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The new NICE guidelines for type 2 diabetes
– a critical analysis
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Abstract

Abbreviations and acronyms

“Common sense is not so common”
– Voltaire (1694–1778)
The latest NICE guidelines for the management of type 2
diabetes are now available for consultation. They contain
sensible recommendations regarding lifestyle, patient
education, monitoring and targets.
Unfortunately, the pharmacotherapy section shows a
distinct failure of common sense. The recommendations
include using the insulin secretagogue repaglinide as a firstline agent, where metformin is not tolerated or contraindicated, or second-line in combination with metformin.
Pioglitazone is recommended as the principal second-line
therapy with metformin. The advice on glucagon-like
peptide-1 receptor agonist (GLP-1ra) usage and assessment
of efficacy and failure to recommend long acting analogue
insulins over isophane are also major concerns.
The recommendations appear to be based on metaanalyses and pharmacoeconomics, driven by an imperative
on costs and failing to appreciate the “value” of the options
under consideration. The cost to patients and the health
service of the serious side-effects of these treatments is
underestimated.
Given the emphasis in these guidelines on the importance of lifestyle changes, including weight loss, plus an
over-riding need to avoid hypoglycaemia, these pharma1

2
3
4
5
6

7

8

University of Warwick Medical School, Coventry and University Hospitals
Coventry and Warwickshire NHS Trust, Coventry, UK
Royal Gwent Hospital and Oak Street Surgery, Cwmbran, UK
University Hospital Birmingham, UK
Barnet, Enfield and Haringey Mental Health Trust, UK
University Hospital Llandough, Cardiff, UK
Queen Mary, University of London, and St Bartholomews Hospital,
London, UK.
Swansea University and Abertawe Bro Morgannwg University Health
Board, UK
University of Birmingham and Heart of England NHS Foundation Trust,
Birmingham, UK

Address for correspondence: Dr J Paul O’Hare
Division of Metabolic & Vascular Health, University of Warwick Medical
School, Gibbet Hill Road, Coventry, CV4 7AL, UK.
Tel: +44 (0) 24 7657 3086
E-mail: J.P.O-Hare@warwick.ac.uk
Br J Diabetes Vasc Dis 2015;15:xx-xx
http://dx.doi.org/10.15277/bjdvd.2015.006

xx

ACCORD
ADA
BMI
DPP4
EASD
GLP-1ra
GP
HbA1c
NHS
NICE
SGLT2
VADT
WHO

Action to Control Cardiovascular Risk in Diabetes
American Diabetes Association
Body mass index
Diptidyl peptidase 4
European Association for the Study of Diabetes
Glucagon-like peptide-1 receptor agonist
General practitioner
Glycated haemoglobin
National Health Service
National Institute for Health and Care Excellence
Sodium glucose co-transporter 2
Veterans Administration Diabetes Trial
World Health Organisation

cotherapeutic recommendations appear paradoxical in the
extreme.
We believe that these recommendations, if enacted,
will undermine seriously the reputation of NICE both
nationally and internationally.

Introduction
The long awaited revision and updating of the NICE guidelines for
type 2 diabetes has now been released for consultation.1 The task
was never going to be easy for the guideline development group,
given the complexity and sheer volume of research data around a
plethora of new and old therapies and the need to update advice
on screening, patient education and monitoring. Drawing together
and selecting the evidence and applying complex methods of analysis, each tailored to the technology under scrutiny, has clearly been
a mammoth task.

