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Prescribing SGLT2 Inhibitors for cardio-renal outcomes

in adults living with type 2 diabetes

Recommenda
tion

GMMMG & NHS GM recommends that there should be a personalised approach
to prescribing SGLT2 inhibitors, which prioritises access based on the nature
and the severity of cardiovascular and renal risks.

It is recommended to offer an SGLT2 inhibitor to all adults living with type
2 diabetes (T2D) who have established cardiovascular or renal conditions.
That is:

o HF (heart failure) irrespective of ejection fraction,

o CKD (chronic kidney disease), all stages,
e or ASCVD (atherosclerotic cardiovascular disease) ASCVD includes
CHD, ACS, MI, angina, re-vascularisation, TIA, ischemic stroke & PAD.

Nb. SGLT2 inhibitors are not currently approved in NHS GM for primary
prevention in people who do not have established cardiovascular or renal
conditions. However, if HbA1c optimisation is indicated, an SGLT2
inhibitor (e.g. dapagliflozin) should be considered.

NICE NG28 (2026 update) proposes several significant changes to T2D
diabetes care. The budget impact associated with adopting updated NG28
recommendations in full is substantial. All of the updates to NG28 are currently
undergoing review by NHS Greater Manchester to inform a prescribing pathway
for T2D in GM. Potential pathway changes are being evaluated for affordability
and will require approval through the established Greater Manchester
governance processes. The outcome of that process cannot be pre-empted.

One of the NG28 recommendations relates to the universal use of SGLT2
inhibitors from the point of T2D diagnosis. Evidence supporting early
combination therapy with an SGLT2 inhibitor is nuanced (See efficacy and safety
section). Ensuring equitable access to SGLT2 inhibitors for people living with
T2D who have established cardio-renal conditions is an immediate priority for
GM (as supported by NICE TAs and NICE 2022 guidance).

This position statement is not intended to affect treatment that was
started as part of shared decision-making before this guidance was
published; this may be continued until or unless the person and
their clinician consider it appropriate to stop.

Background

The cardiorenal protective benefits of SGLT2 inhibitors are independent of their
glucose-lowering effect. When initiated for cardio-renal protection, they are
started independently of HbA1c, usually at diagnosis, and are prescribed
alongside metformin (unless contraindicated). They can also be started at any
point in a person's care if indicated. Nb. Caution if HbA1c >86mmol/L, (if rescue
therapy is indicated, defer starting the SGLT2 inhibitor).




The purpose of this document is to clarify eligibility criteria and promote
equitable access to SGLT2 inhibitors in adults living with T2D.

SGLT2 inhibitors are approved for use in NHS GM for
- Type 2 diabetes (glucose-lowering)
- Heart Failure
- CKD

NHS GM have not previously reviewed or approved SGLT2 inhibitors for cardio-
renal risk reduction in people living with T2D, and this is not specifically
supported by UK licensing. However, NICE NG28 (2022) included a
recommendation to ‘offer’ an SGLT2 inhibitor for those with established ASCVD
and a lower strength recommendation to ‘consider’ in those at high CV risk.
SGLT2 inhibitors are not recommended by NICE (NG28 2022) for people with
T2D who are considered low CVD risk (unless for glucose-lowering).

This GM commissioning statement aims to promote uptake of SGLT2
inhibitors and ensure equitable access within priority cohorts, i.e., people
living with T2D who have established cardio-renal conditions.

Efficacy
and Safety

Where dual glucose-lowering therapy is used in T2D, meta-analyses (across the
population of people with T2D) have found that the combination of metformin
and an SGLT2 inhibitor is associated with improved overall outcomes?. The
evidence specifically supporting early combination therapy with an SGLT2
inhibitor is more nuanced and varies by co-morbidity and level of risk.

a. Adults with T2D and ASCVD.

It is recommended that the cohort of people with T2D eligible for initial treatment
with an SGLT2 inhibitor is extended to those with ASCVD. This is in keeping
with the recommendation made in NICE NG28 (2022) to offer all people with
T2D and ASCVD an SGLT2 inhibitor.

The NICE evidence review noted that the larger, longer-term cardiovascular
outcome studies were not included in the initial evidence and that the sample
size and follow-up times were not sufficient to power the studies for cardiorenal
outcomes adequately. Therefore, findings from the subsequent therapy review
were considered alongside findings for the initial therapy review and the
committee's expert knowledge was applied to guide recommendations. The
committee discussed that the ‘evidence showed a clear cardiovascular benefit
for the SGLT-2 inhibitors in people with ASCVD, highlighting improvements in
hospitalisation for heart failure, 3-item MACE, non-fatal myocardial infarction,
and CV mortality.’
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The NICE resource impact template indicates the anticipated change in events
(over 3 years) from initial therapy with SGLT2 inhibitors (Table 1).

