin to be highlighted
wherever DPP4 inhibitors are referred to as a
class.

Recommendation

Based on the reasons above, we recommend
that the clauses recommending use of the drug
with the lowest acquisition cost are removed;
and that the differences in clinical profiles within
these classes are clearly stated within the key
sections of the guideline with an overarching
goal of achieving the best outcomes for patients.

References
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SUMMARY

AstraZeneca agrees with many elements of the
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Thank you for your feedback. The guideline
development group has reflected on the clinical
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draft guideline concerning the need for patient-
centred care, the importance of weight loss, and
recognition of the detrimental impact that
hypoglycaemia has on patients’ quality of life.
However, we share the concerns of others in the
diabetes community that the section on “Blood
Glucose Management” is flawed (O’Hare et al,
2015); does not represent the evidence; and
could lead to both a reduction in the quality of
clinical care and a negative impact on patient
outcomes.

The “Algorithm for Blood Glucose Lowering
Therapy”, opposes established clinical practice
and contradicts the American Diabetes
Association/European Association for the Study
of Diabetes (ADA/EASD) position statement
(Inzucchi et al, 2015), which tailors drug therapy
according to individual patient characteristics
(such as weight, age and risk of
hypoglycaemia). The draft guideline also
contradicts its own stated goal for “patient-
centred care” as it guides prescribers to take a
restrictive and linear approach that does not
consider the holistic needs of individuals with
type 2 diabetes:

1. The proposed algorithm recommends all
patients (without contraindications)
receive pioglitazone as add-on to
metformin at first intensification

2. Metformin plus sulfonylurea is

Developer’s response

Please respond to each comment
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost). In addition, at first
intensification, the guideline development group
has recommended the following metformin-
based dual therapy options:
metformin+pioglitazone, metformin+sulfonylurea
and metformin+DPP-4 inhibitor; and for people
who cannot take metformin:
pioglitazone+sulfonylurea, pioglitazone+DPP-4
inhibitor and sulfonylurea+DPP-4 inhibitor. The
guideline development group has recommended
the use of metformin modified-release in
circumstances where standard-release
metformin is not tolerated. The group has also

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how

recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
advisory committees

62 of 570



Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15
Stakeholder comments table with responses

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Comments
Please insert each new comment in a new row

recommended at first intensification for
all patients for whom pioglitazone is
contraindicated or not tolerated with no
reference to other treatment options for
patients at significant risk of
hypoglycaemia

3. Repaglinide as initial therapy is
recommended for those patients
contraindicated to metformin

4. The guideline lacks a clear position for
the sodium-glucose co-transporter 2
(SGLT?2) inhibitors in the treatment
algorithm. While reference is made to
the SGLT2 inhibitors NICE technology
appraisals (TAs), the class was out of
scope.

Docum | Page | Line
ent No No

We are concerned by the clinical implications of

these recommendations:

e The proposed, “one size fits all” treatment
algorithm would result in the vast majority of
patients receiving metformin and
pioglitazone at first intensification without
consideration of important patient
characteristics, although pioglitazone is
associated with weight gain, fractures,
oedema, and worsening of heart failure
(Pioglitazone Summary of Product
Characteristics [SPC]). The SPC for
pioglitazone states that in light of age-
related risks including fractures and heart

Developer’s response
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given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated. A
footnote on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
caution if the person is at high risk of the adverse
effects of the drug has been added to the
recommendations and algorithm.
Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.

Regarding the feedback on the clinical and cost
effectiveness evidence:

1 (placebo-controlled trials). As explained in
section 8.4.1.4 (full guideline), the guideline
development group agreed to concentrate on
evidence that was of direct relevance to the
individual decision problems under
consideration. All trials that compared at least 2
treatments in each decision problem were
included, as recommended. Combinations
including placebo were not part of the decision
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failure, the balance of benefits and risks
should be considered carefully both before
and during treatment in the elderly. It is
concerning that pioglitazone has been
recommended as the primary drug for first
intensification, with no reference to the
cautions in the SPC.

Hypoglycaemia is an important side effect of
many anti-diabetic medications and
contributes to the overall morbidity
associated with the disease (Frier et al,
2014; Nirantharakumar et al, 2012; Turchin
et al, 2009). The rigid recommendation to
use a sulfonylurea (a treatment class
associated with hypoglycaemia) (Phung et
al, 2010) without offering other treatments
for patients with high risk of hypoglycaemia
could lead to poorer patient outcomes.
Pioglitazone, sulphonylureas and
repaglinide, treatments associated with
weight gain (Phung et al, 2010), are
recommended early on in the treatment
algorithm whilst the algorithm lacks a clear
position for the SGLT2is, a class for which
weight loss has been demonstrated.
Currently 90% of adults with type 2 diabetes
are overweight or obese (Public Health
England, 2014) with weight being a
significant aggravating factor for
deterioration (Glogner S et al, 2014). We are
concerned that the proposed algorithm,

advisory committees

problem. A separate question arises as to
whether the inclusion of such evidence within the
network meta-analyses would have enhanced
precision in estimates of effect for the regimens
of interest. Such an approach might have
allowed more precise estimates to be made,
though it is also possible that increased clinical
heterogeneity would have introduced unhelpful
statistical inconsistency into the models. It should
also be noted that other sources of additional
indirect evidence beyond the decision set exist —
for example, a large amount of evidence
comparing regimens that are currently
unlicensed in this country, most notably those
containing rosiglitazone. The guideline
development group (GDG) and developers took
the decision not to extend the network to include
any evidence of only indirect value, as coherent
networks were generally possible relying on
directly relevant trials alone.

1 (inappropriate pooling of populations). The
GDG and developers were concerned that the
issues discussed here could potentially have an
impact on the applicability of the full evidence
base to the clinical decision problems. It was for
this reason that sensitivity analyses were
undertaken to explore the possibility that effects
were different in populations that were most
closely representative of the patients to whom
recommendations would apply (section 8.4.2, full
guideline). In doing so, no evidence of
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which does not encourage weight loss early
on, may lead to a decline in outcomes for
these patients (Williamson DF, et al 2000).

e While reference is made to the SGLT2i
NICE TAs, the class has been deemed to be
out of scope. This lack of alignment between
the draft guideline and existing TA guidance
will lead to significant confusion for health
care professionals (HCPs).

The proposed treatment algorithm is not
supported by either the clinical- or cost-
effectiveness evidence:

1. The network meta-analysis (NMA)
informing the efficacy inputs of the
model had several limitations
including the exclusion of placebo
controlled trials for treatment
intensification, and inappropriate
pooling of populations.

2. The sequence in which medicines
are used in the economic model
does not reflect standard clinical
practice.

3. The outputs of the health economic
(HE) model do not support the rigid
treatment sequence in the proposed
algorithm. The model outputs
should be treated with significant
caution by the Guideline
Development Group (GDG) when

Developer’s response

Please respond to each comment
systematic variability between the full dataset
and the more tightly defined subgroup was
identified. In the absence of evidence — either in
our analysis that directly explored this concern or
in your feedback — that this theoretical risk had
any material effects on the analysis, it is
reasonable for the GDG to conclude that reliance
on the fuller dataset, with the increased precision
it provides, was the most appropriate course of
action.

2 and 3. The guideline development group
considered that the modelled sequence of
treatments reflected clinical practice. Alternative
sequences were modelled and found not to
influence the results (appendix F 4.13). The
guideline development group considered that
modelling intensification was more realistic than
not modelling intensification, as was modelled in
a number of included cost—utility analyses
(CUAS). In the health economic model, treatment
intensification was driven by HbAlc treatment
effect and pathway. In a step forward from any
existing CUA modelling, both of these were
sampling probabilistically. Therefore whilst
average results may appear homogenised, the
experience of individually modelled people with
type 2 diabetes was very different. The economic
model outputs were compared to existing CUAs
in appendix F 5.3
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revising the recommendations to
take account the limitations of the
model as described by the model
creators; and the uncertainties and
probabilistic outputs of the model.

AstraZeneca recommends that the treatment
algorithm is fundamentally revised with two key
changes:

The inclusion of clear considerations to
guide treatment choice according to
individual patient characteristics
(including weight, risk of hypoglycaemia,
age and occupation) at each treatment
phase, so that the algorithm clearly
supports clinicians to deliver an
individualised, “patient-centred care”
approach rather than contraindications
alone determining drug choice.

Clear incorporation of the positive
SGLT2i NICE TA guidance at first
intensification (add onto metformin) if
there is a significant risk of
hypoglycaemia (or its consequences) or
a sulfonylurea is contraindicated or not
tolerated.
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I have been a specialist dietitian working
specifically in the diabetes area since 2004.

The NICE Recommendations for Type 2
Diabetes (2009) and subsequently the NICE
Quality Standards for Diabetes (2011) stated,
“Provide individualised and ongoing nutritional
advice from a healthcare professional with
specific expertise and competencies in
nutrition.” (Recommendation 7 in 2008 and
Quality Standard 2 in 2011).

| believe that this has lead to two events the first
being that some people with diabetes are being
given conflicting and inappropriate dietary
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Thank you for your feedback. Diet is very
important in the treatment and management of
type 2 diabetes but the section in the guideline
on dietary advice was not prioritised for update at
the time this guideline was scoped. Therefore it
is not possible to make changes to these
recommendations as no evidence review has
been conducted.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

68 of 570


https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/338934/Adult_obesity_and_type_2_diabetes_.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/338934/Adult_obesity_and_type_2_diabetes_.pdf
https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/338934/Adult_obesity_and_type_2_diabetes_.pdf
http://www.ncbi.nlm.nih.gov/pubmed/?term=Williamson%20DF%5BAuthor%5D&cauthor=true&cauthor_uid=11023143

ID

Stakehold
er

Docum
ent

Page
No

Line
No

10-

13

Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Comments
Please insert each new comment in a new row
advice by some health professionals (For which
| have anecdotal evidence); Secondly that this
undermines the role of the specialist dietitian
working in the area of diabetes.

Dietitians have the specialist knowledge and
skills for translating the evidence based dietary
recommendations into practical dietary advice
for people with diabetes. Further more undergo
continuing professional development activities to
maintain the knowledge and skills in this area.

I would like to propose the recommendation be
modified to say

“Provide individualised and ongoing nutritional
advice from a specialist diabetes dietitian; or
healthcare professional with specific expertise
and competencies in nutrition.”

This also raises the question of where other
healthcare professions are gaining their
expertise and competencies in nutrition. |
believe that the provision of dietary advice
requires more than just the provision of what
people should eat but also the assessment of
their dietary intake in order to assess the dietary
changes that need to be discussed and agreed
with the person who has diabetes.

Furthermore whether this “expertise and
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competency” is maintained by appropriate CPD
activities from an appropriate and qualified
source and how would this be vetted?
It is important that we as health professionals
get the cornerstone of treatment right through
assessment, education and the provision of
appropriate dietary advice, so that people with
diabetes can make an informed choices in the
food they eat and be actively involved in their
diabetes care. Getting this right can only
support further treatment options that are made.

66 | Bayer NICE 20 Gen | Self-monitoring of blood glucose Thank you for your feedback. Elements of these

7 PLC eral | The draft type 1 diabetes guideline includes two | recommendations from type 1 diabetes guideline
new recommendations regarding the are integrated in the following recommendation
empowerment of people to self-monitor blood in type 2 diabetes:
glucose (1.6.17 and 1.6.18). We suggest that “If adults with type 2 diabetes are self-monitoring
these recommendations are also important for their blood glucose levels, carry out a structured
and applicable to people with type 2 diabetes assessment at least annually. The assessment
who are self-monitoring, and therefore suggest should include:
that for consistency these recommendations are | « the person’s self-monitoring skills
also included in the type 2 diabetes guideline: « the quality and frequency of testing
‘Educate adults with type 2 diabetes who are  checking that the person knows how to interpret
self-monitoring their blood glucose about how to | the blood glucose results and what action to take
interpret their blood glucose level, interpret the « the impact on the person’s quality of life
results and know what action to take.’ * the continued benefit to the person
‘Support adults with type 2 diabetes who are * the equipment used.”
self-monitoring their blood glucose to make the
best use of data through structured education.’

83 | BGP Full 269 9.1 Inclusion of Pancreatic Exocrine Thank you for your feedback. Pancreatic

0 Products Insufficiency (PEI) in the other management Excorine Insufficiency was not prioritised for
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section.

PEI occurs when the amount of enzymes
secreted into the duodenum in response to a
meal are insufficient to maintain normal
digestive processes.

Although there is currently limited data available
defining the prevalence of pancreatic exocrine
insufficiency (PEI) in patients with diabetes.
Available data, based on selected populations,
suggest a link between the two.

Patients with destructive pancreatic disease
(such as chronic pancreatitis and pancreatic
cancer) or those undergoing pancreatic surgery,
have and increased risk of endocrine and
exocrine pancreatic malfunction leading to the
development of diabetes and malabsorption
respectively. However patients with diabetes
have also reported PEI.

A literature review by Hardt and Ewald (2011)
found from early studies using direct pancreatic
function tests (e.g. secretin-pancreozymin) that
52.4% of patients with type 1 and type 2
diabetes had PEI (range 18-100%); with PEI
tending to be reported more often in insulin-
dependent patients.™ More recent studies use
the indirect faecal elastase-1 test as an indicator
of pancreatic function (<100pg/g = severely
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inclusion within this iteration of the guideline.
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reduced; 100-200ug/g = moderately reduced,;
and >200ug/g = normal), as 60% of patients with
concentrations <100ug/g have been shown to
suffer from steatorrhoea.” Studies using indirect
function tests show abnormal function in 51% of
patients with type 1 (range 26-74%) and 32% of
patients with type 2 (28-36%)."

Hardt (2000)" investigated exocrine pancreatic
function in 105 controls and 114 patients with
type 1 or type 2 diabetes. Reduced faecal
elastase-1 concentrations (<200ug/g) were
found in 56.7% of type 1 patients, 35% of type 2
patients and 18% of controls:

Patients <100 100- >200
Hg/g 200 Hg/g
n (%) Hg/g n (%)

n (%)

Controls | 5(4.8) |14 86

(n=105) (13.3) (81.9)

Type 1 9(30.0) | 8(26.7) | 13

diabetics (43.3)

(n=30)

Type 2 14 15 54 (65)

diabetics | (16.9) (18.1)

(n=83)

The results were statistically different between
controls and type 1 diabetics (P<0.01) and
between controls and type 2 diabetics (p<0.05).
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Nunes (2003)™ conducted a study to screen

patients with diabetes for PEI, (n=42 diabetes,

n=38 controls). Diagnosis of PEIl was

established for a faecal elastase-1 level

<200ug/g and <100ug/g. The difference

between the two groups was significant for both

faecal elastase-1 <200ug/g, and faecal

elastase-1 <100ug/g.

Faecal Diabetic | Control P-value

Elastase OR

-1

<100 09 (22%) | 01 (2%) P <0.05

ua/g OR=11
1.2-
84)

<200 15 (36%) | 02 (5%) P <0.05

Ha/g OR=10
(2.3-
47)

Rathman (2001)*" conducted a study to
determine the association between levels of
faecal elastase-1 and type 2 diabetes (n=544
diabetic patients, n=544 age and sex matched
controls). The results showed that faecal
elastase-1 concentrations were lower in type 2
diabetic patients than in non-diabetic controls,
suggesting the co-existence of diabetes and
impaired pancreatic exocrine function.
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Faecal Diabetic Controls | P-
Elastase | Patients valu
-1 (Type 2) e
<100 11.9% 3.7% p
pa/g <0.0
1
<200 30.3% 14.3% P
pa/g <0.0
1

A recent audit assessed the presence of
gastrointestinal symptoms in patients with
diabetes and determined, based on faecal
elastase-1 measurement, the presence of
possible PEI in those with symptoms. During the
audit 19 of 34 symptomatic patients provided a
faecal sample for analysis; 7 (37%) of these
patients had low levels; 2 severe (<100ug/g)
and 5 moderate (100-200ug/g).”""

Vujasinovic (2013)™"" investigated the
prevalence of PEI in 150 patients with diabetes
(50 with type 1; 50 insulin treated with type 2; 50
non-insulin treated with type 2). Faecal elastase-
1 was reduced in 8 (5.4%) of patients; mildly
reduced (100-200 pg/g) in 4 patients and
markedly reduced (<100 pg/g) in 4 patients. The
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frequency of PEI was 3 in type 1 diabetes; 5 in
insulin treated type 2 and 0 in non-insulin
treated type 2. The prevalence in this study is
lower than in other studies. The authors
speculate that this is mostly due to their strict
exclusion criteria, especially excessive alcohol
consumption and any other known reason for
malabsorption.

Management of PEI

Healthcare professionals managing diabetes in
both primary and specialist care settings should
be aware of PEI and its clinical manifestations,
and should consider cause of gastrointestinal
symptoms and steatorrhoea.

If PEI is suspected, a faecal elastase-1 test can
be used to support diagnosis after excluding
other causes

Pancreatic enzyme replacement therapy is
available and can be initiated with the aim of
managing symptoms and improving quality of
life.

Concerning the initial therapy algorithm, there is
no mention of the SGLT2 inhibitor class. NICE
has requested a multiple technology appraisal
(MTA) which includes a review of SGLT2
inhibitor use as first line treatment if metformin is
contraindicated or not tolerated. Please consider
revising the current lack of reference to SGLT2

Developer’s response
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Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
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inhibitors in the initial therapy algorithm or
including a statement to outline the initiation by
NICE of an MTA for the SGLT2 inhibitor class in
this treatment line.
Concerning the first intensification algorithm
please consider inclusion of the SGLT2 inhibitor
class in the main decision tree rather than in a
floating grey box. In the grey box, you state ‘that
SGLT2i may be appropriate for some patients
but is beyond the scope of this guidance’. In
addition, you refer to NICE TA288 and TA315.
Both of these documents were available prior to
June 2014 (your defined cut off for inclusion in
the current guideline). Therefore, we would
question why the SGLT2 inhibitor class has not
been included in the main pathway in the first
intensification algorithm. Mindful of the defined
cut-off of June 2014, please consider including a
footnote stating that empagliflozin has a Single
Technology Appraisal (STA) available from
NICE in addition to TA288 and TA315 with final
guidance due to be issued in March 2015.
The current NICE clinical pathway advises
clinicians when ‘considering dual therapy’ to
consider prescribing SGLT2 inhibitors (along
with sulfonylureas, DPP-4 inhibitors, a
thiazolidinedione, and GLP1-Ra). This new
guidance seems incongruent to the current
NICE pathway guidance and mainstream clinical
practice.
In the second intensification, there is again a
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changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.

Thank you for your comment on how the NICE
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floating grey box advising clinicians ‘SGLT2-
inhibitors maybe appropriate for some patients,
but are beyond the scope of this guidance.’ Both
of these documents were available prior to June
2014 (your defined cut off for inclusion in the
current guideline). Therefore, we would question
why the SGLT2 inhibitor class has not been
included in the main pathway in the second
intensification algorithm. Mindful of the defined
cut-off of June 2014, please consider including a
footnote stating that Empagliflozin has a Single
Technology Appraisal (STA) available from
NICE in addition to TA288 and TA315 with final
guidance due to be issued in March 2015.
In the current NICE clinical pathway for
considering triple therapy, the guidance advises
the use of SGLT2 inhibitors, DPP4 inhibitors, a
thiazolidinedione, and GLP-1Ra. This new
guidance seems incongruent to the current
NICE pathway guidance and mainstream clinical
practice.
In addition in the summary of clinical advice on
2" intensification on page 257 there is no
mention of the use of SGLT2 inhibitors.
The GDG justification for not including placebo
controlled trials within the NMA appears overly
restrictive. Placebo controlled studies
demonstrate the absolute additive effect of add-
on therapies and therefore, provide essential
and useful information on the effectiveness of
the treatments in dual, triple, and add on to
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technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.

Thank you for your feedback. As explained in
section 8.4.1.4 (full guideline), the guideline
development group agreed to concentrate on
evidence that was of direct relevance to the
individual decision problems under
consideration. All trials that compared at least 2
treatments in each decision problem were
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insulin settings.
In particular by excluding these studies
information on the long-term effectiveness of
agents such as DPP-4 inhibitors has been
excluded at 52 weeks. Given the GDG'’s interest
in the long-term effectiveness of these agents
this data should have been included.
The NMAs conducted for the SGLT2 inhibitor
appraisals demonstrate that analyses with
placebo controlled studies are viable and
appropriate.

Developer’s response

Please respond to each comment
included, as recommended. Combinations
including placebo were not part of the decision
problem. A separate question arises as to
whether the inclusion of such evidence within the
network meta-analyses would have enhanced
precision in estimates of effect for the regimens
of interest. Such an approach might have
allowed more precise estimates to be made,
though it is also possible that increased clinical
heterogeneity would have introduced unhelpful
statistical inconsistency into the models. It should
also be noted that other sources of additional
indirect evidence beyond the decision set exist —
for example, a large amount of evidence
comparing regimens that are currently
unlicensed in this country, most notably those
containing rosiglitazone. The guideline
development group and developers took the
decision not to extend the network to include any
evidence of only indirect value, as coherent
networks were generally possible relying on
directly relevant trials alone.
Data on DPP-4 inhibitors at 52 weeks have been
included in the evidence review.
Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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It is stated that long term studies on SGLT2
inhibitors including cardiovascular outcomes are
required. It should be noted that 24 month
studies are available for all three marketed
SGLT2 inhibitors with further 24 month
extensions for 2 of these. In addition all have
cardiovascular safety studies ongoing with
empagliflozin due to report its cardiovascular
outcomes study in 2015 (www.clinicaltrials.gov).
Repaglinide is suggestive of demonstrating the
highest incidence of hypoglycaemia of the
agents included in the NMA (metformin,
pioglitazone, DPP4 inhibitors and
sulphonylureas). Repaglinide should include
blood glucose monitoring costs (SMBG) similarly
to sulfonylureas. In particular the SmPC for
repaglinide recommends additional monitoring.

The GDG comments that due to the fact that
differences in lifetime discounted costs for DPP4

Developer’s response

Please respond to each comment
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
Thank you for your feedback. The research
recommendation suggests that outcomes should
be evaluated for at least 5 years.

Thank you for this comment, which calls for
further analysis. It was considered alongside all
other comments on review question 1 that called
for further analysis. The view of NICE and the
guideline development group was that, on this
occasion, any such further analysis would be of
limited assistance to the Group. Accordingly, the
revision of the section on pharmacological
management of blood glucose levels has been
based on a revised interpretation of the evidence
available from the existing clinical reviews and
health economic modelling in the light of what
stakeholders have said. Please see the Linking
Evidence to Recommendations tables in sections
8.4.11, 8.4.15 and 8.4.18 for details of the
reasoning behind the final recommendations.
Thank you for your feedback. The
recommendations have been amended to place
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inhibitors were mainly in treatment costs, the
GDG has recommended the DPP4 inhibitor with
the lowest acquisition cost. Itis our view that
the DPP4 inhibitor which is most appropriate for
the patient should be chosen and drug
acquisition costs should not form part of the
prescribing decision. Differences in licence in
dual and triple therapy and dose adjustment in
progressive renal disease will influence
prescribing choice. These factors have not been
incorporated into the health economic analyses.
The prominence of repaglinide and pioglitazone
as initial recommendations in the draft
guidelines should be ameliorated and the
position of SGLT2 inhibitors and DPP4 inhibitors
should be enhanced. The draft guidelines
should take a patient centred approach with
equal prominence of SGLT2 inhibitors, DPP4
inhibitors, sulphonylureas and TZDs (after
metformin) and pursuant to medicines
optimisation.

Developer’s response
Please respond to each comment
a greater emphasis on discussing the benefits
and risks of each treatment option to include
efficacy, safety, the person’s clinical
circumstances preferences and needs, licenced
indications or combinations and costs.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. The guideline
development group has recommended the use of
metformin modified-release in circumstances
where standard-release metformin is not
tolerated. The group has also given equal
weighting to DPP-4 inhibitors, pioglitazone,
repaglinide and sulfonylurea where metformin is
contraindicated or not tolerated. The
recommendations are based on the clinical
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When ranking the blood glucose lowering
treatment based on their HbAlc lowering effect
(3 months, 6 months, 12 months and 24
months), weight reduction (12 and 24 months),
dropouts due to AEs, total dropouts, nausea
and hypoglycaemia, their ranking positions
interchange depending on the outcome
measure. The older blood glucose lowering
treatments such as repaglinide and pioglitazone
tend to rank higher based on efficacy variables
such as HbA1lc lowering effect (3 months, 6
months, 12 months and 24 months) than the
newer class of blood glucose lowering
treatments such DPP4 inhibitors and SGLT2
inhibitors. However, the newer class of blood
glucose lowering treatments tend to rank higher
based on weight reduction (12 and 24 months),
dropouts due to AEs, total dropouts, nausea and
hypoglycaemia, thus highlighting their individual
strengths and weaknesses, and showing that
overall (efficacy and safety) there is insufficient
data and evidence to strongly demonstrate the
superiority of one blood glucose lowering
treatment agent over the other. Therefore, the
recommendation after initial drug
monotherapy (metformin) should be a patient

Developer’s response

Please respond to each comment
effectiveness review and health economic
modelling analysis, and not only the available
licensed combinations. Cross-referral to NICE
technology appraisal guidances on SGLT-2
inhibitors has been included where appropriate.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost). The guideline development
group has recommended the use of metformin
modified-release in circumstances where
standard-release metformin is not tolerated. The
group has also given equal weighting to DPP-4
inhibitors, pioglitazone, repaglinide and
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centred approach (costs, dosing, adherence,
compliance, patient preference, HbAlc lowering
effect, side effects, weight reduction,
hypoglycaemia and nausea), akin to the
ADA/EASD guidelines, to treat to their
respective individualised HbAlc targets.
Providing the clinician with a choice from the
following classes of blood glucose lowering
agents: sulphonylureas, thiazolidinedione, DPP-
4 inhibitors and SGLT2 inhibitors (the order is
not meant to denote any specific preference).
When ranking the blood glucose lowering
treatment based on their HbAlc lowering effect
(8 months, 6 months, 12 months and 24
months), weight reduction (12 and 24 months),
dropouts due to AEs, total dropouts, hausea
and hypoglycaemia, their ranking positions
interchange depending on the outcome
measure. The older blood glucose lowering
treatments such repaglinide and pioglitazone
tend to rank higher based on efficacy variables
such as HbA1c lowering effect (3 months, 6
months, 12 months and 24 months) and some
safety variables compared to the newer oral
class of blood glucose lowering treatments such
DPP4 inhibitors and SGLT2 inhibitors. However,
the newer class of oral glucose lowering
treatments tend to rank higher based on some
selected safety variables, highlighting their
individual strengths and weaknesses, and
showing that overall (efficacy and safety) there

Developer’s response
Please respond to each comment
sulfonylurea where metformin is contraindicated
or not tolerated. The recommendations are
based on the clinical effectiveness review and
health economic modelling analysis, and not only
the available licensed combinations.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. At first
intensification, the guideline development group
has recommended the following metformin-
based dual therapy options:
metformin+pioglitazone, metformin+sulfonylurea
and metformin+DPP-4 inhibitor; and for people
who cannot take metformin:
pioglitazone+sulfonylurea, pioglitazone+DPP-4
inhibitor and sulfonylurea+DPP-4 inhibitor. The

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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is insufficient data and evidence to strongly
demonstrate the superiority of one blood
glucose lowering treatment over the other.
Therefore, the recommendation for first
intensification should be a patient centred
approach (costs, dosing, adherence,
compliance, patient preference, HbAlc lowering
effect, side effects, weight reduction,
hypoglycaemia and nausea), akin to the
ADA/EASD guidelines, to treat to their
respective individualised HbAlc targets.
Providing the clinician with a choice from the
following classes of blood glucose lowering
agents: sulphonylureas, thiazolidinedione, DPP-
4 inhibitors and SGLT?2 inhibitors, for first
intensification (the order is not meant to denote
any specific preference).
The recommendation of repaglinide at initial
therapy if metformin intolerant, or dual therapy in
addition to metformin takes no consideration of
the restricted licence of repaglinide in dual
therapy (repaglinide SmPC). This is echoed in
commentary by the GDG (table 61).
In addition the use of pioglitazone,
sulphonylureas and DPP4 inhibitors, which are
not licensed in combination with meglitinides, is
not accounted for from a practical perspective
but echoed in the commentary by the GDG
(table 61). The health economic analysis for
first intensification included 7 treatments that
could be modelled, all of which contained

Developer’s response

Please respond to each comment
recommendations are based on the clinical
effectiveness review and health economic
modelling analysis, and not only the available
licensed combinations.
Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated. In
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metformin and none of which contained addition, recommendations referring to
repaglinide (table 73). Patients will therefore repaglinide make clear in retained footnotes that
need to be switched from repaglinide to “Repaglinide has a marketing authorisation for
alternate treatments once second or third line use only as monotherapy or in combination with
therapy is required and therefore the utility of metformin. Therefore, for people who cannot
repaglinide in clinical practice is questioned due | take metformin, there is no licensed combination
to the complex nature of the recommendation containing repaglinide that can be offered at first
created as part of the guidelines. intensification. Patients should be made aware of
this when initial therapy is being discussed” and
to “Be aware that initial drug treatment with
repaglinide should be stopped and the drugs in
the dual therapy should be introduced in a
stepwise manner, checking for tolerability and
effectiveness of each drug.” This information is
also reflected in the algorithm.
24 | Boehringe | Full Gene | Gen | The GDG acknowledges the three times daily Thank you for your feedback. The guideline
8 r ral eral regimen of repaglinide but concludes it unlikely development group has reflected on the clinical
Ingelheim Tabl | to have an impact on disutility since metformin is | evidence for the recommendations related to the
and Eli e 61 | taken three times daily (table 61). In fact pharmacological management of hyperglycaemia
Lilly metformin may be taken twice daily or three in light of stakeholders’ feedback on the
Diabetes times daily and therefore the impact on disutility | appropriateness and implementability of these
Alliance may be possible. In addition the impact of recommendations and associated algorithms.
adherence has not been considered as part of The guideline development group has
the cost effectiveness analysis. Evidence points | recommended the use of metformin modified-
towards the fact that the adherence is enhanced | release in circumstances where standard-release
with once daily regimens compared with multiple | metformin is not tolerated. The group has also
tablets taken per day (Donnan et al, 2002). given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated.
25 | Boehringe | Full Gene | Gen | The GDG has highlighted the limitations of the Thank you for your feedback. The guideline
0 r ral eral | thiazolidinedione class and pioglitazone development group has reflected on the clinical

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

84 of 570



Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

D Stakehold = Docum | Page @ Line Comments Developer’s response
er ent No No Please insert each new comment in a new row Please respond to each comment
Ingelheim Tabl | specifically. Pioglitazone is not recommended in | evidence for the recommendations related to the
and Eli e 73 | patients with a history of bladder cancer and pharmacological management of hyperglycaemia
Lilly Tabl | heart failure. In addition it is not recommended in light of stakeholders’ feedback on the
Diabetes e 74 | in those at risk of osteoporosis. Its use is appropriateness and implementability of these
Alliance therefore highly restricted in the elderly and recommendations and associated algorithms.
female populations. In addition rosiglitazone The recommendations and algorithm have been
has been removed from the UK market and simplified and amended to place an increased
therefore the thiazolidinedione class has emphasis on individualised care and choice
severely restricted usage in clinical practice. around which pharmacological interventions are
appropriate for consideration. A footnote on
MHRA guidance on safety alerts for pioglitazone
and advice to exercise particular caution if the
person is at high risk of the adverse effects of the
drug has been added to the recommendations
and algorithm.
36 | British NICE 12 Gen | There may be major unforeseen consequences | Thank you for your feedback. The guideline
6 Medical eral in the wide use of Repaglinide - an agent that is | development group has reflected on the clinical
Associatio very little used, particularly in the UK, and which | evidence for the recommendations related to the
n has very little follow-on data. Other oral or pharmacological management of hyperglycaemia
parenteral treatments might be more in light of stakeholders’ feedback on the
appropriate. appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated.
36 | British NICE 46 Gen | Most of the advice is reasonable though the Thank you for your feedback.
3 Medical eral | emphasis on structured education programmes -
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with yearly review - does depend on local
resources and sufficient staff to achieve this.
The GPC Clinical & Prescribing subcommittee
discussed local variations and one GP member
commented that “in our area, although we have
an X-Pert Patient Programme running it tends to
be reserved for those whose control needs
improvement, not the whole diabetic population
which would require more investment.”
Although dietary advice is integral and the
document is weighted towards that, smoking
cessation and lipid control are only briefly
mentioned in the document, and deserve
prominence.

The need for tight glucose control should be less
vigorous in the elderly. Both ADVANCE-ON

and UKPDS both emphasise that blood
pressure and possibly lipid control is more

Developer’s response
Please respond to each comment

Thank you for your feedback. It was not within
the scope of the guideline to update the evidence
on smoking cessation or on lipid control in
people with type 2 diabetes. There is a
comprehensive set of NICE guidance on
smoking cessation which will feed into the NICE
pathway for the type 2 diabetes guideline. There
is also recently published guidance on lipid
modification (CG181) which is cross referred to
in the guideline update which includes
recommendations on the management of lipids
in people with type 2 diabetes.

The NICE pathways online tool is the main
interface through which clinicians now access
NICE guidance and will enable easy navigation
between type 2 diabetes and all pieces of related
NICE guidance.

Thank you for your feedback. The guideline
development group agrees that an HbAlc target
of 53 mmol/mol (7%) may not be appropriate for
certain individuals and therefore has included
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important in this age group than tight glucose recommendations that account for individualised

control, which may cause harms. target setting (see recommendations 1.6.5 and
1.6.9 in the NICE version). Recognition of the
appropriateness of targets and importance of
considering individual’s circumstances are
documented in the Linking Evidence to
Recommendations table (see section 8.1.3 in the
full guideline).

36 | British NICE Gene | Gen | NICE should give higher HbAlc targets for this Thank you for feedback. Recommendation 1.6.9
5 Medical ral eral | age group, those with 10 years or less provides guidance on relaxing HbAlc targets in
Associatio reasonable life expectancy, which would give different circumstances including in people

n the opportunity to emphasise tight control in unlikely to achieve longer-term risk-reduction
younger patients. benefits such as those with a reduced life
The Joint Position Statement from expectancy.
ADA/EASD (American Diabetes
Association/European Association for the Study
of Diabetes) make the point that results from
large trials have also suggested that
overly aggressive control in older patients with
more advanced disease may not have
significant benefits and may indeed present
some risk.
36 | British NICE Gene | Gen | The guideline does refer to Lantus but for the Thank you for your feedback. The guideline
7 Medical ral eral insulin-sensitive patient it could be a first-line development group has reflected on the clinical
Associatio therapy, rather than isophane insulin to avoid evidence for the recommendations related to the
n the risk of nocturnal hypos. pharmacological management of hyperglycaemia

in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
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emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Therefore,
healthcare professionals have the flexibility to
prescribe insulin detemir or insulin glargine for
people whose lifestyle is restricted by recurrent
symptomatic hypoglycaemic episodes.
36 | British NICE Gene | Gen | The guideline emphasises tight control for the Thank you for your feedback. The guideline
9 Medical ral eral | young but the option of higher HbAlc targets for | development group agrees that an HbAlc target
Associatio the elderly or those with limited life expectancy of 53 mmol/mol (7%) may not be appropriate for
n should be clearer. certain individuals and therefore has included
Patients will have differing views as to the recommendations that account for individualised
benefits and problems of tight glucose control target setting (see recommendations 1.6.5 and
and emphasis should be on education and then | 1.6.9 in the NICE version). Recognition of the
respecting patients’ choices. appropriateness of targets and importance of
considering individual’s circumstances are
documented in the Linking Evidence to
Recommendations table (see section 8.1.3 in the
full guideline).
84 | British NICE Gene | Gen | There are no specific comments on behalf of Thank you for your feedback.
Society of ral eral BSIR.
Interventio
nal
Radiology
(BSIR)
52 | Cardiff Full Gene | Gen | The guidelines document looks naive to Thank you for your feedback. The guideline
6 University/ ral eral | experienced diabetes researchers. development group has reflected on the clinical
Pharmatell evidence for the recommendations related to the
igence pharmacological management of hyperglycaemia

in light of stakeholders’ feedback on the
appropriateness and implementability of these

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
advisory committees

88 of 570



Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15
Stakeholder comments table with responses

Comments
Please insert each new comment in a new row

It should be clearly stated at the outset whether
the purpose of the proposed guidelines is to
achieve maximum clinical benefit from existing
drugs that have been reviewed, or to achieve
cost minimisation. Clearly the latter was at the
forefront of the committees thinking.

In general, the proposed guidelines appear to be
quite good to achieve the objective of cost
minimisation but the justification is more by
accident that rationale thinking and evidence.

The issue of the use of ripaglinide is almost

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.
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recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. Recommendations
are based on the available clinical evidence and
health economic modelling for the specified
drugs and/or classes. The purpose of the
evidence review and recommendations was to
provide specific guidance on optimal treatment
options and/or combinations. The NICE
developed type 2 diabetes guideline was able to
take into account the costs of treatments through
formal health economic modelling, which sets
this guideline apart from other internationally
recognised guidelines.
Thank you for your feedback. The guideline
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weird, and stands out as being odd. Having said
that, | completely agree that we should try and
prevent the use of SUs as much as possible.