Good in parts
Some parts of the report make good sense: namely lifestyle
advice, patient education, monitoring and targets. These include
supporting and defining “structured education”, although “little
robust evidence of the effectiveness of any particular educational
approach for people with type 2 diabetes was found”,2,3 plus
audit and customisation of the evidence-based programme to
the needs of the person.
With dietary advice presently based on limited evidence, the
recommendations make much of the importance of diet and exercise
in supporting glycaemic control, but do not suggest changing current
practice. There is a strong recommendation for longer-term trials to
be undertaken to test the long-term efficacy and safety of low
carbohydrate diets.
The guideline development group recognises the increasing cost
pressures of blood glucose monitoring and the failure of well-
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designed trials4 to show that feedback from this measurement improves overall glycaemic control. Monitoring may improve wellbeing
for some patients, however, and is clearly useful as a safety measure
when considering hypoglycaemia. They suggest that monitoring in
type 2 diabetes patients is only necessary for those at risk from
hypoglycaemia. There is economic sense in following this
recommendation for an average commissioning group in the UK that
spends £1.5m on glucose monitoring and £3.5m on drugs. Clearly,
if enacted, any weaning off for many patients who have become
psychologically dependent on the activity needs to be carried out
with respect and sensitivity.
The guidelines development group is also pragmatic on the issue
of targets, with a suggested HbA1c target of 48 mmol/mol (6.5%),
but with a more realistic target of 53 mmol/mol (7.0%) when drugs
that can produce hypoglycaemia are introduced. Moreover, they
agree that targets need to be customised to meet “the complexities
of individual patient needs”.1 It seems perverse, however, to follow
the recommendation of waiting until HbA1c rises to >58mmol/mol
(7.5%) before intensification (shades of the “waiting for failure”
approach of traditional diabetes management?). Additionally,
recommendations to customise and tailor treatment to individual
needs and safety are welcome, but paradoxically do not seem to have
been applied to the choice of pharmacotherapy!
On reviewing the evidence for intensification of glycaemic control, the guidelines development group describes clear evidence for
reduced risk of microvascular complications and amputations (at least
in recently diagnosed patients). The “jury is still out” regarding
cardiovascular protection, however; in particular, there remain
significant concerns regarding serious hypoglycaemia and its consequences, especially for older, longer-duration high-risk patients.