Table 1. Reduction in event Events avoided per
rate (over 3 years) 1000 people

Cardiovascular -1.87% -19
mortality

Angina -0.01% 0
Established CKD -0.39% 4
Hospitalisation for -1.78% -18
heart failure

Myocardial infarction -1.11% -11
Stroke -0.21% 2

b. Adults with T2D who do not have established cardiovascular or renal
conditions.

There are a number of uncertainties around applying the NICE projected
outcomes for initial SGLT2 inhibitor use to the cohort without established cardio-
renal disease. i.e. no comorbidities, obesity, or early onset diabetes.

The NICE 2026 review did not identify evidence that specifically related to these
cohorts. NICE therefore applied the findings from the model 5 group ‘high CV
risk’

The NICE evidence review noted limitations in classifying the studies into
population strata, making the model 5 group the largest and most
heterogeneous. Underlying CKD was not consistently identified or excluded in
trials, meaning that people classed as having CKD could be included in the
model 5 evidence. There were also several studies within the model 5 evidence
in which a proportion of the people included had established ASCVD.

The model 5 evidence was classed as having a high risk of imprecision and an
extremely high risk of bias. Therefore, the projected outcomes may have been
overestimated for the cohorts who do not have established cardio-renal
conditions (and will differ depending on the baseline risk).

Given the identified uncertainties, it is recommended that a targeted approach to
the initial use of SGLT2 inhibitors is taken. Prioritising those with established
cardiovascular or renal disease, where there is greater confidence around the
evidence and where a greater impact on outcomes is anticipated over a 3-5 year
period.

For all people with T2D, there should be a continued focus on the early
identification and management of cardio-renal risk factors or conditions.

Safety: SGLT2 inhibitors are licensed for use and are generally safe to use in
people with T2D, but they are not suitable for everyone. Common side effects
include increased thirst, genitourinary disorders and risk of UTI. They do carry a
risk of serious side effects, including rare cases of euglycemic diabetic
ketoacidosis (MHRA 2016) and Fournier's gangrene (MHRA 2019). When
initiating an SGLT2 inhibitor, it is important to discuss risks and potential
complications with the individual and/or their carers, including appropriate sick
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https://www.gov.uk/drug-safety-update/sglt2-inhibitors-updated-advice-on-the-risk-of-diabetic-ketoacidosis
https://www.gov.uk/drug-safety-update/sglt2-inhibitors-reports-of-fournier-s-gangrene-necrotising-fasciitis-of-the-genitalia-or-perineum

day guidance and advice about monitoring ketones, during treatment interruption
for surgical procedures or acute serious medical illness. (MHRA 2020). This
messaging should be revisited at each diabetes review.

Cost
Effectiveness/

Affordability

Established NICE TAs have deemed SGLT2 inhibitors to be cost-effective for the
treatment of HF and CKD in adults living with T2D. Despite NHS GM having
adopted relevant NICE TAs, and previously approved use of SGLT2 inhibitors
for people with both T2D and CKD/HF, GM data indicate that many people who
are eligible for treatment are not receiving it (See Table 2).

For people living with T2D and who have ASCVD; the NICE economic analysis
determined that; SGLT2 inhibitors were cost-effective, that health benefits were
positive at all levels of deprivation, and the net benefits (which account for
opportunity costs) were also positive.®

This commissioning statement seeks to improve uptake of SGLTZ2 inhibitors
within existing GM-approved cohorts (i.e. CKD and HF), plus, as a priority, to
expand access to people living with T2D and ASCVD, i.e. adopt the NICE
guidance recommendation (issued in 2022), to offer an SGLT2 inhibitor to all
people with T2D and ASCVD.

Table 2. GM uptake of SGLT2 inhibitors and the number of initiations required to
meet 100% and 80% uptake by cardio-renal condition.

No. of new initiations
(80%)
4,386

29,760
22,345

No. of new
initiations (100%)
5,483

37,200
27,932

Comorbidity
T2D and HF

T2D and CKD

T2D and
ASCVD

Current uptake *
54%

38%
37%

Total | 56,086

*From September 2025 GP clinical system data. NB: The total number of new
initiations needed to reach 100% is lower than the sum of the three cohorts due to
some individuals having more than one cardio-renal condition.