The omission of the DPP4s is apparent. | think
that you should include a stamen that all DPP4s
should be considered if the manufacturers
match the price of alogliptin.

Omission of clear guidance on the use of the
GLP-1s needs to be thought through otherwise
they will be used willy-nilly.

Developer’s response

Please respond to each comment
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated.
Thank you for your feedback. DPP-4s have been
included at initial therapy, first and second
intensification. It is not the role of NICE
guidelines to suggest price matching/thresholds
for particular therapies.
Thank you for your feedback. Based on the
updated evidence review and health economic
analysis, the guideline development group noted
that there was a lack of evidence for
combinations of GLP-1 mimetics and insulin, and
therefore agreed that this option should only be
offered in a specialist care setting. The group
discussed the phrasing of “specialist care
setting” so as to not imply that the treatment
combination can only be prescribed in secondary
care. The guideline development group agreed
that the phrase “specialist care advice with
ongoing support” with examples of health care
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professionals provided greater clarity on the type
and level of support and efficacy monitoring
needed in prescribing insulin and GLP-1
mimetics. The group noted the high costs of
GLP-1 mimetics and their associated stopping
rules that were designed to ensure they do not
continue to be prescribed without substantial
gains being achieved. For these reasons, the
guideline development group chose to retain only
the GLP-1 mimetic combination options with their
eligibility criteria and stopping rules from the
previous iteration of the guideline, CG87.
53 | Cardiff Full Gene | Gen | Clear guidance on who should and who should Thank you for your feedback. The guideline
2 University/ ral eral not receive pioglitazone should be included. development group has reflected on the clinical
Pharmatell Pioglitazone is the most sensible second line evidence for the recommendations related to the
igence combination therapy taken with metformin, but pharmacological management of hyperglycaemia
there are people who should avoid it. in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are

ID
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appropriate, choose the option with the lowest
acquisition cost). As per NICE guidance, the
guideline assumes that prescribers will use a
medicine’s summary of product characteristics to
inform decisions made with individual patients. A
footnote on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
caution if the person is at high risk of the adverse
effects of the drug has been added to the
recommendations and algorithm.

Full Gene | Gen | Yu should consider including a price threshold Thank you for your feedback. It is not the role of
ral eral | for the DPP4s where they would be used in NICE guidelines to suggest price thresholds for
preference to pioglitazone. This would be particular therapies.
unusual but appropriate.
Full Gene | Gen | There is serious conjecture about the use of Thank you for your feedback. The guideline
ral eral insulin in type 2 diabetes and the guidelines do development group has reflected on the clinical
not mention any of this debate. evidence for the recommendations related to the

pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.

Full Gene | Gen | There should be a discussion about why NICE is | Thank you for your feedback. Recommendations

ral eral | deviating from the EASD/ADA guidelines. are based on the available clinical evidence and

health economic modelling for the specified
drugs and/or classes. The purpose of the
evidence review and recommendations was to
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89 | Cheshire NICE Gene | Gen | Screening
1 Diabetes ral eral | The preferred initial screening test for diabetes
Network Full mellitus is now HbAlc in most situations (WHO,

2011). The main exceptions are:

e rapid onset diabetes (including suspected
type 1 diabetes and steroid-induced
diabetes), as HbAlc reflects glycaemia over
the preceding 2—3 months; and

e anaemia, haemoglobinopathies and other
diseases associated with changes in red cell
turnover  (e.g. malaria, drug-induced
haemolysis) or glycation rates (e.g. chronic
renal disease).

In these situations, fasting plasma glucose

remains the preferred screening test.

It is also inappropriate to use HbA1c to identify
gestational diabetes mellitus; an oral glucose
tolerance test is required in this situation.

Use of both HbAlc and fasting glucose tests
together is not recommended - the diagnosis of
diabetes should ideally be made using either
HbAlc or blood glucose measurements.

Developer’s response

Please respond to each comment
provide specific guidance on optimal treatment
options and/or combinations. The NICE
developed type 2 diabetes guideline was able to
take into account the costs of treatments through
formal health economic modelling, which sets
this guideline apart from other internationally
recognised guidelines.
Thank you for your feedback. This topic is not
within the scope at this guideline that focuses on
management.
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Urinalysis is not a recommended screening tool.
89 | Cheshire NICE Gene | Gen | Who to Screen?
2 Diabetes ral eral General  population  screening is  not
Network Full recommended. The following high risk groups
should be screened for diabetes every 3 years
unless otherwise stated below.

e White people aged over 40 years and people
from black (including people of Afro-
Caribbean origin), Asian and minority ethnic
groups aged over 25 with one or more of the
risk factors below:

o afirst degree family history of diabetes
o overweight/obese/morbidly obese with a
BMI of 30kg/m? and above
o waist measurements as follows
» > 94cm (> 37 inches) for white and
black men;
» >90cm (> 35 inches) for Asian men;
» > 80cm (> 31.5 inches) for white,
black and Asian women.

e People who have ischaemic heart disease,
cerebrovascular disease, peripheral vascular
disease or treated hypertension.

e People with established cardiovascular
disease (CVD) risk = 20% over the next 10
years.

e Women with polycystic ovary syndrome who
have a BMI > 30 kg/mz.

e People who are taking atypical
antipsychotics or other medicines known to
affect glucose tolerance e.g. corticosteroids.

Developer’s response
Please respond to each comment

Thank you for your feedback. This topic is not
within the scope at this guideline that focuses on
management.
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People who have fasting
hypertriglyceridaemia (= 4mmol/L).

Women who have had gestational diabetes but
had a normal fasting plasma glucose test result
at 6 weeks post partum should be screened
annually.

Interpretation of HbAlc results (WHO, 2011)

HbAlc 248 mmol/mol: indicates diabetes
mellitus. In an asymptomatic individual a
repeat measurement is required to confirm
the diagnosis. As HbAlc levels only change
slowly, due to the red cell lifetime of
approximately 120 days, it is recommended
that at least 1 month should elapse before
repeating the test.

HbAlc 42-47 mmol/mol: high risk of
developing diabetes in the future. Such
individuals should receive intensive lifestyle
advice and warned to report any symptoms
of diabetes. Annual monitoring of HbAlc is
recommended, but there is no need to repeat
the measurement sooner.

HbAlc 20-41 mmol/mol: normal. This
reference range should NOT be used as a
target for optimal glycaemic control in known
diabetics.

Use of HbAlc for the diagnosis of diabetes
precludes the need for fasting glucose
measurements and glucose tolerance tests,

Developer’s response
Please respond to each comment

Thank you for your feedback. As stated in the
background (see section 2.1 in the full guideline),
an HbAlc threshold of 48 mmol/mol (6.5%)
indicates the presence of diabetes mellitus.
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except in the circumstances mentioned in

paragraph 1 above and in pregnancy, but an
HbAlc <48 mmol/mol does NOT exclude

diabetes when/if diagnosed using glucose tests.

Interpretation of Glucose results (WHO,
2000): As before

Procedure for OGTT: As before

Interpretation of OGTT (WHO, 2000): As
before

We found that whilst the document has
considered many aspects of Diabetic
assessment and Type 2 diagnoses, regarding
development and the Categorisation and overall
implementation, the omission of a Practice
Nurse from the guideline panel, who are most
likely to be categorising patient initially, could
have added to the Guideline development and
to the overall Richness of this guidance.
Algorithm

Need to add rescue treatment with insulin in the
algorithm across the sides

Education

Given that only about ten per cent of newly
diagnosed people with diabetes access the
existing programmes, should we also consider
different means of education e.g. peer support,
locally developed education programmes, online

Thank you for your feedback. A practice nurse
was part of the guideline development group and
contributed to the discussions and decision-
making of the guideline committee.

Thank you for your feedback. This information
has been added to the algorithm.

Thank you for your comment. Education was not
prioritised within the guideline for update. This
decision was taken following a workshop
conducted with stakeholders during the scoping
of the guideline and stakeholder consultation. It
may be possible to address this area in a future
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programmes etc?
Antiplatelet therapy
Special circumstances will need to be added to
ensure that those with high risk of
cardiovascular disease are give aspirin eg.
microalbuminuria

Blood glucose targets

We welcome the blood glucose targets, in
particular the intensification target of 53 (7%) for
those whose Hbalc gets to 58mmol/mol. This
is both sensible and practical.

Blood glucose self-monitoring

This may be too restrictive particularly with
regards to ‘symptomatic’ hypoglycaemia. This
downplays the importance of testing in people
on medications such as sulphonylurea who may
experience asymptomatic hypoglycaemia or
would benefit from testing to understand the

Developer’s response

Please respond to each comment
iteration of the guideline.
Thank you for your feedback. While the guideline
development group recognised that
microalbuminuria may be an indicator of
cardiovascular risk as it may be an early signal of
decline in kidney function, it is also manifested in
people with type 2 diabetes and normal renal
function. There are other ways of assessing
cardiovascular risk such as hypertension and in
the absence of evidence on the effects of
antiplatelet therapy in this specific subgroup, the
Group did not consider it appropriate to make a
recommendation for people with type 2 diabetes
and microalbuminuria. The Linking Evidence to
Recommendations table (see section 7.2 in the
full guideline) has highlighted that it would be
beneficial for large ongoing trials to consider the
effects of antiplatelet therapy within this specific
subgroup.
Thank you for your feedback that the
recommended blood glucose targets are
sensible and practical.

Thank you for your feedback. The guideline
development group looked at the best available
evidence on self-monitoring in people with type 2
diabetes. Their conclusion based on this
evidence and taking into account clinical
experience and patient concerns was that routine
self-monitoring of blood glucose (SMBG) should
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effect of food and exercise on their blood
glucose levels.
Should ‘symptomatic’ should be removed so that
testing can be considered for anyone who
experiences a hypo? Testing should also be
considered for anyone who is on any medication
that is accompanied with risks of hypoglycaemia
irrespective of whether they drive or operate
machinery.

Self-monitoring should also be considered for
people with poor control or those who may
require the added motivation of monitoring the
effect of lifestyle changes on blood glucose
levels.
Initial treatment - repaglinide
We understand the rationale for metformin, and
also the use of repaglinide as first choice for
those intolerant of metformin as repaglinide may
be used in renal failure, and like metformin it is 3
times a day. It is a better as first choice
compared to sulfonylureas. However
implementation may be problematic as:
e repaglinide is not currently in common
use.
e ltis not licensed for use in the over 75s
e combination treatment — repaglinide is
only licensed for use metformin, hence
at first intensification of treatment, two
new drugs will need to be added

Developer’s response

Please respond to each comment
not be recommended. The recommendation has
been amended to include the following phrase
“there is evidence of hypoglycaemic episodes”.
There was no evidence to indicate that SMBG as
a motivation tool was clinically or cost effective
and therefore has not been included in the
recommendation.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated. In
addition, a footnote on MHRA guidance on safety
alerts for pioglitazone and advice to exercise
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Initial treatment — pioglitazone
We do not agree with pioglitazone as first option
at this point because of weight implications (
although we appreciate that pioglitazone is
useful re insulin sensitivity)

Our suggestions are:
¢ No change re repaglinde
e Add metformin SR for those with
abdominal side effects
e Because of weight gain and risks of
osteoporosis, heart failure with
pioglitazone, make DPP-4 inhibitor the
option here.
Acquisition cost
We welcome the suggestion to use the medicine
with lowest acquisition cost

First intensification

As above re pioglitazone and adverse effects —
we would welcome the analysis being re-
evaluated with greater weighting given to weight
gain as a negative aspect. This would enable
more emphasis to be placed on the ‘weight-
friendly’ treatments e.g. DPP-4 inhibitors and
SGLT2 inhibitors

Developer’s response
Please respond to each comment
particular caution if the person is at high risk of
the adverse effects of the drug has been added
to the recommendations and algorithm.

Thank you for your feedback.

Thank you for this comment, which calls for
further analysis. It was considered alongside all
other comments on review question 1 that called
for further analysis. The view of NICE and the
guideline development group was that, on this
occasion, any such further analysis would be of
limited assistance to the Group. Accordingly, the
revision of the section on pharmacological
management of blood glucose levels has been
based on a revised interpretation of the evidence
available from the existing clinical reviews and
health economic modelling in the light of what
stakeholders have said. Please see the Linking
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Second intensification

The use of GLP1 may need to be reviewed, and
the BMI criteria is disappointing

We suggest

Consider GLP1 (at first intensification if BMI
>35

Consider GLP1 (at second and third
intensification for BMI>30)

Non-analogue insulin use

We welcome the use of non-analogue insulins
given the cost issues, although clear guidance
on when the analogues come off patent is
needed — this need to be kept under review
Prevalence of BMI >35kg/m”is 6% women and
11% in men of which 11% and 20% respectively
have diagnosed Type 2 diabetes. Health
Survey England 2010.

Recommendation from Scottish Intercollegiate
Guidelines Network (SIGN) 115: in patients
with BMI>35 kg/m2 obesity-related
comorbidities are likely to be present therefore
weight loss interventions should be targeted to
improving these comorbidities; in many
individuals a greater than 15-20% weight loss

Developer’s response

Please respond to each comment
Evidence to Recommendations tables in sections
8.4.11, 8.4.15 and 8.4.18 for details of the
reasoning behind the final recommendations.
Thank you for your feedback. The guideline
development group noted the high costs of GLP-
1 mimetics and their associated stopping rules
that were designed to ensure they do not
continue to be prescribed without substantial
gains being achieved. For these reasons, the
guideline development group chose to retain only
the GLP-1 mimetic combination options with their
eligibility criteria and stopping rules from the
previous iteration of the guideline, CG87.
GLP-1 mimetics appear in the algorithm and are
only recommended in specific circumstances.
Thank you for your feedback.

Thank you for your feedback.

Thank you for your feedback. It was not within
the scope of the guideline to consider weight-
loss interventions. However, the guideline
development group was keen to emphasise the
importance of diet, physical activity in lifestyle
within the type 2 diabetes guideline, which has
guided the structure of the guideline. NICE also
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(will always be over 10 kg) will be required to has a guideline on the identification, assessment
obtain a sustained improvement in comorbidity. | and management of obesity in adults and
children which includes recommendations on
bariatric surgery, diet, physical activity and
behaviourial interventions to assist in weight
loss.
37 | Counterw | Full 15 1.3.5 | For adults with Type 2 diabetes and BMI Thank you for your feedback. It was not within
8 eight Ltd. >30kg/m?, weight loss of > 15kg is required for the scope of the guideline to consider weight-
the normalisation of glucose and insulin, there is | loss interventions. However, the guideline
clear evidence this can be achieved by a development group was keen to emphasise the
combined medical programme of diet, exercise importance of diet, physical activity in lifestyle
and anti-obesity drugs can generate and within the type 2 diabetes guideline, which has
maintain >15kg weight loss for many patients. influenced the structure of the guideline. NICE
Rejeski WJ, Ip EH, Bertoni AG, Bray GA, also has a guideline on the identification,
Evans G, Gregg EW, Zhang Q. Lifestyle assessment and management of obesity in
change and mobility in obese adults with adults and children which includes
type 2 diabetes. NEJM 2012; 366(13):1209- recommendations on bariatric surgery, diet,
1217 physical activity and behaviourial interventions to
assist in weight loss.
53 | Covidien NICE 22 20 We would like to reiterate the previous comment | Thank you for your feedback. It was not within
8 with regards to the NICE version of the Clinical the scope at this guideline update to consider
(#60) | Guideline and as outlined above draw NICE’ weight-loss interventions. However, the guideline

attention to the wealth of evidence supporting
this therapy and proving that bariatric/metabolic
surgery should be considered as a beneficial
treatment option for a specific patient cohort
within NICE recommendation.

Again, we urge NICE to consider these new
findings on the clinical effectiveness of
bariatric/metabolic surgery in a type 2 diabetes

development group was keen to emphasise the
importance of diet, physical activity in lifestyle
within the type 2 diabetes guideline, which has
influenced the structure of the guideline. NICE
also has a guideline on the identification,
assessment and management of obesity in
adults and children which includes
recommendations on bariatric surgery, diet,
physical activity and behaviourial interventions to
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patient subgroup (Schauer et al., 2014) and the
increasing experience of bariatric/metabolic
surgery in clinical practice in type 2 diabetes into
account within the context of the Clinical
Guideline, and include this treatment option as a
consideration in the recommendations for blood
glucose management of these patients.
Specifically, we propose that an addition is
made to the ‘Recommendations’ section:
Recommendation #60 (p.22).

Under this recommendation we propose that the
following statement should be included:

e Consider bariatric/metabolic surgery
for:

- patients with difficult-to-control
diabetes and a BMI equal to or
greater than 30 kg/m?

Specifically, we propose that an addition is
made to the ‘Recommendations’ section:
Recommendation #61 (p.22).

Under this recommendation we propose that the
following statement should be included:

e Consider bariatric/metabolic surgery
for:

- Patients with a BMI of 35 or over

Developer’s response
Please respond to each comment
assist in weight loss.

Thank you for your feedback. It was not within
the scope at this guideline update to consider
weight-loss interventions. However, the guideline
development group was keen to emphasise the
importance of diet, physical activity in lifestyle
within the type 2 diabetes guideline, which has
influenced the structure of the guideline. NICE
also has a guideline on the identification,
assessment and management of obesity in
adults and children which includes
recommendations on bariatric surgery, diet,
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diabetes assist in weight loss.
or
- for people of Asian family origin who
have recent-onset type 2 diabetes
at a lower BMI than other
populations
With type 2 diabetes who have not had a
beneficial metabolic response (a reduction of at
least 11 mmol/mol [1%)] in HbAlc or weight loss
of at least 3% of initial body weight in 6 months).
Philip R. Schauer, M.D., Deepak L. Bhatt, M.D.,
M.P.H., John P. Kirwan, Ph.D., Kathy Wolski,
M.P.H., Stacy A. Brethauer, M.D., Sankar D.
Navaneethan, M.D., M.P.H., Ali Aminian, M.D.,
Claire E. Pothier, M.P.H., Esther S.H. Kim, M.D.,
M.P.H., Steven E. Nissen, M.D., and Sangeeta
R. Kashyap, M.D. for the STAMPEDE
Investigators N Engl J Med 2014; 370:2002-201
53 | Covidien Full Gene | Gen | Thank you for the opportunity to comment on Thank you for your feedback. It was not within
6 ral eral | this guideline update. We are concerned, the scope at this guideline update to consider
however, that there is no mention in either the weight-loss interventions. However, the guideline
and full guideline or current NICE guideline of the development group was keen to emphasise the
NICE role of bariatric surgery in the management of importance of diet, physical activity in lifestyle
versions type 2 diabetes, and we would like to draw the within the type 2 diabetes guideline, which has
attention of NICE to a recent randomised influenced the structure of the guideline. NICE
controlled trial (RCT) comparing medical therapy | also has a guideline on the identification,
alone vs surgical interventions in patients with assessment and management of obesity in
uncontrolled type 2 diabetes. adults and children which includes
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There are also now more than a dozen
published randomized clinical trials directly
comparing surgical interventions against a
variety of medical and lifestyle approaches to
weight loss and metabolic disease.

All of these studies found that when surgery is
added to medical care, superior outcomes are
achieved compared to conventional or even
intensive non-surgical treatments alone, in terms
of glycaemic and metabolic control, diabetes
remission, weight loss, medication usage, and
quality of life.

These recently published data would not have
been included in the evidence review, therefore
to ensure that the Clinical Guideline is
contemporary on publication we recommend
that NICE considers these study findings as
described in our subsequent comments.

In a three-group, randomized, controlled, single-
center study involving 150 obese patients, the
effects of intensive medical therapy were
compared with those of gastric bypass or sleeve
gastrectomy

Schauer et al. reported that at 3 years, each of
the two surgical procedures was superior and
the use of glucose-lowering medications
including insulin was reduced from baseline in
the two surgical groups to intensive medical

Developer’s response
Please respond to each comment
recommendations on bariatric surgery, diet,
physical activity and behaviourial interventions to
assist in weight loss.

Thank you for your feedback. It was not within
the scope at this guideline update to consider

weight-loss interventions. However, the guideline

development group was keen to emphasise the
importance of diet, physical activity in lifestyle
within the type 2 diabetes guideline, which has
influenced the structure of the guideline. NICE
also has a guideline on the identification,
assessment and management of obesity in
adults and children which includes
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physical activity and behaviourial interventions to
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therapy alone.
Exploratory targets were reached for glycated
hemoglobin of 6.5% and 7.0%, with or without
the use of diabetes medications (P<0.05 for all
comparisons) with the target glycated
hemoglobin level of 6.0% or less being achieved
in 5% of the patients in the medical-therapy
group, as compared with 38% of those in the
gastric-bypass group (P<0.001) and 24% of
those in the sleeve-gastrectomy group (P=0.01).
Schauer et al. also reported a greater reduction
in the BMI in the two surgical groups, meeting
the criterion for the primary end point predicted
both by a reduction in the BMI (odds ratio, 1.33;
95% ClI, 1.15 to 1.56; P<0.001) and by a
duration of diabetes of less than 8 years (odds
ratio, 3.3; 95% ClI, 1.2 to 9.1; P=0.02).
The authors suggest several mechanisms to
explain superior and sustained glycaemic
control and weight reduction concluding that
bariatric surgery represents a potentially useful
strategy for the management of type 2 diabetes,
allowing many patients to reach and maintain
therapeutic targets of glycaemic control that
otherwise would not be achievable with
intensive medical therapy alone with some
patients even having complete diabetes
remission and all experiencing improved quality
of life.
Given this highly consistent Level-1 evidence, a
role for bariatric/metabolic surgery in the
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treatment of T2DM is how supported by most
major diabetes organizations, including the
American Diabetes Association (ADA) and the
International Diabetes Federation (IDF), we
would urge NICE to take these new and
important findings into consideration and issue
this guidance in line with recently issued NICE
Clinical guideline (CG189, 2014) which also
suggests that bariatric/metabolic surgery could
be considered in patients with difficult-to-control
diabetes and a BMI equal to or greater than 30

Under this recommendation we propose that the
following statement should be included:

Consider bariatric/metabolic_surgery
for:

- Patients with a BMI of 35 or over
who have recent-onset type 2
diabetes
or

- patients with difficult-to-control
diabetes and a BMI equal to or
greater than 30 kg/m® or

- for people of Asian family origin who
have recent-onset type 2 diabetes
at a lower BMI than other
populations
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Randomized pilot trial of bariatric surgery versus
intensive medical weight management on
diabetes remission in type 2 diabetic patients
who do NOT meet NIH criteria for surgery and
the role of soluble RAGE as a novel biomarker
of success. Ann Surg. 2014 Oct;260(4):617-22
A substantial body of evidence has
accumulated, including numerous randomized
clinical trials, demonstrating that
bariatric/metabolic surgery can achieve
excellent control of hyperglycemia and often
promote diabetes remission, reducing cardio-
metabolic risk and mortality.

Line

Gen

Research on the mechanisms of action of these
procedures has also revealed a critical role of
the gastrointestinal tract in glucose
homeostasis. Such evidence provides a
biological and clinical rationale for
gastrointestinal surgery to be considered in the
treatment of type 2 diabetes (T2DM). Many
studies have shown that bariatric/metabolic
surgery in patients with diabetes is also safe and
cost-effective.

There are now more than a dozen published
randomized clinical trials directly comparing
surgical interventions against a variety of
medical and lifestyle approaches to weight loss
and metabolic disease. All of these studies
found that when surgery is added to medical
care, superior outcomes are achieved compared
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Thank you for your feedback. It was not within
the scope at this guideline update to consider
weight-loss interventions. However, the guideline
development group was keen to emphasise the
importance of diet, physical activity in lifestyle
within the type 2 diabetes guideline, which which
has influenced the structure of the guideline.
NICE also has a guideline on the identification,
assessment and management of obesity in
adults and children which includes
recommendations on bariatric surgery, diet,
physical activity and behaviourial interventions to
assist in weight loss.
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to conventional or even intensive non-surgical
treatments alone, in terms of glycemic and
metabolic control, diabetes remission, weight
loss, medication usage, and quality of life.
Among more than 1,000 patients enrolled in
these randomized trials, there have been no
surgery-related deaths to date.
Given this highly consistent Level-1 evidence, a
role for bariatric/metabolic surgery in the
treatment of T2DM is how supported by most
major diabetes organizations, including the
American Diabetes Association (ADA) and the
International Diabetes Federation (IDF). In fact,
recently issued NICE guidelines also suggested
that bariatric/metabolic surgery could be
considered in patients with difficult-to-control
diabetes and a BMI equal to or greater than 30
kg/m?®.
We would therefore request that the proposed
NICE diabetes guidelines consider surgery as
an option for patients with difficult-to-control
diabetes and obesity, as this would be
consistent with available medical evidence and
current NICE guidelines for bariatric/metabolic
surgery.
In September 2015, London and the UK will host
the 3" World Congress on Interventional
Therapies for Type 2 Diabetes jointly with the
2" Diabetes Surgery Summit (DSS-II). The
DSS-ll is a consensus conference organized in
partnership with leading world diabetes
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organizations — including Diabetes UK, the ADA,
the EASD, and many others — to more
specifically define the roles for surgery in
diabetes treatment algorithms. The World
Congress/DSS is expected to produce a
document that will serve as a global reference
for the use of bariatric/metabolic surgery as a
diabetes intervention (i.e., as “diabetes
surgery”).
We hope it may be possible for NICE to
consider amending their current diabetes
treatment guidelines to acknowledge a role for
bariatric/metabolic surgery in selected cases.
Alternatively, we wonder if it might be possible
to postpone the release of the new guidelines
until after the World Congress/DSS in London
(September 28-30, 2015 www.wcitt2d.org). To
this end, we would like to extend an official
invitation for NICE representatives to attend the
event as guest experts, so they can consider
evidence presented at the conference before
finalising the new diabetes document. This may
allow for appropriate amendment to the
proposed guidelines that recognizes this
important new aspect of diabetes treatment.
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of success. Ann Surg. 2014 Oct;260(4):617-22
| wish to confirm that the Department of Health
has no substantive comments to make,
regarding this consultation
Explain how the medicines to be stopped would
be beneficial to the patient’s health and the
measures that can be used to demonstrate this.

Strongly agree on need for education

Annual reinforcement and review of diabetes
education to be part of the personalised
diabetes management plan. Such plans do not
exist in many surgeries and not in my own. Who
should enforce this?

Absolutely Vital

Developer’s response
Please respond to each comment

Thank you for your feedback.

Thank you for your feedback. This asessment
would be undertaken on an individual basis and,
after balancing both benefits and risks,
medications discontinued if thought not to be
contributing to the patient’s overall health and
wellbeing.

Thank you for your feedback.

Thank you for your comment. This suggestion
will be passed on to the NICE guidance
implementation team.

Thank you for your feedback.
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Training to be delivered by “suitably qualified
and competent people” not “trained deliverers”
i.e. anyone of diabetes education. Attendees of
structured education need to be able to discuss
their needs and requirements with specialists in
the field of diabetes at such events.

Dietary advise and education is vital needs to be
available locally

Better Knowledge of Diabetes needed and food
suitable for diabetics monitored.

Not every diabetic can tolerate Thiazide
medicines so care should be taken when
considering this treatment.

Developer’s response
Please respond to each comment

Thank you for your comment. The education
section within the type 2 diabetes guideline was
not prioritised for update; therefore it is not
possible to make changes to these
recommendations without an evidence review.
However, the type 1 diabetes guideline did look
at evidence on structured education as part of
their update and the type 2 diabetes guideline
has been checked for consistency across both
guidelines.

Thank you for your feedback.

Thank you for your feedback.

Thank you for your feedback. It is not within the
scope at this guideline update to alter the
recommendations on blood pressure therapy.
The recommendations provide a guide for
treatment for a majority of patients but the
guideline does advise that treatment and
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Page | Line Comments
No No Please insert each new comment in a new row
20 1.6.9 | Agree
21 Gen | Agree
eral
13 1.1.1 | Individualised care

The recommendation to individualise care is
very welcome. We should also emphasise the
fact that some patients may have had Type 2
diabetes for a while before diagnosis and with
possible complications (e.g. retinopathy).
Therefore initiating therapy has to be tailored in
order not to worsen such complications.

Additionally, it is important to ensure that
systematic processes are used to tailor
treatments. Therefore, care and support
planning, as recommended in the NICE quality
standards 6, should be included within the

Developer’s response
Please respond to each comment
management should be individualised and that
recommendations should not replace individual
clinical judgement.
Thank you for your feedback.

Thank you for your feedback.

Thank you for your feedback. The guideline
emphasises that care should be tailored to
individual needs and that co-morbidities should
be considered (which will include complications).

Annual review is highlighted at several points in
the document, including structured education
with annual reinforcement and review.
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Please insert each new comment in a new row
guidelines and emphasised as recommended
good practice.
Patient education
We understand and support the need for
structured education programmes to be the gold
standard. However, given that only about ten
per cent of newly diagnosed people with
diabetes access such programmes, we should
consider different means of education e.g. peer
support, locally developed education
programmes, online programmes etc.

Even though this recommendation was not
reviewed for this consultation, we see
patient education as an integral part of
diabetes management. Given the low levels
of availability, and uptake, of current
structured education programmes in certain
areas of the country, we think it is extremely
important to consider other options in
addition to, not replacements of, structured
education, and to encourage uptake.

Blood pressure targets

Agree with upper limits. However there should
be guidance on lower levels, given the evidence
that there is no benefit (indeed possible harm) of
pursing targets that are too low.

Even though this recommendation was not
reviewed for this consultation, we feel that
the dangers of very low blood pressure

Developer’s response
Please respond to each comment

Thank you for your comment. This suggestion
will be passed on to the NICE guidance
implementation team.

Thank you for your comment. This section of the
type 2 diabetes guideline was not prioritised for
update and the recommendations have been
brought forward from the previous iteration of the
guideline unchanged. As no further evidence
reviews have been conducted, it is not possible
to make any changes to these
recommendations.
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should be highlighted

Antiplatelet therapy in primary CVD
prevention

This ignores the extremely high risk of
Cardiovascular disease in people with
microalbuminuria (eGFR <60 ml/min). It also
does not consider the data from the STENO 2
study that showed in people with Type 2
diabetes and microalbuminuria, aspirin 75 mg
daily as part of a package of intensive care
substantially reduces the incidence of CVD,
progression of renal disease and need for laser
therapy. We would suggest modifying this
recommendation to:

Do not use antiplatelet therapy generally in
individuals without CVD. However, consider its
use in those with any evidence of chronic kidney
disease (albuminuria or eGFR <60 ml/min).

Blood glucose target
The guidelines do not provide guidance on
target blood glucose levels for people who self-

Developer’s response

Please respond to each comment
However, the suggestion has been logged and
will be taken into account when the guideline is
next considered for update.
Thank you for your feedback. While the guideline
development group recognised that
microalbuminuria may be an indicator of
cardiovascular risk as it may be an early signal of
decline in kidney function, it is also manifested in
people with type 2 diabetes and normal renal
function. There are other ways of assessing
cardiovascular risk such as hypertension. The
STENO-2 trial compared a multifactorial
intervention that included components all of
which could influence cardiovascular outcomes
(use of aspirin (75 mg), renin—angiotensin
system blockers and lipid-lowering agents and
tight glucose regulation) with conventional
therapy. Therefore, the group considered that the
findings could not robustly be extrapolated to
reflect the true effects of aspirin alone.
Therefore, it was not considered appropriate to
make a recommendation for this specific
subgroup. The Linking Evidence to
Recommendations table (see section 7.2 in the
full guideline) has highlighted that it would be
beneficial for large ongoing trials to consider the
effects of antiplatelet therapy within this specific
subgroup.
Thank you for your feedback. No evidence was
identified in optimal pre and post prandial blood
glucose targets. Therefore, the guideline
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monitor. As people are encouraged to self-
monitor, there should be set target levels to aim
for. Without any guidance on what levels of
blood glucose to aim for pre and post prandial, it
would be difficult for clinicians to have a
meaningful conversation with their patients who
self-monitor. Perhaps, consider targets similar to
the ones in the Type 1 diabetes guidelines.
HbAlc target
This recommendation suggest waiting until
levels go beyond 58mmol/mol (7.5%) before
intensifying treatment. Is 58mmol/mol (7.5) not
too high? Should we be looking at above
53mmol/mol (7%)? We are concerned that
intensification is being left too long. We propose
that following any change of medication, HbAlc
should be further assessed within three month,
and if target HbAlc are not met further
intensification of treatment should be
considered.

Blood glucose self-monitoring

The list of scenarios to consider blood glucose
self-monitoring is too restrictive particularly with
regards to ‘symptomatic’ hypoglycaemia. This
downplays the importance of testing in people
on medications such as sulphonylurea who may
experience asymptomatic hypoglycaemia or
would benefit from testing to understand the
effect of food and exercise on their blood
glucose levels. We believe ‘symptomatic’

Developer’s response
Please respond to each comment
development group was not confident in making
such recommendations in the absence of
evidence.

Thank you for your feedback. The guideline
development group purposely did not select a
drug intensification threshold of 53 mmol/mol
(7%) with an associated HbA1c target of 48
mmol/mol (6.5%) as it was considered too low
and inappropriate for most people as the
condition progresses. In addition, the group
considered the natural fluctuating error observed
in HbAlc measurements of about 2 mmol/mol
(0.2%). Recommendation 1.6.1 provides
guidance on measuring HbA1c levels at 3-6
monthly intervals depending on individual needs
until HbAlc is stable on unchanging therapy.
Thank you for your feedback. The guideline
development group looked at the best available
evidence on self-monitoring in people with type 2
diabetes. Their conclusion based on this
evidence and taking into account clinical
experience and patient concerns was that routine
self-monitoring of blood glucose (SMBG) should
not be recommended. The recommendation has
been amended to include the following phrase
“there is evidence of hypoglycaemic episodes”.
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should be removed so that testing can be
considered for anyone who experiences a hypo.
Testing should also be considered for anyone
who is on any medication that is accompanied
with risks of hypoglycaemia irrespective of
whether they drive or operate a machinery.

Self-monitoring should also be considered for
people who may require the added motivation of
monitoring the effect of lifestyle changes on
blood glucose levels.

Diabetes UK survey shows what people use
blood glucose monitoring for.
http://www.diabetes.org.uk/Documents/Repo
rts/access-test-strips-report-0813.pdf

Blood glucose self-monitoring

There is a recommendation for short-term
monitoring for people who start steroid
treatments. Short-term monitoring should also
be considered for those with intercurrent illness
or any condition (or circumstances) likely to
destabilise blood glucose control.

Short-term self-monitoring should also be
considered for people who may require the
added motivation of knowing the effect of
lifestyle changes on blood glucose levels.
Metformin

In addition to the usual cautions about kidney
disease, it would be very useful to add the

Developer’s response
Please respond to each comment
There was no evidence to indicate that SMBG as
a motivation tool was clinically or cost effective
and therefore has not been included in the
recommendation.

Thank you for your feedback. The guideline
development group looked at the best available
evidence on self-monitoring in people with type 2
diabetes. Their conclusion based on this
evidence and taking into account clinical
experience and patient concerns was that routine
self-monitoring of blood glucose (SMBG) should
not be recommended. There was no evidence to
indicate that SMBG as a motivation tool was
clinically or cost effective and therefore has not
been included in the recommendation.

Thank you for your feedback. Recommendation
1.6.20 (NICE version) suggests to “Gradually
increase the dose of standard-release metformin
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recommendation that any individual prescribed
metformin is cautioned to stop it temporarily if
they become acutely unwell, particularly with
vomiting or diarrhoea.

Initial drug treatment

The fact that repaglinide is mostly taken
three times a day, raises serious
concerns about adherence issues.
Other therapies with less dosing would
be preferable.

There is the added complication that
repaglinide is not licensed with other
oral glucose lowering agents apart from
metformin, so that when a second agent
is needed, a further change which
requires an additional time and effort to
explain the situation to the person with
diabetes. In practice, this will be making
life much more difficult for the person
with Type 2 diabetes.

Safety concerns exist regarding
Pioglitazone; potential risks including
bone fractures, weight gain, bladder
cancer etc. These should be highlighted
and other alternatives should be
considered first.

There is a useful guidance on when
Metformin could be contraindicated (in

Developer’s response
Please respond to each comment
over several weeks to minimise the risk of
gastrointestinal side effects in adults with type 2
diabetes.”