A serious failure of common sense?
On the major issue of guidance on drug treatment to control
blood glucose, the consultation document demonstrates a failure of common sense and clinical judgement. In our opinion,
the draft proposals are so out of kilter with current recommendations for “best practice” that, if enacted, they will reduce quality of care and patient safety and will set back modern diabetes
management by decades. At best, it is our belief that most
clinicians will ignore the recommendations or “pay lip service”
to them, thus undermining the valuable role NICE can play in
giving clear, credible, and cost effective advice. An additional
concern would also be that of Commissioning bodies taking up
the guidance or enforcing it without proper consultation with
clinicians.
Direct insulin secretagogues
The guidelines development group appears to accept that
sulphonylureas should no longer be the automatic second-line
treatment following metformin, a practice that most clinicians
have moved on from, which represents a clear recognition of the
side-effects and potential dangers of these drugs. Sulphonylureas can cause significant weight gain and dramatically increase
the risk of hypoglycaemia compared with other oral agents5,6
and patients should monitor for this (although many do not).
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These drugs may still have some place in the drug armamentarium, but this should be at later stages of intensification and with
careful selection and monitoring. The danger of hypoglycaemia
associated with sulphonylureas is of particular concern for the
elderly and/or people with renal impairment. In a recent audit,
patients taking a sulphonylurea accounted for 33% of admissions for hypoglycaemia to an Accident and Emergency department among people with type 2 diabetes.7 The frail elderly were
at particularly high risk, for whom 1-year all-cause mortality was
an alarming 28%.
The UK Hypoglycaemia Study Group highlighted the extent of
the problem by evaluating prospectively the incidence of hypoglycaemia over 9–12 months in a study funded by the Department of
Transport and conducted in six different regions of the UK.8 They
found that 40% of patients on sulphonylureas and 50% on insulin
experienced symptomatic hypoglycaemia during this time. The risk
of a severe hypoglycaemic episode (requiring 3rd party help) in type
2 diabetes patients over the first two years of treatment was essentially identical for those on a sulphonylurea versus insulin (7% in each
group). In addition, all these patients underwent two separate
episodes of continuous glucose monitoring each for 72 hours: 22%
of patients on sulphonylureas and 20% of patients on insulin
recorded glucose values below 2.2 mmol/L for more than 20 minutes
– many were unaware of their hypoglycaemia and many were car
drivers!
Given the above concerns, it seems most surprising that the
insulin secretagogue, repaglinide, is recommended first-line for
those who cannot tolerate metformin and as a possible second-line
combination agent, on the basis of a complex network metaanalysis using results from a small number of clinical trials9 and the
health economic analysis. These trials need to be judged against
the overwhelming evidence from and experience of clinicians and
patients across the world who have researched and used these
agents and judged them to have significant limitations, i.e. threetimes daily dosing (likelihood of massive reduction in adherence
rates), increased risk of hypoglycaemia and promote weight gain
(like all drugs that secrete insulin in a non-glucose dependent
fashion).9 Indeed, a recent meta-analysis comparing a range of
antidiabetes agents clearly shows that the risk of hypoglycaemia
with repaglinide is at least as great as that with sulphonylureas,
with similar weight gain (Figure 1).10
The WHO recognises that adherence rates for drugs for
chronic diseases are only 50% after one year.11 It is estimated
that, in Europe, this costs 125 billion Euros and contributes to
200,000 deaths per annum.12 Patients report poor tolerability
(side-effects) as the single most common reason for non-adherence,13 with hypoglycaemia and weight gain cited as being
fundamental to this problem in type 2 diabetes.14 In addition,
advising a “best practice” target of 48 mmol/mol for HbA1c and
then admitting this should not be strived for (for good reason)
in patients taking drugs which can cause hypoglycaemia is a
clear admission that patients on the therapies recommended by
NICE (repaglinide and sulphonylureas) will be disadvantaged
compared with those taking alternatives which do not cause this
problem!
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Figure 1. Effects of insulin secretagogues, pioglitazone and
incretin-based antidiabetic therapies on HbA1c,
body weight and the risk of hypoglycaemia from a
meta-analysis of 27 randomised, controlled trials in
patients with type 2 diabetes sub-optimally
controlled by metformin.
Adapted from Phung et al.10
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Pioglitazone
What possible sense is there in recommending pioglitazone as
the principal second-line agent to metformin? The consultation
document takes us into the paradoxical situation where diet and
exercise with weight loss are recommended as fundamental to
the management of type 2 diabetes, while simultaneously promoting two drugs that promote weight gain as alternatives
to/combination partners for metformin. Indeed, this is a major
problem of the thiazolidinedione class.5 Additionally, we have
the cardiovascular safety issue with rosiglitazone with its subsequent withdrawal from the European market, as well as class
effects such as fluid retention, aggravated heart failure (due in

000

part to sodium retention), fractures and even the arguable
possibility of increased risk of bladder cancer. One can only
conclude that the guidelines development group has not given
enough weight to these potentially serious side effects and
safety concerns (widely recognised by MHRA warnings, the summary of product characteristics for the agent and the cautions
expressed in the ADA-EASD guidelines) because pioglitazone is
now generic and cheap and scores highly on their economic
modelling.
Incretin-based therapies
Whilst the consultation document recognises the value of GLP1ra therapies, including the potential for significant weight loss,
they still stand by the non-evidence-based recommendation of
only using these injectables in people with BMI >35 kg/m2.
There is a “get-out” clause which allows clinicians to use them
at a lower BMI where “weight loss would benefit other significant obesity-related comorbidities”. And yet the value of introducing a GLP-1ra in the obese to try to produce weight loss early
on in the treatment pathway is commented on and left to clinician’s discretion. The advice to use the least expensive option at
first appears sensible, but evidence is emerging that there are
clinically important differences between the shorter and longer
duration agents.15,16 Customising GLP-1ra to patients’ needs
may be an important part of their effective and safe use in therapy. Advising the use of GLP-1ra (or DPP-4 inhibitors) with the
lowest acquisition costs might also be problematic given the
more limited licence, differences in recommendations in patients
with renal impairment and the much smaller worldwide clinical
experience when compared with more expensive agents from
the same class.
In addition, the recommendation that GLP-1ra should be
stopped unless both weight loss and HbA1c criteria are met seems
illogical. We know from experience that some patients will drop their
HbA1c dramatically with this therapy but will not lose 3% weight,
while others may lose much weight but may have a smaller drop in
their HbA1c. Common sense supports reviewing the efficacy of these
relatively expensive treatments, but with a balanced approach.16
We also take issue with the recommendation that GLP-1ra/insulin
combinations can only be commenced within specialist care. This
combination is much easier to use than insulin intensification
regimes, which many GPs undertake frequently. This recommendation seems difficult to justify when the NHS is promoting more
practice-based care for type 2 diabetes in the community.
Insulin
The consultation document recognises throughout that hypoglycaemia, including serious hypoglycaemia, may accompany
intensification of insulin. Nevertheless, the document recommends isophane insulin initially, with a switch to basal analogues
only after suffering hypoglycaemia on isophane. This goes
against all Hippocratic principles of avoiding harm and doing
one’s best for the individual patient and it is extremely difficult
to understand the rationale for this beyond cost. And yet, we
are encouraged to discuss options with patients and to fully brief