44,868

Data from primary care prescribing systems in GM indicates that 22,345
initiations would be required to achieve 80% SGLT2 inhibitor uptake for adults
with T2D and ASCVD (and 44,868 initiations for 80% uptake across all cardio-
renal conditions).

Medication Costs.

Table 3. No. of SGLT2 initiations required (and medication cost) to reach 80% uptake
by condition/co-morbidity.

Cost of 1 year's
treatment

Established
ASCVD (22,345)

All cardio-renal
conditions
(44,868)

i.e. initiations for
ASCVD, HF and CKD
combined (some
people will have more
than 1 condition)

Primary
prevention. (an
additional 73,998
initiations would be
required)

@ Branded SGLT2 |
=£475

£10,613,875

£21,312,300

£35,149,050
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https://www.gov.uk/drug-safety-update/sglt2-inhibitors-monitor-ketones-in-blood-during-treatment-interruption-for-surgical-procedures-or-acute-serious-medical-illness

@ March £1,914,296 £3,843,841 £5,825,560
dapagliflozin =

£85.67

If 10% originator = £1,061,387 £2,131,230 £3,514,905
£47.5

Based on current (March 2026) generic dapagliflozin prices, an investment of
£3,843,841/year is required to achieve 80% uptake of SGLT2 inhibitors across
all cardio-renal conditions (44,868 people). Approximately 50% (£1,914,296) of
this relates to expanding access to people with T2D and ASCVD (NICE
guidance), and the remaining 50% relates to improving uptake in HF and CKD
(supported by existing NICE TAs).

Table 4: Number and value of events avoided over a 3-year period (based on
NICE 2026 resource impact template)

ASCVD (22,345 people)
Number of Events Change in the value of
Avoided, over 3- events over 3-years
years
Event (cost of event)
Cardiovascular mortality -417 | -£1,843,557
(£4,421)
Angina (£19,957) -2 | -£39,914
Established CKD -87 | -£3,676,794
(£42,262)
Hospitalisation for heart -397 | -£4,704,053
failure (£11,849)
Myocardial infarction -248 | -£3,418,928
(£13,786)
Stroke (£18,037) -47 | -£847,739
Total -£14,530,985

NICE estimate that for every 10k people with T2D treated with

an SGLT2 inhibitor, there will be £6.5 million savings from events avoided over
3-years. Therefore, by expanding access to SGLT2 inhibitors in GM and
investing £3.1-£5.7 million over 3 years, (dependent on dapagliflozin pricing), to
achieve 80% uptake of SGLT2 inhibitors in people with T2D and ASCVD, itis
anticipated there will be savings of £14.5 million from events avoided over the
same 3-year period.

To achieve 80% SGLT2 inhibitor uptake across all established cardiorenal
conditions (i.e., CKD, HF and ASCVD), the total investment required from the
medicines budget (over 3 years) is between £11.5 and £6.4 million (dependent
on dapagliflozin pricing). It is anticipated that this would generate savings to the
system from events avoided over the same 3-year period of £29.1million.

The increased use of SGLT2 inhibitors in T2D has been considered during the
annual horizon scanning process; however, this represents a cost-
pressure/financial risk to the ICB as no budget has been allocated.
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https://www.nice.org.uk/guidance/ng28/resources/type-2-diabetes-in-adults-management-pdf-1837338615493
https://www.nice.org.uk/guidance/ng28/resources/resource-impact-summary-report-15608867149
https://www.nice.org.uk/guidance/ng28/resources/resource-impact-summary-report-15608867149

Monitoring Individual patient monitoring: Additional monitoring is not required after
initiation of an SGLT2 inhibitor. Follow-up should be guided by the wider clinical
picture, with HbA1c checked every 3-6 months until stable on unchanging therapy.
Monitoring of SGLT2 inhibitor uptake: Data from GP practice clinical systems
in Greater Manchester indicate that SGLT2 inhibitors are underprescribed in
people living with T2D and established cardio-renal conditions. NHS Greater
Manchester is developing existing ICB digital platforms to enable monitoring of
SGLT2 inhibitor uptake by co-morbidity, IMD and protected characteristics.
Patient This recommendation aims to offer equitable access based on clinical need.

perspective Individuals are anticipated to have different views around the longer-term
preventive benefits of initiating SGLT2 inhibitors (for instance, to prevent
progression to higher risk disease), balanced against concerns regarding potential
harms, overtreatment, and medication burden.
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