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated. In
addition, a footnote on MHRA guidance on safety
alerts for pioglitazone and advice to exercise
particular caution if the person is at high risk of
the adverse effects of the drug has been added
to the recommendations and algorithm. The
recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
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recommendation 1.6.18). There should
be a similar statement of when
Pioglitazone could be contraindicated.
For example those who have a heart
failure, or at higher risk of fractures

Line

In view of the above concerns, and the cursory
mention of SGLT-2 inhibitors in the guidelines,
we suggest that the whole drug treatment
section of the guidelines should be looked at
again. This should be done taking into
consideration patients’ safety and practical
aspects of care such as multiple dosing and the
need for self-monitoring. The section should fully
incorporate all the current treatment options that
have evidence of effectiveness including the
SGLT-2 inhibitors in order to offer more options
to clinicians and their patients. The guidelines
should also reflect current best practice and
other international guidelines such as the
ADA/EASD guidelines. This will ensure that the
application of research and shared practice is
sustained and that the UK is not isolated in that
regard.
First intensification of drug treatment
6 The inclusion of SGLT-2 inhibitors seems to be
an after-thought. These agents are commonly
used and have been NICE approved (NICE
Technology Appraisals Guidance TA288 and
TA315). Therefore, the section has to be looked
at again and SGLT-2 inhibitors fully incorporated

Developer’s response

Please respond to each comment
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how

recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
advisory committees

124 of 570



Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Stakehold = Docum | Page @ Line Comments Developer’s response
ID . .
er ent No No Please insert each new comment in a new row Please respond to each comment
rather than just a reference to other guidance. changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
56 | Diabetes NICE 26 1.6.3 A Second intensification of drug treatment Thank you for your comment on how the NICE
5 UK 1 The inclusion of SGLT-2 inhibitors seems to be technology appraisal guidance on SGLT-2
an after-thought. These agents are commonly inhibitors fits within the broader pathway of drug
used and have also been recommended in therapy outlined in the guideline. Cross-
NICE Technology Appraisals Guidance TA288 references within the guideline have been
and TA315. Therefore, the section has to be revised to make this clearer, and the Technology
looked at again and SGLT-2 inhibitors fully Appraisal team at NICE will consider whether the
incorporated rather than just a reference to other | changes to the guideline require changes to the
guidance. technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
56 | Diabetes NICE 31 1.7.1  Eye screening wording Thank for your comment. The advice of the
6 UK 6 We suggest changes in the wording. diabetic eye screening programme was sought

Currently: ‘Arrange or perform eye screening at
or around the time of diagnosis. Arrange repeat
of structured eye screening annually’.

Suggested change: ‘Arrange or perform eye
screening at or around the time of diagnosis. For
people suspected of having undiagnosed Type 2
diabetes for a longer time — those symptomatic
and/or with very high HbAlc — perform eye
screening as soon as possible before initiating
medication for blood glucose treatment. Arrange
repeat of structured eye screening annually’

on these recommendations which have not been
updated by an evidence review. The comment
has been highlighted to the diabetic eye
screening programme.
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Even though this recommendation was not
reviewed for this consultation, we consider
the safety issues associated with worsening
retinopathy that could result in sight loss as
a consequence of intensive blood glucose
treatment to be very serious. Therefore, we
will entreat the group to seriously consider
rewording the eye screening
recommendation for clarity.
e There is no mention of modified-release
metformin, and when it should be
considered.

e There is no mention of bariatric surgery.
There must be a reference to the NICE
CG 189 to highlight bariatric surgery as
a viable treatment option for some
people with Type 2 diabetes

e There is no mention of oral care. Given
the fact that poor oral health can affect
blood glucose control, and that poor
blood glucose control can affect oral
health, there should be guidance on oral
health. We also suggest ‘The role of oral
care in Type 2 diabetes management’
be added to the recommendations for
research. This will help us better
understand how to incorporate oral care
into diabetes management.

Developer’s response
Please respond to each comment

Thank you for your feedback.

The pharmacological management
recommendations have been reconsidered by
the guideline development group in the light of
stakeholder consultation and metformin
modified-release is now an option for initial
therapy where standard-release metformin is
contraindicated or not tolerated.

A cross reference to NICE clinical guideline 189
has now been added at the end of the section on
Dietary Advice within the guideline.

Oral care was not identified as an area to be
covered within this iteration of the type 2
diabetes guideline. Therefore it is not possible to
offer any recommendations on this or potential
research recommendations.
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We fully endorse the comments made about
personalised care and home blood glucose
monitoring
Repaglinide after metformin :We cannot support
the choice of this treatment especially when
viewed in the context of the aims stated on page
11and in section 1.1.1 — these aims are
contradictory

The education elements will need to be
expanded to meet demand

How would this standard be measured?

Is this monitoring advice in line with current
NICE advice on hypertension monitoring which

Developer’s response
Please respond to each comment
Thank you for your feedback.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated.
Thank you for your comment. Education was not
prioritised within the guideline for update. This
decision was taken following a workshop
conducted with stakeholders during the scoping
of the guideline and stakeholder consultation. It
may be possible to address this area in a future
iteration of the guideline.

Thank you for your comment. It is not within the
remit of the clinical guideline on type 2 diabetes
to set audit standards to be measured. These
can be drawn from the NICE Diabetes in adults
quality standard.

Thank you for your comment. This section of the
type 2 diabetes guideline was not prioritised for
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includes home BP monitoring update following the stakeholder workshop and
stakeholder consultation during the scoping
phase. The recommendations have been
brought forward from the previous iteration of the
guideline unchanged. As no new evidence
reviews have been conducted, it is not possible
to make any changes to these
recommendations. The NICE guideline (CG127)
on hypertension from 2011 did not include
people with diabetes; therefore the
recommendations on blood pressure monitoring
which appear in the type 2 diabetes continue to
stand.

ID

However, the suggestion has been logged and
will be taken into account when the guideline is
next considered for update.

41 | Education Thank you for your feedback. The guideline

8 for Health

NICE 22 Gen

eral

This algorithm is unworkable and ill advised. It is

not patient focused and comes with too many
potential risks. This needs serious
reconsideration as it threatens to cause patient

development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia

harm and harm to the reputation of NICE. in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2

41 | Education | NICE 24 1.6.2
9 for Health 6

Newer therapies are already being used,
especially by more experienced practitioners.
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NICE has a duty to offer clear guidance as to
where they sit in an algorithm that recognises
the patient as being central to this update. A
suitable example of this approach would be the
ADA/EASD guideline

Too complicated and confusing. See
ADA/EASD for advice.

Some really workable ideas but this guideline is
completely let down by the pharmacological
section which takes no heed of the need to
simplify medication regimens, simplify guidance
for health care professionals which recognises
the role of newer therapies and minimise
complications

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.
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inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
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around which pharmacological interventions are
appropriate for consideration.
42 | Education | Full Gene | Gen | As above. Suggesting that stake holders Thank you for your feedback. The guideline
2 for Health ral eral | familiarise themselves with the economic model | development group has reflected on the clinical
used for the pharmacological component of the evidence for the recommendations related to the
guideline seems to suggest that this was the pharmacological management of hyperglycaemia
basis for the guideline being written as it was. in light of stakeholders’ feedback on the
The level of concern that has been expressed appropriateness and implementability of these
about the draft pharmacological guideline might | recommendations and associated algorithms.
underline to the GDG that economics are not the | The recommendations and algorithm have been
sole consideration here and neither should they | simplified and amended to place an increased
be. emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
32 | Faculty of | NICE 15 Gen | The intensification scheme favours complicated | Thank you for your feedback. At second
7 Pharmace eral treatment combinations (3 oral drugs) that are intensification, triple oral drug combinations have
utical known to be effective for a limited time due to been recommended, alongside starting insulin-
Medicine disease progression. GLP-1s which provide based treatments. Combination therapy with

added benefits on glycaemic control, weight and
hypoglycaemia are not well covered.
Combination of GLP-1 and insulin, (free
combination or fixed combination products) are
not considered as a way to enhance glycaemic
control, and limit hypoglycaemia risk, thus
making insulin treatment more tolerated.
SGLT2s are not integrated in the scheme either.
In general, the recommendations do not take
adequately into consideration the benefits that
new treatments can offer (simpler treatment
options, mitigation of insulin-related side effects,
weight benefit)

GLP-1 mimetics and insulin is recommended
with specific starting and stopping rules. Cross-
referral to NICE technology appraisal guidances
on SGLT-2 inhibitors has been included where
appropriate.
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The sentence has been closed with two periods

The Abbreviation has been mentioned as ACE1
instead of ACEI

The Abbreviation has been mentioned as AR2B
instead of A2RB

The title included diuretic too but no data has
been mentioned below with regard to BP
reduction by diuretic

The spelling of Verapamil has been mentioned
as Verapamill

Technical issues of fundoscopy e.g. venous
reduplication are beyond the understanding of
most doctors.

Developer’s response
Please respond to each comment
Thank you for your feedback. The text has been
amended.

Thank you for your feedback. The text has been
amended.

Thank you for your feedback. The text has been
amended.

Thank you for your feedback. This section has
not been updated by an evidence review
following the stakeholder workshop and
stakeholder consultation during the scoping
phase and has been carried forward from the
previous version of the guideline that was
published in 2009. Data on diuretics in relation to
blood pressure and the improvement of vascular
outcomes can be found in section 6.3.3 in the full
guideline.

Thank you for your feedback. The text has been
amended.

Thank you for your feedback.
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There is only passing reference to lipid
management: this is a big part of management
of type 2 diabetes in clinical practice and surely
would merit more space in the guideline.

The guideline is too big (it would benefit from the
briefest of executive summaries) and too reliant
on network-meta-analysis (a technique that not
all are comfortable with). It is not clear who the
target audience is.

Hypoglycaemia is well noted that is a limiting
factor for intensive glycaemic control. However,
no mention has been made or no research has
been proposed to assess whether available
treatments that provide hypoglycaemia benefits
(GLP-1s, or freeffixed GLP-1 and insulin
combinations) may overcome this issue.

The initial patient focus of the guideline should
be commended and that testing and targets are
useful/applicable to a large number of patients.

However, the guideline does not provide

Developer’s response

Please respond to each comment
Thank you for your feedback. It was not within
the scope of the guideline to update the evidence
on lipid management in people with type 2
diabetes. There is recently published guidance
on lipid modification (CG181) that is cross
referred and includes recommendations on the
management of lipids in people with type 2
diabetes.

The NICE pathways online tool is the main
interface through which clinicians now access
NICE guidance and will hopefully enable easy
navigation between type 2 diabetes and all
pieces of related NICE guidance.

Thank you for your feedback.

Thank you for your feedback. Research
recommendations have been made on various
treatment combinations and it is anticipated
outcomes will include hypoglycaemia and other
adverse events.

Thank you for your feedback. The guideline
development group agrees that an HbAlc target
of 53 mmol/mol (7%) may not be appropriate for
certain individuals and therefore has included
recommendations that account for individualised
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People, appropriate guidance to older patients who may | target setting (see recommendations 1.6.5 and

Diabetes have features of pre-frailty, frailty, housebound, 1.6.9 in the NICE version). Specifically,

Frail Ltd care home residency, dementia or end of life! | recommendation 1.6.9 suggests relaxing the
This is an important omission, a missed HbAlc target on a case by case basis
opportunity and in my view, unacceptable in this | considering the frail or elderly among other
modern era of equitable treatment for all. The factors. Recognition of the appropriateness of
prevalence of these features and characteristics | targets and importance of considering
demand more attention by the Guideline individual’'s circumstances are documented in the
Development Committee. | would refer the Linking Evidence to Recommendations table
Committee to the recently released IDF Global (see section 8.1.3 in the full guideline).
Guidance on Managing Older People with Type
“ Diabetes who provide a rationale for
prescribing for older people based on patient
categories relating to whether or not they are
independent or dependent with goals and
targets appropriately defined. Your insistence on
a HbAlc less than 7.5% (old units) for most
treatment options is UNSAFE in many older
people and predisposes them to unnecessary
and often dangerous hypoglycaemia, without the
evidence of known vascular benefit. When all
international diabetes guidelines are stressing
the importance of individualised approaches,
treatment decisions based on comorbidities, life
expectancies, and frailty/disability, | am
concerned that the Committee has not felt it
important to stress similar views.

37 | Foundatio | Full Gene | Gen | | am not convinced that the proposed algorithm Thank you for your feedback. The guideline

1 n for ral eral is being applied consistently throughout the development group has reflected on the clinical
Diabetes guidance and unfortunately, | feel that this evidence for the recommendations related to the
Research undermines the initial patient centred approach. | pharmacological management of hyperglycaemia
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It appears to follow a cost minimisation strategy
which | believe is not in line with NICE Guideline
development processes nor the principles
agreed under PPRS between the Department of
Health and the ABPI.

Considerations of patient safety, functional
category and level of independency, physician
choice as well as patient choice are essential
elements which should play a role when
embarking on a treatment pathway - the current
draft of CG87 does not consider this) and if
implemented in its current form, it could be
viewed as a backward step for diabetes patient
centred care. | might go as far to say that the
new draft CG87 is at conflict with the
NHSE/Nice Medicines Optimisation Strategy
which encourages adopting a patient centred
treatment approach, potentially using more
branded medicines if appropriate.

At the Foundation we are of very much of the
view that metformin should be seen as ‘Usual’

Developer’s response

Please respond to each comment
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
Thank you for your feedback. The guideline
development group has reflected on the clinical
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Comments
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choice as first line glucose-lowering therapy, but
as recommended in the IDF Guidance for older
people mentioned above, other therapy classes
should be considered as alternatives to
metformin depending the individualised
approach. This is also consistent with the
evidence based approach by American Diabetes
Association/ European Association for the Study
of Diabetes.

We accept that extra caution in the use of
sulphonylureas is important particularly in older
people who may have additional risk factors for
hypoglycaemia. However, | am very concerned
about the position occupied by repaglinide and
pioglitazone in the revised recommendations
since they are not as routinely used in the UK as
other agents and the side effects or other
limitations of these products should be
appropriately and robustly considered in the
revised CG87 particularly in relation to older
patients — unfortunately, this is currently not the
case.

It is true that glinides are recommended as an

Developer’s response

Please respond to each comment
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated. The
recommendations and algorithm have also been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated. A
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option for first line therapy in older patients with
type 2 diabetes (see the recent IDF Global
Guideline - Managing Older People with Type 2
Diabetes) and that this was centred around
evidence of reasonable efficacy and tolerability
to that of SU's and the idea that those who may
skip meals, or have postprandial
hyperglycaemia or have erratic eating habits
might have a lower risk of hypoglycaemia using
a glinide. However, where diabetes self-
management is expected, older patients would
still have to be in relatively good health, have
features of pre-frailty only, and have little
evidence of memory disorder or cognitive
impairment. It was also pointed out that drug-
drug interactions were a risk with many of the
medications taken by older people such as
salicylates, NSAIDS and certain antibiotics.
Where moderate to severe frailty is present or
dementia has been diagnosed, the used of
glinides in older people could only be justified on
the basis of their single dose/short-acting profile
that may reduce the hypoglycaemia potential, if
there is a robust carer-support package present
that ensures that adherence is strict and the risk
of inadvertant hypoglycaemia is minor.
In care homes, such support is theoretically
possible but in several of our previous studies
and audits we have shown many of the
shortfalls in diabetes care in care homes and
that hypoglycaemia is a major concern.

Developer’s response

Please respond to each comment
footnote on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
caution if the person is at high risk of the adverse
effects of the drug has also been added to the
recommendations and algorithm. The
recommendations and algorithm have also been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. However, as per
NICE guidance, the guideline assumes that
prescribers will use a medicine’s summary of
product characteristics to inform decisions made
with individual patients.
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In regard to DPP4 inhibitors, | question whether
all the currently evidence was reviewed for all in
this class? It would be helpful if NICE stated
which of these were reviewed for mono, dual or
triple therapy (as per the full guideline) to avoid
the risk of off-licence prescription.

As you are aware, DPP4 inhibitors are not all
the same, for instance in terms of licence
indications, and therefore this should be
considered before cost. | believe the statement
on “lowest acquisition cost” should be removed
as this is a confusing statement to clinicians and
may mislead clinicians in their treatment
decision-making.

The importance of DPP4 inhiibitors in the
modern management of an ageing population of
people with diabetes has been underestimated —
their excellent tolerability, minimal risk of
hypoglycaemia, once daily dosing and use in a
wide range of renal functional levels makes it an
alternative approach to metformin as a first line
therapy.

Developer’s response

Please respond to each comment
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated. The
recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost). As per NICE guidance, the
guideline assumes that prescribers will use a
medicine’s summary of product characteristics to
inform decisions made with individual patients.
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Why do the guidelines only offer standard
release metformin, many patients who are
unable to tolerate standard release preparations
cope well on the modified release form?
Metformin MR is available at low acquisition
costs compared to e.g. DPP4 so omission of this
makes little sense to me

Many individuals may have had type 2 diabetes
for a significant time period prior to diagnosis
and have already developed complications such
as nephropathy or retinopathy. Therefore
initiating therapy should be individualised.
Metformin use should be encouraged very early
soon after diagnosis for some patients and not
necessarily based on worsening Hbalc.

In line with the NICE Quality Standard 6,
statement 3, please incorporate care planning
into the guidance.

Developer’s response

Please respond to each comment
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The guideline
emphasises that care should be tailored to
individual needs and that co-morbidities should
be considered (which will include complications).

Annual review is highlighted at several points in
the document, including structured education
with annual reinforcement and review.
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Network)
Health Although the guideline states we should be Thank you for your feedback. The guideline
Innovation individualising care, providing one algorithm for | development group has reflected on the clinical
Network the management of hyperglycaemia for all age evidence for the recommendations related to the
(South and ethnic groups does not support pharmacological management of hyperglycaemia
London individualisation of care. in light of stakeholders’ feedback on the
Academic appropriateness and implementability of these
Health recommendations and associated algorithms.
Science The recommendations and algorithm have been
Network) simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Health Metformin use should be encouraged very early | Thank you for your feedback. The guideline
Innovation soon after diagnosis for some patients not development group has reflected on the clinical
Network necessarily based on worsening HbAlc. The evidence for the recommendations related to the
(South United Kingdom Prospective Diabetes Studies pharmacological management of hyperglycaemia
London show reasons for early tight control. The in light of stakeholders’ feedback on the
Academic guideline also suggests inappropriately waiting appropriateness and implementability of these
Health for HbAlc levels to rise to 58mmol/mol priorto | recommendations and associated algorithms.
Science intensifying therapy early in the type 2 diabetes | The guideline development group purposely did
Network) pathway. not select a drug intensification threshold of 53

mmol/mol (7%) with an associated HbA1lc target
of 48 mmol/mol (6.5%) as it was considered too
low and inappropriate for most people as the
condition progresses. In addition, the group
considered the natural fluctuating error observed
in HbAlc measurements of about 2 mmol/mol
(0.2%). Recommendation 1.6.5 (NICE version)
promotes individualised target setting “Involve
adults with type 2 diabetes in decisions about
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22 1.6.1 | The guidance on when metformin is contra-

8 indicated is very helpful. There should be similar
statements for all of the newer agents to support
individualising care. For example with
pioglitazone, those who have heart failure, have
a history of bladder cancer or at higher risk of
fractures

22 1.6.1 | The use of metformin modified release tablets in
9 line with the 2009 guidance has supported a
significant number of patients to maintain the

benefits of metformin therapy without the gastro-

Developer’s response

Please respond to each comment
their individual HbAlc target”. The
recommendations and algorithm have been
amended to place an increased emphasis on
individualised care and choice around targets
and which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms. A
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost). In addition, a footnote on
MHRA guidance on safety alerts for pioglitazone
and advice to exercise particular caution if the
person is at high risk of the adverse effects of the
drug has been added to the recommendations
and algorithm.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
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intestinal side effects previously experienced
with standard release preparations. Why is
modified release metformin no longer
considered as an option when standard release
metformin is not tolerated?

Adherence with repaglinide three times a day is
likely to be low. In practice we have seen poor
adherence to the lunchtime dose of metformin
resulting in a change to twice daily dosing. This
flexibility to achieve maximum HbA1c reductions
from repaglinide therapy may not be an option

Repaglinide is not licensed with other oral
hypoglycaemic agents apart from metformin.
Suggesting for those who cannot tolerate
standard release metformin to start therapy
with repaglinide and then to change therapy to
either pioglitazone, sulfonylurea or DPP-4
inhibitor to be able to progress through the
pathway is questionable. Type 2 diabetes is a
progressive condition meaning over time, the
majority (if not all) patients will progress to

Developer’s response

Please respond to each comment
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated.
Thank you for this comment, which calls for
further analysis. It was considered alongside all
other comments on review question 1 that called
for further analysis. The view of NICE and the
guideline development group was that, on this
occasion, any such further analysis would be of
limited assistance to the Group. Accordingly, the
revision of the section on pharmacological
management of blood glucose levels has been
based on a revised interpretation of the evidence
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needing more than monotherapy. This would
mean that all patients on repaglinide as a first
line agent will need therapy stopped
and changed to an alternative at some point.
Cost implications including the cost of increased
healthcare consultations, increased HbAlc
testing, costs of delaying therapy
whilst monotherapy is changed, stabilised and
then a second agent added, and the potential
cost of side effects and non-compliance from
changing therapy need to be taken into account.

Starting dual therapy causes problems as there
is an inability to identify which drug has caused
a side effect resulting in both being stopped and
cautiously re-challenged in patients who agree
to this. A significant number of patients may
refuse to be re-challenged which would mean
both drug therapies are unable to be used. In
practice, this will be making life much more
difficult for the person with Type 2 diabetes.
Please incorporate SGLT-2 inhibitors into the
guidance rather than referring to other NICE

Developer’s response

Please respond to each comment
available from the existing clinical reviews and
health economic modelling in the light of what
stakeholders have said. Please see the Linking
Evidence to Recommendations tables in sections
8.4.11, 8.4.15 and 8.4.18 for details of the
reasoning behind the final recommendations.
The guideline development group has reflected
on the clinical evidence for the recommendations
related to the pharmacological management of
hyperglycaemia in light of stakeholders’ feedback
on the appropriateness and implementability of
these recommendations and associated
algorithms. The guideline development group
has recommended the use of metformin
modified-release in circumstances where
standard-release metformin is not tolerated. The
group has also given equal weighting to DPP-4
inhibitors, pioglitazone, repaglinide and
sulfonylurea where metformin is contraindicated
or not tolerated.
Thank you for your feedback. The
recommendation has been simplified and a
footnote added that at first intensification for
repaglinide, drug must be stopped and dual
therapy with other oral antidiabetic drugs be
introduced in a stepwise manner, checking for
tolerability and effectiveness of each drug.

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
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guidance covering these medications.

Not all GLP-1 analogues are licensed with basal
insulin. Exenatide prolonged release (Bydureon)
is not licensed with basal insulin.
Recommendation is to add ‘Licensed GLP-1
analogues combinations should be used’

Please incorporate SGLT-2 inhibitors into the
guidance rather than referring to other NICE
guidance covering these medications.

We welcome the continued recommendation for

Developer’s response

Please respond to each comment
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
Thank you for your feedback. A generic
recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
Thank you for your feedback.
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0 Innovation 4 conventional human (isophane) insulin first line
Network in Type 2 diabetes and refer the group to a
(South recent review undertaken by the London
London Medicines Evaluation Network
Academic http://www.medicinesresources.nhs.uk/en/Com
Health munities/NHS/SPS-E-and-SE-
Science England/LNDG/London-Wide-Reviews/First-line-
Network) insulin-therapy-choice-in-type-2-diabetesNPH-
isophane-insulin-or-a-long-acting-insulin-
analogue-insulin-detemir---6355062066/
68 | Health NICE Gene | Gen | Safety concerns exist regarding pioglitazone Thank you for your feedback. The guideline
5 Innovation ral eral | and remain used with extreme caution in many development group has reflected on the clinical
Network centres for concern over upper limb fracture and | evidence for the recommendations related to the
(South bladder lesions. It also causes significant weight | pharmacological management of hyperglycaemia
London gain. These side effects should be highlighted in light of stakeholders’ feedback on the
Academic and other alternatives should be considered appropriateness and implementability of these
Health first. The guidance appears to place undue recommendations and associated algorithms.
Science weight to cost saving, whilst reducing the The guideline development group has
Network) importance for personalisation of care. recommended the use of metformin modified-

release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated. A
footnote on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
caution if the person is at high risk of the adverse
effects of the drug has also been added to the
recommendations and algorithm. The
recommendations and algorithm have been
simplified and amended to place an increased
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Given the comments above, we suggest that the
whole drug treatment part of the guidelines
should be reviewed. Suggesting that one
pathway for the management of hyperglycaemia
can be used for all groups without taking into
account co-morbidities, current macro and
microvascular complications and frailty is not
appropriate.

Diabetes is a challenging area in which to
conduct indirect comparisons and network meta-
analyses. While there is a great deal of
information, the evidence is not evenly
distributed across therapies and lines of therapy.
As a result, the methods used in network meta-
analyses are evolving particularly regarding the

Developer’s response

Please respond to each comment
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
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use of Bayesian approaches. The NICE analysis
team has done a great deal of work to draw
together a complex evidence base, however,
Janssen would like to highlight a few specific
issues with the network meta-analysis that are
typical of the challenges seen with diabetes.

e Repaglinide data: The recommendation
of repaglinide early in therapy may not
be justified by the data. In particular, the
sulfonylurea and placebo arms of the
included studies show HbAlc results
that are not consistent with other studies
in the same analysis, suggesting
possible heterogeneity, and are based
on very limited data with some
noticeable issues (such as dropout).
Whilst the analysis does use random
effects, there are not sufficient data to
robustly estimate the random effect for
those particular comparisons and there
is a marked risk of
unmeasured/unaccounted heterogeneity
as a result.

¢ Inconsistent dropout: The results may
be affected by a very large risk of
placebo dropout (max. 67%), as well as
an inconsistent risk of dropout across
studies.

To inform the pharmacotherapy treatment

Developer’s response

Please respond to each comment
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group also has
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated.

Repaglinide data: Dropouts in repaglinide studies
are not obviously different from those in others.
In the critical 12 month analysis, HbAlc
reductions in the sulfonylurea arms of repaglinide
studies (range: -0.5 to -1.1) are entirely
consistent with those seen in the rest of the
sulfonylurea evidence base (range: -0.3 to -
2.03). Network meta-analyses of randomised
studies are preferred as it allows retention of
focus on differences between randomised
cohorts.

The selection of and limitations within the
UKPDS OML1 were fully considered by the
guideline development group (see appendix F
3.1and 5.2.2).

The guideline development group reviewed and
approved the baseline data values used.

The 6 month data selection period was utilized to
allow for lags in data recording. It was assumed
the vast majority of people with type 2 diabetes
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algorithm and recommendations within the draft
clinical guideline, NICE has used the original
UKPDS health outcomes model, OM1. This was
developed based on treatment of newly
diagnosed patients with T2DM in the 1990s and
is no longer reflective of UK practice. Patterns of
care have changed significantly since the RCT
was conducted and this could have an effect on
the calculated risk factors.

To account for the patient population no longer
suitably reflecting current clinical practice, NICE
has used THIN data to inform the UKPDS OM1,
to model long-term outcomes in different patient
groups. It is well established that this is an
acceptable approach to account for clinical
practice evolution. However, Janssen have
reviewed the analysis that was conducted and
believe that there are some elements of the
analysis that may have led to an inappropriate
patient group selection and thus incorrect
baseline characteristics. The results appear
inconsistent with published THIN data [Bennett
et a. (2014)]. A possible reason for this
inconsistency is that data were selected for the
point at which people were first prescribed anti-
diabetes mediation other than insulin, with
measurements recorded closest to the
prescription date (£ 6 months). Janssen suggest
recording HbA1c +6 months following treatment
initiation will likely include the HbAlc-lowering

Developer’s response

Please respond to each comment
would have their Hbalc measured and recorded
close to the data of their first prescription. Only
data for initial therapy are comparable, as the
NICE model selected first and second
intensification data based on set disease
durations.

Bennett et. al. (2014) contained a number of

limitations that could result in different values.

Bennett et. al. (2014):

- had shorter disease durations at each
therapy level

- limited their data to a 4 year period, meaning
people who were well controlled over a
longer period would be excluded

- appears to have inconsistent age and gender

data across therapy levels
- did not adjust for extreme data values
- excluded people on DPP4 inhibitors.

Only direct NHS costs are considered by NICE.
Costs associated with severe hypoglycaemia
were detailed in appendix F 3.9.4. Utility loss
associated with the fear of hypoglycaemia was
discussed in appendix F 3.10.4.

The health economic model considered those
outcomes priortised as critical and important by
the guideline development group (see guideline
8.4.2). Including other outcomes would have
seriously limited the number of treatment options
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effect of the treatment. As such, this may
explain why patients with more intensive therapy
have lower HbA1c levels, a conclusion that is
inconsistent with currently available data.

The risk of hypoglycaemia with SU and insulin
secretagogues is higher than with any other oral
therapy, particularly in older patients and those
with impaired renal function. Data from 2008
suggest that more than 5,000 patients each year
experience a severe event caused by their SU
therapy which will require emergency
intervention. Hypoglycaemia has a substantial
clinical impact, in terms of mortality, morbidity
and quality of life. The cost implications of
severe episodes—nboth direct hospital costs and
indirect costs— are considerable: it is estimated
that each hospital admission for severe
hypoglycaemia costs around £1,800. A severe
hypoglycaemic episode is extremely frightening
for the patient and can result in a loss of trust
between the patient and the healthcare
professional. Hypoglycaemia and fear of
hypoglycaemia can limit the achievement and
maintenance of optimal levels of glycaemic
control (Amiel et al, 2008). It appears such
additional resource use has not been
considered within the cost-utility analyses that
inform the pharmacotherapy treatment
algorithm.

Developer’s response

Please respond to each comment
that could be compared.
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Janssen believes that these sources of bias and
omission of data within the network meta-
analysis and cost-utility analysis could
potentially count towards the lack of consistency
between the finding within the overall cost-
effectiveness analysis and general findings in
clinical practice. This may lead to a lack in
consistency between the pharmacotherapy
recommendations and treatment algorithm
compared with the rest of the updated clinical
guideline.

Lastly, Janssen appreciates that glucose control
remains a key clinical outcome in the
management of patients with type 2 diabetes.
However, Janssen believe that insufficient focus
has been placed on management of secondary
outcomes within the development of the
treatment algorithm. Clinical indicators, such as
QOF, are based on NICE guidance so it is
imperative the guidelines are based on what is
in the best interest of patients, rather than being
skewed by what is most cost effective driven by
acquisition cost. Currently the OM1 economic
model only accounts for a select number of
outcomes namely, HbA1, hypoglycaemia,
discontinuation rates due to AEs and weight,
while other outcomes such as systolic blood
pressure and nephropathy are omitted. Janssen
wishes to understand as to why outcomes
considered previously as indicators of success

Developer’s response
Please respond to each comment
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in the treatment of diabetes have not been
considered within the cost-effectiveness
analysis?
13 Treat | The proposed guideline recommends
ment | individualised care; however, the
-15 algor | pharmacotherapy treatment algorithm does not
ithm | appear to support personalisation of

pharmacological intervention. There is no
reflection of the clinical decision making process
such as consideration of patient risk of
hypoglycaemia and the necessity for blood
glucose monitoring, measurement of renal
function, body weight, or baseline HbAlc, or
patient choice as well as associated costs within
the algorithm. The use of the word
“contraindicated” does not reflect these patient
issues. Janssen suggest that it would be more
appropriate to use ‘Contraindicated or not
preferred’ at the decision point rather than
‘Contraindicated’ alone.

A consensus group meeting, including
diabetologists, GPs and nurses, chaired by
Janssen on 24" February 2015, concluded as a
result of the way in which the NICE guidelines
may be applied locally, patients may end up
following a strict pathway through the algorithm
and attempt treatment with each medication in
turn. This could lead to patients receiving
inappropriate medication and a protracted wait
for the most appropriate medicine for each

Developer’s response
Please respond to each comment

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

150 of 570



Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.
Stakehold = Docum | Page @ Line Comments Developer’s response

ID . .
er ent No No Please insert each new comment in a new row Please respond to each comment

80 | Janssen NICE 13
7
-15;
21;
NICE 22
Final
Scope,
Novemb
er 2012

Treat
ment
Algor
ithm;
40-
45;
12-
15

patient. As one of the consensus group noted —
‘we want to give the right treatment the first time’
[Janssen (2015]).

Delaying access for patients to newer anti-
hyperglycaemic agents in the treatment
paradigm could adversely affect achievement of
improved long-term outcomes. Early successful
control of both blood glucose and also
comorbidies associated with type 2 diabetes;
e.g. weight change and increased blood
pressure can make a marked difference to long-
term outcomes [Deed et al (2012)]. Therefore,
Janssen would request that NICE readdress the
pharmacotherapy recommendations and
treatment algorithm to emphasise the
importance of treatment decisions based on
individual needs of the patient.

The draft guideline is inconsistent with
Technology Appraisals (TAs) of newer products,
e.9. SGLT-2 inhibitors (TA288, TA315). The
consensus group believe that recommendations
from the TAs for SGLT-2 inhibitors should be
incorporated into the pharmacotherapy
recommendations and treatment algorithm. The
final scope of the draft clinical guideline clearly
outlined:

“56.1.2 NICE guidance to be incorporated

This guideline will incorporate the following
NICE guidance subject to a technology

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
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appraisal review proposal agreement;

ID

» Dapagliflozin in combination therapy for
the treatment of type 2 diabetes (ID427)
» Canagliflozin for type 2 diabetes mellitus
(ID554)”
Although it is acknowledged that the prescribing
of SGLT-2 inhibitors was not updated by an
evidence review as part of the clinical guideline
update, Janssen believe that the findings of the
TAs for the SGLT-2 inhibitors should be made
appropriately clear throughout the guideline,
particularly within the pharmacotherapy
recommendations and treatment algorithm.

It was suggested by the Consensus Group that
a single point of reference for the generalist
reader of the clinical guidelines is required.
Reference boxes detailing where to find
additional information do not allow for a full
understanding of where a product should sit
within the treatment algorithm and may be
missed, potentially leading to sub-optimal
treatment choices with adverse implications on
health outcomes. Janssen would like to
understand the rationale for inserting reference
boxes to the latest TAs for the SGLT2 inhibitors,
rather than incorporating them into the treatment
algorithm and pharmacotherapy
recommendations directly as per the TAs
recommendations?
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13 Treat | It was concluded by the consensus group that
ment | most generalist practitioners will refer to the
algor | pharmacotherapy treatment algorithm as a main
-15; ithm; | point of reference; assuming that the general
16 39 position of the clinical guideline as well as the

pharmacotherapy treatment recommendations
are accounted for within it. Therefore, it is
important that the treatment algorithm reflects
the entirety of the updated clinical guideline and
not only the cost-utility analysis conclusions.

Following the consensus group meeting, it
became apparent that the complexity of the
pharmacotherapy treatment algorithm will make
the guidelines difficult to implement. Concern
was raised that practitioners within primary care
may find it difficult to follow the proposed
guidelines particularly in the case of more
complex patients (second intensification). This
will result in an increased number of referrals to
secondary care, which goes against the
ambition of the NHS Constitution.

The consensus group felt strongly that
therapeutic decisions should be made on the
basis of patient preference, HbAlc, weight,
blood pressure, renal function and risk of
hypoglycaemia and other adverse events. Thus,
would NICE also consider the phrase ‘Patient
preference following discussion of benefits and
harms’ to be applicable at each decision point,

Developer’s response

Please respond to each comment
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The recommendations
and algorithm have been simplified to a single A4
page and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
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rather than restricted to one decision point and
should be highlighted at the top of the
pharmacotherapy treatment algorithm?

The use of any medicine in patients with Type 2
diabetes must balance the glucose-lowering
efficacy, side-effect profiles, anticipation of
additional benefits, cost, and other practical
aspects of care, such as dosing schedule and
requirements for glucose monitoring.
Encouragement to use the cheapest agent
within each class can have negative
consequences for patients, in that they are
potentially denied the most appropriate
treatment. Personalised care is the current focus
of Type 2 diabetes management both
internationally and within the NHS as reflected
by the EASD/ADA position statement and the
House of Care model, as explained in point 6
below. Janssen wishes that NICE would
consider adding more emphasis on selecting
medications based on patient characteristics.
For example, by including the ‘pros and cons’ of
each class as per the ADA/EASD position
statement, supporting more informed patient
centric decision making.

Lastly, there is an apparent overemphasis in the
algorithm of the patient group who cannot
tolerate metformin IR (immediate release), and
the number of pages across which the

Developer’s response
Please respond to each comment

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how

advisory committees

recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

154 of 570



Stakehold = Docum
ID
er ent
81 | Janssen NICE

0

Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.
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pharmacotherapy treatment algorithm is
displayed. Would NICE consider simplifying the
algorithm to one or two pages and including
metformin SR (slow release) as an alternative
for when metformin IR is not tolerated as
recommended in the current guidelines (CG87)?
13 Treat | While the general consensus of the updated
ment | clinical guidelines reflect current NHS policy,
algor | commitments and legislation focussing on
-15; ithm; | individualising care and improving outcomes,
16 3-9 the proposed pharmacotherapy treatment

algorithm and associated recommendations
appear to go against aspirations set out in the
NHS Constitution which is to provide high quality
person-centred coordinated care (also described
by the House of Care model), encouraging the
best use of NICE approved medicines. The way
in which the recommendations for SGLT-2
inhibitors are currently represented in the
pharmacotherapy recommendations and
treatment algorithm has the significant potential
to limit use of these NICE approved medicines,
which is not in the spirit of the constitution.
Therefore, Janssen would request that NICE
readdress the pharmacotherapy
recommendations and treatment algorithm to
include such NICE approved medicines in line
with their recommendations.