THE BRITISH JOURNAL OF DIABETES & VASCULAR DISEASE

15-003 O'Hare_Layout 1 29/01/2015 12:26 Page 4

Advance publication online - this article will appear in the January/February/March issue of BJDVD
EDITORIAL

them on the choice and side effects of all treatments. Clearly,
NICE accepts that the longer-acting insulins cause less hypoglycaemia as they recommend their use in type 1 diabetes for this
reason. So why the continued discrimination against type 2 patients? Why do these patients have to prove they need the newer
insulins by first suffering hypoglycaemia? Many studies, such as
ACCORD and VADT, suggest that hypoglycaemia in vulnerable
groups may contribute to mortality and significant morbidity.17,18
Most clinicians in the UK use long-acting analogues out of concern for patient safety and despite the previous guidance. It is a
missed opportunity for NICE to truly recognise the severity and
frequency of hypoglycaemia in type 2 diabetes and to recommend
those treatments that minimise hypoglycaemia, particularly when
these agents will soon come off patent.
Sequence selection
At present, major controversies in type 2 diabetes relate to the
order and combination in which the different classes of oral and
injectable antidiabetes agents are introduced. Not surprisingly,
given all the caveats around these drugs, the flow diagrams are
complex and confusing, and lack the simplicity of the recent
ADA-EASD guidelines.19 There is also little attempt to place the
newest agents, the SGLT2-inhibitors, into these diagrams despite
the fact that they have already had single technology appraisals
by NICE and are already widely used. The same could be said
about incretin-based therapies in general.

Conclusion
This consultation document contains some valuable recommendations in areas of diabetes care, but there seem to have been
serious failures of common sense in the key area of which drugs
and combinations to use in type 2 diabetes patients after or
instead of metformin.
The complex network meta-analyses used are only fit for purpose when sensible clinical judgement provides the context for their
use, and takes into account the very good reasons why most clinicians have abandoned the use of repaglinide and why many are
fearful or extremely cautious regarding the use of pioglitazone. The
consultation document demonstrates a clear disregard for the
evidence, from both scientific studies and peer usage, and would
have benefitted from the addition of some common sense to guide
it towards appropriate recommendations. This also applies to the
recommendations surrounding the use of injectables, including
insulin.
It is our firmly-held view that these recommendations need reevaluation. The guidelines development group may need strengthening with clinicians prepared to be advocates for patient safety
and ready to apply common sense and practical judgement. Alternatively, the simplest and possibly best way forward would be for
NICE to adopt and recommend the excellent ADA-EASD guideline19
for the management of glycaemia.
We believe that adoption of the recommendations from the
NICE Advisory Group for the management of glycaemia will
seriously undermine the reputation of NICE both nationally and
internationally.
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