How TO USE SGLT2 INHIBITORS SAFELY

When to use SGLT2 inhibitors in T2D About this series

The aim of the “How to” series is to
provide readers with a guide to clinical
procedures and aspects of diabetes care

NICE and SIGN guidelines that are covered in the clinic setting.
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Adapted from the ADA/EASD consensus report (Davies et al, 2018).

Y, ASCVD=atherosclerotic cardiovascular disease; CKD=chronic kidney disease;
DPP-4i=dipeptidyl peptidase-4 inhibitor; eGFR=estimated glomerular filtration
rate; GLP-1 RA=glucagon-like peptide receptor agonist; HF=heart failure;
SGLT2i=sodium—glucose cotransporter-2 inhibitor; TZD=thiazolidinedione.

target or reassess 3 monthly and add

therapy as soon as above target.
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Low risk
Evidence supports SGLT2i prescribing

First-line (metformin intolerant)
Second-line to metformin

Third-line (add-on to second-line therapies)
Combination with basal insulin or multiple

daily injections of insulin

Established cardiovascular disease

No history of lower-limb amputation
No history of PAD
Microalbuminuria

eGFR >60 mL/min/1.73 m?
Overweight or obese
Vulnerable to the effects of hypoglycaemia

Adapted from Wilding et al, 2018
(https://bit.ly/2DkWIZZ)

How to use SGLT2 inhibitors

Moderate risk

History of PAD
Osteoporosis
Frail/elderly

History of fractures
Ketogenic diet
Steroid therapy

Cognitive impairment
BMI <25

Safety and tolerability concerns with SGLT2 inhibitors apply across the class unless

documented specifically.

CKD=chronic kidney disease; DKA=diabetic ketoacidosis; LLA=lower-limb amputation;

PAD=peripheral arterial disease.

Genital and urinary infections

® Thrush-type genital
infections are common.

® Infections are more common
early in treatment; providing
information may improve
continuation of treatment.

® Treat with topical or

oral treatments.

® Most people can continue
SGLT2i treatment.

® Clycosuria may cause
urinary symptoms and
more frequent voiding.

® UTlIs are relatively rare; manage
with standard antibiotics.

Prescribe SGLT2i with caution

History of foot ulceration
GLP-1 receptor agonist combination

High HbA _levels (86 mmol/mol or 10%)

Receiving loop diuretics

High risk
Do not prescribe SGLT2i

Previous lower-limb amputation
Existing diabetic foot ulcers
DKA (or previous episode of DKA)

Eating disorders

Rapid progression to insulin (within 1 year)

Latent autoimmune diabetes

Excessive alcohol intake

Diabetes due to pancreatic disease

Stage 3 CKD/eGFR <60 mL/min/1.73 m?

Type 1 diabetes (diagnosed or suspected)

Genetic diabetes

Acute illness

Pregnancy (or suspected pregnancy), planning
pregnancy or breastfeeding

Recent major surgery

Diabetic ketoacidosis (DKA)

® MHRA (https:/bit.ly/24eXtSC)
and EMA (https:/bit.ly/2SD)Ywg)
have issued warnings regarding
a small risk of euglycaemic
DKA. Discuss this prior to
and during SGLT2i therapy.

® Risk is higher:
— if relatively insulin deficient
—when insulin doses are reduced
suddenly
— when there is increased need for
insulin (e.g. illness, alcohol abuse)

— with restricted food intake,
particularly carbohydrates
— if dehydrated.

® Symptoms of DKA include
nausea, vomiting, abdominal
pain, generalised malaise
and shortness of breath.

® Symptoms may be atypical and
glucose may not be elevated.

® Stop SGLT2i drugs during
acute illness and prior to
surgical procedures — see
Sick day rules below.

Lower-limb amputations (LLAs)

® European Medicines Agency
(EMA) has advised caution in
using SGLT2is in those at high risk
of LLA, as a class effect cannot be
ruled out (https:/bit.ly/2QcKnnR).

® Absolute risk is low (0.6
per 100 person-years in
cardiovascular outcome trials),
but appears higher in those

with previous amputation.

® Risk does not appear to
be dose-dependent.

® MHRA has advised all
should receive advice and
ongoing monitoring regarding
preventive foot care.

® Ideally avoid SGLT2i in those
with active foot ulceration
or previous amputation.

Bone fractures

® Small increased fracture risk and
changes in bone mineral density
(BMD) seen in the CANVAS trial
compared with placebo (but not
in the CANVAS-R population),
but not identified in empagliflozin

or dapagliflozin studies.

® Fractures occurred mainly
early in treatment and
may have been linked to
increased falls due to volume
depletion and hypotension.
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Sick day rules for T2D

When ill and at risk of

dehydration, people with

T2D should be advised to:

® Stop taking SGLT2i, metformin,
GLP-T RA, SUs, ACEI/ARBs and
diuretic medicines if unable to eat
or drink, or persistent vomiting
or diarrhoea; contact their GP
or specialist nurse for advice.

® Contact their practice,
diabetes specialist team or
emergency medical advice
if unsure what to do.

@ Stay well hydrated (2-3 L of fluid/
day) and eat little and often.

® If not able to eat normally,

replace meals with high
carbohydrate snacks or drinks.
® Keep taking insulin and most
other diabetes medicines
even if not eating.
® Cive people taking SGLT2i
drugs specific advice about the
risk of euglycaemic DKA and
to consult if they become ill,
even if blood glucose levels are
not high. Primary care teams
should be aware of the need
to test for ketones as well as
blood glucose in this situation.
® “How to give sick day advice”
(https://bit.ly/2yNUt7X).

Safe use: SGLT2i and renal function

® Check electrolytes and eGFR
prior to therapy; monitor annually
unless levels are <60 and, if so,
check eGFR 3-6 monthly.

® Modest reductions in eGFR may
occur when starting SGLT2is and
ACEls. These usually improve.

® All three SGLT2i drugs may
be initiated provided eGFR
>60 mL/min/1.73 m?.

® If eGFR falls but remains
>45 mL/min/1.73 m?, canagliflozin

and empagliflozin can be
continued at their lower doses.
® Stop canagliflozin and
empagliflozin if eGFR falls below
45, and dapagliflozin if eGFR <60.
® SGLT2is are not currently
recommended for use with
loop diuretics — check why loop
diuretic in use and if it is needed.
® For those on other types of
diuretic, review need and whether
alternative treatments could be
used (e.g. for blood pressure).
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