The 5-year forward view represents the shared
view of the NHS’ national leadership, and

Developer’s response
Please respond to each comment

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.

Thank you for your comment on how the
NICE technology appraisal guidance on
SGLT-2 inhibitors fits within the broader
pathway of drug therapy outlined in the
guideline. Cross-references within the
guideline have been revised to make this
clearer, and the Technology Appraisal team
at NICE will consider whether the changes to
the guideline require changes to the
technology appraisal guidance according to
the normal process for assessing the need to
update TA guidance.
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reflects an emerging consensus amongst patient
groups, clinicians, local communities and
frontline NHS leaders to drive quality care and
reduce variation and inequities. The clarity of
the guideline underpins decision making and is
therefore key to both variation and reducing
inequalities. Again, therefore, Janssen would
request that NICE readdress the
pharmacotherapy recommendations and
treatment algorithm to emphasise the
importance of treatment decisions based on
individual needs of the patient.

Action for Diabetes 2012 in their state of the
nation report emphasised the importance of
primary care in managing the disease. Janssen
would like to highlight that the draft clinical
guideline update appears to inadvertently
encourage management in secondary/ specialist
care contrary to the general direction of health
policy and the management of long term
conditions. Janssen feel that greater clarity
should be added to ensure care provision is
commissioned and delivered in the right setting.
Janssen is pleased to see that the overall
consensus of the draft NICE clinical guideline
update is that personalisation of care is
necessary, balancing the benefits of glycaemic
control with its potential risks, and taking into
account individual patients’ comorbidities.
However, it appears that the proposed guideline

Developer’s response
Please respond to each comment

Thank you for your feedback. The
recommendations are based on the clinical
effectiveness review and health economic
modelling analysis, and not only the available
licensed combinations. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
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differs considerably from existing guidelines
(Clinical Guidelines 66 & 87) in a number of
areas where there is little or no change to the
evidence base, e.g. use of repaglinide if
metformin unsuitable, removal of stopping rules
from existing guidelines, and use of acarbose.
Janssen would like to understand this apparent
inconsistency from previous guidelines.

The general consensus of the draft guideline is
that of individualised care, which also coincides
with the latest position statement issued by
EASD/ADA (Inzucchi, et al 2015); however the
recommendations and treatment algorithm
relating to pharmacotherapy do not appear to
reflect this. Janssen would like to understand
this inconsistency within the draft guideline and
would be grateful for a clear explanation from
NICE.

This new guidance contains little information on
the management of nephropathy in T2DM, but
rather cross-references the reader to recent
NICE CKD guidance. This is unfortunate since
the NICE CKD guidance does not contain a
diabetes guidance section per se, but rather the
diabetes guidance is dispersed throughout the
document. It is therefore unfortunate that this
NICE T2DM guidance does not synthesise
information on nephropathy in diabetes into a
coherent, single set of guidance, thus
encapsulating the whole information for the

Developer’s response

Please respond to each comment
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.

Thank you for your feedback. NICE antitipcates
that the majority of healthcare professionals will
access the guidance via the NICE website and
the NICE pathways tool. This function links all
related NICE guidance on a topic area and
should assure quick navigation between
recommendations on type 2 diabetes and
chronic kidney disease.
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casual reader and emphasising the key
importance of nephropathy in T2DM.
25 | Leeds Full 11 19 If standard release metformin isn’t tolerated then | Thank you for your feedback. The guideline
5 North surely the next step would be M/R metformin development group has reflected on the clinical
CCG rather than repaglinide which requires self- evidence for the recommendations related to the
monitoring BG.. pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated.
25 | Leeds NICE 12 7 Choice of repaglinide. Prescribers aren’t familiar | Thank you for your feedback. The guideline
2 North with it. More are used to Gliclazide etc. Its development group has reflected on the clinical
CCG significantly more expensive and patients find it | evidence for the recommendations related to the
difficult to tolerate the Gl side effects .It also pharmacological management of hyperglycaemia
requires multiple dosing with main meals so isn’t | in light of stakeholders’ feedback on the
practical to prescribe in the elderly who will appropriateness and implementability of these
forget to take it. It is only licensed for recommendations and associated algorithms.
monotherapy or in combination with metformin The guideline development group has given
so it's impractical to add in further treatment equal weighting to DPP-4 inhibitors, pioglitazone,
(you suggest switching it!). Not practical. repaglinide and sulfonylurea where metformin is
contraindicated or not tolerated.
25 | Leeds Full 13 1 The algorithm looks busy and is complicated to | Thank you for your feedback. The guideline
6 North follow. Repaglinide takes you to a dead end development group has reflected on the clinical
CCG whereas if you used gliclazide or other SU you evidence for the recommendations related to the

could then add pioglitazone or a DDP-4 inhibitor | pharmacological management of hyperglycaemia
or a GLP-1. Instead you are suggesting stopping | in light of stakeholders’ feedback on the

the repaglinide and substituting for one of those | appropriateness and implementability of these
agents. It isn’t practical and most prescribers will | recommendations and associated algorithms.
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struggle to mange this.

‘Choose the DDP-4 inhibitor with the lowest
acquisition costs’. Some DDP-4 inhibitors are

licensed for triple oral therapy and some are not.

This needs to be taken into account and
reflected in the pathway.

You need to state that adequate time must be
given to allow the new treatment to work and
most people wait a min of three months before
rechecking HbA1c to see if a treatment has
worked (+/- SMBG readings).

Algorithm too complicated to look at and follow

Developer’s response

Please respond to each comment
The algorithms have been simplified to a single
A4 page and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms. A
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
Thank you for your feedback. The guideline
development group has recommended that
HbA1c is measured every “3-6-monthly intervals
(tailored to individual needs), until the HbA1c is
stable on unchanging therapy” and is reflected in
the updated algorithm.
Thank you for your feedback. The algorithms
have been simplified to a single A4 page and
amended to place an increased emphasis on
individualised care and choice around which
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Algorithm too complicated to look at and follow

Rather than just say ‘do not offer antiplatelet
therapy’, could this be strengthen to include
stopping it in existing patients who were
prescribed it in the past.

Consideration should be given to home blood
glucose readings in conjunction with HbAlc.
Often home self monitoring BG readings show
points in the day where glucose levels dip and
the patient is hypoglycaemic, but their overall
HbA1c may be within limits or high. This would
prompt an increase in e.g. repaglinide dose, but
this could cause hypos at certain points in the

Developer’s response

Please respond to each comment
pharmacological interventions are appropriate for
consideration.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The algorithms have been simplified to a single
A4 page and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The guideline
development group considered that making a
specific recommendation to stop existing
therapies may cause some confusion in the case
of secondary prevention. Therefore, the group
thought that the strong “do not offer”
recommendation should reasonably indicate to
healthcare professionals to consider reviewing
patients’ existing therapies as appropriate.
Thank you for your feedback. Recommendation
1.6.3 provides alternative options for estimating
trends in blood glucose control including quality-
controlled plasma glucose profiles.
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day. Therefore home BGM shouldn’t be ignored.
Choice of GLP-1 should also take into account
that those who need help to from a carer or HCP
to inject administer should consider a long
acting weekly GLP-1.

The treatment choices and algorithms differ so
much from current NICE guidance that more
prescribers will struggle with such a huge
change. They are only just getting to grips with
the current algorithms.

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.
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Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

161 of 570



Stakehold = Docum
er ent

Leeds Full
North

CCG

Leeds Full
Teaching
Hospitals

Trust

Page
No

gener
al

13

Line
No

gene
ral

Figur
el

Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Comments
Please insert each new comment in a new row

Feedback from prescribers is that the current
algorithms are difficult to use as they are in
electronic ‘click on the box’ versions which
assumes you will have an electronic version of
the guidance open when making a decision. It
doesn’t enable you to see the algorithm choices
on one page and therefore isn’t suitable for
printing out for display. | think unless you also
produce a more simplified paper version that
can be printed, people will struggle to remember
the combinations, especially as they are
different drug choices compared to previous.
There are some inconsistencies when
addressing the patient centred approach with
concerns in relation to the choice of two
hypoglycaemic agents, namely pioglitazone and
repaglinide. The recommendation to use
pioglitazone and repaglinide as second line
therapy, or first line instead of metformin,
appears to be driven by the need for short term
cost minimisation rather than hard scientific
facts.

Developer’s response

Please respond to each comment
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The algorithms
have been simplified to a single A4 page and
amended to place an increased emphasis on
individualised care and choice around which
pharmacological interventions are appropriate for
consideration.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated. A
footnote on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
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caution if the person is at high risk of the adverse
effects of the drug has been added to the
recommendations and algorithm.
The health economic modelling considered both
costs and quality of life impacts of long-term
complications (in part driven by changes in
HbAlc), hypoglycaemia rates, treatment-related
weight changes as well as drug acquisition and
management costs (see 8.4.3 in the full
guideline).
41 | Leeds Full 15 Figur ' In relation to the relatively new class of | Thank you for your comment on how the NICE
1 Teaching e3 hypoglycaemic agent, the sodium glucose linked | technology appraisal guidance on SGLT-2
Hospitals transporter (SGLT)-2 inhibitors, there is a lack of | inhibitors fits within the broader pathway of drug
Trust clarity for their use. To refer to this class with the | therapy outlined in the guideline. Cross-
expression “beyond the scope of these | references within the guideline have been
guidelines” is not helpful and will almost | revised to make this clearer, and the Technology
certainly create unnecessary confusion. Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
40 | Leeds Full 20 Point | The recommendation to wuse repaglinide @ Thank you for your feedback. The guideline
9 Teaching 50 treatment suffers from the lack of robust clinical | development group has reflected on the clinical
Hospitals evidence backing such an approach. Compared | evidence for the recommendations related to the
Trust with  other hypoglycaemic agents, trials | pharmacological management of hyperglycaemia

conducted with repaglinide are relatively small
scale and this, together with the limited clinical
use of this agent, questions the evidence-based
approach for the recommendation. Admittedly,
repaglinide is less likely to cause hypoglycaemia

in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
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compared with a traditional sulphonylurea but | release in circumstances where standard-release
the risk is still significant. Moreover, the need to | metformin is not tolerated. The group has also
take this agent 3-4 times a day creates | given equal weighting to DPP-4 inhibitors,
difficulties with compliance, whereas the role of | pioglitazone, repaglinide and sulfonylurea where
this agent in long-term glycaemic control is | metformin is contraindicated or not tolerated.
largely unknown. Also, the cardiovascular risk
profile of repaglinide has not been appropriately
studied and, to the knowledge of the group,
there are no plans to conduct such trials in the
future, in contrast to newer hypoglycaemia
agents.
41 | Leeds Full 21 Point | Whilst pioglitazone targets insulin resistance, | Thank you for your feedback. The guideline
0 Teaching 53 the main pathophysiological mechanism in type | development group has reflected on the clinical
Hospitals 2 diabetes, treatment with this agent is | evidence for the recommendations related to the
Trust associated with a number of side effects, | pharmacological management of hyperglycaemia

including weight gain, heart failure and bone
fractures. Pioglitazone may be suitable for
selected patients with type 2 diabetes, but the
widespread prescription will almost certainly
increase morbidity and hospital admissions.
Therefore, our group feels that routine use of
pioglitazone as a second line agent in patients
with type 2 diabetes is not safe and should not
be encouraged.

in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
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40 | Leeds Full Gene | Gen | A number of positive points emerge from the
7 Teaching ral eral proposed guidelines, including the initial patient-
Hospitals centred care, importance of education, dietary
Trust advice and the clear guidance for self-
monitoring of blood glucose. Moreover, it is
reassuring that the guidelines recognised that
agents in the sulphonylurea class are not
suitable for all patients as second line therapy,
further emphasising the importance of treatment
selection according to the need of each patient.
Also, the recommendations for the choice of
long acting insulin are clear, safe and patient

centred.

41 | Leeds Full Gene | Gen | We urge the Committee to reconsider the
2 Teaching ral eral recommendations  for pioglitazone and
Hospitals repaglinide in the final version of the guidelines.
Trust Also, more clarity is needed for the use of newer

hypoglycaemic agents,
inhibitors.

particularly SGLT-2

We would like to stress that treating patients
with diabetes should be based on careful
evaluation of the clinical and social
circumstances of each individual. Therefore, the
choice of the hypoglycaemic class and the

Developer’s response

Please respond to each comment
acquisition cost). In addition, a footnote on
MHRA guidance on safety alerts for pioglitazone
and advice to exercise particular caution if the
person is at high risk of the adverse effects of the
drug has been added to the recommendations
and algorithm.
Thank you for your feedback.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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sequence of the agents prescribed may differ | pioglitazone, repaglinide and sulfonylurea where
from the recommended guidelines, a point that | metformin is contraindicated or not tolerated. A
the Committee may wish to emphasise. footnote on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
caution if the person is at high risk of the adverse
effects of the drug has been added to the
recommendations and algorithm.The
recommendations and algorithm have also been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
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GLP-1 RAs have been recommended only in
combination with Metformin + SU only. This
recommendation fails to take into account the
fact that some GLP-1s are licensed for use in
combination with any oral agents and may be
used in clinical practice with drugs other than
Metformin + SU. The guideline does not make
any recommendations for use of GLP-1 RAs in
combination with other oral agents.

This section states that “Based on the lack of
research evidence on combinations of insulin-
GLP1 mimetics, a strong ‘only offer’
recommendation was made to provide this
treatment combination in a specialist care

Developer’s response
Please respond to each comment
TA guidance.

Thank you for your feedback. The
recommendations are based on the clinical
effectiveness review and health economic
modelling analysis, and not only the available
licensed combinations.

Thank you for your feedback. Relevant studies
meeting the review’s selection criteria that
examined GLP-1 mimetics in combination with
basal insulin were not identified at the cut off
search date of June 2014. Any studies published
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Comments
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setting” and
“The GDG noted that there was a lack of
evidence for combinations of GLP-1 mimetics
and insulin, and therefore agreed that this option
should only be offered in a specialist care
setting”
GLP-1s have been used in clinical practice in
combination with insulin since they were first
launched and the SmPCs for most GLP-1s
(including liraglutide, exenatide bd and
lixisenatide) contain a summary of trial results in
section 5.1 in combination with a basal insulin.
This shows that the clinical evidence for use of
insulin-GLP1 mimetics exists and should be a
basis for allowing use.
It is not apparent why the BMI cut-off of
>35kg/m” for the use of GLP-1 RAs has been
retained from CG87. In the absence of a specific
relationship between BMI and the GLP-1 RAs in
terms of HbAlc reduction, there does not
appear to be any justification for restricting the
use of GLP-1 RAs to patients above a certain
BMI.

Developer’s response
Please respond to each comment
after this date could not be included in this
update. The recommendations are based on the
clinical effectiveness review and health economic
modelling analysis, and not only the available
licensed combinations.

Thank you for your feedback. The guideline
development group noted the high costs of GLP-
1 mimetics and their associated stopping rules
that were designed to ensure they do not
continue to be prescribed without substantial
gains being achieved. For these reasons, the
guideline development group chose to retain only
the GLP-1 mimetic combination options with their
eligibility criteria and stopping rules from the
previous iteration of the guideline, CG87.
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Continuation rules for the GLP-1 RAs include
targets for both HbAlc and weight. Data from
the exenatide and liraglutide audits Thong et al
(2014) shows that less than 30% of patients
receiving liraglutide or exenatide achieved both
HbAlc and weight reduction as specified in
CG87, which shows that the continuation criteria
are not being implemented in clinical practice.

We suggest that change in HbAlc, reflecting the
licensed indication (i.e. type 2 diabetes) should
be the sole criteria for continuation of GLP-1
RAs, since the primary aim of treatment with
GLP-1 RAs is to achieve glycaemic control, with
weight loss and also very importantly, lack of
weight gain being a desirable secondary
outcome. Since GLP-1s do not cause weight
gain, which in itself could be beneficial in type 2
diabetes, patients who experience improvement
in HbAlc but do not experience weight gain
should be permitted to continue their treatment.
If the BMI restrictions for use of GLP-1 RAs are
retained in the final version of the NICE
guideline, the provision in CG87 for downward
adjustment of the BMI cut-off in non-European
patients should be retained.

Developer’s response

Please respond to each comment
Thank you for your feedback. The guideline
development group noted the high costs of GLP-
1 mimetics and their associated stopping rules
that were designed to ensure they do not
continue to be prescribed without substantial
gains being achieved. For these reasons, the
guideline development group chose to retain only
the GLP-1 mimetic combination options with their
eligibility criteria and stopping rules from the
previous iteration of the guideline, CG87.

Thank you for your feedback. The guideline
development group noted the high costs of GLP-
1 mimetics and their associated stopping rules
that were designed to ensure they do not
continue to be prescribed without substantial
gains being achieved. For these reasons, the
guideline development group chose to retain only
the GLP-1 mimetic combination options with their
eligibility criteria and stopping rules from the
previous iteration of the guideline, CG87.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

169 of 570



Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15
Stakeholder comments table with responses

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

D Stakehold = Docum | Page @ Line Comments Developer’s response
er ent No No Please insert each new comment in a new row Please respond to each comment
for Consideration for adjusting BMI levels based on
GLP- ethnicity has been carried forward from the
1 recommendation in CG87.
recep
tor
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sts)
71 | Lilly UK NICE 26 _ It would be helpful to clarify if ‘specialist care Thank you for your feedback. The guideline
0 setting’ refers to secondary care only or includes | development group discussed the phrasing of
Secti GPs who may be specially trained and equipped | “specialist care setting” so as to not imply that
on to carry our treatment initiation with insulin in the treatment combination can only be
1.6.3 combination with GLP-1 RAs. prescribed in secondary care. The guideline
1 development group agreed that the phrase
Currently, treatment initiation with injectables “specialist care advice with ongoing support” with
(insulins or GLP-1 RAs alone) is carried out in examples of health care professionals provided
primary care by an increasing number of GPs greater clarity on the type and level of support
who have been trained to do so. The initiation of | and efficacy monitoring needed in prescribing
GLP-1s in combination with insulin would be the | insulin and GLP-1 mimetics.
next logical step in this process. In view of the
drive to move patient care towards the primary
care setting. It would seem appropriate to
recommend that the GPs who have had specific
training should be permitted to initiate GLP-1 RA
treatment in combination with insulin, in line with
licensed indication for the specific GLP-1 RA.
71 | Lilly UK Full 287 8 In response to Recommendation 83: Thank you for your feedback. The evidence
4 The choice of PDE-5i should be made based on | review on the clinical and cost effectiveness of
individual patient needs and not on acquisition PDE-5 inhibitors showed little differences
9.34 cost alone. between individual drugs. While the guideline

development group recognises that there are
other factors in drug choice such as timing and
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The section of the algorithm that refers to
switching patients from NPH insulin to analogue
insulins needs an annotation referring to
recommendation 66 of the guideline in order to
clarify what circumstances may call for such a
switch.

Thank you for the opportunity to comment on
the draft of the NICE type 2 diabetes guideline.

NICE guidelines have an important role to play
in providing guidance on the use of
pharmacological treatment options in primary
care. It is critical that these guidelines are

Developer’s response

Please respond to each comment
frequency of dose, given the limited evidence
base, a generic recommendation considering
contrainidications and acquisition cost was
thought to be most appropriate. In addition, the
recommendation contains the word “initially” to
reflect that in clinical practice, drugs and doses
are chosen but may be altered depending on the
progress of the individual patient.
Thank you for your feedback. The algorithms
have been simplified to a single A4 page and
amended to include the circumstances in which
NPH insulin should be switched to analogue
insulins.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
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consistent with current clinical practice within the
NHS in England and Wales, failing which it is
possible that the recommendations may not be
useful for clinicians.

Over the years, the treatment of type 2 diabetes
in UK clinical practice has evolved so that
choice of therapy is dictated by clinical
judgement and individual patient needs. In order
to reflect this, the NICE guideline should lay out
the available treatment options at each level of
intensification and leave the actual choice of
treatment to the clinician (in line with ADA/EASD
guidelines on type 2 diabetes), rather than
specifying a highly prescriptive and rigid
treatment algorithm. Similar concerns have also
been highlighted in a recent critical analysis of
the draft guidelines by O’Hare et al (Br J
Diabetes Vasc Dis 2015; 15:xx-Xx
http://dx.doi.org/10.15277/bjdvd.2015.006).

The NICE guidance on liraglutide (TA203) and
exenatide once-weekly (TA248) recommended
the use of these agents as triple therapy in
suitable patients (defined by BMI and the
presence of other psychological/ medical
problems/comorbidities) and as dual therapy in
a more restricted population (patients who can’t
tolerate or have contraindications to the use of
metformin, SUs, TZDs and DPP-4s). The
current guideline updates and replaces both
pieces of guidance but restricts the use of GLP-

Developer’s response
Please respond to each comment
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.

Thank you for your feedback. This guideline
updates and replaces NICE technology appraisal
guidance 203 (liraglutide) and NICE technology
appraisal guidance 248 (exenatide prolonged-
release). The recommendations are based on
the clinical effectiveness review and health
economic modelling analysis of available
evidence, and not only the available licensed
combinations. The guideline development group
(GDG) recognised that there was evidence to
indicate that metformin combined with a GLP-1
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1s to triple therapy only. Although GLP-1 RAs
are used mainly as triple therapy in UK clinical
practice, clinicians should have the option of
prescribing a GLP-1 RA as dual therapy in a
select group of patients as recommended in
TA203 and TA248.

Developer’s response

Please respond to each comment
mimetics (exenatide or liraglutide) may be
effective in reducing HbAlc levels in the short
term (up to 6 months), preventing hypoglycaemic
events and promoting weight loss. The GDG
considered the long-term safety risks associated
with the use of GLP-1 mimetics and the evidence
from the health economic model and agreed that
there was strong evidence that these dual
therapy combinations were not cost effective and
should not be recommended routinely.

Hence, GLP-1 mimetics are only recommended
at second intensification. The group also noted
that there was a lack of evidence for
combinations of GLP-1 mimetics and insulin, and
therefore agreed that this option should only be
offered in a specialist care setting. The group
discussed the phrasing of “specialist care
setting” so as to not imply that the treatment
combination can only be prescribed in secondary
care. The guideline development group agreed
that the phrase “specialist care advice with
ongoing support” with examples of health care
professionals provided greater clarity on the type
and level of support and efficacy monitoring
needed in prescribing insulin and GLP-1
mimetics. The group noted the high costs of
GLP-1 mimetics and their associated stopping
rules that were designed to ensure they do not
continue to be prescribed without substantial
gains being achieved. For these reasons, the
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In a large-scale international, multi-centre
randomised controlled trial (RCT) comparing
insulin pump therapy vs. multiple daily insulin
injections (MDI) in type 2 diabetes mellitus,
Reznik et al. recently reported statistically and
clinically significant improvements in glycaemic
control with insulin pump therapy compared to
MDI, in patients selected as having continued
poor control on MDI (n=331) (Reznik et al.,
2014). Improved control with CSIl was achieved
without increased weight gain or hypoglycaemia,
but with 20% less insulin dosage. This
landmark study, published in the Lancet,
provides robust evidence to demonstrate that
insulin pump therapy is a safe and effective
treatment option in a small subgroup of patients
with poorly controlled type 2 diabetes who are
on multiple daily injections. This confirms
previously reported data from smaller RCTs and
observational studies (e.g. Berthe et al., 2007,
Leinung et al., 2013; Edelman et al., 2010;
Parkner et al., 2008).

The authors suggest several mechanisms to
explain the superior glucose control with an
insulin pump compared with MDI, including
improved subcutaneous absorption of insulin

Developer’s response
Please respond to each comment
GDG chose to retain only the GLP-1 mimetic
combination options with their eligibility criteria
and stopping rules from CG87.

Thank you for your feedback. It was not within
the scope at this guideline update to consider
different types of insulin administration in people
with type 2 diabetes.
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with the consistent low basal rate insulin infusion
with a pump, compared to the large depot of
injected insulin, resulting in higher and more
stable blood insulin concentrations. The
improved treatment satisfaction with CSII might
also lead to a reduced treatment burden and
improved adherence; a patient preference for
insulin pump therapy over MDI, because of
convenience, flexibility and ease of use, has
been reported previously (Edelman et al,. 2010;
Raskin et al., 2003).

It is now clear that a subgroup of people with
type 2 diabetes patients who have poorly
glycaemic control with elevated HbALlc levels
despite optimal treatment with MDI can achieve
improved clinical outcomes when switched to
insulin pump therapy. This approach is
increasingly supported by the clinical
community, with a recent review in Nature
advocating the use of pump therapy in certain
patients: “Many patients with uncontrolled T2DM
and a poor quality of life who are treated with
MDI would benefit from current-technology
insulin pump therapy.” (Pickup, 2014).

We urge NICE to take these new and important
RCT findings and the increasing experience of
insulin pumps therapy in clinical practice in type
2 diabetes into account within the context of the
Clinical Guideline, and include this treatment

Developer’s response
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Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how

advisory committees

recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

175 of 570



ID

Stakehold
er

Docum
ent

Page
No

Line
No

Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Comments

Please insert each new comment in a new row
option as a consideration in the
recommendations for blood glucose
management of these patients. Specifically, we
propose that an addition is made to the
‘Recommendations’ section: Recommendation
#65 (p.23).

Under this recommendation we propose that the
following statement should be included:

e Consider continuous subcutaneous
insulin infusion (insulin pump therapy)
for people with type 2 diabetes who:

- Do not reach target HbAlc levels
despite optimisation of therapy with
a multiple daily injection regimen
(basal/bolus treatment), and,

- Are willing and able to undertake
the associated training and ongoing
supervision necessary with insulin
pump therapy.

References

Berthe, E. et al. 2007. Effectiveness of intensive
insulin therapy by multiple daily injections and
continuous subcutaneous insulin infusion: a
comparison study in type 2 diabetes with
conventional insulin regimen failure. Horm.
Metab. Res. 39, 224-229.

Edelman, S. et al. 2010. Insulin pump therapy in
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patients with type 2 diabetes. Safely improved
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We would like to reiterate the previous comment
with regards to the NICE version of the Clinical
Guideline.

Again, we urge NICE to consider these new
findings on the clinical effectiveness of
continuous subcutaneous insulin infusion
(insulin pump) therapy in a type 2 diabetes
patient subgroup (Reznik et al., 2014) for
inclusion in the NICE version of the Clinical
Guideline. As outlined above, there is sufficient
evidence for this therapy to be considered as a
beneficial treatment option for a specific patient
cohort within NICE recommendation 1.6: Insulin-
based treatments — 1.6.34: “Initiate insulin
therapy from a choice of a number of insulin
types and regimens”.

Under this recommendation we propose that the
following statement should be included:

e Consider continuous subcutaneous
insulin infusion (insulin pump therapy)
for people with type 2 diabetes who:

- Do not reach target HbAlc levels
despite optimisation of therapy with
a multiple daily injection regimen
(basal/bolus treatment), and,

- Are willing and able to undertake
the associated training and ongoing
supervision necessary with insulin

Developer’s response
Please respond to each comment
Thank you for your feedback. It was not within
the scope at this guideline update to consider
different type of insulin administration in people
with type 2 diabetes.
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pump therapy.

Reznik, Y. et al. 2014. Insulin pump treatment
compared with multiple daily insulin injections
for the treatment of type 2 diabetes (OpT2mise):
a randomised open-label controlled trial. Lancet;
384(9950):1265-72.

Thank you for the opportunity to comment on
this guideline update. We are concerned,
however, that there is no mention in either the
full guideline or NICE guideline of the role of
continuous subcutaneous insulin infusion (CSlI,
insulin pump therapy) in the management of
type 2 diabetes, and we would like to draw the
attention of NICE to recent randomised
controlled trial (RCT) and observational study
evidence that has emerged for the safety and
effectiveness of insulin pump therapy in sub-
groups of people with type 2 diabetes. These
recently published data would not have been
included in the evidence review, therefore to
ensure that the Clinical Guideline is
contemporary on publication we recommend
that NICE considers these study findings as
described in our subsequent comments.

The draft guidelines suggests a complete break
from previous guidelines; in the approach
dealing with patients not able to tolerate
standard release metformin.

It has been reported throughout the evidence
review within the guidelines that metformin is

Developer’s response
Please respond to each comment

Thank you for your feedback. It was not within
the scope at this guideline update to consider
different type of insulin administration in people
with type 2 diabetes.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
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166 Secti

lines | still the only type 2 diabetes medication that has

16- established morbidity and mortality benefits.

20 The removal of the metformin MR, means that
patients intolerant of metformin due to
gastrointestinal issues, have not been
considered and will have no other option, but to
move to alternative medications. This escalation
of pharmacotherapy to more costly treatments
may be avoided by offering a trial of modified-
release metformin which has been shown to
improve gastrointestinal tolerability compared to
standard release metformin, and still offer the
mortality and morbidity benefits of metformin as
shown by the UKPDS studies. This change from
previous NICE guidelines has the potential to
overlook a key step within the treatment
pathway and recommend premature escalation
to more costly treatments.

1. Blonde L, Dailey G, Jabbour SA et al. Gastrointerstinal
tolerability of extended-release metformin tablets compared to

immediate-release
Merck Serono agrees that a different mode of

on action of added medicines may add a

8.4.1 | complimentary effect to an existing drug

Line | treatment.

24- However we believe that a different drug

25 delivery mechanism may also improve the
effectiveness of medication and that this should
be included within guidelines.
The different delivery mechanism of Metformin
MR versus standard release, means that some

Please respond to each comment
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
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patients may be effectively treated with
metformin, without the need of progressing to
another medication.
Metformin MR has been assessed in a U.K.
Cost-Utility Analysis (CUA) which has not been
captured within this review.
In a resubmission to the Scottish Medicines
Consortium, Merck Serono presented a CUA
comparing metformin MR with sulphonylureas
and pioglitazone in patients with type 2 diabetes
mellitus who have stopped treatment with
metformin IR due to side effects.
The SMC concluded that:

“Despite some weaknesses, the economic case
was considered demonstrated”;

Metformin MR was also not considered within
the “original” economic analysis undertaken in
the construction of these guidelines.
Merck Serono is concerned that the economic
benefits of Metformin MR have not been
reported to the GDG and have been dismissed
without consideration.

1. (SMC148/04),
As mentioned above metformin MR was not
included within the Heath Economic
assessment.
One of the main reasons that patients are
intolerant standard release metformin is due to
Gastrointestinal (Gl) side effects 1.

Developer’s response
Please respond to each comment
metformin is not tolerated.

Thank you for your feedback. The NICE
Guidelines Manual (2012) states only published
economic evaluations are considered for
inclusion.

Whilst modified-release metformin did not have
the necessary evidence to be included in the
health economic model, the guideline
development group chose to recommend it as an
alternative to standard-release metformin.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
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Metformin MR was not considered as an
alternative comparator to repaglinide, or other
medications in this cohort.
It should be understood that due to this
exclusion, it can only be concluded from this
evaluation that, for people who could not take
“standard release” metformin, repaglinide was
the most cost-effective option.
However, this may not be the case for the group
who require a change in their medication due to
Gl effects.

1. Levy J, Cobas RA, Gomes MB. Assessment of efficacy and
tolerability of once-daily extended release metformin in
patients with type 2 diabetes mellitus. Diabetol Metab Syndr
2010;2:1

2. Blonde L, Dailey G, Jabbour SA et al. Gastrointerstinal
tolerability of extended-release metformin tablets compared to
immediate-release metformin tablets: results of a
retrospective cohort study. Current Medical Research &
Opinion 2006;20(4):565-572.

Merck Serono welcomes the acknowledgment
by the GDG that “Drug intolerability (due to
adverse effects) and change in body weight
have a negative impact on overall diabetes
management and on the individual’s quality of
life.” We agree with this principle and believe
that medications which can improve tolerability
for patients should be included within guidelines
and that this option should remain within the
latest version.

The GDG discussed that the gradual dosing and

Developer’s response
Please respond to each comment
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated.

Thank you for your feedback.

Thank you for your feedback. The guideline
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titration may help reduces gastrointestinal
adverse events acknowledging that it is an issue
with standard release metformin. It should be
noted that even with dose titration there are still
patients who are intolerant to standard
metformin due to Gl side effects;
The evidence, however “limited”, demonstrates
that modified release metformin does improve
Gl tolerability. Merck Serono would like to
suggest that any conclusion on most appropriate
method to treat patients intolerant of standard
release metformin should be based on this
evidence.

1. LevyJ, Cobas RA, Gomes MB. Assessment of efficacy and
tolerability of once-daily extended release metformin in
patients with type 2 diabetes mellitus. Diabetol Metab Syndr
2010;2:1

Merck Serono welcomes the GDGs
acknowledgement on the long term benefits of
metformin outside of the reduction of HbAlc.
In this section the GDG did not consider the
economic evidence supporting the use on
metformin MR in preventing patients who are
intolerant of standard release metformin, due to
Gl effects and the resulting progression to
alternative medications.

We would like to suggest that this evidence is
considered by the GDG in this review and the
reinstatement of metformin MR in line with
previous NICE guidelines.

Developer’s response

Please respond to each comment
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated.

Thank you for your feedback. Whilst modified-

release metformin did not have the necessary

evidence to be included in the health economic
model, the guideline development group chose
to recommend it as an alternative to standard-

release metformin.
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urce
use.
59 | Merck Full Gene Merck Serono welcomes the review of the NICE | Thank you for your feedback. The guideline
4 Serono ral clinical guidelines in type 2 Diabetes. As the development group has reflected on the clinical
incidence of this disease increases at an evidence for the recommendations related to the
unprecedented scale, the number of therapies pharmacological management of hyperglycaemia
available are also increasing to meet this need. in light of stakeholders’ feedback on the
Updating of the present guidelines is nhecessary | appropriateness and implementability of these
to support the implementation evidence based recommendations and associated algorithms.
medicine in this area. The guideline development group has
However Merck Serono is concerned that recommended the use of metformin modified-
Metformin Modified Released (MR) has been release in circumstances where standard-release
overlooked, or without full consideration of the metformin is not tolerated.
evidence, has been removed from the present
version of these guidelines.
73 | Merck NICE 162 |2 Metformin + pioglitazone + sitagliptin Thank you for your feedback and highlighting
7 Sharp and 7 that the Fonseca 2013 paper is missing from our
Dohme MSD believes that the GDG have made an error | excluded list of studies. This paper was identified
Ltd during the second intensification treatment | in our searches, and excluded at the title/abstract
Full Page algorithm. Patients who have not been | stage as it was clearly outside the scope of the
15 successfully managed on metformin  + | review because it compared across treatment

pioglitazone and who are contraindicated to a
sulfonylurea should be offered a DPP-4i as per
licenced indication (see comment 5, table 1)
before progressing to insulin. This offers
patients and clinicians another choice, and
delays the use of insulin.

MSD would like to understand how the GDG
developed the list intervention combinations
reported in Table 29, page 51 of appendix F as

strategies, that is,
metformin+pioglitazone+sitagliptin (3 oral
combination) versus
metformin+pioglitazone+placebo (2 oral
combination). The excluded list of studies only
contains citations of retrieved full text papers.

The recommendations are based on the clinical
effectiveness review and health economic
modelling analysis, and not only the available
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we have two significant concerns:

o firstly, the GDG has failed to identify the
licenced combination of metformin +
pioglitazone + sitagliptin, as listed in the
SPC of sitagliptin®. As a result they have
failed to consider the clinical and cost-
effectiveness of this option, resulting in
the lack of a recommendation for this
triple therapy combination

e Secondly, the GDG also included an off
label combination of metformin +
repaglinide + sulfonylurea; this should
be removed. This does not follow the
recommendations of NICE, GMC, and
the MHRA (see comment 5)

As the manufacturer of sitagliptin we are
concerned that the triple therapy combination of
metformin + pioglitazone + sitagliptin has not
been reviewed as part of the guideline looking at
the clinical effectiveness or the cost-
effectiveness of this combination, despite being
a licenced and a patrticularly relevant option for
patients given the positioning of pioglitazone in
the guideline. The Fonseca et al. 2013° study as
described below was not listed in appendix L
(excluded publications). Therefore, MSD have
reservations around the robustness/
implementation of the search strategy used by
the GDG, and question what other data may not
have been identified.

Developer’s response
Please respond to each comment
licensed combinations.

The treatment options listed in appendix F table
29 are those for whom clinical evidence was
found, in line with the evidence selection criteria
detailed in the full guideline (see sections 8.4.2
and 8.4.12).
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e Fonseca et al. 2013% reported a
statistically ~ significant reduction in
HbAlc at 26 weeks for patients treated
with sitagliptin in combination with
pioglitazone and metformin vs. placebo
(p<0.001). The addition of sitagliptin to
metformin  and  pioglitazone  was

generally well tolerated?.

