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NEW FROM NICE  ■

TA390: SGLT2 inhibitors as 
monotherapy 
The 2015 NICE guideline on the manage-
ment of type 2 diabetes recommended 
a role for the sodium-glucose co-trans-
porter 2 (SGLT2) inhibitors dapagliflozin, 
canagliflozin and empagliflozin only in 
combination with metformin (as either 
first or second intensification, including 
in combination with insulin). NICE has 
now recommended their use as mono-
therapy when metformin is contraindi-
cated or not tolerated and when diet and 
exercise alone do not provide adequate 
glycaemic control – but only if a dipeptidyl 
peptidase-4 (DPP-4) inhibitor would other-
wise be prescribed and a sulfonylurea or 
pioglitazone is not appropriate.
 NICE heard expert advice that pre-
scribers are confused by its complex 
guidance on prescribing the eight phar-
macological classes for treating type 2 
diabetes. For the 5–15 per cent of people 
unable to tolerate metformin, the options 
are clearer: a DPP-4 inhibitor, a sulfonyl-
urea or pioglitazone. But there is no ‘one 
size fits all’ and individualised care is 
important (despite the complexity).
 Clinical trials show that, compared with 
placebo, SGLT2 inhibitors improve glycae-
mic control and promote modest weight 
loss. Several models were proposed to 
estimate the cost effectiveness of SGLT2 
inhibitors compared with DPP-4 inhibitors, 
sulfonylureas and pioglitazone, and weight 
loss was identified as a key driver of out-
comes. NICE opted for the model that 
assumed “weight gains [presumably prior 
to treatment] were maintained and weight 
losses rebounded to natural history after 
one year”. Under this scenario, the cost 
per quality-adjusted life year (QALY) gained 
was estimated at £52,400 vs pioglitazone, 
£71,000 vs sulfonylureas and £29,300 vs 
DPP-4 inhibitors. 
 There is not sufficient evidence to 
demonstrate any differences in efficacy 
between the SGLT2 inhibitors and they 
cost the same, so there is no difference 
in cost effectiveness between them.
 With acceptable cost effectiveness 
thresholds lying in the range of £20,000 

to £30,000 per QALY gained, NICE con-
cluded the SGLT2 inhibitors are cost 
effective compared with DPP-4 inhibitors 
but not compared with pioglitazone or 
sulfonylureas. They are, therefore, recom-
mended as options only when pioglita-
zone or sulfonylureas are inappropriate.

CG152: Management of Crohn’s 
disease
This guideline on the management of 
Crohn’s disease in children, young peo-
ple and adults was originally published 
in 2012 and included recommendations 
about providing information and support, 
inducing and maintaining remission, 
surgery, monitoring for osteopenia and 
assessing the risk of fractures, and man-
agement before conception and during 
pregnancy.
 The guidance on inducing remission 
recommends first-line therapy with a con-
ventional steroid, eg prednisolone, on 
first presentation or for a single inflam-
matory exacerbation of Crohn’s disease 
in a year. Enteral nutrition is an option for 
children and young people. Second-line 
options include budesonide or 5-amino-
salicylate treatment, depending on the 
site affected, whether a conventional 
steroid is suitable and the response.
 If there are two or more exacerba-
tions within a year or the dose of ster-
oid cannot be tapered, the next step is 
add-on therapy with azathioprine or mer-
captopurine. If they are unsuitable, meth-
otrexate is an alternative. Patients with 
severe active Crohn’s disease whose 
disease has not responded so far, or 
who are intolerant of or have contraindi-
cations to these options, should then be 
offered adalimumab or infliximab. These 
should be prescribed in a planned way – 
that is, continued until relapse occurs or 
for 12 months, whichever is shorter.
 The 2016 update to this guideline 
ensures patients are given accurate 
information about using a biological 
agent. The treatment options are mono-
therapy or combination therapy with an 
immunosuppressant. NICE now recom-
mends that patients are told “there is 

uncertainty about the comparative effec-
tiveness and long-term adverse effects 
of monotherapy and combined therapy”. 
This reflects the findings of systematic 
reviews that adding azathioprine to inflix-
imab might be more effective than inflix-
imab alone, whereas the combination 
of methotrexate and infliximab was not 
superior to monotherapy. Furthermore, 
there is some evidence that adalimumab 
may be effective in inducing remission 
after failure of infliximab.

TA217: Donepezil, galantamine, 
rivastigmine and memantine for 
the treatment of Alzheimer’s 
disease
NICE’s recommendations for the treat-
ment of Alzheimer’s disease courted 
controversy from the outset. The origi-
nal guidance recommended prescribing 
the cholinesterase inhibitors donepe-
zil, rivastigmine or galantamine only for 
moderate disease. Subsequent updates 
lowered the threshold to include mild 
Alzheimer’s disease and added meman-
tine as an option for moderate or severe 
disease. 
 But lingering concerns about irra-
tional prescribing and cost meant that 
initiating treatment with cholinesterase 
inhibitors remained the preserve of spe-
cialists and patients had to be assessed 
regularly by a specialist team or under a 
shared-care protocol.
 Now, in an era of greater awareness 
about Alzheimer’s disease, and in par-
ticular now that diagnosis rates are 
higher, these conditions have been sub-
stantially modified. Treatment can start 
“on the advice of a clinician who has 
the necessary knowledge and skills”. 
This includes secondary care medical 
specialists and “healthcare profession-
als such as GPs, nurse consultants and 
advanced nurse practitioners with spe-
cialist expertise”. Local arrangements 
for prescribing, supply and review should 
follow the NICE guideline on medicines 
optimisation. The requirement for contin-
uing treatment only while there is demon-
strable benefit remains.
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