It is of critical importance to patient care that the
GDG adds the triple combination of metformin +
pioglitazone + sitagliptin to the review for
second intensification, and fully evaluate the
clinical and cost-effectiveness  of this
combination. This is an important triple therapy
option that is relevant to patients with type 2
diabetes mellitus — and we are extremely
concerned that this appears to have been
missed in the assimilation of evidence, even
though it is a licensed option and fits the remit of
the scope of this guideline.

Reference

1. Januvia 25mg, 50mg, 100mg film-
coated tablets. Summary of product
characteristics. EMC, November 2014;
http://www.medicines.org.uk/emc/medici
ne/19609/SPC/; accessed 18 February
2015

2. Fonseca, V et al. “Efficacy and safety of
sitagliptin added to ongoing metformin
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and pioglitazone combination therapy in
a randomized, placebo-controlled, 26-
week trial in patients with type 2
diabetes” Journal of Diabetes and lIts
Complications 27 (2013) 177-183

73 | Merck Full 174 Health economic analyses

8 Sharp and | Guidanc

Dohme e MSD believes that the health economic

Ltd analyses and the decisions made by the GDG
do not fully reflect the safety data available for
the technologies assessed.

In the health economic modelling, the only
adverse events that were modelled are
hypoglycaemia, nausea and dropouts due to
intolerance. There are, however, safety
concerns regarding a number of drugs that have
been evaluated in the guideline. For example,
pioglitazone is associated with a raised risk of
fractures and this needs to be fully incorporated
into the health economic modelling — especially
when the cost-utility analyses are the primary
tool used by the GDG to make
recommendations.  Furthermore, there s
extensive RCT data on the cardiovascular risk
associated with sulfonylureas — and given that
the primary aim of treating patients with blood
glucose lowering drugs is to lower the risk of
micro and macrovascular complications, the
health economic modelling should be adapted to
reflect the results from this meta-analysis and

Developer’s response
Please respond to each comment

Thank you for your feedback. Long-term risks

associated with different treatment options were

assessed in a separate review question (see
section 8.5). Whilst it was not possible to
incorporate these risks within the health
economic modelling, it is of note that no type 2
diabetes health economic models currently
incorporate the long-term risks associated with
different treatment options.

The guideline development group considered
long-term risk evidence alongside clinical and
cost effectiveness and noted the need to
consider MHRA safety advice when discussing
the risks and benefits of treatment options with
people with type 2 diabetes.
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assess the impact on the cost-utility results.

In a 2013 systematic review and meta-
analysis of randomised clinical trials,
sulfonylureas versus other oral anti-
hyperglycaemic agents were associated
with a significant increase in mortality
(OR: 1.22 [1.01;1.49]) and stroke (OR:
1.28 [1.03;1.60])".

Sulfonylureas were associated with a
significant increase in risk of stroke
when compared to DPP-4’s (OR: 4.51
[1.65;10.79])".

Two CV safety trials have been
performed with DPP-4i’s, in which both
demonstrated that there is no increased
CV risk from adding the DPP-4i to
standard of care vs standard of care®®.

Reference
1. Monami, M et al. “Cardiovascular safety

of sulfonylureas: a meta-analysis of
randomized clinical trials”. DOM, 15:
(2013) 938-953.

Scirica B, et al. “Saxagliptin and
cardiovascular outcomes in patients
with type 2 diabetes mellitus” N Engl J
Med (2013)DOI: 10.1056

White W, et al. “Alogliptin after acute
coronary syndrome in patients with type
2 diabetes” N Engl J Med (2013)DOl:
10.1056
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Merck NICE Gene Burden of Type 2 Diabetes Mellitus Thank you for your feedback.
Sharp and ral
Dohme MSD welcome the update of NICE Clinical
Ltd Guideline 87 (CG87) ‘The clinical guideline for

type 2 diabetes in adults, to support the needs
of patient and clinician in the management of
type 2 diabetes (T2DM).

The latest National Diabetes Audit (NDA)',
conducted between 2012 and 2013, identified
over 2.2 million patients in England and Wales.
The prevalence of T2DM is considerable, and is
exacerbated by numerous comorbidities; namely
cardiovascular disease, and chronic kidney
disease. The NDA commented ‘The incidence
and prevalence of Type 2 diabetes continues to
increase at an alarming rate in England and
Wales, increasing the disease, and diabetes
complication burden on the NHS as a whole....
Given the size (and growth) of the patient
population with T2DM, coupled with the
complexity of the disease, patient and clinician
choice is critical.

Diabetes UK (2012) has quantified the cost of
T2DM on the NHS at ~£12 billion per year®. Of
this, approximately 68% is incurred in the
inpatient settingz. The overall cost of diabetes
drugs has been estimated by Diabetes UK to
account for ~6% of the total costs of T2DM care
(~£12 bn.)’. This breakdown of cost illustrates
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both the disproportionate use of NHS funding for
inpatient care; and a false economy driven by
the use of lowest acquisition cost medications,
which this current draft guideline still does not
address.

Stakehold = Docum | Page @ Line

B er ent No No

MSD strongly believes that clinicians need
access to a wide range of anti-hyperglycaemic
agents that are safe and clinically efficacious to
effectively manage the growing number of
patients with T2DM and minimise the long-term
complications associated with the disease.

Reference
1. Health and Social Care Information
Centre, National Diabetes Audit 2012-
2013 Report 2: Complications and
Mortality. January 2015. PDF online,
http://www.hscic.gov.uk/catalogue/PUB
16496/nati-diab-audi-12-13-rep2.pdf;
accessed 18 February 2015
2. Diabetes UK, cost of diabetes treatment
in the UK. Diabetes UK, (source:
Source: Kanavos, van den Aardweg and
Schurer: Diabetes expenditure, burden
of disease and management in 5 EU
countries, LSE (Jan 2012)); accessed
18 February 2015
Individualised _patient
Diabetes

72 | Merck NICE Gene care _in_Type 2
3 Sharp and ral

Dohme
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Please respond to each comment

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
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MSD commends the recommendation to adopt
an individualised approach to diabetes care,
focusing on ‘the person’s needs and
circumstances, taking into account their
personal preferences, comorbidities, risk of
polypharmacy, and their ability to benefit from
long-term interventions due to reduced life
expectancy’. This recommendation is in line with
both the UK medical optimisation strategy’, NHS
five year forward plan® and the international
American Diabetes Association (ADA)-European
Association for the Study of Diabetes (EASD)
position statement on the management of
hyperglycaemia in T2DM°.

However, the individualised patient approach
recommended in section 1.1 of the NICE
guideline is not consistently applied through the
recommendations. MSD are deeply concerned
that recommendations for pharmacological
therapies are heavily reliant on cost
containment. This approach contradicts three of
the five guiding principles (principle: 1, 3 and 4)
of the medical optimisation strategy1 and is
counter-intuitive of the NICE five year forward
plan that states the UK want to adopt a ‘national
evidence-based diabetes prevention programme
modelled on proven UK and international
models’.

MSD believe that cost containment has been

Developer’s response

Please respond to each comment
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
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favoured at the expense of patient safety and
patient/ clinician choice. For example, patient/
clinician choice has been sacrificed at second
intensification where the guideline development
group (GDG) have failed to identify all licenced
treatment options for sitagliptin (discussed in
comment 5, Table 1).

The implications of wusing a cost-centric
approach are:
e Limited treatment choice
o Disregard for patient safety
e Lack of flexibility within the proposed
guideline
e Disassociation  from  individualised
patient care
e Short sighted savings (false economy)
that will ultimately add greater financial
burden on the NHS through: adverse
events, hypoglycaemic episodes
requiring hospitalisation, and long-term
microvascular  and microvascular
complications.

A critical analysis of the draft NICE guideline
highlighted concern for patient care and safety;
the authors believe that if the proposed
guideline is enacted it ‘will set back modern
diabetes management by decades™. MSD hold
the same opinion, and do not believe that the
three years taken to develop this draft guideline
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are aligned with the usual high quality evidence-
based recommendations developed by NICE.

In  the interest of patient safety and
individualised care, MSD insist that clearly
defined populations are reported for each
intervention (as per licenced indication and
evidence considered within the cost-utility
analyses), which includes health warnings and
contraindications as specified by the European
Medicines Agency (EMA) and Medicines and
Healthcare  Products Regulatory  Agency
(MHRA) at all stages of treatment therapy. This
would make the whole guideline truly patient
centric, giving both patient and clinician choice
and ensuring appropriate implementation of the
recommendations in the NHS

Reference

1. Royal Pharmaceutical Society,
Medicines Optimisation: Helping
patients to make the most of medicines,
May 2013. PDF online,
http://www.rpharms.com/promoting-
pharmacy-pdfs/helping-patients-make-
the-most-of-their-medicines.pdf;
accessed 18 February 2015

2. NHS Five Year Forward View, October
2014. PDF online,
http://www.england.nhs.uk/wp-
content/uploads/2014/10/5yfv-web.pdf;
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accessed 18 February 2015

3. American Diabetes Association (ADA),
Standards of Medical Care in Diabetes
2015. January 2015. PDF online.
http://professional.diabetes.org/admin/U
serFiles/0%20-
%20Sean/Documents/January%20Supp
lement%20Combined Final.pdf;
accessed 18 February 2015

4. O’Hare, J et al. “The new NICE
guidelines for type 2 diabetes- a critical
analysis” Editorial, Available online. Br J
Diabetes Vasc Dis 2015;15:xx-xx
http://dx.doi.org/10.15277/bjdvd.2015.00
6; Accessed 18 February 2015

Implementation

MSD believes that the NHS will face numerous
challenges when trying to implement the
proposed clinical guideline (CG87). The “one
size fits all” analogy that this guideline appears
to have followed is not in the best interest of 2.2
million patients with T2DM, nor does it promote
flexibility for health care professionals. The
critical analysis by O’Hare considered this draft
guideline to be unworkable™.

MSD commissioned a survey of GPs (n=101) to
understand their knowledge of individualised
patient care, and to further assess their
confidence when prescribing oral antidiabetic

Please respond to each comment

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
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agents, namely repaglinide and/ or pioglitazone
in patients with T2DM?. The results show that
90% of GPs surveyed believe that an
individualised patient approach should be
adoptedz. However, numerous barriers that
prevent the implementation of an ‘individualised
patient approach’ were identified, including; a
lack of consultation time (68%), a requirement of
specialised expertise for complex patients
(45%), and budget constraints (50%), were
highlighted®.

GPs noted that patients with co-morbidities were
either somewhat likely or very likely to benefit
from an individualised patient approach, namely
patients with heart failure, BMI =35, increased
risk of fractures, and hypoglycaemia etc’. MSD
are concerned that the Dbarriers to
implementation, listed above, would
predominantly affect T2DM patients already
complicated by high risk comorbidities.

If this guideline remains unchanged it will
generate local inequality as CCGs will struggle
to adapt these confusing guidelines into a
workable framework. We have received ad-hoc
feedback that CGGs may need to develop their
own local guidelines, for drug treatments, to
control blood glucose due to limitations of the
current draft guideline.

This would result in a huge duplication of work in

Developer’s response
Please respond to each comment
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
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the NHS, at a time when driving efficiencies is
key; this would also be a considerable failure for
both patients and the NHS.

Reference

1. O’Hare, J et al. “The new NICE
guidelines for type 2 diabetes- a critical
analysis” Editorial, Available online. Br J
Diabetes Vasc Dis 2015;15:xx-xx

2. MSD. Data on file. GP survey, clinical
practice in type 2 diabetes patients
February 2015

Off-label use of oral anti-diabetic _drugs
(OAD)
The wupdate to NICE CG87, the Clinical

Guideline for type 2 diabetes in adults, followed
the process and methods guide “The Guidelines
Manual 30 November 2012". MSD have
identified a number of concerning deviations in
the development of the T2DM guideline that
need to be addressed.

DPP-4i’'s have been treated as a class, with no
differentiation. All DPP-4i’'s have different
licence indication(s); therefore it is inappropriate
that recommendations are attributed to the class
as a whole.

MSD consider the use of DPP-4i’'s off-licence to
be unacceptable, and the decision to
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Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
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in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
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recommend the DPP-4i as a class to be | appropriate, choose the option with the lowest
irrational. There is no need for a DPP-4i to be | acquisition cost).

used off-label, as there is at least one DPP-4i
that is licensed for each intensification step and
in each relevant combination (please see
licenced indications in table 1). NICE should
state which DPP-4i’'s have been assessed at
each treatment intensification stage and list the
interventions considered in the de-novo cost
utility analysis.

If a DPP-4i is recommended where no evidence
has been reviewed or does not have a label for
that indication, this should be clearly
documented in the NICE version of the guideline
as per the guidelines manual.

MSD believe that the GDG have deviated from
process, when recommending a DPP-4i. The
GDG have not reviewed all DPP4-i's and have
not considered the differences in licenced
indication(s). MSD would ask the GDG to refer
to the recommendations of the MHRA, General
Medical Council (GMC), and the NICE
guidelines manual (2012) regarding the use of
prescription medicine for off-label use. The
recommendations of these bodies are
summarised below.

The NICE guidelines manual states strict
guidance for recommending outside a drug’'s
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indication (9.3.6.3, pages 152-153 of The
Guidelines Manual 30 November 2012)":

“Off-label use may be recommended if
the clinical need cannot be met by a
licenced product and there is a sufficient
evidence base and/or experience of
using the drug to demonstrate its safety
and efficacy to support this.” This is not
the case, please see Table 1.

The MHRA? ask that health care professionals:

be satisfied that an alternative, licenced
medicine would not meet the patient’s
needs before prescribing an un-
licenced medicine

be satisfied that such use would better
serve the patient's needs than an
appropriately licenced alternative before
prescribing a medicine off-label

be satisfied that there is a sufficient
evidence base and/or experience of
using the medicine to show its safety
and efficacy

take responsibility for prescribing the
medicine and for overseeing the
patient’s care, including monitoring and
follow-up

The General Medical Council (GMC 2013)3 in
paragraph 69 of the Good practice in prescribing
and managing medicines and devices states
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that medication should only be used within its
licenced indication unless:

following assessment of the individual
patient, you conclude, for medical
reasons, that it is necessary to do so to
meet the specific needs of the patient.
there is no suitably licensed medicine
that will meet the patient's need i.e.
there is no licensed medicine applicable
to the particular patient.

a medicine licensed to treat a condition
or symptom in  children  would
nonetheless not meet the specific
assessed needs of the particular child
patient, but a medicine licensed for the
same condition or symptom in adults
would do so

the dosage specified for a licensed
medicine would not meet the patient’s
need

the patient needs a medicine in a
formulation that is not specified in an
applicable licence

a suitably licensed medicine that would
meet the patient’s need is not available.
This may arise where, for example,
there is a temporary shortage in supply.

Table 1, DPP-4i licenced indications*®
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Reference
1.

NICE, Process and methods guides,
The guidelines manual. November
2012.
http://www.nice.org.uk/article/pmg6/reso
urces/non-guidance-the-gquidelines-
manual-pdf; accessed 18 February
2015

MHRA, Drug Safety Update, Off-label or
unlicensed use of medicines:
prescribers’ responsibilities, April 2009.
https://www.gov.uk/drug-safety-
update/off-label-or-unlicensed-use-of-
medicines-prescribers-
responsibilities#in-practice; accessed 18
February 2015

General medical Council UK (GMC),
New guidance on Good practice in
prescribing and managing medicines
and devices, January 2013.
http://www.gmc-
uk.org/Good_practice_in_prescribing.pd
f 58834768.pdf; accessed 18 February
2015

Januvia 25mg, 50mg, 100mg film-
coated tablets. Summary of product
characteristics. EMC, November 2014;
http://www.medicines.org.uk/emc/medici
ne/19609/SPC/; accessed 18 February
2015

Vipdidia 6.25mg, 12.5mg, 25mg film-
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coated tablets. Summary of product
characteristics. EMC, January 2015;
http://www.medicines.org.uk/emc/medici
ne/28513; accessed 18 February 2015
6. Trajenta 5 mg film-coated tablets.
Summary of product characteristics.
EMC, October 2014;
http://www.medicines.org.uk/emc/medici
ne/25000; accessed 18 February 2015
7. Onglyza 2.5mg & 5mg film-coated
tablets. Summary of product
characteristics. EMC, October 2014;
http://www.medicines.org.uk/emc/medici
ne/22315; accessed 18 February 2015
8. Galvus 50 mg Tablets. Summary of
product characteristics. EMC,
December 2014;
http://www.medicines.org.uk/emc/medici
ne/20734; accessed 18 February 2015
DPP-4i product differentiation with a focus of
individualised patient care
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Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the

FULL

MSD has serious concerns about the process in
which the GDG has arrived at the
recommendation for the DPP-4i’s with respect to
the statement “if a DPP-4i is preferred, choose
the option with the lowest acquisition cost”
(sections 1.6.21, 1.6.22, 1.6.23, 1.6.24,1.6.26
and 1.6.27 in NICE version). MSD consider this
to be unfair based on the evidence presented
within this pro-forma, and would reserve the

pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
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right to further challenge this statement if
retained in the final guideline.

MSD have presented separate evidence
statements relating to licenced indication
(comment 5, table 1), and use in patients with
renal and hepatic impairment that support this
statement (See comment 7, Table 1 and 2).

There are four different types of economic
evaluation. The standard approach adopted by
NICE for assessing the cost-effectiveness of
technologies in clinical guidelines and
technology appraisals is specifically using cost-
utility analysis (see section 5.1.11, Guide to the
methods of technology appraisal 2013)1. There
are a number of other types of economic
evaluation, such as cost-minimisation. None of
these are accepted by NICE according to the
process guide. One of the major limitations of
cost-minimisation is that it is only appropriate
where the intervention of interest has been
demonstrated to be equivalent to all relevant
comparators for all domains of efficacy and
safety.

For the GDG to have arrived at making a
recommendation to use ‘the DPP-4i with the
lowest acquisition cost’, the GDG appear to
have inadvertently used a cost-minimisation
approach, which is not appropriate based on

Developer’s response
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generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
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NICE processes and the clinical data available.
The recommendations presented within the full
guidance document should be based on the de
novo cost-utility analyses conducted (as
specified by the NICE reference case), which do
not support this Ilowest acquisition cost
statement for the DPP-4i class. Further to this:

e The work supporting the development of
this guideline has not demonstrated that
all of the DPP-4i’s are equivalent in their
efficacy and safety either through head-
to-head randomised clinical trials or
network meta-analysis — and therefore
adopting a cost minimisation approach
is not appropriate.

e MSD are not aware of any equivalence
randomised clinical trials between DPP-
4i molecules.

e One head-to-head randomised clinical
trial showed non-inferiority for
saxagliptin vs. sitagliptin when HbAlc
(primary endpoint) and fasting plasma
glucose (FPG) were considered.
However, sitagliptin was numerically
superior in the primary outcome for
HbAlc reduction and demonstrated
statistically significant improvement in
FPG vs. saxagliptin.

o The results of this 18 week
phase Ill RCT (N=801) showed
adjusted mean changes in
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HbAlc following the addition of
saxagliptin or sitagliptin to
stable metformin therapy were
-0.52 and -0.62%,
respectively’. The between-
group difference was 0.09%
(95% confidence interval, —0.01
to 0.20%), which while non-
inferior, demonstrated a
numerical advantage for
sitagliptin'. FPG was assessed
at 18 weeks, also. The results
show that the addition of
saxagliptin and sitagliptin
produced adjusted mean
changes in FPG of -0.60
mmol/L (-10.8 mg/dL) and
-0.90 mmol/L (-16.2 mg/dL),
respectively. This was
statistically ~ significant  and
favoured  sitagliptin; mean
difference 0.30 mmol/L (5.42
mg/dL); 95% CI, 0.08-0.53
mmol/L (1.37-9.47 mg/dL)>.

MSD would like to draw the GDGs
attention to additional evidence that that
further supports the differentiation of
DPP-4i molecules:

Tatosian et al. 2013 examined
patients (n=22) treated with
either 5mg saxagliptin g.d,
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100mg sitagliptin g.d, 50mg
vildagliptin g.d, 50mg
vildagliptin b.i.d., or placebo for
5 days in a randomised five
period cross over studyB. The
primary endpoint measured
trough levels (%) of DPP-4i
inhibition. The least-squares
mean trough value (% DPP-4
inhibition) was 73.5%
(saxagliptin 5mg qg.d.), 91.7%
(sitagliptin 100mg g.d.), 28.9%
(vildagliptin 50mg q.d.), 90.6%
(vildagliptin 50mg b.i.d.), and
3.5% (placebo)®. The between
group comparisons favoured
sitagliptin and was statistically
significant vs. saxagliptin 5mg
(18.2%, p<0.001), VS.
vildagliptin 50mg q.d. (62.9%,
p<0.001), vs. placebo (87.8%,
p<0.001) and was numerically
favourable vs. vilda%liptin 50mg
b.i.d (1.1%, p-0.128)".

The German HTA body (GBA)
considered the assessment of
DPP-4i’'s appraised by the
Institute  for  Quality and
Efficiency in Health Care
(IQWIG). Sitagliptin and
saxagliptin  were shown to
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provide added benefit for the
outcome ‘reduced
hypoglycaemia’ when compared
to a sulfonylurea. In addition
sitagliptin was shown to provide
added benefit when used in
combination with metformin vs.
metformin and a sulfonylurea.
The GBA did not find added
value for remaining DPP-4i’s®,
MSD cannot agree with the assumption
made by the GDG for initial drug
therapy which is presented on page
197, table 61, of the full guidance
document. The GDG state that
‘...linagliptin and saxagliptin would be
expected to perform well if data were
available for inclusion in these
analyses...” — as stated, no data for
these interventions was available for the
cost-utility analyses. The cost
effectiveness data reported for DPP-4i’s
related only to two DPP-4i’s, sitagliptin
and vildagliptin — of which, sitagliptin
was considered to be the most cost
effective in people who could not take
metformin, repaglinide or pioglitazone
(CG87 Full guidance, Section 8.4.6.2,
page 196).
MSD disagrees with the assumption
made by the GDG for first

Developer’s response
Please respond to each comment
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Comments
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intensification, reported in table 74
(CG87 Full Guidance, page 222-223) of
the full guidance document. This
assumes a class effect for the DPP-4i’s
when not all DPP-4i's have been
considered  within  the  cost-utility
analyses. The cost-utility data reported
for DPP-4i’s related to sitagliptin,
linagliptin, and vildaglitpin only. The
GDG also acknowledged that data for
DPP-4i's was sporadic according to
treatment intensification level, and that
the GDG was not confident that any
apparent dissimilarities between options
represented real differences that would
be expected in clinical practice. The
GDG did not want to confuse the reader
by alternating between the DPP-4i class
and individual agents throughout the
guideline, and for this reason decided to
consistently refer to DPP-4i’s as a class.
MSD consider this statement and
approach inappropriate.

MSD fail to understand how the GDG
decided to use the statement “choose
the lowest acquisition cost DPP-4i", at
second intensification when the only
DPP-4i considered in the cost-utility
analysis was sitagliptin. The cost-utility
analysis did not evaluate linagliptin,
saxagliptin, or vildagliptin; therefore, the
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final guidance document should only
recommend sitagliptin  for use in
combination  with  metformin  and
sulfonylurea. The GDG also failed to
identify all licenced combinations for
sitagliptin at second intensification

(comment 5, table 1).

NICE have not provided evidence to support
clinical equivalence and have irrationally applied
a cost minimisation analysis to reach the
recommendation on the DPP-4i's. MSD
requests that in the NICE version of the
guideline, the approach using cost-utility
analyses to make recommendations is used and
it is stated, with two key changes to the NICE
version:

e The GDG should not recommend a
DPP-4i where no evidence has been
considered; and should state which
DPP-4i's were fully assessed (i.e. both
clinical effectiveness and cost-
effectiveness evaluated). For example,
there is only cost-utility results for first
intensification presented for linagliptin,
sitagliptin, and vildagliptin for first
intensification (see section 8.4.9.2, Full
version). This is consistent with the
approach taken in the current NICE
Clinical Guideline for Type 2 Diabetes
that was published in 2009°, where the
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DPP-4i's that were assessed in that
guideline was stated, e.g. DPP-4
inhibitors (sitagliptin, vildagliptin) (see
section 1.6.1).

ID

As a cost minimisation approach is not
appropriate and there is no evidence that all
DPP4-i are equivalent, MSD insist that the
lowest acquisition cost statement for DPP-4i’s is
removed.

Reference

1. NICE, Guide to the methods of (TA)
2013, April 2014,
http://www.nice.org.uk/article/pmg9/reso
urces/non-guidance-guide-to-the-
methods-of-technology-appraisal-2013-
pdf; accessed 18 February 2015

2. Scheen, A et al. “Efficacy and safety of
saxagliptin in combination with
metformin compared with sitagliptin in
combination with metformin in adult
patients with type 2 diabetes mellitus”
Diabetes Metab Res Rev 26: (2010)
540-549

3. Tatosian, D et al. “Dipeptidyl Peptidase-
4 Inhibition in Patients with Type 2
Diabetes Treated with Saxagliptin,
Sitagliptin, or Vildagliptin” Diabetes
Ther. (2013)

4. IQWIG, First assessment of the
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document interventions should be listed
according to their licenced indication and should
reflect appropriate use, i.e. appropriate use in
patients with renal and/or hepatic impairment
(table 1 and 2). Due to the multi-faceted nature
of T2DM in addition to the DPP-4i licence
variation, the GDG should provide added clarity
within the final guidance document for these
drugs. These data would also suggest that it is
inappropriate to consider the DPP-4i’s simply as
a class.

To highlight the complexity of DPP-4i
prescribing clinicians need to not only consider
the licensed indications for each DPP-4i
(comment 5, table 1) but also the renal and
hepatic tolerability of patients summarised in

Stakehold = Docum | Page @ Line Comments Developer’s response
ID . .
er ent No No Please insert each new comment in a new row Please respond to each comment
established drug market: advantage for
sitagliptin,
https://www.igwig.de/en/press/press-
releases/press-releases/first; accessed
27 February 2015
5. NICE CG87, Type 2 diabetes: The
management of type 2 diabetes. May
20009.
https://www.nice.org.uk/guidance/cg87;
accessed 18 February 2015
72 | Merck NICE Gene Considerations for the DPP-4i use in renal/ | Thank you for your feedback. The guideline
8 Sharp and ral hepatic impairment development group has reflected on the clinical
Dohme Full evidence for the recommendations related to the
Ltd MSD ask that in the final NICE guidance | pharmacological management of hyperglycaemia

in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost). As per NICE guidance, the

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

211 of 570


https://www.iqwig.de/en/press/press-releases/press-releases/first-assessment-of-the-established-drug-market-advantage-for-sitagliptin.3671.html
https://www.iqwig.de/en/press/press-releases/press-releases/first-assessment-of-the-established-drug-market-advantage-for-sitagliptin.3671.html
https://www.nice.org.uk/guidance/cg87

ID

Stakehold

er

Docum

ent

Page

No

Line

No

Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Comments

Please insert each new comment in a new row
table 1 and 2 below. It is estimated that 1/3 of

with  T2DM will develop renal

impairment; this is ~700,000 patients in the UK.
As you will note, there are differences in terms
of SPC recommendations and cautions, for
example:

Saxagliptin is not recommended for
end-stage renal disease. Further
complexity is added for people with
T2DM and renal impairment, in that both
licensed indications need to be
considered with any renal restrictions.

Linagliptin does not hold a licence for
first intensification add-on to
sulfonylurea or thiazolidinedione, or at
second intensification add on to
metformin and thiazolidinedione % In the
case of saxagliptin, this is suitable in
patients with mild and moderate renal
impairment, but does not hold a licence
for second intensification when added to
metformin and thiazolidinedione. This is
further complicated by the fact it is not
recommended (SPC contraindicated) in
patients with severe hepatic impairment4

MSD commends the level of prescribing detail
for patients with varied levels of renal function
during initial drug therapy with metformin. This
supports the individualised patient approach
taken to T2DM care. A similar approach should

Developer’s response
Please respond to each comment

guideline assumes that prescribers will use a
medicine’s summary of product characteristics to
inform decisions made with individual patients.
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be taken with the DPP-4i’s.

ID

Table 1. DPP-4 use in patients with renal
impairment™”>

= £ c < = <
(@] (] = = o =
s E | B =l 2
588 | © g 3 g
8 § E c_?s > S» S c 5
Mild
CrCl
>50ml/min 25mg | 5mg | 5mg | 100mg
Moderate
CrCl =230
to 12.5m 5mg 2.5m 50mg
<50ml/min | ¢ 9
Severe
crcl 6.25m | o 5'5”‘ a.
<30ml/min | g W/C W/C
ESRD
- 6.25m
<15ml/min gWIC 5mg | N/R 25mg
BD= bi-daily; N/R = not recommended; OD =
once daily;

W/C= use with caution

Table 2. DPP-4 use in patients with hepatic
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impairment™>

Degree of
hepatic Mild Moderate Sev
impairment*
alogliptin 25mg 25mg N/R
. o 5mg/ PK/ No dose adjustment
lralicty required/ Clinical experience lack
5mg
saxagliptin | 5mg with NR
caution
100m
sitagliptin 100mg 100mg No cli
exper
. o N/R/ Including Patients with pre-
vildagliptin | 4o atment ALT or AST >3 x ULN

N/R, not recommended
*Child-Pugh Scores 6-12

Reference

1. Januvia 25mg, 50mg, 100mg film-
coated tablets. Summary of product

characteristics. EMC, November 2014;
http://www.medicines.org.uk/emc/medici

ne/19609/SPC/; accessed 18 February

2015

2. Vipdidia 6.25mg, 12.5mg, 25mg film-

coated tablets. Summary of product

characteristics. EMC, January 2015;
http://www.medicines.org.uk/emc/medici

ne/28513; accessed 18 February 2015

3. Trajenta 5 mg film-coated tablets.
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Summary of product characteristics.
EMC, October 2014;
http://www.medicines.org.uk/emc/medici
ne/25000; accessed 18 February 2015
4. Onglyza 2.5mg & 5mg film-coated
tablets. Summary of product
characteristics. EMC, October 2014;
http://www.medicines.org.uk/emc/medici
ne/22315; accessed 18 February 2015
5. Galvus 50 mg Tablets. Summary of
product characteristics. EMC,
December 2014;
http://www.medicines.org.uk/emc/medici
ne/20734; accessed 18 February 2015
The use of glinides and Sulfonylureas when

driving

MSD ask that the GDG carefully consider and
amend the NICE clinical guideline to reflect the
DVLA document INF188/2 (March 2013)". This
states that drivers with T2DM who manage their
condition with either sulfonylurea or glinides
must comply with the following statements:

Group 1 drivers (car, motorcycle):

e Must not have had more than one
episode of hypoglycaemia requiring the
assistance of another person within the
preceding 12 months

e Drivers must be under regular medical
review

Developer’s response
Please respond to each comment

Thank you for your feedback. Recommendation
1.6.12 (NICE version) states “Take the Driver
and Vehicle Licensing Agency (DVLA) At a
glance guide to the current medical standards of
fitness to drive into account when offering self-
monitoring of blood glucose levels for adults with
type 2 diabetes.” In addition, recommendation
1.6.13 (NICE version) notes that self-monitoring
of blood glucose should be undertaken for adults
with type 2 diabetes who are “on oral medication
that may increase their risk of hypoglycaemia
while driving or operating machinery”.

The guideline development group has
reflected on the clinical evidence for the
recommendations related to the
pharmacological management of
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e Testing is dependent on clinical factors
and driving frequency.

Group 2 vocational drivers (bus, lorries)

¢ No episode of hypoglycaemia requiring
the assistance of another person has
occurred in the preceding 12 months

e Has full awareness of hypoglycaemia

e Regularly monitors blood glucose at
least twice daily and at times relevant to
driving

e Must demonstrate an understanding of
the risks of hypoglycaemia

e There are no other debarring
complications of diabetes such as a
visual field defect.

These warnings, issued by the DVLA, raise
doubt for the wide scale implementation of
repaglinide in patients who are intolerant or
contraindicated for metformin.

e MSD recently completed a survey in
~1,500 drivers with T2DM treated with
either oral sulfonylureas or glinides
based therapies (ISGs), non-ISGs, diet
alone, and or insulin  alone.
Hypoglycaemic events were common
among patients treated with ISGs,
experiencing either a severe or minor
hypo in the past 12 months®. Drivers
expressed concern about the impact of

Developer’s response

Please respond to each comment
hyperglycaemia in light of stakeholders’
feedback on the appropriateness and
implementability of these recommendations
and associated algorithms.The guideline
development group has recommended the
use of metformin modified-release in
circumstances where standard-release
metformin is not tolerated. The group has
also given equal weighting to DPP-4
inhibitors, pioglitazone, repaglinide and
sulfonylurea where metformin is
contraindicated or not tolerated..
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diabetes and driving®. Vocational drivers
are also burdened by multiple testing (at
least twice a day).

ID

Reference
1. DVLA, DVLA’s current medical
guidelines for professionals — conditions
D to F. November 2014.
https://www.gov.uk/current-medical-
guidelines-dvla-guidance-for-
professionals-conditions-d-to-f ;
accessed 18 February 2015
2. Evans, M. et al. “Experience of
hypoglycaemia in drivers with type 2
diabetes: results of an online survey’.
Diabetes UK poster abstract, March
2015
3. Feher, M et al. “Vocational driving,
diabetes management and driving
guidelines in people with type 2
diabetes” Diabetes UK poster abstract,
March 2015
74 | Merck NICE Gene TECOS CV safety study
1 Sharp and ral
Dohme MSD would like to inform the GDG that the
Ltd cardiovascular safety study for sitagliptin
(TECOS) is expected to be made public Q2
2015. TECOS, an event-driven trial, will report
on approximately 14,724 patients with a median
follow up expected to be ~3 yearsl. We will be
submitting these data to the group for

Developer’s response
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Thank you for your feedback. Long-term drug
safety was considered in a separate review
question, with a search date cut off of June 2014.
Any studies published after this date could not be
included in this update.
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consideration as soon as it is available.

ID

Reference
1. Bethel MA, et al. Regional, age and sex
differences in baseline characteristics
of patients enrolled in the Trial
Evaluating Cardiovascular Outcomes
with Sitagliptin (TECOS). Diabetes
Obes Metab. 2015 Jan 20. doi:
10.1111/dom.12441. [Epub ahead of
print]
72 | Merck NICE Gene | 1.6 Testing and targets Thank you for your feedback.
5 Sharp and ral
Dohme MSD commends the individualised approach
Ltd taken to HbAlc targets, as fundamentally
described in CG87 (2009)*. MSD believe that
regular testing (3-6 months initially followed by 6
monthly intervals) is useful and should remain.

MSD welcome the introduction of individualised
patient targets, namely in patient groups:

e who are unlikely to achieve longer-term
risk-reduction benefits (for example,
people with a reduced life expectancy)

e for whom tight glycaemic control poses
risks

e with a high risk of the consequences of
hypoglycaemia (for example, people
who are at risk of falling, people who
have impaired awareness of
hypoglycaemia, and people who drive or

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
advisory committees

218 of 570


http://www.ncbi.nlm.nih.gov/pubmed/25600421
http://www.ncbi.nlm.nih.gov/pubmed/25600421

Stakehold = Docum | Page @ Line

B er ent No No

73 | Merck NICE Gene | 16.1

4 Sharp and ral 6
Dohme

Ltd

Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Comments
Please insert each new comment in a new row
operate machinery as part of their job
(see comment 17)

e for whom intensive management would
not be appropriate (for example, people
taking multiple drugs and people with
significant comorbidities)

These statements recognise the complexity of
T2DM and the numerous patients groups who
would benefit from tailored therapy.

Although MSD cannot comment on the
education or diet and lifestyle sections of this
guideline, MSD recognises and fully supports
the importance of patient education and diet
management. MSD believe this is an integral
part of managing patients with T2DM.

Reference
1. NICE CG87, Type 2 diabetes: The
management of type 2 diabetes. May
2009.
https://www.nice.org.uk/guidance/cg87;
accessed 18 February 2015
Initial drug treatment

To improve both patient and clinician choice
MSD ask that the GDG recommend the
following at first intensification: “If standard-
release metformin is contraindicated or not
tolerated consider initial drug treatment with

Developer’s response
Please respond to each comment

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms. At
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either:

e Pioglitazone (as per licensed indication)
or

e a DPP-4i (as per licenced indication*,
and DPP-4i reviewed) or

e a sulfonylurea”

*As per licenced indication as discussed in
comment 5 in table 1. To maintain the focus of
individualised patient care renal function should
also be assessed (comment 7, table 1).

This would give increased flexibility for clinician
prescribing and take into consideration factors
such as; comorbidities, interaction  of
polypharmacy, and patient lifestyle. A similar
approach has been recommended by the ADA
standards of medical care in diabetes 2015
These guidelines state that patients who are
intolerant or contraindicated to metformin should
consider an initial drug from another drug class
listed at first intensification (dual therapy). The
options include either a: sulfonylurea,
thiazolidinedione, DPP-4i, SGLT-2, GLP-1, and
or basal insulin™.

The evidence considered at initial therapy within
the DPP-4i class was limited to sitagliptin and
vildagliptin. Therefore, when recommending a
DPP-4i at this treatment level only sitagliptin and
vildagliptin should be listed.

Developer’s response

Please respond to each comment
first intensification, the guideline development
group has recommended the following
metformin-based dual therapy options:
metformin+pioglitazone, metformin+sulfonylurea
and metformin+DPP-4 inhibitor; and for people
who cannot take metformin:
pioglitazone+sulfonylurea, pioglitazone+DPP-4
inhibitor and sulfonylurea+DPP-4 inhibitor. At
initial therapy, the guideline development group
has recommended the use of metformin
modified-release in circumstances where
standard-release metformin is not tolerated. The
group has also given equal weighting to DPP-4
inhibitors, pioglitazone, repaglinide and
sulfonylurea where metformin is contraindicated
or not tolerated.The recommendations and
algorithm have been simplified and amended to
place an increased emphasis on individualised
care and choice around which pharmacological
interventions are appropriate for consideration.
Specifically, a generic recommendation has been
added and emphasised in the algorithm to base
choice of drug treatment on: effectiveness, safety
(see MHRA guidance), tolerability, person’s
individual clinical circumstances, preferences
and needs, available licensed indications or
combinations, and cost (if 2 drugs in the same
class are appropriate, choose the option with the
lowest acquisition cost). In addition, a footnote
on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
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Warnings from the MHRA or EMA should be
clearly documented. Therapies should be
recommended according to their licence
indication(s), and any recommendations outside
of these approved licences are explicitly stated.
Initial drug choice should be based on patient
and clinician discussion to enable individualised
patient care.

Reference

1. American Diabetes Association (ADA),
Standards of Medical Care in Diabetes
2015. January 2015. PDF online.
http://professional.diabetes.org/admin/U
serFiles/0%20-
%20Sean/Documents/January%20Supp
lement%20Combined Final.pdf;
accessed 18 February 2015

Repaglinide

MSD ask NICE to remove repaglinide from the
proposed clinical guideline due to safety
concerns, and limited use within current UK
clinical practice/ market. A critical analysis of the
draft CG87 highlighted clinical apprehension
surrounding the use of repaglinide based on
clinical experience in the UK and globally, and a
recent meta-analysis showed the risk of
hypoglycaemia was at least as great as that with
sulfonylureas’.

Developer’s response
Please respond to each comment
caution if the person is at high risk of the adverse
effects of the drug has been added to the
recommendations and algorithm.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
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The SPC for repaglinide lists numerous safety
concerns, for example a limited licence
indication (in monotherapy or combination with
metformin only), and a multiple dosing strategy
up to 4 times daily, which will lead to adherence
issues’. The medicines adherence guideline
(NICE CG76, 2009) acknowledges the
multifaceted problem of patient adherence; this
guideline encourages good communication
between health care professionals and patients
when making decisions about medication choice
and methods to support adherence®. The
findings of O’Hare et al. 2015 substantiate the
magnitude of adherence violations™. Similarly,
Boccuzzi et al. 2001 reported decreased
persistence of repaglinide (32.7%) at two years
vs. metformin (53.8%). Repaglinide also had the
highest rate of discontinuation in the first 12
months compared with metformin  and
sulfonylurea at 16.2%, 11.9%, and 11.3%,
respectively”.

The DVLA have also highlighted warnings for
group 1 and 2 drivers who receive glinides (See
comment 17)°.

Repaglinide cannot be considered as standard
of care in the UK. The following data support
this statement:

e An examination of IMS reported

Developer’s response

Please respond to each comment
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated. In
addition, recommendations referring to
repaglinide make clear in footnotes that
“Repaglinide has a marketing authorisation for
use only as monotherapy or in combination with
metformin. Therefore, for people who cannot
take metformin, there is no licensed combination
containing repaglinide that can be offered at first
intensification. Patients should be made aware of
this when initial therapy is being discussed” and
to “Be aware that initial drug treatment with
repaglinide should be stopped and the drugs in
the dual therapy should be introduced in a
stepwise manner, checking for tolerability and
effectiveness of each drug.” This information is
also reflected in the algorithm.
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standard units shows the decline of
repaglinide use from 2,666 standard
units in Q3 2011 to 2,102 standard units
in Q3 2014. In contrast, metformin
reported 448,972 and 528,268 standard
units Q3 of 2011 and Q3 of 2014,
respectively®.

Using IMS UK Disease Analyzer (MAT
2014) it was also possible to project
national estimates of T2DM patients.
The projected number of patients
receiving either repaglinide or metformin
nationally was 4,384 and 1,576,636
patients, respectively. The number of
new initiations was markedly different.
Of the new initiations for repaglinide
(653 patients) and metformin (231,403
patients) only 0.3% was attributed to
repaglinide’.

When GPs (n=101) were asked to
consider prescribing repaglinide, 19%
were not aware of any limitations
associated with its use; whereas, 27%
of GPs were concerned with
hypoglycaemic events, and or liver
disease (30%)®. Their apprehension and
lack of awareness was further quantified
by poor patient adherence. The survey
results show that 81% of GPs thought
that patients were somewhat likely or
very likely to Dbenefit from an
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individualised patient approach due to
adherence concerns®. MSD believe that
these concerns in addition to the
barriers to implementation, discussed in
comment 3, show that the use of
repaglinide is not appropriate for T2DM
patients, when other licenced
alternatives are available.

MSD would like to further understand the GDG
assumption that repaglinide multiple dosing is
comparable to metformin multiple dosing in
terms of patient utility. The SPC for metformin
states a dosing strategy of 2-3 times daily (max
of 3g per day split between 3 doses)g, whereas
the SPC for repaglinide states a dosing strategy
of 2-4 times daily (max of 16g per day split
between 4 doses)z. This dose titration process
will lead to repeated GP visits and additional
costs.

MSD queries what additional efficacy and safety
data have contributed to NICE’s decision to offer
repaglinide in the 2015 clinical guideline vs. the
2009 decision not to include repaglinide; is this
purely due to acquisition cost?

MSD would like to understand if the additional
burden on GP resources and associated costs
were considered during the titration of
repaglinide, which must be carefully monitored,;
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namely in the elderly and patients with renal
impairment.
Reference
1. O’Hare, J et al. “The new NICE

guidelines for type 2 diabetes- a critical
analysis” Editorial, Available online. Br J
Diabetes Vasc Dis 2015;15:xx-xx
http://dx.doi.org/10.15277/bjdvd.2015.00
6; Accessed 18 February 2015

Prandin 0.5mg, 1mg, 2mg Tablets,
Summary of product characteristics.
EMC. February 2015.
https://www.medicines.org.uk/emc/medi
cine/18980; accessed February 2015
NICE CG76, Medicines adherence:
Involving patients in decisions about
prescribed medicines and supporting
adherence. January 2009.
https://www.nice.org.uk/guidance/cg76/c
hapter/1-guidance; accessed 18
February 2015

Boccuzzi, S et al. “Utilization of Oral
Hypoglycemic Agents in a Drug-Insured
U.S. Population” Diabetes Care (2001)
24:1411-1415

DVLA, DVLA'’s current medical
guidelines for professionals — conditions
D to F. November 2014.
https://www.gov.uk/current-medical-
guidelines-dvla-guidance-for-
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professionals-conditions-d-to-f ;
accessed 18 February 2015
6. IMS Global National Sales Audit (Q311-
Q314)
7. IMS Health UK, Disease Analyzer,
Patients, MAT September 2014 as
interpreted by MSD Ltd
8. MSD. Data on file. GP survey, clinical
practice in type 2 diabetes patients
February 2015
9. Glucophage 500 mg and 850 mg film
coated tablets, Summary of product
characteristics. EMC. January 2015.
https://www.medicines.org.uk/emc/medi
cine/1043; accessed February 2015
73 | Merck NICE Gene | 1.6.2 | Pioglitazone Thank you for your feedback. The guideline
1 Sharp and ral 0 development group has reflected on the clinical
Dohme 1.6.2 | MSD request that when pioglitazone is | evidence for the recommendations related to the
Ltd 2 recommended for use it is duly caveated with | pharmacological management of hyperglycaemia
1.6.2 | the relevant MHRA safety warnings and that an | in light of stakeholders’ feedback on the
3 individualised approach is taken; this should | appropriateness and implementability of these

involve discussion between both the patient and
clinician to assess the added benefit vs. risk.

Safety concerns
The MHRA have published health warnings for
pioglitazone, including an increased risk of
bladder cancer and heart failure.
e MHRA August 2011: The associated
risk of bladder cancer in patients with
T2DM was further examined in a

recommendations and associated algorithms. A
footnote on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
caution if the person is at high risk of the adverse
effects of the drug has been added to the
recommendations and algorithm. The
recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
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European study. The findings show “a
small increased risk of bladder cancer in
patients taking pioglitazone; however,
the benefits continue to outweigh the
risks for those who respond to treatment
and in whom there are no identified risk
factors for bladder cancer”; the finding
of this European study also report
uncertainty “Whether the increased risk
occurs early in treatment or only after
prolonged exposure remains unclear”.

e MHRA January 2011: “A European
review of the increased incidence of
cardiac failure when pioglitazone is
used in combination with insulin,
especially in patients with predisposing
factors, has recommended that the
product information for insulin should
equally reflect this risk and contain
appropriate  warnings. The product
information for pioglitazone already
contains warnings about its use in
combination with insulin”’.

In the full version of the guideline the GDG has
given consideration to the safety concerns
related to pioglitazone (Full Guideline, page 199,
section 8.4.7), where they have made a specific
request “that a cross reference to appropriate
MHRA publications would also be appropriate”.
This has not been included in the NICE version

advisory committees

appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost). As per NICE guidance, the
guideline assumes that prescribers will use a
medicine’s summary of product characteristics to
inform decisions made with individual patients.
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and needs to be updated to include references
to the relevant MHRA publications (as
mentioned above).

In addition to an increased risk of bladder
cancer there are numerous contraindications for
pioglitazone listed in the SPC?, these include:
e Hypersensitivity to the active substance
e Cardiac failure or history of cardiac
failure (NYHA stages | to 1V)
e Hepatic impairment
e Diabetic ketoacidosis
e Current bladder cancer or a history of
bladder cancer
¢ Un-investigated macroscopic
haematuria.

MSD have identified, using IMS UK Disease
Analyzer, potential patient cohorts that would
not be suitable for pioglitazone treatment based
on SPC and MHRA contraindications. MSD is
very concerned about how the wuse of
pioglitazone will be safely implemented into
such a complex patient population. The
following values are a percentage of T2DM
patients who are not eligible for pioglitazone.
IMS UK Disease Analyzer, using a calculation to
extrapolate to national levels, has been used to
estimate the following values at a national level®.

e Cardiac Failure (or history of) (NYHA

stages | - 1V), 3% (~82,500 patients)
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e All haematuria, 2% (~49,700 patients)
e Bladder cancer - active or previous, 1%
(15,000 patients)
e Diabetic ketoacidosis, 1% (~22,900
patients)

There are also numerous warnings associated
with pioglitazone that may further limit its use in
the T2DM population, as listed in the SPC®.
Using IMS UK Disease Analyzer MSD has
identified the following at risk patient groupss. If
pioglitazone should be prescribed the balance of
benefits and risks should be considered
carefully both before and during treatment®:
e patients with CVD, 22% (587,800
patients)
e patients with osteoporosis/risk of bone
fracture, 9% (233,500 patients)
e patients with hepatic impairment/ liver
disease, 3% (80,400 patients)
e patients aged =65 years, 52% (1.4
million patients)

These health warnings are supported by the
findings of the PROactive study (PROspective
pioglitAzone Clinical Trial In macroVascular
Events)®. This randomised control trial,
compared pioglitazone with placebo in 5,238
patients with T2DM who had evidence of
macrovascular disease. At 3.5 years follow up,
heart failure requiring and not requiring
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hospitalisation was significantly increased in the
pioglitazone group compared with the placebo
group (10.8% for pioglitazone vs. 7.5% for
placebo (P=< 0.0001), and weight gain was
greater in subjects in the pioglitazone group
than in the placebo group (~3.6kg increase for
pioglitazone vs. 0.4kg decrease in the placebo

group)®.

MSD refer the GDG to the 2009 CG87 clinical
guideline, (paragraph 1.6.2.4, page 18)’, which
recommended “Do not commence or continue a
thiazolidinedione (pioglitazone) in people who
have heart failure, or who are at higher risk of
fracture”. MSD request that this wording is
reinstated and highlighted in the interest of
safety and individualised patient care.

Clinical practice

Pioglitazone is not considered to be the
standard of care across the global market, with
decreasing usage and withdrawals from several
EU countries. Although pioglitazone has
remained on the UK market, it is clear to see
that pioglitazone use has been in steady
declined since Q3 2011 (17,131 standard units)
to Q3 2014 (11,561 standard units)’. To
contextualise this, metformin reported 448,972
and 528,268 standard units Q3 of 2011 and Q3
of 2014, respectively”.
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Using IMS UK Disease Analyzer (MAT 2014) it
was also possible to project national estimates
of T2DM patients. The projected number of
patients receiving either pioglitazone or
metformin nationally was 76,761 and 1,576,636
patients, respectively. The number of new
initiations was markedly different during the
2014 MAT. Of the new initiations for pioglitazone
(6,902 patients) and metformin (231,403
patients) only ~3% was attributed to
pioglitazone®. The number of new initiations has
reduced in 2014 at 6,902 ?atients compared
with 2013 with 8,861 patients”.

The French health authority (ANSM), withdrew
all pioglitazone-containing products in June
2011 based on the findings of a small increased
risk of bladder cancer in patients treated with
pioglitazone observed in a French database
study (CNAMTS) independently conducted by
the French authorities®.

Similarly, Germany issued a ban on new
initiations with pioglitazone (including fixed dose
combinations with pioglitazone) in patients
funded by statutory insurance (2010). The GBA
followed the recommendations of an IQWIG
assessment that showed Joioglitazone was
inferior to existing alternatives™

The results of our recent GP (n=101 GPs)
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survey show that when asked to consider
prescribing pioglitazone GPs recalled numerous
limitations; this included but was not limited to:
heart failure (76%), risk of bladder cancer
(42%), liver disease (32%), renal disease (30%),
and a risk of fractures (23%)"°. These limitations
were not mutually exclusive, and GPs often
recalled multiple risk factors. These findings in
addition to the barriers to implementation, as
listed in comment 3, suggest that the ability of
GPs to offer an individualised patient approach
with the proposed clinical guidelines would not
be feasible, and would negatively impact on
patient safety.

Reference

1. MHRA Drug safety update,
Pioglitazone: risk of bladder cancer.
August 2011. https://www.gov.uk/drug-
safety-update/pioglitazone-risk-of-
bladder-cancer; accessed 18 February
2015

2. MHRA Drug safety update, Insulin
combined with pioglitazone: risk of
cardiac failure. January 2011.
https://www.gov.uk/drug-safety-
update/insulin-combined-with-
pioglitazone-risk-of-cardiac-failure;
accessed 18 February 2015

3. IMS Health UK, Disease Analyzer,
Patients, MAT September 2014 as
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4.

5.

interpreted by MSD Ltd

IMS Global National Sales Audit (Q311-
Q314)

Actos Tablets, Summary of product
characteristics. EMC. June
2014.https://www.medicines.org.uk/emc
/medicine/4236; accessed 18 February
2015

Dormandy, A et al. “Secondary
prevention of macrovascular events in
patients with type 2 diabetes in the
PROactive Study (PROspective
pioglitAzone Clinical Trial In
macroVascular Events): a randomised
controlled trial” Lancet. (2005)
(9493):1279-89

NICE CG87, Type 2 diabetes: The
management of type 2 diabetes. May
20009.
https://www.nice.org.uk/qguidance/cg87;
accessed 18 February 2015

AFSSAPS, Use of Medications
Containing Pioglitazone (Actos®,
Competact®) Suspended. June 2011.
http://ansm.sante.fr/var/ansm_site/stora
ge/original/application/4e293bcd0814c0
25b94d46d7502a0958.pdf; accessed 18
February 2015

IQWIG, Glitazones in the treatment of
diabetes mellitus type 2. February 2005.
https://www.igwig.de/download/A05-
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05A Executive Summary Glitazones i
n_the treatment of diabetes mellitus t
ype_2.pdf; accessed 18 February 2015

10. MSD. Data on file. GP survey, clinical
practice in type 2 diabetes patients
February 2015
DPP-4i prescribing detail

MSD ask the GDG to be consistent with their
approach to prescribing; and this should follow
license indication and not cost.

MSD commend the prescribing detail for GLP-
1s, which follows and individualised patient
approach. The phraseology reported in section
1.6.29 of the NICE guideline states “base the
choice of GLP-1 mimetic on the person’s
preference after discussing the risk and benefits
of each licenced option”.

MSD request that NICE use a similar approach
when recommending the use of DPP-4i's. MSD
suggest the following statement “when a DPP-4i
is preferred, base the choice of DPP-4i on the
patients’ preference after discussing the risks
and benefits of each licenced option”. The
choice of DPP-4i should be based on licenced
indication, individualised patient care and
preference, and should only reflect those
interventions considered within the cost-utility
analysis.
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Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
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Sulfonylurea

MSD ask that additional prescribing information
are provided for at risk groups when considering
the use of sulfonylureas, i.e. patients with renal
impairment, and those who are at increased risk
of hypoglycaemia. The GDG have clearly

acknowledged the risks associated with
sulfonylureas by removing their automatic use at
first intensification, and this should be
commended.

MSD request that the guideline clearly defines
patient populations that are not suitable for
sulfonylureas at each stage of treatment
intensification.  An  individualised  patient
approach should be adopted and the added
benefits and risk should be clearly
communicated; i.e. T2DM who drive frequently
or for an occupation should not be prescribed
sulfonylureas (see comment 17 for DVLA
warnings). The SPC lists the following
contraindications®:
o diabetes complicated by ketosis or
acidosis
e diabetics undergoing surgery, after
severe trauma or during infections
e diabetic pre-coma and coma
e patients with severe renal or hepatic
insufficiency
e patients treated with miconazole

Developer’s response

Please respond to each comment
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost). As per NICE guidance, the
guideline assumes that prescribers will use a
medicine’s summary of product characteristics to
inform decisions made with individual patients.
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e women who are lactating

MSD would like to draw the GDGs attention to
the growing wealth of evidence that shows
sulfonylureas have adverse cardiovascular
effects. MSD strongly believe data for
cardiovascular risk have not been given
adequate consideration in the decision making
process. The systematic review and meta-
analysis, described below, is supported with
extensive retrospective UK observational data,
which could be considered the most
representative of clinical practice as this reflects
gliclazide use.

e Monami et al. 2013? reported the results
of a systematic review and meta-
analysis that examined cardiovascular
safety of sulfonylureas. A total of 62
RCTs with a duration of at least 6
months contributed to the major
cardiovascular events (MACE) and
mortality outcomes. Their analysis
showed significantly increased risk for
mortality (OR: 1.22 [1.01;1.49]) and
stroke (OR: 1.28 [1.03;1.60]) in patients
treated sulfonylurea vs. other oral anti-
hyperglycaemic agents. The results
show that the risk of stroke increased
significantly when sulfonylurea was
compared with DPP-4i alone (OR: 4.51
[1.65;10.79]). The authors concluded

Developer’s response
Please respond to each comment
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that in T2DM, the use of sulfonylureas is
associated with increased mortality and
a higher risk of stroke?.

Morgan et al. 2014% a UK retrospective
study in CPRD, reported all-cause
mortality and MACE outcomes using the
CPRD in patients prescribed either a
sulfonylurea (N=33,983) or DPP-4i
(N=5,447). The results show increased
MACE events for sulfonylurea patients
vs. DPP-4i at 11.3 and 5.3 events per
1,000 patient years, respectively.
Similarly increased all-cause mortality
rates were observed in patients treated
with sulfonylurea vs. DPP-4i at 16.9 and
7.3 per 1,000 patient years,
respectively. The authors concluded
that there was a reduction in all-cause
mortality for patients treated with
metformin combined with DPP-4i versus
metformin plus sulfonylurea, and a
similar trend for MACE?®.

Bannister et al. 2014 used
observational data from the CPRD in
patients with T2DM treated with
metformin or sulfonylurea monotherapy
vs. matched controls without diabetes.
The results of this study show increased
mortality associated sulfonylurea
monotherapy vs. matched controls at
50.9 and 28.7 deaths per 1,000 person

Developer’s response
Please respond to each comment
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years, respectively; this was higher than
metformin at 14.4 per 1,000 patient
years. The authors concluded that
patients treated with a sulfonylurea had
markedly reduced survival compared
with both matched controls and those
receiving metformin monotherapy”.

When asked to consider prescribing a
sulfonylurea GPs recalled the following
limitations: risk of hypoglycaemia (74%),
intolerance to a sulfonylurea (59%), BMI=35
(43%), and elderly patients 75+ (41%). These
limitations were not mutually exclusive, and
numerous GPs selected more than one. MSD
believes that these data support the immediate
downgrading of sulfonylureas at treatment
initiation and first-intensification”.

Reference

1. Gliclazide Tablets BP 80mg, Summary
of product characteristics. EMC. April
2011.
http://www.medicines.org.uk/emc/medici
ne/24126; accessed 18 February 2015

2. Monami, M et al. “Cardiovascular safety
of sulfonylureas: a meta-analysis of
randomized clinical trials”. DOM, 15:
(2013) 938-953.

3. Morgan, C eta |. 2Combination therapy
with metformin plus sulphonylureas

Developer’s response
Please respond to each comment
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versus metformin plus DPP-4 inhibitors:
association with major adverse
cardiovascular events and all-cause
mortality” Diabetes, Obesity and
Metabolism 16: (2014) 977-983.

4. Bannister, C et al. “Can people with type
2 diabetes live longer than those
without? A comparison of mortality in
people initiated with metformin or
sulphonylurea monotherapy and
matched, non-diabetic controls”
Diabetes, Obesity and Metabolism 16:
(2014) 1165-1173.

5. MSD. Data on file. GP survey, clinical
practice in type 2 diabetes patients
February 2015

First intensification

MSD ask that the treatment options available at
first intensification reflect the removal of
repaglinide due to safety concerns (see
comment 9).

MSD insist that patients who have failed to
achieve adequate HbA1c control on:

e metformin should be offered either a
DPP-4i or thiazolidinedione or
sulfonylurea according to patient
suitability and preference in discussion
with their clinician.

e either sulfonylurea or pioglitazone or a

Developer’s response
Please respond to each comment

Thank you for your feedback. Recommendations
are based on the available clinical evidence and
health economic modelling for the specified
drugs and/or classes. The purpose of the
evidence review and recommendations was to
provide specific guidance on optimal treatment
options and/or combinations. The NICE
developed type 2 diabetes guideline was able to
take into account the costs of treatments through
formal health economic modelling, which sets
this guideline apart from other internationally
recognised guidelines. The recommendations
and algorithm have been simplified and
amended to place an increased emphasis on
individualised care and choice around which
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DPP-4i are offered one of the
remaining therapies; again this should
be based on patient suitability and
preference in discussion with their
clinician.

A similar approach has been adopted in the
ADA 2015 guideline “If the HbA1C target is not
achieved after approximately 3 months, consider
a combination of metformin and one of these six
treatment options: sulfonylurea,
thiazolidinedione, DPP-4i, SGLT-2, GLP-1
receptor agonists, or basal insulin”®.  This
promotes greater flexibility for both patient and
clinician.

Developer’s response

Please respond to each comment
pharmacological interventions are appropriate for
consideration. Specifically, a generic
recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost). At first intensification, the
guideline development group has recommended
the following metformin-based dual therapy
options: metformin+pioglitazone,
metformin+sulfonylurea and metformin+DPP-4
inhibitor; and for people who cannot take
metformin: pioglitazone+sulfonylurea,

wemonylurea+DPP-4 inhibitor. Cross-referral to

‘@ﬁechnology appraisal guidances on SGLT-
in

xF%)i itors has been included where
:?RFE priate.

"miank you for this comment, which calls for

Figure 7.1 ADA clinical guideline dual therapy
If AT target nof achieved after ~3 months of monotherapy, proceed lo 2-drug combingtion (arder not meant (o denalpy 1 I A ihi
munrsmmmfemncs—mﬂuﬁwﬂupvmsvnpr|mmus&mefum' Mploglltazone+DPP 4 |nh|b|t0r and
Metfarmin Metformin Metformin Metfarmin Metfarmin
+ * L4 * *
Dual Sufonylurea | [ Thiazolidine- | | DPP4 $6LT2 GLP-1 receptor
therapy’ dione inhibitor inhibitor agonist
Efficacy’... L1 high_... high i diate .. 1 4 1 high
Hypo risk. moderate risk low risk. low risk low risk low risk
Waight......- k... gain ... gain neutral loss loss gain
Side effects £4.... hypoglycemi odama, HF, fxs ... rare MR T IET] B —
Costs’ ol oW Liow high bigh Ligh ...
1 R e

MSD request that recommendations for DPP-
4i's at first intensification reflect the cost
effectiveness evidence considered (sitagliptin,
vildagliptin, and linagliptin) in line with licensed
indication (see comment 5, table 1)

I =g analysis on repaglinide. It was considered

alongside all other comments on review question
1 that called for further analysis. The view of
NICE and the guideline development group was
that, on this occasion, any such further analysis
would be of limited assistance to the Group.
Accordingly, the revision of the section on
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MSD are concerned that the GDG have not
evaluated the implications of treatment switching
for repaglinide at first intensification, and that
blanket prescribing does not adopt an
individualised patient approach. Have the GDG
fully considered:

e The additional costs associated with
testing and monitoring during the
removal of repaglinide and addition of
two new oral agents that would need to
be added in a stepwise manner.

e The risk of losing HbAlc control during
the stepwise addition of two drugs

e The risk of potential short- and long-
term safety outcomes i.e. weight gain,
CV morbidity etc.

e The impaired quality of life of these
patients.

MSD asks that the GDG consider their own call
to research (section 2.1 NICE draft CG87
(2015)), and that in the absence of these data
the GDG cannot justify the unknown risks
associated with repaglinide treatment switching
when there are licensed alternatives that do not
require this.
¢ NICE future research question ‘There is
limited understanding of the short- and
long-term effects of stopping a therapy
and switching to another in terms of
diabetes control (HbAlc levels),

Developer’s response

Please respond to each comment
pharmacological management of blood glucose
levels has been based on a revised interpretation
of the evidence available from the existing
clinical reviews and health economic modelling in
the light of what stakeholders have said. Please
see the Linking Evidence to Recommendations
tables in sections 8.4.11, 8.4.15 and 8.4.18 for
details of the reasoning behind the final
recommendations.
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hypoglycaemic risk, weight gain, and
cardiovascular morbidity and mortality.
In addition, there is limited
understanding of  how  quickly
consideration should be given to
stopping and switching to another drug
treatment and, if stopping and switching
may be needed, what the optimal
sequencing is of drug treatments’
(NICE Draft CG87, page 33, section
2.1).

ID

MSD would also refer the GDG to the quality of
evidence presented at first intensification, which
demonstrates uncertainty around the most
suitable treatment option.

e The full guidance document presented
low quality evidence for hypoglycaemia
at study end point and change in body
weight. The quality of evidence for
adverse events at study end point, and
change in blood glucose was
considered moderate to low, and
moderate, respectively.

e The GDG reported in section 8.4.10.2 of
the full guidance document that the
original  economic  analysis  had
potentially serious limitations.

Reference
1. American Diabetes Association (ADA),

Developer’s response
Please respond to each comment
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Standards of Medical Care in Diabetes
2015. January 2015. PDF online.
http://professional.diabetes.org/admin/U
serFiles/0%20-
%20Sean/Documents/January%20Supp
lement%20Combined Final.pdf;
accessed 18 February 2015

Second Intensification

MSD ask that the treatment options and wording
for the recommendation of medications at
second intensification reflect:

e The removal of repaglinide at drug
initiation (see comment 9).

e The use of each drug class at drug
initiation and first intensification, and is
in line with licenced indication and
patient/ clinical preference, suitability,
and should only recommend those
considered  within  the  cost-utility
analysis.

e Evidence for sitagliptin only. This was
the only DPP-4i evaluated at second
intensification and the recommendation
within the NICE guideline should reflect
this.

MSD insist that the treatment algorithm is
amended to reflect the full licence of sitagliptin,
which can be wused in combination with
metformin + pioglitazone (see comment 15).

Developer’s response
Please respond to each comment

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost). The recommendations are
based on the clinical effectiveness review and
health economic modelling analysis, and not only
the available licensed combinations.
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To undertake the cost-utility modelling produced
in this guideline, costs related to microvascular
and macrovascular complications have primarily
been taken from the UKPDS randomised clinical
trial. The group have inflated the prices, as
standard, to the latest cost year (2012/13) using
a source year of 2000. In the original
publication, the costs for in-patient admissions
were based on an average of the Department of
Health’'s NHS Trust Financial Returns for
1997/98 and 1998/9. Non-inpatient costs were
derived from units cost publication from PSSRU
1999 and UKPDS clinics. It would appear that
the more appropriate source year to use for
these costs is 1998 or 1999 rather than 2000.
The cost of complications should be readjusted
to reflect this and then the cost-utility analyses
re-run to reflect the costs more appropriately.

Reference
1. Clarke, P et al. “The impact of diabetes-

related complications on healthcare
costs: results from the United Kingdom
Prospective Diabetes ”. Diabetic
Medicine, 20: (2003) 442-450.

The use of SGLT-2 s - Can you be more specific

about the use of these agents in reducing

HbA1c and in reducing weight ?HCPs will not

want to keep checking all the different guidelines

14 | National

7 Diabetes
Nurse
Consultant

NICE

Developer’s response

Please respond to each comment
Thank you for this comment, which calls for
further analysis. It was considered alongside all
other comments on review question 1 that called
for further analysis. The view of NICE and the
guideline development group was that, on this
occasion, any such further analysis would be of
limited assistance to the Group. Accordingly, the
revision of the section on pharmacological
management of blood glucose levels has been
based on a revised interpretation of the evidence
available from the existing clinical reviews and
health economic modelling in the light of what
stakeholders have said. Please see the Linking
Evidence to Recommendations tables in sections
8.4.11, 8.4.15 and 8.4.18 for details of the
reasoning behind the final recommendations.

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
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as they have limited consultation time

Why are % readings being included in this
document HbAlc measurement switched to
mmols/mol in 2011 which is referenced in point
1.6.2 and laboratories only present results in
mmol/mol. The continued used of % 4 years
after the change is promoting the use of
outdated terminology.

HbAlc targets of 53mmol/mol may increase the
numbers experiencing hypoglycaemia and
subsequent ambulance callout and particularly if
used in people with a long duration of diabetes

“Offer self-monitoring of plasma glucose to a
person newly diagnosed with Type 2 diabetes
only as an integral part of his or her self-
management education. Discuss its purpose

Developer’s response

Please respond to each comment
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
Thank you for your comment. To ensure NICE
guidance is as clear as possible to the greatest
number of professionals and people with
diabetes, many of whom may still be familiar with
percentages, it is important that they remain
within the guidance. Therefore both the mmols
per mol and percentage readings have been
retained.
Thank you for your feedback. The guideline
development group agrees that an HbAlc target
of 53 mmol/mol (7%) may not be appropriate for
certain individuals and therefore has included
recommendations that account for individualised
target setting (see recommendations 1.6.5 and
1.6.9 in the NICE version). Recognition of the
appropriateness of targets and importance of
considering individual’s circumstances are
documented in the Linking Evidence to
Recommendations table (see section 8.1.3 in the
full guideline).
Thank you for your feedback. The guideline
development group looked at the best available
evidence on self-monitoring in people with type 2
diabetes. Their conclusion based on this
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Comments
Please insert each new comment in a new row
and agree how it should be interpreted and
acted upon” has been removed from the
guidance but continues to form part of the
curriculum for the structured education process
recommended in 1.3.1

This will include older people including the frail
elderly, and drivers if Rapaglinide is prompted
as first or 2nd line treatment - Hypo information
will need to be given and leaflets along with
blood glucose monitoring equipment and
training

No mention of if patients are symptomatic that a
sulphonylurea should be commenced ( p 20
linel8, point 46

If repaglinide has been effective but the natural
deterioration in glycaemic control occurs due to
the progressive nature of type 2 diabetes and an
additional drug is required but repaglinide has to

Developer’s response

Please respond to each comment
evidence and taking into account clinical
experience and patient concerns was that routine
self-monitoring of blood glucose should not be
recommended. NICE anticipates that diabetes
education and curriculums for healthcare
professionals will change and continue to
develop based on the latest review of the best
available evidence.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. Recommendation
46 in the full guideline (or 1.6.15 in the NICE
version) states: “If an adult with type 2 diabetes
is symptomatically hyperglycaemic, consider
insulin (see recommendations 63—-65) or a
sulfonylurea, and review treatment when blood
glucose control has been achieved.”
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
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Comments

Please insert each new comment in a new row
be stopped prior to commencing the additional
treatment it would need to be replaced with an
equivalent dose of sulphonylurea first to prevent
a marked deterioration in glycaemia control.
This is complicating the treatment pathway and
introducing high risk of significant periods of
marked deterioration of control.

The initial dose of Repaginide is 0.5mg titrated
every 2 weeks to maximum single dose of 4mg
and total daily dose of 16 mg (4mg ODS) to
facilitate this dose titration regular BG
monitoring will be required to identify need for
dose titration of frequency of dosing.

The need for 3-4 times daily dosing will have
negative impact on adherence and goes against
the recommendations in the medicines
adherence guidance referenced on page 12
line 4 which states 1.1.22 “Be aware that
patients may wish to minimise how much
medicine they take.” For many patients this
relates to not only the number of different tablets
they take but the actual number of tablets they
take. 1.2.8 “simplifying the dosing regimen”
Repaglinide is complicated as the dosing
regimen needing to be taken TDS for the
maximum prescribable dose to be given and if

Developer’s response

Please respond to each comment
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has given
equal weighting to DPP-4 inhibitors, pioglitazone,
repaglinide and sulfonylurea where metformin is
contraindicated or not tolerated.

The health economic model had annual cycles
and was not structured to consider short term
deterioration in control that could occur when
switching or intensifying treatment options.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has given
equal weighting to DPP-4 inhibitors, pioglitazone,
repaglinide and sulfonylurea where metformin is
contraindicated or not tolerated.
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4mg is given once daily instead of 2mg BD or
1mg/ilmg/2mg to spread effect across the day
to address BG profile can cause significant
hypoglycaemia- tablets are 0.5mg,1mg and 2mg
tablets with need for different doses at different
meal- a single dose of 4mg if applicable which is
rare is at least 2 tablets maximum dose id 8
tablets daily. If doses are increased in the 0.5
mg dose increments recommended patients
could be using 2 or 3 different dose of tablets.
This medication (Rapaglinide) is strongly
associated with hypoglycaemia - so individuals
may need to blood glucose monitor - any cost
saving would therefore be lost. and particularly if
the user has a severe hypo leading to
ambulance call out or hospital admission of
which the risk is increased if a once daily dose
titration is adopted without supportive blood
glucose monitoring

This preparation should probably come with a
warning about using it or sulphonylureas in
Dosett boxes as people using these aids are
usually forgetful, frail and/or elderly. If the
individual decided not to eat at the time this
medication was due they may not have the
capacity to know which tablet is a
sulphonylurea, and hence would take all the
drugs in the dossett box scheduled for that time
— this would put them at risk of hypoglycaemia

Developer’s response
Please respond to each comment

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has given
equal weighting to DPP-4 inhibitors, pioglitazone,
repaglinide and sulfonylurea where metformin is
contraindicated or not tolerated.
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The manufacturers own guidance states driving
guidance as :If you are a driver you should take
special care, as your ability to concentrate may
be affected if your diabetes is not well
controlled. You may be advised to check your
blood sugar levels before you travel and to have
a snack with you on long journeys.
The addition of Pioglitazone in this
predominately older population is a real risk — as
heart failure rates in people with diabetes are
increasing year on year (Diabetes UK State of
the Nation 2015). This drug cannot be used in
that population and this medication should be
used with caution in post menopausal women
due to risk of bone fractures- this significantly
reduces the number of patients it could be
recommended for.
Ref :-
CMAJ. 2007 Sep 25; 177(7): 723-724.
doi: 10.1503/cmaj.071177
PMCID: PMC1976649
Health and Drug Alerts
Diabetes drug pioglitazone (Actos): risk of
fracture Reza Heidarpour Meymeh, MD* and
Eric Wooltorton, MD MSctProduct
characteristics from
https://www.medicines.org.uk/emc/medicine/423
6 state:
In the 3.5 year cardiovascular risk PROactive
study, 44/870 (5.1%; 1.0 fractures per 100
patient years) of pioglitazone-treated female

Line

Developer’s response
Please respond to each comment

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms. As
per NICE guidance, the guideline assumes that
prescribers will use a medicine’s summary of
product characteristics to inform decisions made
with individual patients. A footnote on MHRA
guidance on safety alerts for pioglitazone and
advice to exercise particular caution if the person
is at high risk of the adverse effects of the drug
has been added to the recommendations and
algorithm.
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patients experienced fractures compared to
23/905 (2.5%; 0.5 fractures per 100 patient
years) of female patients treated with
comparator. No increase in fracture rates was
observed in men treated with pioglitazone
(1.7%) versus comparator (2.1%).

Also concern for those in who weight gain would
cause an issue ie the increased risk of sleep
apnoea and other weight related comorbidities
due to the weight gain possible experienced
from this medication.

Ref. Product Characteristics
https://www.medicines.org.uk/emc/medicine/423
6 state - Weight gain

In clinical trials with pioglitazone there was
evidence of dose related weight gain, which may
be due to fat accumulation and in some cases
associated with fluid retention. In some cases
weight increase may be a symptom of cardiac
failure, therefore weight should be closely
monitored. Part of the treatment of diabetes is
dietary control. Patients should be advised to
adhere strictly to a calorie-controlled diet.

Reference is made to tolerability of pioglitazone
but not efficacy- whilst in patients with significant
Insulin resistance this drug can have a marked
effect on their HbAlc on other patients it will
have no impact and therefore should be stopped
prior to a further medication being commenced.

Developer’s response
Please respond to each comment
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1.1.1 This section is too vague- Please can you
add in more specific information re co-
morbidities and glycaemic targets in line with
other national and international guidance such
as Diabetes UK- end of life guidance, The ADA
medical standards 2015, The IDF care of older
people with type 2 DM, The Association of
Geriatricians 2013

Initial therapy algorithm
% results should not be included in the algorithm

No mention in this algorithm that a SU should be
commenced if symptomatic see p20 line 18
point 46

% results should not be included in the algorithm
(see first point)

SGLT 2’s need to be included in this algorithm
or will be of no benefit to clinicians.

Patient preference mentioned in relation to
Repaglinide and DPPIV and SU but not
pioglitazone.

If Metformin contraindicated then all drug
groups should be an option based on
contraindications or patient preference

Developer’s response
Please respond to each comment

Thank you for your feedback. Consideration was
given to being more specific in this section.
However, this was balanced against the need to
ensure that the approach to care is
individualised, taking into account a range of
patient specific factors. The need for
indivualisation of care, and the wide range of
factors that need consideration prevented the
creation of more specific information.
Thank you for your feedback.

Regarding the units of measurement for HbAlc,
to ensure NICE guidance is as clear as possible
to the greatest number of professionals and
people with diabetes, many of whom may still be
familiar with percentages, it is important that both
mmols per mol and percentage readings are
included.

The algorithms have been simplified to a single
A4 page and rescue treatment with insulin or a
sulfonylurea added.

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
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First Intensification algorithm

% results should not be included in the algorithm
Patient preference only appears to be an option
if Metformin contraindicated as first line therapy
Not clear on algorithm that repaglinide to be
stopped if commenced as first line at this point
Although Pioglitazone may have been declined
as initial therapy for weight reasons it may be
preferable to patients over an SU at first
intensification but not present as an option for
those on DDP IV

Developer’s response
Please respond to each comment
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.

The guideline development group has reflected
on the clinical evidence for the recommendations
related to the pharmacological management of
hyperglycaemia in light of stakeholders’ feedback
on the appropriateness and implementability of
these recommendations and associated
algorithms. The recommendations and algorithm
have been amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. The guideline
development group has given equal weighting to
DPP-4 inhibitors, pioglitazone, repaglinide and
sulfonylurea where metformin is contraindicated
or not tolerated.

Thank you for your feedback.

Regarding the units of measurement for HbAlc,
to ensure NICE guidance is as clear as possible
to the greatest number of professionals and
people with diabetes, many of whom may still be
familiar with percentages, it is important that both
mmols per mol and percentage readings are
included.

The guideline development group has reflected
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SGLT 2’s need to be included in this algorithm on the clinical evidence for the recommendations
or will be of no benefit to clinicians. related to the pharmacological management of
Nothing about stopping any of the medication if | hyperglycaemia in light of stakeholders’ feedback
ineffective- DPPIV and Pioglitazone does not on the appropriateness and implementability of

have a positive impact on all patients HbAlc- if these recommendations and associated

no response should be stopped and alternative algorithms. A generic recommendation has been

treatment started rather than addition of third added and emphasised in the algorithm to base

treatment choice of drug treatment on: effectiveness, safety
(see MHRA guidance), tolerability, person’s
individual clinical circumstances, preferences
and needs, available licensed indications or
combinations, and cost (if 2 drugs in the same
class are appropriate, choose the option with the
lowest acquisition cost).

The algorithms have been simplified to a single
A4 page with a footnote specifically stating that
repaglinide would need to be stopped and
switched at first intensification.

At first intensification, the guideline development
group has recommended the following
metformin-based dual therapy options:
metformin+pioglitazone, metformin+sulfonylurea
and metformin+DPP-4 inhibitor; and for people
who cannot take metformin:
pioglitazone+sulfonylurea, pioglitazone+DPP-4
inhibitor and sulfonylurea+DPP-4 inhibitor.

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
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Second Intensification algorithm

% results should not be included in the algorithm
This looks like patients on Metformin and DPPIV
have to go straight to Insulin, does not appear to
be an option to add in SU.

Tolerated include but not efficacy. Nothing about

Developer’s response

Please respond to each comment
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.

The guideline includes a generic
recommendation 1.1.1 (NICE version) that states
“...Reassess the person’s needs and
circumstances at each review and think about
whether to stop any medicines that are not
effective.” The guideline development group
noted the high costs of GLP-1 mimetics and their
associated stopping rules that were designed to
ensure they do not continue to be prescribed
without substantial gains being achieved. For
these reasons, the guideline development group
chose to retain only the GLP-1 mimetic
combination options with their eligibility criteria
and stopping rules from the previous iteration of
the guideline, CG87.

Thank you for your feedback.

Regarding the units of measurement for HbAlc,
to ensure NICE guidance is as clear as possible
to the greatest number of professionals and

people with diabetes, many of whom may still be
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stopping any of the medication if ineffective-
DPPIV does not have a positive impact on all
patients HbAlc- if no response should be
stopped and alternative treatment considered
rather than addition of Insulin
SGLT 2’s need to be included in this algorithm
or will be of no benefit to clinicians.
The insulin flow looks like it should go NHP
change to detemir change to glargine change
to Biphasic mix- detemir and Glargine should be
a box together as an alternative to NHP
Biphasic mix should be linked to HbAlc- as in
p23 line 25
What is the difference between Biphasic or other
pre-mixed insulins — need to use biphasic or
pre-mixed consitently

Developer’s response
Please respond to each comment
familiar with percentages, it is important that both
mmols per mol and percentage readings are
included.

At second intensification, the guideline
development group has recommended the
following for people who can take metformin:
metformin+pioglitazone+sulfonylurea,
metformin+sulfonylurea+DPP-4 inhibitor and
starting insulin-based treatments; and for people
who cannot take metformin: starting insulin-
based treatments.

The guideline includes a generic
recommendation 1.1.1 (NICE version) that states
“...Reassess the person’s needs and
circumstances at each review and think about
whether to stop any medicines that are not
effective.” The guideline development group
noted the high costs of GLP-1 mimetics and their
associated stopping rules that were designed to
ensure they do not continue to be prescribed
without substantial gains being achieved. For
these reasons, the guideline development group
chose to retain only the GLP-1 mimetic
combination options with their eligibility criteria
and stopping rules from the previous iteration of
the guideline, CG87.

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
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At target should be used rather than stable

RECOMMENDATION TO USE REPAGLINIDE
goes against the recommendations in the
medicines adherence guidance referenced on
page 12 line 4 which states 1.1.22 “Be aware
that patients may wish to minimise how much
medicine they take.” For many patients this
relates to not only the number of different tablets
they take but the actual number of tablets they
take. 1.2.8 “simplifying the dosing regimen”
repaglinide is complicated dosing regimen
needing to be taken QDS for the maximum
prescribable dose to be given and if 4mg is

Developer’s response

Please respond to each comment
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.

The algorithms have been simplified to a single
A4 page with detailed information on insulin-
based treatments. Term has been changed to
“pre-mixed (biphasic) human insulin” for
consistency.

Thank you for your feedback. The phrase
“stable” has been retained.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has given
equal weighting to DPP-4 inhibitors, pioglitazone,
repaglinide and sulfonylurea where metformin is
contraindicated or not tolerated.
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Stakehold = Docum | Page @ Line Comments Developer’s response
ID . .
er ent No No Please insert each new comment in a new row Please respond to each comment
given once daily instead of 2mg BD or
1mg/ilmg/2mg to spread effect across the day
to address BG profile can cause significant
hypoglycaemia- tablets are 0.5mg,1mg and 2mg
tablets with need for different doses at different
meal- a single dose of 4mg if applicable which is
rare is at least 2 tablets maximum dose id 8
tablets daily. If doses are increased in the 0.5
43 mg dose increments recommended patients
could be using 2 or 3 different dose of tablets.
All drivers on Repaglinide will need to BG
monitor
12 | National NICE 19 25 Have you considered the risk of hypoglycaemia | Thank you for your feedback. The guideline
5 Diabetes in people with diabetes trying to attain these development group agrees that an HbAlc target
Nurse targets (53mmol/mol if on insulin, Rapaglinide of 53 mmol/mol (7%) may not be appropriate for
Consultant or sulphonylureas certain individuals and therefore has included
Group recommendations that account for individualised
target setting (see recommendations 1.6.5 and
1.6.9 in the NICE version). Recognition of the
appropriateness of targets and importance of
considering individual’s circumstances are
documented in the Linking Evidence to
Recommendations table (see section 8.1.3 in the
full guideline).
12 | National NICE 20 10 The use of SU and now of repaglinide will mean | Thank you for your feedback. NHS costs relating
7 Diabetes any small cost savings made using these drugs | to severe hypoglycaemic episodes were fully
Nurse for most with Type 2 DM will easily be offset with | considered in the health economic modelling
Consultant costs related to ambulance call outs and (see full guideline 8.4.3). These included
Group hospital admission estimates of the proportion of severe

hypoglycaemic episodes that required GP
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Comments
Please insert each new comment in a new row

What does this sentence actually mean - see
previous comments

The amount of patients accessing emergency
care for hypos due to low HbA1c's is increasing
as are admission rates - a range for HbAlc for
those using insulin , Rapaglinide and SU should
be stated- local audit of 106 ambulance call out
in 94 people over 16 weeks showed that 50%
had an HbA1c lover than 58 mmol/l and 10%
were lover than 42 mmol/l

This point is completely missed from the
algorithm

1.6.9 needs to be more specific in respect of
reduced life expectancy - there should be no
HbAlc targets for individuals experiencing the
last year of life (See Diabetes UK ADA and
European guidance) People in care homes with
or without dementia are now considered as
being in end of life care as are the frail elderly —
the ADA and IDF offer specific information on
glycaemic targets for those with other
comorbidities

Developer’s response

Please respond to each comment
admissions, ambulance call outs, A&E
attendance and/or hospital admissions.
Thank you for your feedback. As indicated by
multiple stakeholders, people who are older or
frail may be at a greater risk of tight glycaemic
control. Hence, the recommendation highlights
that specific consideration should be given to
these clinical circumstances.
Thank you for your feedback. NHS costs relating
to severe hypoglycaemic episodes were fully
considered in the health economic modelling
(see full guideline 8.4.3). These included
estimates of the proportion of severe
hypoglycaemic episodes that required GP
admissions, ambulance call outs, A&E
attendance and/or hospital admissions.
Thank you for your feedback. The algorithm has
been simplified to a single A4 page, including
rescue treatment with insulin or sulfonylurea
illustrated.

Thank you for your feedback. The
recommendation provides general guidance on
circumstances in which consideration should be
given to relaxing blood glucose targets. The
guideline development group has not reviewed
evidence on the withdrawal of HbAlc targets for
people with reduced life expectancy and did not
consider it appropriate to provide specific
guidance in the absence of evidence.
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Docum | Page | Line Comments Developer’s response
ent No No Please insert each new comment in a new row Please respond to each comment
Full 20 6 Consider short term should be replaced with Thank you for your feedback. The phrase “short-
commence self monitoring for the duration of term” has been kept in the amended
treatment with.... recommendation:

“Consider short-term self-monitoring of blood
glucose levels (and review treatment as
necessary):
¢ when starting treatment with oral or
intravenous corticosteroids or
e to confirm suspected hypoglycaemia.”
Full 21 16 The need to stop repaglinide when first Thank you for your feedback. The guideline
intensification needed and the complex dose development group has reflected on the clinical
titration is delaying the important achievement of | evidence for the recommendations related to the
excellent glycaemic control to enable individuals | pharmacological management of hyperglycaemia
to benefit from the protection offered by the in light of stakeholders’ feedback on the
metabolic memory appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated. The group has also
given equal weighting to DPP-4 inhibitors,
pioglitazone, repaglinide and sulfonylurea where
metformin is contraindicated or not tolerated.

NICE 21 27 1.6.16 this implies that Metformin has to be Thank you for your feedback. Metformin can be
commenced on all individuals even if have a low | offered to individuals whose blood glucose levels
BMI are inadequately controlled by diet and lifestyle

interventions only, irrespective of BMI.

Full 21 28 What if pioglitazone has no impact on HbAlc The guideline development group noted the high
were is the guidance to stop it costs of GLP-1 mimetics and their associated
stopping rules that were designed to ensure they
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Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Page | Line Comments
No No Please insert each new comment in a new row
21 3 This could mean most people with Type 2 DM
on SUs or Rpaglinide who drive will need to test
21 36 What if DPPIV has had no impact on Hbalc
were is the advice to stop it.
21 57 What if SU has had no impact on Hbalc were is

the advice to stop it.

Developer’s response

Please respond to each comment
do not continue to be prescribed without
substantial gains being achieved. For these
reasons, the guideline development group chose
to retain only the GLP-1 mimetic combination
options with their eligibility criteria and stopping
rules from the previous iteration of the guideline,
CGa7.
Thank you for your feedback. The
recommendation notes that individuals on oral
medications that may increase the risk of
hypoglycaemia while driving or operating
machinery should be considered for self-
monitoring as per the DVLA guidance.
The guideline development group noted the high
costs of GLP-1 mimetics and their associated
stopping rules that were designed to ensure they
do not continue to be prescribed without
substantial gains being achieved. For these
reasons, the guideline development group chose
to retain only the GLP-1 mimetic combination
options with their eligibility criteria and stopping
rules from the previous iteration of the guideline,
CG8a7.
The guideline development group noted the high
costs of GLP-1 mimetics and their associated
stopping rules that were designed to ensure they
do not continue to be prescribed without
substantial gains being achieved. For these
reasons, the guideline development group chose
to retain only the GLP-1 mimetic combination
options with their eligibility criteria and stopping
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Stakehold = Docum | Page @ Line Comments
er ent No No Please insert each new comment in a new row

13 | National NICE 21 8 Consider to be replaced with commence bself

3 Diabetes bllod glucose monitoiring for the duration of
Nurse treatment.....
Consultant
Group Diabetes and steroids - Please check the JBDS
management of hyperglycaemia for people
taking gluco-corticosteroids - all should be blood
glucose testing
14 | National NICE 22 11 Please state where Metformin sustained release
0 Diabetes fits in with this?
Nurse
Consultant
Group
14 | National NICE 22 13 Please see previous comment - there should be
1 Diabetes provisos on the individuals where Rapaglinide or
Nurse Sulphonylureas would not be suitable - The ADA
Consultant have an excellent algorithm showing side
Group effects of all drug classes which if replicated for

the UK would benefit HCPs in the decision
making process

Developer’s response
Please respond to each comment

rules from the previous iteration of the guideline,
CG87.
Thank you for your feedback. As there was no
evidence to suggest that patients on
corticosteroids should self-monitor, a strong
recommendation of “Commence” cannot be
applied and therefore the term “Consider” has
been used.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms. A
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
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Page | Line Comments
No No Please insert each new comment in a new row
22 25 Please state patients who would be at increased

risk of hypos and or weight gain when using the
SU- Also please advise on the use of a SGLT-2
inhibitor and where it sits in this pathway

Developer’s response

Please respond to each comment
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms. A
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
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Page | Line Comments Developer’s response
No No Please insert each new comment in a new row Please respond to each comment
technology appraisal guidance according to the
normal process for assessing the need to update
TA guidance.
Thank you for your feedback. The guideline
development group discussed the phrasing of
“specialist care setting” so as to not imply that
the treatment combination can only be
prescribed in secondary care. The guideline
development group agreed that the phrase
“specialist care advice with ongoing support” with
examples of health care professionals provided
greater clarity on the type and level of support
and efficacy monitoring needed in prescribing
insulin and GLP-1 mimetics.
Thank you for your feedback. As stated in
recommendation 1.6.23 (in NICE version) “When
switching from repaglinide to any of these
combinations, introduce the 2 new medicines in
a stepwise manner, checking for tolerability of
each”, repaglinide should be stopped and
switched.
23 22 Where do SGLT-2 Inhibitors fit in or GLPI Thank you for your comment on how the NICE
receptor agonists? technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update

22 40 What constitutes specialist care

23 18 Not clear repaglinide to be stopped
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Stakehold = Docum | Page @ Line Comments

er ent No No Please insert each new comment in a new row
National NICE 23 3 Is the drug with the lowest acquisition cost the
Diabetes most effective?
Nurse
Consultant
Group
National NICE 24 3 Use of Pioglitazone — There should be proviso’s
Diabetes around it use such as :
Nurse Or if the individual has heart failure or previous
Consultant history of bladder cancer or is post menopausal
Group or where an increase in weight is undesirable
National NICE 25 10 Please be more specific around the licensing for
Diabetes non oral diabetes drugs The licenses are
Nurse different for all these agents so the lowest cost
Consultant drug many not be suitable for all
Group

Developer’s response

Please respond to each comment
TA guidance. Please see recommendations
1.6.29, 1.6.30 and 1.6.31 in the NICE version for
the position of GLP-1 mimetics.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms. A
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
Thank you for your feedback. A footnote on
MHRA guidance on safety alerts for pioglitazone
and advice to exercise particular caution if the
person is at high risk of the adverse effects of the
drug has been added to the recommendations
and algorithm.
Thank you for your feedback. A generic
recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
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available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
14 | National NICE 25 26 Do you mean sleep apnoea if so please be Thank you for your feedback. The guideline
9 Diabetes specific development group considered the generic
Nurse phrase “other medical problems associated with
Consultant obesity” adequate, not requiring an exhaustive
Group list of examples of relevant conditions.
15 | National NICE 26 10 If the patient has lost the weight and not Thank you for your feedback. The guideline
1 Diabetes reduced HbAlc there are still health benefits re development group noted the high costs of GLP-
Nurse cardiovascular that should be taken into account | 1 mimetics and their associated stopping rules
Consultant that were designed to ensure they do not
Group continue to be prescribed without substantial
gains being achieved. For these reasons, the
guideline development group chose to retain only
the GLP-1 mimetic combination options with their
eligibility criteria and stopping rules from the
previous iteration of the guideline, CG87.
15 | National NICE 26 12 Specialist care needs to be defined in relation to | Thank you for your feedback. The guideline
2 Diabetes suitable trained HCP not location development group discussed the phrasing of
Nurse Suitably trained HCPs in intermediate care or “specialist care setting” so as to not imply that
Consultant enhanced practice are capable of caring for the treatment combination can only be
Group these individuals and in many service design prescribed in secondary care. The guideline
models do in fact care for these people, without | development group agreed that the phrase

involvement of secondary care which would be
historically considered to be specialist care

“specialist care advice with ongoing support” with
examples of health care professionals provided

greater clarity on the type and level of support
and efficacy monitoring needed in prescribing
insulin and GLP-1 mimetics.

NICE 26 27 Thank you for your feedback. Referral to DVLA

15 | National Suggest include insulin safety advice and driving

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
advisory committees

265 of 570


http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204
http://niceplan1/guidelines/Stakeholders.aspx?GID=51&PreStageID=204

Stakehold
er

3 Diabetes
Nurse
Consultant
Group

15 | National

0 Diabetes
Nurse
Consultant
Group

15 | National

4 Diabetes
Nurse
Consultant
Group

15 | National

5 Diabetes
Nurse
Consultant
Group

Docum
ent

NICE

NICE

NICE

Page
No

26

27

27

Line
No

Type 2 diabetes (update)

Consultation on draft guideline - 07/01/15 to 05/03/15

Stakeholder comments table with responses
Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Comments
Please insert each new comment in a new row
advice in this section

Are they all equally effective? There is evidence
that the cheapest is not always the most
effective

1.6.33 this reads that all other OHA should be
stopped YET for NPH once daily or OTHER
basal insulin to be effective it will need to used
in combination with OHA IN addition to
Metformin- if this recommendation means that
insulin must only be used with Metformin then
the insulin recommendations will need to be
amend.

Where does Degludec fit with this?

Developer’s response
Please respond to each comment
guidance has been added to the
recommendation

Thank you for your feedback. A generic
recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).

Thank you for your feedback. The
recommendation (1.6.32, NICE version) has
been amended to: “When starting insulin therapy
in adults with type 2 diabetes, continue to offer
metformin for people without contraindications or
intolerance. Review the continued need for other
blood glucose lowering therapies.” for greater
clarity.

Thank you for your feedback. At second
intensification, insulin degludec was evaluated in
combination with metformin, along with all other
insulin combinations that met the review’s
inclusion criteria (see full guideline for range of
insulins that were evaluated at second
intensification, section 8.4.12). The modelled
treatment effects for HbAlc, weight change, drop
outs and hypoglycaemia can be found in
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appendix F table 58. Insulin degludec-metformin
was not considered to be cost-effective
compared to other treatment options. Therefore,
the guideline development group chose not to
recommend insulin degludec-metformin, and
subsequently it does not appear in the algorithm.
15 | National NICE 30 10 There needs to be specific clear guidance on Thank you for your feedback. The
6 Diabetes diabetes and CKD in this document and recommendations on chronic kidney disease
Nurse especially around screening and monitoring ; have been updated by the recently published
Consultant and also the use of oral diabetes medications guideline on Chronic Kidney Disease.
Group where dose reduction or use with caution or non
use depending on CKD function varies between | NICE anticipates that the majority of healthcare
same class medication professionals will access the guidance via the
Where is the guidance of when to refer to NICE website and the NICE pathways tool. This
specialist care? function links all related NICE guidance on a
HCPs need this guidance in this document as topic area and should assure quick navigation
they are unlikely to pull off the renal guidance between recommendations on type 2 diabetes
and chronic kidney disease.
15 | National NICE Gene | Gen | This guidance is at odds with all other Thank you for your feedback. The guideline
7 Diabetes ral eral international and some UK specific guidance — recommends 2 HbAlc targets:
Nurse the pathways are confusing as is the treatment 1) 48 mmol/mol (6.5%) for people managed on
Consultant algorithms in the full guidance and will not be diet/lifestyle or in combination with a single drug
Group helpful to HCPs working with individuals with not associated with hypoglycaemia (see

diabetes..

The use of medications which can lead to
hypoglycaemia or weight gain without deference
to clear safety information is concerning as is
the unclear guidance on glycaemic targets —
The ADA information regarding agreed targets
depending on clinical need, co-morbidities and

recommendation 1.6.7 in NICE version).

2) 53 mmol/mol (7%) for people who require drug
intensification (see recommendation 1.6.8 in
NICE version). However, the guideline
development group recognises that there may be
circumstances where the recommended targets
are not appropriate and has therefore included
recommendations 1.6.5 and 1.6.9 (in the NICE
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other factors such as motivation, duration of
diabetes is clear and concise and it would be
beneficial if this was in this UK guidance.

Primary care practitioners are unfamiliar with
repaglinide and without significant education
which will need to be funded as will not be
support by companies producing repaglinide as
off patent could result in a significant increase in
hypoglycaemia or periods of poor control due to
poor titration and need to stop at second
intensification.

The failure to include SGLT2 in
recommendations means that this guidance in
relation to glycaemic management will be
incomplete and the algorithms will be of no
clinical benefit to HCP and will need to be
rewritten local to reflect all guidance

As this draft recommendation stands justifying
the conclusion made and teaching and training
in particular non specialist clinicians when the
guidance is not in sinc with other international
recommendation would be challenging and
probably inappropriate

Developer’s response
Please respond to each comment
version) to individualise and agree targets.

The guideline development group has reflected
on the clinical evidence for the recommendations
related to the pharmacological management of
hyperglycaemia in light of stakeholders’ feedback
on the appropriateness and implementability of
these recommendations and associated
algorithms. The guideline development group
has recommended the use of metformin
modified-release in circumstances where
standard-release metformin is not tolerated. The
group has also given equal weighting to DPP-4
inhibitors, pioglitazone, repaglinide and
sulfonylurea where metformin is contraindicated
or not tolerated. The recommendations and
algorithm have also been simplified and
amended to place an increased emphasis on
individualised care and choice around which
pharmacological interventions are appropriate for
consideration.

Thank you for your comment on how the NICE
technology appraisal guidance on SGLT-2
inhibitors fits within the broader pathway of drug
therapy outlined in the guideline. Cross-
references within the guideline have been
revised to make this clearer, and the Technology
Appraisal team at NICE will consider whether the
changes to the guideline require changes to the
technology appraisal guidance according to the
normal process for assessing the need to update
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TA guidance.
64 | Newcastle | Full 123 142, | This discrimination in regard of the elderly is Thank you for your feedback. Many stakeholders
0 Hospitals rec unacceptable. Indeed later the document notes | have highlighted the increased risk of adverse
NHS Trust 40 (p 122 8.1.3) ‘The GDG thought that, when effects (such as hypoglycaemia) of tight
agreeing target values with adults with type 2 glycaemic control particularly in older or frail
diabetes, it is more important to consider the individuals. The guideline development group
nature of the individual’s current medical has also highlighted other cirumstances when
condition — that is, diabetes, its complications HbA1c targets should be relaxed (see
and any other comorbidities — rather than age Recommendation 1.6.9 in NICE version).
alone.” Quite! There are rather a lot of
unnecessary references to older people in this
document. Plenty of people of younger age are
similarly vulnerable.
65 | Newcastle | Full 124 I 1 et | Thisis most odd, as essentially the question is Thank you for your feedback. Although it is
7 Hospitals seq answered and dealt with already in 8.1. recognised that the collective evidence informed
NHS Trust secti | Furthermore terminological bias is introduced the overall recommendations, because sections
on here, as much of what is called ‘intensive’ is now | 8.1 and 8.2 included different types of studies, it
8.2 usual practice as section 8.1 recognizes, and was necessary to undertake these reviews
(who | most of what is meant by ‘conventional’ is better | separately. The guideline development group
le) termed ‘historic’. It would be better to integrate | noted the lack of consistency in the definition of

this section with 8.1 as they address the same
question, allowing the recommendations of 8.1
to stand. Often the difference in glucose control
within the studies cited is only around 1.0 % (11
mmol/mol) HbA,., and the meta-analyses
wrongly concatenate studies of people in very
different circumstances (UKPDS, newly
diagnosed, long study duration; DIGAMI, post-
MI, and short study duration; UGDP, historic
therapy with failed randomization; etc).
Basically the evidence analysis here is very poor

intensive and conventional targets and that this
differed between included studies which may
have changed over time. Due to the potential for
confusion by the indeterminate nature of
intensive and conventional terminology, the
group agreed that HbAlc target values should be
provided without any attempt to dichotomise into
either group. Therefore, all the recommendations
for target values are included in Section 8.1.4 in
the full guideline. The analysis for Section 8.2 is
derived from a Cochrane systematic review.
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quality indeed, and the meta-analysis would not | Overall, the levels of heterogeneity were
be publishable. A more intelligent Bayesian considered to be acceptable (see forest plots in
approach using some of the modern studies Appendix D). However, where heterogeneity was
excluded would have been more sensible, considered to be serious or very serious, the
though not easy and not previously attempted. quality was downgraded in the GRADE
assessment.
63 | Newcastle | Full 14 algor | These algorithms are even more complicated Thank you for your feedback. The guideline
3 Hospitals ithm | and less easy to follow than those of CG66/87. development group has reflected on the clinical
NHS Trust S The minds of the people who draw these clearly | evidence for the recommendations related to the
15 work in different ways from most health care pharmacological management of hyperglycaemia
professionals. Have a look at the simpler format | in light of stakeholders’ feedback on the
used by the International Diabetes Federation appropriateness and implementability of these
and Chinese Diabetes Society. They are recommendations and associated algorithms.
comprehensible unlike these diagrams. The algorithms have been simplified to a single
A4 page and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
65 | Newcastle | Full 166 123 There is an important terminological problem Thank you for your feedback. The guideline
8 Hospitals and with this section. It refers to stepped therapy as | development group gave much consideration on
NHS Trust other | ‘intensification’. There is nothing intensive about | the terminology used. Options such as
secti | taking two glucose lowering therapies once “first/second line”, “phase” or based on
on HbA,. has deteriorated to above 53 mmol/mol, numbered agents (mono, dual) were considered
8.4 any more than taking two anti-hypertensives if inappropriate.
your BP is above 140 mmHg systolic. The use
of this term gives the wrong educational
message. Intensification would be adding
another agent to someone already in adequate
control. To describe appropriate prescription of
one drug as an intensive action is misleading.
65 | Newcastle | Full 167 12 ‘Pharmacological management of blood glucose | Thank you for your feedback. CG66 replaced all
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9 Hospitals secti | levels was originally covered as part of 2 CG66 previous versions of the type 2 diabetes
NHS Trust on and CG87."” This is wrong - it was ‘originally’ guideline and as CG87 only partially updated
8.4.1 | covered in all previous NICE guidelines for type | CG66, both documents have been referred to in
2 2 diabetes, from the NICE-inherited guideline the 2015 update.
(published 2002) onwards.
63 | Newcastle | Full 21 rec This discriminates between care teams and Thank you for your comment.
9 Hospitals 54 should be unacceptable. There are no special
NHS Trust technical issues here for people using the
individual agents already.
64 | Newcastle | Full 22 rec Should modified release metformin be stopped? | Thank you for your feedback. The
1 Hospitals 64 Many people will be using it because they recommendation has been amended to: “When
NHS Trust tolerate it but did not tolerate IR metformin? starting insulin therapy in adults with type 2
This appears to be the implication. To lose the diabetes, continue to offer metformin for people
vascular protection as a result would be without contraindications or intolerance. Review
extremely bad clinical practice, not even the continued need for other blood glucose
defensible in law. It appears to be unjustifiable lowering therapies.”
discrimination against those who find it helpful
when the IR preparation causes Gl problems.
63 | Newcastle | Full 254 115, | While in RCTs all comers are taken, in clinical Thank you for your feedback. The guideline
6 Hospitals rec practice in continuing ambulatory care people development group has reflected on the clinical
NHS Trust 255 46 with diabetes may deteriorate to higher HbA. evidence for the recommendations related to the
despite good self-care behaviours and current pharmacological management of hyperglycaemia
131, | therapy. These people account for the in light of stakeholders’ feedback on the
rec population that in most RCTs show that once appropriateness and implementability of these
54 above 8.0 % HbA,. (64 mmol/mol) adding recommendations and associated algorithms.

another oral agent stands little chance of getting
adequate control (<7.0 %). It is unclear this has
been considered by the GDG, ie that in some
circumstances insulin should be started earlier
rather than allowing vascular rot, or that
combinations of agents might be introduced

The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
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together or in rapid succession. Rec 46 which
deals with only symptomatic hyperglycaemia is
not adequate to deal with this, an important
failing.

CG66/87 noted similarly that there may be
occasions when starting initial therapy that
metformin be combined with sulfonylureas or
insulin (both of which have a much fasting onset
of effect than metformin or thiazolidinediones
(ADOPT). This now seems missing. lItis areal
need and common dilemma in practice.

Developer’s response

Please respond to each comment
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).
Thank you for your feedback. The guideline
development group has reflected on the
clinical evidence for the recommendations
related to the pharmacological management
of hyperglycaemia in light of stakeholders’
feedback on the appropriateness and
implementability of these recommendations
and associated algorithms. The
recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions
are appropriate for consideration.
Specifically, a generic recommendation has
been added and emphasised in the algorithm
to base choice of drug treatment on:
effectiveness, safety (see MHRA guidance),
tolerability, person’s individual clinical
circumstances, preferences and needs,
available licensed indications or
combinations, and cost (if 2 drugs in the
same class are appropriate, choose the
option with the lowest acquisition cost). In
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addition, recommendation 1.6.18 (NICE
version) provides guidance on starting a
sulfonylurea or insulin in symptomatically
hyperglycaemic individuals.
63 | Newcastle | Full 255 rec The basis for recommending one agent over Thank you for your feedback.
0 Hospitals 50- another amongst the generic priced drugs
NHS Trust 54 (sulfonylureas, repaglinide, pioglitazone) other 1. Differences in lifetime discounted QALYs were
and | than metformin appears perverse on a number driven by weight; differences in lifetime
prec | of accounts, and flawed on others: discounted costs were driven by treatment costs
edin | 1. The network analysis and systematic reviews | (appendix F 4.1). These differences were derived
g confirm what is generally known and accepted from a fully probabilistic model, meaning
text | wisdom namely that at 12 months glucose- differences (whilst small) were sustained over
in lowering efficacy is broadly similar (after early many model runs. However, the guideline
this advantage for the two insulin secretagogues lost | development group felt a hierarchy of options
secti | by 8 months), there is hypoglycaemia with the was not supportable.

on insulin secretagogues (SU/repaglinide) but not
pioglitazone, and that weight gain occurs with all
three agents. Notably where similar, there are
no statistically significant differences between
agents (appendix J). Itis then perverse and
misleading to enter different central estimates in
to the economic model, and then rely on the
small differences in QALYs (highly uncertain) in
decision making. Most of the QALY differences
in Table 64 are probably not real, and many of
the costs essentially the same.
2. Care seems not to have been taken with long-
term modelling of weight gain and glucose
control. Good data is only available from the
ADOPT study but confirms that sulfonylurea
weight gain is strictly time limited (there are

2. The health economic model had annual cycles
and was not structured to consider shorter term
changes in treatment effects. All type 2 diabetes
health economic models use annual cycles.
Other analyses have assumed treatment effect
data from less than 12 months could be applied
at 12 months, this analysis chose to only use 12
month data. This was noted as a limitation
(appendix F 5.2.1).

3. Long-term risks associated with different
treatment options were assessed in a separate
review question. Whilst it was not possible to
incorporate these risks within the health
economic modelling, it is of note that no type 2
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reasons for this) while that of thiazolidinediones
(in ADOPT the class is represented by
rosiglitazone) is not. Repaglinide in the absence
of evidence and working on the same islet B-cell
ion channel mechanism as the sulfonylureas
should be modelled similarly. Glucose control
however deteriorated linearly from 8-12 months
with sulfonylureas (again the same would be
expected of glinides), but to only a small extent
with the thiazolidinedione, consistent with other
evidence for pioglitazone. Again this seems not
to have been modelled. Although ADOPT was
monotherapy the glucose control curves were
identical in the add-on RECORD study over 5
years (data can be provided on request).
3. Inadequate weight seems to have been
placed on long-term safety data. Sulfonylureas
were a large part of the cohort which in UKPDS
showed with time a reduction in Ml and even all
cause mortality, did better than even metformin
for myocardial ischaemia (FDA website) in the
ADOPT study), and did equivalently to
metformin and rosiglitazone for CV
vascularizations in RECORD (a study reviewed
in unprecedented depth by the FDA and not
found wanting). These studies gained a mass of
safety data (including cancer), added to by the
large ADVANCE study, in which gliclazide was
the major intervention (amongst others). There
is not such data for repaglinide (a novel
chemical entity) and somewhat limited post-

Developer’s response
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diabetes health economic models currently
incorporate the long-term risks associated with
different treatment options.
The guideline development group considered
long-term risk evidence alongside clinical and
cost effectiveness and noted the need to
consider MHRA safety advice when discussing
the risks and benefits of treatment options with
people with type 2 diabetes.

4 and 5. The guideline development group has
reflected on the clinical evidence for the
recommendations related to the pharmacological
management of hyperglycaemia in light of
stakeholders’ feedback on the appropriateness
and implementability of these recommendations
and associated algorithms. The
recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost). The guideline development
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marketing experience. Pioglitazone is probably
good in regard of vascular disease (PROactive),
but heart failure is a real problem as are
fractures (extra 1 per 100 women per year), and
the bladder cancer issue is unresolved. It then
seems perverse to recommend repaglinide with
no statistically significant advantages as above
before sulfonylureas, and indeed pioglitazone
before sulfonylureas. While NICE does not like
opinion (but Appraisal Committees always seek
it) this is not just personal comment — the
Editor's Forum of the global leading clinical
journal published similar conclusions in 2014,

and this for a drug class which no one promotes.

4. The GDG need to ask themselves why
repaglinide is so little prescribed, and
pioglitazone is now uncommonly initiated in
contrast to the sulfonylureas which have only
lost market slowly as the subject of heavy
competitive marketing by the DPP-4i
manufacturers. Repaglinide despite heavy
promotion never took off because it is difficult to
use (tds, blister packs are 90), extra self-
monitoring was needed to adjust the individual
doses, the midday dose was disliked by patients
(probably with low adherence), with no
advantages over gliclazide/glimepiride.
Pioglitazone is probably a good agent, but the
continuing weight gain is hated, the oedema and
heart failure are not uncommon, distal fractures
are a problem (see above), and explaining to

Developer’s response

Please respond to each comment
group has recommended the use of metformin
modified-release in circumstances where
standard-release metformin is not tolerated. The
group has also given equal weighting to DPP-4
inhibitors, pioglitazone, repaglinide and
sulfonylurea where metformin is contraindicated
or not tolerated. At first intensification, the
guideline development group has recommended
the following metformin-based dual therapy
options: metformin-+pioglitazone,
metformin+sulfonylurea and metformin+DPP-4
inhibitor; and for people who cannot take
metformin: pioglitazone+sulfonylurea,
pioglitazone+DPP-4 inhibitor and
sulfonylurea+DPP-4 inhibitor. In addition, a
footnote on MHRA guidance on safety alerts for
pioglitazone and advice to exercise particular
caution if the person is at high risk of the adverse
effects of the drug has been added to the
recommendations and algorithm.
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patients (and asking after other risk factors) that
bladder cancer is an issue is not easy and costly
in time.
NICE and the GDG needs to ask themselves
whether the change from CG66/87 to
recommendations to use agents which clinicians
do not generally prescribe is going to promote
good clinical care, or rather lead to the new
guidelines being widely ignored.
5. A sensible conclusion would be that the
generic agents for second line use (add on to
metformin or replacement to metformin if not
tolerated) or first line (metformin intolerance)
should simply be left as alternatives to be
chosen by personal individual characteristics
and preferences.
63 | Newcastle | Full 255 rec The suggestion that the DPP-4 inhibitors should | Thank you for your feedback. The
1 Hospitals 52,1 | be considered alongside generic agents second | recommendations have been amended to
NHS Trust 12 line (without specific contraindications to these) encourage the consideration of benefits and risks
needs be questioned. It is true that of each treatment option.
hypoglycaemia is not a problem with these
drugs, nor is weight gain, but overall the Long-term drug safety was considered in a
glucose-lowering efficacy appears lower, and separate review question, with a search date cut
the cost is much higher than sulfonylureas. My | off of June 2014. Any studies published after this
reading of the economic output is that they are date could not be included in this update.
dominated by the generics, not because of the
QALY differences which are small, but the
lifetime costs. However it is true that for
sitagliptin the exposure in the US means that
they are known to be safe, although caution
should be applied until the TECOS results are
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available this June (a question over heart failure
remains from the saxagliptin study SAVOR).
Indeed failure to incorporate TECOS if the
findings are novel may mean the guidelines in
this section are outdated at the time of their
publication.
63 | Newcastle | Full 256 120 A further problem of guideline relevance is time | Thank you for your comment on how the NICE
2 Hospitals proofing (echoes of CG66) but also is important | technology appraisal guidance on SGLT-2
NHS Trust also p to practising clinicians. It is difficult to believe inhibitors fits within the broader pathway of drug
14, that NICE should expect HCPs to consult therapy outlined in the guideline. Cross-
15 different NICE documents when taking one references within the guideline have been
(algor decision. The guidance for dapagliflozin and revised to make this clearer, and the Technology
ithms) canagliflozin is public domain, and while the Appraisal team at NICE will consider whether the
evidence reviews and economic analyses are changes to the guideline require changes to the
not easy to concatenate, the conclusions are. It | technology appraisal guidance according to the
is not difficult to summarize the guidance — the normal process for assessing the need to update
drugs can be used where DPP-4i's would be TA guidance.
considered, though | would make a plea that the
safety data as yet available for this class is thin.
63 | Newcastle | Full 257 11, As noted in the previous point the GLP-1 Thank you for your feedback. Relevant studies
5 Hospitals rec receptor agonist market is expanding. But the meeting the review’s selection criteria that
NHS Trust 60 review of currently available GLP-1RAs appears | examined GLP-1 mimetics including exenatide

weak. Exenatide IR and liraglutide have very
different side effect profiles, and administration
requirements, and different glucose lowering,
while similar effects on blood pressure and body
weight. This is emphasized by exenatide MR
(seemingly missed in consideration) which
proved better than exenatide IR in glucose-
lowering but failed non-inferiority to liraglutide,
although is even better for Gl side effects. It

modified release were included at the cut off
search date of June 2014. Exenatide IR and MR
were considered separately in the analyses.
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does not seem that all these issues have been
adequately addressed by the GDG in their
consideration, or even in the HE analysis. And
as noted above exenatide MR is now
reformulated, and two new weekly agents will
shortly be marketed in the UK, so perhaps this
whole class needs re-evaluation. Least
acquisition cost as in the recommendation is not
properly justified in the draft documents.
‘the person cannot use the device to inject NPH
insulin.” Not English

An alternative here is a GLP-1RA,; this has
advantages in terms of weight gain and
hypoglycaemia (all evidence-based), and
requires much less SMPG and supervision, but
is perhaps more expensive than adding meal-
time insulin in acquisition cost but not treatment
cost. Useful if hypoglycaemia or body weight
gain a barrier to further insulin optimization.
Perhaps referral should also occur if
gastroparesis appears to be leading to sub-
optimal glucose control —a common scenario.
We missed that in CG66.

Developer’s response
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Thank you for your feedback.

Thank you for your feedback. The
recommendations made on GLP-1 mimetics are
based on the systematic evaluation of available
relevant clinical and health economic evidence.

Thank you for your feedback. This section of the
type 2 diabetes guideline was not prioritised for
update following a stakeholder workshop and
stakeholder consultation at the scoping stage. It
was considered by the type 1 diabetes guideline
and both guideline development committees
agreed that the management of gastroparesis
was likely to be similar between people with type
1 and type 2 diabetes. Therefore, 2
recommendations on the treatment of
gastroparesis from the type 1 diabetes guideline
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The change in wording to ‘large sudden’ drop in
visual acuity is not satisfactory, indeed
dangerous wording. As VA is usually only
measured yearly ‘sudden’ has no meaning. A
confirmed drop of even one line can indicate
development of macula oedema. Of course VA
does fluctuate with a CV of one line in some
people (partly with glucose control but also other
eye problems and measurement conditions), so
the key discriminator is confirmation (past
measurements will be serial, current can be
repeated), not 'large’. Large can be too late to
be reversible. This rec is bad medical practice.
It might be worth pointing out that the guideline
does not apply to common forms of diabetes
often confused with type 2 diabetes, namely
secondary diabetes (endocrinological or
pancreatic).

Developer’s response
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have been adopted in the type 2 diabetes
guideline. In the recommendations, domperidone
is recognised as having the strongest evidence
for effectiveness but that it should only be used
in exceptional circumstances when
metoclopramide or erythromycin have not been
effective, based on the recent safety issues
highlighted by the MHRA. The type 2 diabetes
guideline retains the recommendation to refer
people with gastroparesis in circumstances
where the differential diagnosis is in doubt or
persistent or severe vomiting occurs.

Thank for your comment. The advice of the
diabetic eye screening programme was sought
on these recommendations which have not been
updated by an evidence review. The comment
has been highlighted to the diabetic eye
screening programme.

Thank you for your feedback. The text has been
amended.
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This statement an oxymoron. Incidence is
number of people per thousand developing
diabetes per year, the figure of 1in 20 is
prevalence, and anyway merely an approximate
restatement of the previous paragraph.
This sentence implies that the majority of people
in certain ethnic groups have type 2 diabetes
diagnosed before age 40 years. Simply wrong.
In the next sentence ‘age groups’ are referred to
without definition — ‘at any age’.
The general standard of English seems to have
slipped from CG66/87 in 2008-9.
What is the relevance of this statement about
children under 16 yr to a guideline specifically
addressing those over 17 years?

Is this true (‘younger adults’)? Perhaps the
NICE rejected most of the evidence from the
RCTs, but typical mean age for these is late 50’s
or more (see indeed Table 45). Even to some
senior citizens this is middle-age — 'younger
adults' would usually imply age 18-35 years. It
is true that older RCTs did tend to have cut-offs
of age 75 yr (now no longer true) so the ‘elderly’
were excluded, but this does not justify the
misleading term ‘younger adults’.

This is not true for people on insulin therapy as
the guideline recognizes elsewhere, and indeed
recommends. Did any diabetes health
professional review this text? It appears there

Developer’s response
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Thank you for your feedback. The text has been
amended.

Thank you for your feedback. The text has been
amended.

Thank you for your comment. This is standard
NICE template text which appears in all
guidelines.

Thank you for your feedback. The text has been
amended.

Thank you for your feedback. The text has been
amended.
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have been procedural failures here.
This is an extraordinary statement, and is
fundamentally flawed. Firstly when considering
individual medication (or class indications)
specific adverse events are of course important.
Examples would be lactic acidosis for
metformin, and fractures, heart failure, fluid
retention and bladder cancer for pioglitazone.
More generally the evidence from questionnaire
studies is that the comparative adverse
outcomes which matter to people with diabetes
are hypoglycaemia and weight gain — reported
in most studies, and accounting for the separate
approach in the next two sections. The GDG,
searches, and HE analysis did not ignore these
— see what follows.
My comment does not relate to data imputation
but an issue related to change from baseline
addressed in this section. It is well documented
in glucose-lowering trials that the principal
determinant of change in HbAlc is baseline
HbA1c and not the therapy of study. | cannot
see that correction has been made for this —
without it the comparative analyses would
usually be regarded as flawed. However | would
accept that use of only differences from control
studies (placebo or active) would partially
mitigate the effect..
‘When events are likely to occur to a person
more than once (for example, hypoglycaemic
events), it is preferable to use count or rate

Developer’s response
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Thank you for your feedback. As indicated in
your comment, hypoglycaemia and weight gain
are important outcomes for patients, which is
why these outcomes were reported separately.
Lines 29-33 refer to other adverse events and
comparing these across different drugs/classes
and studies.

Thank you for your feedback. As outlined in
section 3.6.2.9 of the guideline, use of baseline
HbAlc as a covariate was explored. It was not
used in the network meta-analyses to produce
relative treatment effects, but was used in the
health economic modelling to produce absolute
treatment effects (appendix F 3.5.1).

Thank you for your feedback. The implications of
hypoglycaemic events, with regard to both
impact on the patient’s quality of life and
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data.” This is not correct for hypoglycaemia in
particular. Event rate and proportion affected
can both be important numbers for clinical
practice, although often both are not reported in
oral agent (usually proportion) as opposed to
insulin studies. The problem is that the
distribution curve of hypoglycaemia is a decay
curve, most events occurring in very few people.
Obviously if most events are occurring in <2 %
of the population then rate (events/person-year)
is a highly misleading statistic not applicable to
98% (and easily clinically managed by changing
therapy). Here people/proportion affected (say
the 30% of people have at least one event) is
more clinically important — one fall in an old lady
or collapse when shopping is the risk that
matters. People/proportion affected also gives
prediction of a much bigger health care burden,
in practice is a more informative for oral agents,
and more statistically powerful even for insulin in
type 2 diabetes (because multiple events in one
person are correctly not treated as independent
by the usual C-M-H analysis) (not true of type 1
diabetes).
I note that any meta-analysis or network
analysis that does not take account of
hypoglycaemia event distribution within each
study is invalid (not true of number or people
affected/proportion data).
This comment applies to the usual definitions of
hypoglycaemia (confirmed; documented
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healthcare resource use and costs, will be
critically dependent on the number of events
each person experiences. The guideline
development group (GDG) and developers
considered it unacceptable to discard this
information and focus, instead, on the probability
that individuals would experience 1 or more
event. The kind of significant event cited in the
feedback is more likely to happen if patients
experience multiple episodes, and this should
not be ignored. From a health economic
modelling perspective, even if probability of
event was used as the input of interest, it would
be necessary to estimate number of events
separately, and this would be mathematically
equivalent to — though less robustly
parameterised than — relying on rate data. The
point that experience of hypoglycaemia may be
an impetus for switching therapy is a potentially
important one. The HE model includes 2 causes
of treatment discontinuation — inadequate control
of HbAlc and withdrawal due to AEs. We
assume that, in a good number of the cases
reported in trials, the latter type of
discontinuation reflects experience of
hypoglycaemia. If so, this eventuality will be
adequately reflected in the model. However, if it
is the case that people in trials will tolerate a
higher incidence of hypoglycaemia than would
be seen in practice, the model will overestimate
the amount of time people spend on treatments
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symptomatic). For the hospitalizations it is
perhaps not true, and for 'severe' (requiring third
party assistance) it has less impact.

The newly introduced GLP-1 agents albiglutide
and dulaglutide do not seem to be included,
perhaps understandably, nor the change in
exenatide MR device to the Bydureon Pen.
Indeed it seems 'exenatide’ is often
terminologically used for exenatide IR in this
section (incorrectly), and exenatide MR, on the
market for some time ignored. In Table 6 In
Table 42, page 169, the exenatide MR dose is
tellingly missing.

There is a suspicion that the repaglinide unit mg
drug cost here is wrong. Since | do not have
access to the specific NHS Drug Tariff versions
used | cannot be specific. However the drug is
given tds (‘'with main meals’, and supplied in
blisters of 90) so the 4 mg or 3.96 mg assumed
is a combination of use of 0.5 mg tds, 1 mg tds,
and 2 mg tds. Both 0.5 mg and 1 mg are much
more expensive per mg than 2 mg per mg dose,
so the mix is critical to cost. 2x2 mg will
severely underestimate acquisition cost.

1 mg tds will dominate proportionately, but the
exact mix will have to be guessed. Perhaps
0.67 using 3x1 mg, 0.25 using 3x2 mg and the
rest 3x0.5 mg?
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that are associated with higher incidence of
hypoglycaemia and it will overestimate the costs
and quality of life implications for those
treatments.
Thank you for your feedback. Included treatment
options were limited to those for whom evidence
was found.

Exenatide modified-release was not included in
the health economic modelling as data were not
available for all 4 outcomes.

Thank you for your feedback. The methods used
to derive unit costs are detailed in appendix F
section 3.8.3 and were agreed by the guideline
development group. In line with your suggestion,
it would have been possible to adopt an
alternative approach that aimed to reflect
currently prevailing — though not necessarily
optimal — prescribing patterns. This would have
had implications not only for the cost of
repaglinide, but for all treatment options
consideredHowever, the view of NICE and the
guideline development group was that, on this
occasion, any such further analysis would be of
limited assistance to the Group. Accordingly, the
revision of the section on pharmacological
management of blood glucose levels has been
based on a revised interpretation of the evidence
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Although not likely to have a large effect the
assumptions of SMPG monitoring use with
insulin and even injection number (needle use)
appear wrong in this table. For example basal
insulin with glargine is mainly titrated on 1
SMPG per day, somewhat higher for detemir
(often used bd), and around double for NPH
which is usually given twice daily and gives
more hypoglycaemia. Conventional premixes
require more than NPH for the same reason.
On injection number IDegAsp will often be given
(perhaps usually) twice a day, and was so in
some of the studies evidenced.

By around 4-5 years after starting insulin around
50% will be using a basal + meal-time multiple
injection insulin regimen — this does not appear
here at all. See CREDIT study in DRCP for
evolution of regimens in developed nations.
There appears to be major error in SMPG
assumptions. Sulfonylureas are assumed to
require 3/week and repaglinide none. Both are
insulin secretagogues working on the same
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available from the existing clinical reviews and
health economic modelling in the light of what
stakeholders have said. Please see the Linking
Evidence to Recommendations tables in sections
8.4.11, 8.4.15 and 8.4.18 for details of the
reasoning behind the final recommendations.
Thank you for this comment, which calls for
further analysis. It was considered alongside all
other comments on review question 1 that called
for further analysis. The view of NICE and the
guideline development group was that, on this
occasion, any such further analysis would be of
limited assistance to the Group. Accordingly, the
revision of the section on pharmacological
management of blood glucose levels has been
based on a revised interpretation of the evidence
available from the existing clinical reviews and
health economic modelling in the light of what
stakeholders have said. Please see the Linking
Evidence to Recommendations tables in sections
8.4.11, 8.4.15 and 8.4.18 for details of the
reasoning behind the final recommendations.
Thank you for your feedback. No clinical
evidence was included covering basal + meal
time multiple injection regimes (see full guideline
8.4.16). Therefore such treatment options were
not included in the health economic modelling.
Thank you for this comment, which calls for
further analysis. It was considered alongside all
other comments on review question 1 that called
for further analysis. The view of NICE and the
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cellular mechanism and both cause guideline development group was that, on this
hypoglycaemia. Further the tds administration occasion, any such further analysis would be of
of repaglinide usually means more strips are limited assistance to the Group. Accordingly, the
used than for gliclazide (the main SU you revision of the section on pharmacological
assume). Since SMPG costs exceed drug management of blood glucose levels has been
acquisition costs this is likely to have significant | based on a revised interpretation of the evidence
effects on treatment costs and differences available from the existing clinical reviews and
between these insulin secretagogues. health economic modelling in the light of what
Indeed this more than accounts for the stakeholders have said. Please see the Linking
difference between SU and repaglinide in Table | Evidence to Recommendations tables in sections
66 (Annual treatment costs) — SU should be 8.4.11, 8.4.15 and 8.4.18 for details of the
lower cost reasoning behind the final recommendations.
66 | Newcastle | Appendi | 88 Tabl | There appears to be major error in SMPG Thank you for this comment, which calls for
1 Hospitals xF e 65 | assumptions. Pioglitazone does not cause further analysis. It was considered alongside all
NHS Trust hypoglycaemia and used as monotherapy does | other comments on review question 1 that called
not per se require SMPG. Your SMPG for further analysis. The view of NICE and the
recommendations seem only to be for those at guideline development group was that, on this
risk. This problem extends to metformin- occasion, any such further analysis would be of
pioglitazone (again does not cause limited assistance to the Group. Accordingly, the
hypoglycaemia), and the GLP-1RA agents in revision of the section on pharmacological
combination with metformin, none of which management of blood glucose levels has been
carries a hypoglycaemia risk in this situation. based on a revised interpretation of the evidence
available from the existing clinical reviews and
health economic modelling in the light of what
stakeholders have said. Please see the Linking
Evidence to Recommendations tables in sections
8.4.11, 8.4.15 and 8.4.18 for details of the
reasoning behind the final recommendations.
66 | Newcastle | Appendi | 88 Tabl | The assumed rates of SMPG use with Thank you for this comment, which calls for
2 Hospitals | x F e 65 | sulfonylureas (and indeed with repaglinide) differ | further analysis. It was considered alongside all
NHS Trust according to use in combination or otherwise. other comments on review question 1 that called
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Essentially combination of any agent with an for further analysis. The view of NICE and the
insulin secretagogue enhances the rate of guideline development group was that, on this
hypoglycaemia (many many studies). A occasion, any such further analysis would be of
reasonable assumption might be that your limited assistance to the Group. Accordingly, the
SMPG rate of 3/week is correct for combination | revision of the section on pharmacological
therapy where one agent or more is a management of blood glucose levels has been
sulfonylurea, but for monotherapy rates (except | based on a revised interpretation of the evidence
in cases of occupational risk — low proportion) available from the existing clinical reviews and
would be better modelled at 1/week. For health economic modelling in the light of what
repaglinide see below, comment 8, sub-point 4, | stakeholders have said. Please see the Linking
which deals with the higher rate of SMPG use Evidence to Recommendations tables in sections
with this drug. 8.4.11, 8.4.15 and 8.4.18 for details of the
reasoning behind the final recommendations.
65 | Newcastle | Full 98 | 28 This is a very odd statement about rosiglitazone. | Thank you for your feedback. Rosiglitazone
6 Hospitals 8.1.1 | As a result of the RECORD study re- comparisons were excluded. However, where
NHS Trust 2 examination by the FDA the drug has been studies included multiple arms with comparisons
returned without restriction to the US market, of interest for example, metformin versus
and the US label (SmPC equivalent) only warns | placebo, such data were extracted.
about heart failure, as class effect. In Europe it
remains suspended, but because the
manufacturer has not been motivated to ask for
review of the issues.
It is possible the GDG opinion, always naive,
predated the FDA/Duke reviews. The rosi
papers have useful comparative information (eg
sulfonylurea vs metformin) anyway, and similarly
network information independent of
rosiglitazone, so it anyway appears to have
been illogical and perverse to exclude them.
There is some very strong data here.
63 | Newcastle | Full Gene | gene | Unlike the SGLT2i's (previous point) the Thank you for your comment. NICE cannot
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4 Hospitals ral ral guideline also has the problem that several provide comment on biosimilars within the
NHS Trust com | other newly marketed products are guidance until such time they become available.
ment | appearing/have appeared in 2015. Thus the Please see the NICE position statement on

new formulation of exenatide MR (pen), biosimilars. However, the suggestion has been
albiglutide, dulaglutide, biosimilar insulin logged and will be considered for update at an
glargine (Lilly), other SGLT2's. This earlier juncture than usual.
commentator would accept these probably
cannot make the current version of the
guideline, but it does suggest a rapid update will
be required within 12 months. Indeed given the
pace of change in glucose-lowering medications
should this not be a living guideline with yearly
updates?

63 | Newcastle | Full Gene | secti | Missing Issue CG66/87 suggested a considering | Thank you for your feedback. The guideline

8 Hospitals ral on trial of metformin MR if metformin IR is not development group has reflected on the clinical

NHS Trust 8.4 tolerated. This appears to have disappeared in evidence for the recommendations related to the

favour of starting repaglinide or other agents. In | pharmacological management of hyperglycaemia
glucose-lowering HE terms this might appear in light of stakeholders’ feedback on the
correct, but metformin has the strongest appropriateness and implementability of these
evidence base for vascular protection, while recommendations and associated algorithms.
repaglinide has none — ie an HE analysis for The guideline development group has
repaglinide for CV protection does not get past recommended the use of metformin modified-
the starting post. It is true that the evidence release in circumstances where standard-release
base for Gl side effects on metformin MR vs IR metformin is not tolerated.
is not strong (but how would you do the placebo
controlled trial in the intolerant?) but the cost of
a trial of therapy in the individual is trivial (?£10)
as it will be stopped again if intolerance recurs,
while if it can be continued the outcome gain as
per UKPDS would be large.

48 | Newcastle | Full 123 142, | This discrimination in regard of the elderly is Thank you for your feedback. Many stakeholders
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unacceptable. Indeed later the document notes
(p 122 8.1.3) ‘The GDG thought that, when
agreeing target values with adults with type 2
diabetes, it is more important to consider the
nature of the individual’s current medical
condition — that is, diabetes, its complications
and any other comorbidities — rather than age
alone.” Quite! There are rather a lot of
unnecessary references to older people in this
document. Plenty of people of younger age are
similarly vulnerable.
This is most odd, as essentially the question is
answered and dealt with already in 8.1.
Furthermore terminological bias is introduced
here, as much of what is called ‘intensive’ is now
usual practice as section 8.1 recognizes, and
most of what is meant by ‘conventional’ is better
termed ‘historic’. It would be better to integrate
this section with 8.1 as they address the same
question, allowing the recommendations of 8.1
to stand. Often the difference in glucose control
within the studies cited is only around 1.0 % (11
mmol/mol) HbA,., and the meta-analyses
wrongly concatenate studies of people in very
different circumstances (UKPDS, newly
diagnosed, long study duration; DIGAMI, post-
MI, and short study duration; UGDP, historic
therapy with failed randomization; etc).
Basically the evidence analysis here is very poor
quality indeed, and the meta-analysis would not
be publishable. A more intelligent Bayesian

Developer’s response
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have highlighted the increased risk of adverse
effects (such as hypoglycaemia) of tight
glycaemic control particularly in older or frail
individuals. The guideline development group
has also highlighted other cirumstances when
HbALlc targets should be relaxed (see
Recommendation 1.6.9 in NICE version).

Thank you for your feedback. Although it is
recognised that the collective evidence informed
the overall recommendations, because sections
8.1 and 8.2 included different types of studies, it
was necessary to undertake these reviews
separately. The guideline development group
noted the lack of consistency in the definition of
intensive and conventional targets and that this
differed between included studies which may
have changed over time. Due to the potential for
confusion by the indeterminate nature of
intensive and conventional terminology, the
group agreed that HbA1c target values should be
provided without any attempt to dichotomise into
either group. Therefore, all the recommendations
for target values are included in Section 8.1.4 in
the full guideline. The analysis for Section 8.2 is
derived from a Cochrane systematic review.
Overall, the levels of heterogeneity were
considered to be acceptable (see forest plots in
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approach using some of the modern studies
excluded would have been more sensible,
though not easy and not previously attempted.

These algorithms are even more complicated
and less easy to follow than those of CG66/87.
The minds of the people who draw these clearly
work in different ways from most health care
professionals. Have a look at the simpler format
used by the International Diabetes Federation
and Chinese Diabetes Society. They are
comprehensible unlike these diagrams.

There is an important terminological problem
with this section. It refers to stepped therapy as
‘intensification’. There is nothing intensive about
taking two glucose lowering therapies once
HbA. has deteriorated to above 53 mmol/mol,
any more than taking two anti-hypertensives if
your BP is above 140 mmHg systolic. The use
of this term gives the wrong educational
message. Intensification would be adding
another agent to someone already in adequate
control. To describe appropriate prescription of
one drug as an intensive action is misleading.
CG66/87 suggested a considering trial of
metformin MR if metformin IR is not tolerated.
This appears to have disappeared in favour of
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Appendix D). However, where heterogeneity was
considered to be serious or very serious, the
quality was downgraded in the GRADE
assessment.
Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The algorithms have been simplified to a single
A4 page and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration.
Thank you for your feedback. The guideline
development group gave much consideration on
the terminology used. Options such as
“first/second line”, “phase” or based on
numbered agents (mono, dual) were considered
inappropriate.

Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
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starting repaglinide or other agents. In glucose-
lowering HE terms this might appear correct, but
metformin has the strongest evidence base for
vascular protection, while repaglinide has none
— ie an HE analysis for repaglinide for CV
protection does not get past the starting post. It
is true that the evidence base for Gl side effects
on metformin MR vs IR is not strong (but how
would you do the placebo controlled trial in the
intolerant?) but the cost of a trial of therapy in
the individual is trivial (?£10) as it will be
stopped again if intolerance recurs, while if it
can be continued the outcome gain as per
UKPDS would be large.
‘Pharmacological management of blood glucose
levels was originally covered as part of 2 CG66
and CG87.” This is wrong - it was ‘originally’
covered in all previous NICE guidelines for type
2 diabetes, from the NICE-inherited guideline
(published 2002) onwards.
This discriminates between care teams and
should be unacceptable. There are no special
technical issues here for people using the
individual agents already.
Should modified release metformin be stopped?
Many people will be using it because they
tolerate it but did not tolerate IR metformin?
This appears to be the implication. To lose the
vascular protection as a result would be
extremely bad clinical practice, not even
defensible in law. It appears to be unjustifiable
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pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The guideline development group has
recommended the use of metformin modified-
release in circumstances where standard-release
metformin is not tolerated.

Thank you for your feedback. CG66 replaced all
previous versions of the type 2 diabetes
guideline and as CG87 only partially updated
CG66, both documents have been referred to in
the 2015 update.

Thank you for your comment.

Thank you for your feedback. The
recommendation has been amended to: “When
starting insulin therapy in adults with type 2
diabetes, continue to offer metformin for people
without contraindications or intolerance. Review
the continued need for other blood glucose
lowering therapies.”
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discrimination against those who find it helpful
when the IR preparation causes Gl problems.
While in RCTs all comers are taken, in clinical
practice in continuing ambulatory care people
with diabetes may deteriorate to higher HbA1¢
despite good self-care behaviours and current
therapy. These people account for the
population that in most RCTs show that once
above 8.0 % HbA,. (64 mmol/mol) adding
another oral agent stands little chance of getting
adequate control (<7.0 %). Itis unclear this has
been considered by the GDG, ie that in some
circumstances insulin should be started earlier
rather than allowing vascular rot, or that
combinations of agents might be introduced
together or in rapid succession. Rec 46 which
deals with only symptomatic hyperglycaemia is
not adequate to deal with this, an important
failing.

CG66/87 noted similarly that there may be
occasions when starting initial therapy that
metformin be combined with sulfonylureas or
insulin (both of which have a much fasting onset
of effect than metformin or thiazolidinediones
(ADOPT). This now seems missing. It is a real
need and common dilemma in practice.
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Thank you for your feedback. The guideline
development group has reflected on the clinical
evidence for the recommendations related to the
pharmacological management of hyperglycaemia
in light of stakeholders’ feedback on the
appropriateness and implementability of these
recommendations and associated algorithms.
The recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost).

Thank you for your feedback. The guideline
development group has reflected on the
clinical evidence for the recommendations
related to the pharmacological management
of hyperglycaemia in light of stakeholders’
feedback on the appropriateness and
implementability of these recommendations
and associated algorithms. The
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The basis for recommending one agent over
another amongst the generic priced drugs
(sulfonylureas, repaglinide, pioglitazone) other
than metformin appears perverse on a number
of accounts, and flawed on others:

1. The network analysis and systematic reviews
confirm what is generally known and accepted
wisdom namely that at 12 months glucose-
lowering efficacy is broadly similar (after early
advantage for the two insulin secretagogues lost
by 8 months), there is hypoglycaemia with the
insulin secretagogues (SU/repaglinide) but not

Developer’s response
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recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions
are appropriate for consideration.
Specifically, a generic recommendation has
been added and emphasised in the algorithm
to base choice of drug treatment on:
effectiveness, safety (see MHRA guidance),
tolerability, person’s individual clinical
circumstances, preferences and needs,
available licensed indications or
combinations, and cost (if 2 drugs in the
same class are appropriate, choose the
option with the lowest acquisition cost). In
addition, recommendation 1.6.18 (NICE
version) provides guidance on starting a
sulfonylurea or insulin in symptomatically
hyperglycaemic individuals.
Thank you for your feedback.

1. Differences in lifetime discounted QALYs were
driven by weight; differences in lifetime
discounted costs were driven by treatment costs
(appendix F 4.1). These differences were derived
from a fully probabilistic model, meaning
differences (whilst small) were sustained over
many model runs. However, the guideline
development group felt a hierarchy of options
was not supportable.
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pioglitazone, and that weight gain occurs with all
three agents. Notably where similar, there are
no statistically significant differences between
agents (appendix J). Itis then perverse and
misleading to enter different central estimates in
to the economic model, and then rely on the
small differences in QALYs (highly uncertain) in
decision making. Most of the QALY differences
in Table 64 are probably not real, and many of
the costs essentially the same.
2. Care seems not to have been taken with long-
term modelling of weight gain and glucose
control. Good data is only available from the
ADOPT study but confirms that sulfonylurea
weight gain is strictly time limited (there are
reasons for this) while that of thiazolidinediones
(in ADOPT the class is represented by
rosiglitazone) is not. Repaglinide in the absence
of evidence and working on the same islet B-cell
ion channel mechanism as the sulfonylureas
should be modelled similarly. Glucose control
however deteriorated linearly from 8-12 months
with sulfonylureas (again the same would be
expected of glinides), but to only a small extent
with the thiazolidinedione, consistent with other
evidence for pioglitazone. Again this seems not
to have been modelled. Although ADOPT was
monotherapy the glucose control curves were
identical in the add-on RECORD study over 5
years (data can be provided on request).
3. Inadequate weight seems to have been
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2. The health economic model had annual cycles
and was not structured to consider shorter term
changes in treatment effects. All type 2 diabetes
health economic models use annual cycles.
Other analyses have assumed treatment effect
data from less than 12 months could be applied
at 12 months, this analysis chose to only use 12
month data. This was noted as a limitation
(appendix F 5.2.1).

3. Long-term risks associated with different
treatment options were assessed in a separate
review question. Whilst it was not possible to
incorporate these risks within the health
economic modelling, it is of note that no type 2
diabetes health economic models currently
incorporate the long-term risks associated with
different treatment options.

The guideline development group considered
long-term risk evidence alongside clinical and
cost effectiveness and noted the need to
consider MHRA safety advice when discussing
the risks and benefits of treatment options with
people with type 2 diabetes.

4 and 5. The guideline development group has
reflected on the clinical evidence for the
recommendations related to the pharmacological
management of hyperglycaemia in light of
stakeholders’ feedback on the appropriateness
and implementability of these recommendations
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placed on long-term safety data. Sulfonylureas
were a large part of the cohort which in UKPDS
showed with time a reduction in Ml and even all
cause mortality, did better than even metformin
for myocardial ischaemia (FDA website) in the
ADOPT study), and did equivalently to
metformin and rosiglitazone for CV
vascularizations in RECORD (a study reviewed
in unprecedented depth by the FDA and not
found wanting). These studies gained a mass of
safety data (including cancer), added to by the
large ADVANCE study, in which gliclazide was
the major intervention (amongst others). There
is not such data for repaglinide (a novel
chemical entity) and somewhat limited post-
marketing experience. Pioglitazone is probably
good in regard of vascular disease (PROactive),
but heart failure is a real problem as are
fractures (extra 1 per 100 women per year), and
the bladder cancer issue is unresolved. It then
seems perverse to recommend repaglinide with
no statistically significant advantages as above
before sulfonylureas, and indeed pioglitazone
before sulfonylureas. While NICE does not like
opinion (but Appraisal Committees always seek
it) this is not just personal comment — the
Editor's Forum of the global leading clinical
journal published similar conclusions in 2014,
and this for a drug class which no one promotes.
4. The GDG need to ask themselves why
repaglinide is so little prescribed, and
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and associated algorithms. The
recommendations and algorithm have been
simplified and amended to place an increased
emphasis on individualised care and choice
around which pharmacological interventions are
appropriate for consideration. Specifically, a
generic recommendation has been added and
emphasised in the algorithm to base choice of
drug treatment on: effectiveness, safety (see
MHRA guidance), tolerability, person’s individual
clinical circumstances, preferences and needs,
available licensed indications or combinations,
and cost (if 2 drugs in the same class are
appropriate, choose the option with the lowest
acquisition cost). The guideline development
group has recommended the use of metformin
modified-release in circumstances where
standard-release metformin is not tolerated. The
group has also given equal weighting to DPP-4
inhibitors, pioglitazone, repaglinide and
sulfonylurea where metformin is contraindicated
or not tolerated. At first intensification, the
guideline development group has recommended
the following metformin-based dual therapy
options: metformin+pioglitazone,
metformin+sulfonylurea and metformin+DPP-4
inhibitor; and for people who cannot take
metformin: pioglitazone+sulfonylurea,
pioglitazone+DPP-4 inhibitor and
sulfonylurea+DPP-4 inhibitor. In addition, a
footnote on MHRA guidance on safety alerts for
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pioglitazone is now uncommonly initiated in
contrast to the sulfonylureas which have only
lost market slowly as the subject of heavy
competitive marketing by the DPP-4i
manufacturers. Repaglinide despite heavy
promotion never took off because it is difficult to
use (tds, blister packs are 90), considerable
extra self-monitoring was needed to adjust the
individual doses, the midday dose was disliked
by patients (probably with low adherence), with
no advantages over gliclazide/glimepiride.
Pioglitazone is probably a good agent, but the
continuing weight gain is hated, the oedema and
heart failure are not uncommon, distal fractures
are a problem (see above), and explaining to
patients (and asking after other risk factors) that
bladder cancer is an issue is not easy and costly
in time.
NICE and the GDG needs to ask themselves
whether the change from CG66/87 to
recommendations to use agents which clinicians
do not generally prescribe is going to promote
good clinical care, or rather lead to the new
guidelines being widely ignored.
5. A sensible conclusion would be that the
generic agents for second line use (add on to
metformin or replacement to metformin if not
tolerated) or first line (metformin intolerance)
should simply be left as alternatives to be
chosen by personal individual characteristics
and preferences.
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pioglitazone and advice to exercise particular
caution if the person is at high risk of the adverse
effects of the drug has been added to the
recommendations and algorithm.
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The suggestion that the DPP-4 inhibitors should
be considered alongside generic agents second
line (without specific contraindications to these)
needs be questioned. It is true that
hypoglycaemia is not a problem with these
drugs, nor is weight gain, but overall the
glucose-lowering efficacy appears lower, and
the cost is much higher than sulfonylureas. My
reading of the economic output is that they are
dominated by the generics, not because of the
QALY differences which are small, but the
lifetime costs. However it is true that for
sitagliptin the exposure in the US means that
they are known to be safe, although caution
should be applied until the TECOS results are
available this June (a question over heart failure
remains from the saxagliptin study SAVOR).
Indeed failure to incorporate TECOS if the
findings are novel may mean the guidelines in
this section are outdated at the time of their
publication.
A further problem of guideline relevance is time
proofing (echoes of CG66) but also is important
to practising clinicians. It is difficult to believe
that NICE should expect HCPs to consult
different NICE documents when taking one
decision. The guidance for dapagliflozin and
canagliflozin is public domain, and while the
evidence reviews and economic analyses are
not easy to concatenate, the conclusions are. It
is not difficult to summarize the guidance — the

Developer’s response
Please respond to each comment
Thank you for your feedback. The
recommendations have been amended to
encourage the consideration of benefits and risks
of each treatment option.

Long-term drug safety was consider