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1. Introduction

The updated National Institute for Health and Care
Excellence guideline type 2 diabetes in adults: manage-
ment (NG28) represents a significant shift in diabetes care
in the UK [1]. Moving beyond a glucose-centred, stepwise
model, the guidance adopts a comorbidity-stratified frame-
work in which cardiovascular disease, renal function, obe-
sity, early-onset disease and frailty determine initial phar-
macological strategy [1]. Earlier versions were organised
around glycaemic thresholds, with treatment driven by gly-
cated haemoglobin (HbAlc) levels. In contrast, current
guidance places cardiometabolic risk reduction at the cen-
tre of decision-making, directing treatment by long-term
cardiovascular and renal outcomes rather than glycaemic
control alone [1]. Early combination therapy, including
modified-release metformin and a sodium-glucose cotrans-
porter 2 (SGLT2) inhibitor, is recommended for many in-
dividuals at diagnosis, with further specification according
to comorbidity profile [1]. This reflects a redefinition of
type 2 diabetes as a cardiometabolic condition rather than
solely a disorder of hyperglycaemia, aligning with interna-
tional consensus prioritising outcome-based treatment se-
lection [2].

For clinicians in primary and community care, these
changes extend beyond prescribing to reshape the consul-
tation. Greater emphasis is placed on comprehensive as-
sessment, individualised risk stratification and proactive
management of complications [1]. The guidance signals a
transition from reactive glycaemic control to anticipatory,
outcome-focused care aimed at reducing long-term cardio-
vascular morbidity and healthcare burden [1,3].

2. From Glycaemic Control to
Cardiometabolic Risk Reduction

Type 2 diabetes management in UK primary care has
traditionally followed a stepwise approach based on gly-
caemic thresholds, beginning with lifestyle modification,
followed by metformin monotherapy, and escalation to ad-
ditional therapies where HbAlc targets were not achieved
[1]. In the 2026 update, the National Institute for Health
and Care Excellence (NICE) positions type 2 diabetes more

clearly as a cardiometabolic condition, where cardiovascu-
lar and renal risk reduction are central to decision-making.
Sodium-glucose cotransporter 2 (SGLT2) inhibitors and
glucagon-like peptide-1 (GLP-1) receptor agonists are rec-
ommended not only for glucose lowering but also for estab-
lished cardiovascular and renal benefits [1], aligning with
international consensus prioritising outcome-driven treat-
ment selection over glycaemic thresholds alone [2].

For adults without relevant comorbidity, NICE rec-
ommends initial dual therapy with modified-release met-
formin plus an SGLT2 inhibitor [1]. Dual therapy at diagno-
sis therefore becomes standard, shifting the focus towards
early risk modification. This reflects recognition that car-
diovascular and renal complications develop early and are
not adequately addressed through glycaemic control alone.
Treatment selection is therefore informed by HbAlc, car-
diovascular risk, renal function and weight, requiring com-
prehensive assessment at diagnosis. This emphasis aligns
with the National Health Service (NHS) 10-year health
plan, which prioritises prevention and community-based
care [3]. NICE also specifies modified-release metformin
as first-line due to improved tolerability and adherence [1].
Although dual therapy is recommended, gradual introduc-
tion is advised to assess tolerability and minimise adverse
effects, reinforcing the need for structured follow-up and
ongoing review [1].

3. Individualised Treatment Pathways Based
on Comorbidity

Initial pharmacological management in the 2026
NICE update is determined by comorbidity rather than gly-
caemic thresholds alone [1]. This reflects a shift towards
individualised, risk-informed prescribing, requiring assess-
ment of cardiovascular status, renal function, frailty and
weight at diagnosis. Treatment is guided by anticipated
long-term cardiovascular and renal outcomes rather than
short-term glycaemic response.

* Heart failure (any ejection fraction): modified-
release metformin plus an SGLT2 inhibitor. This reflects
the role of SGLT2 inhibitors in reducing hospitalisation and
improving outcomes independent of glucose lowering [1],
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supporting early disease-modifying therapy in high-risk in-
dividuals.

* Atherosclerotic cardiovascular disease (ASCVD):
modified-release metformin, an SGLT2 inhibitor and sub-
cutaneous semaglutide up to 1 mg weekly. ASCVD in-
cludes coronary, cerebrovascular and peripheral arterial
disease [1], determining eligibility for early combination
therapy. Use of SGLT2 inhibitors and GLP-1 receptor ago-
nists reflects complementary mechanisms in reducing ma-
jor adverse cardiovascular events.

 Early-onset type 2 diabetes: modified-release met-
formin plus an SGLT2 inhibitor, with consideration of a
GLP-1 receptor agonist or tirzepatide. Early-onset dis-
ease (diagnosis <40 years) is associated with more aggres-
sive progression and higher lifetime cardiovascular risk [1,
2]. NICE therefore recommends intensified early therapy,
requiring an anticipatory approach and shared decision-
making.

* Obesity: modified-release metformin plus an SGLT2
inhibitor, prioritising weight reduction alongside glycaemic
control due to its role in metabolic dysfunction and cardio-
vascular risk [1].

* Chronic kidney disease (CKD): therapy stratified by
estimated glomerular filtration rate (¢GFR), with SGLT2 in-
hibitors prioritised where appropriate due to renoprotective
effects and reduction in cardiovascular risk [1].

* Frailty: modified-release metformin initially, with
cautious use of SGLT2 inhibitors. Treatment is guided by
functional status and life expectancy, prioritising avoidance
of harm over strict glycaemic targets [1].

In practice, overlapping comorbidities require priori-
tisation of dominant clinical risk. This shifts UK prac-
tice from uniform escalation to individualised pathways, re-
framing management towards modification of disease tra-
jectory and long-term outcomes [1,2].

4. Renal Function—Guided Prescribing and
Therapeutic Safety

Renal function is central to pharmacological strategy
in the 2026 NICE update, with treatment selection aligned
to estimated glomerular filtration rate (eGFR) thresholds
[1]. Rather than acting solely as a safety parameter, renal
function now shapes therapeutic choice, reflecting the dual
role of several agents in glycaemic control and renal protec-
tion. For individuals with an eGFR above 30 mL/min/1.73
m?, modified-release metformin with an SGLT?2 inhibitor
remains the preferred approach [1]. Within this range,
SGLT?2 inhibitors are prioritised not only for glucose low-
ering but for renoprotective effects, including slowing pro-
gression of chronic kidney disease and reducing cardiovas-
cular risk.

As renal function declines, treatment options be-
come more limited. When eGFR is between 20 and 30
mL/min/1.73 m?2, NICE recommends dapagliflozin or em-
pagliflozin with a dipeptidyl peptidase-4 (DPP-4) inhibitor,

balancing benefit and safety [1]. When eGFR falls be-
low 20 mL/min/1.73 m2, DPP-4 inhibitors are considered
due to their favourable safety profile in advanced renal im-
pairment [1]. This stratified approach emphasises ongoing
renal monitoring as part of diabetes management. Reg-
ular review of eGFR is required to guide initiation, dose
adjustment and continuation. Clinicians should also con-
sider risks of volume depletion and hypotension, particu-
larly with SGLT2 inhibitors, and the need to withhold ther-
apy during acute illness. Monitoring should therefore in-
clude fluid status, blood pressure and overall clinical con-
text.

5. Frailty-Informed Prescribing and
Medicines Optimisation

In contrast to intensified cardiometabolic therapy, the
2026 NICE update adopts a cautious, individualised ap-
proach for people with frailty [ 1]. Management is guided by
functional status, comorbidity burden and risk of treatment-
related harm rather than glycaemic targets alone. For adults
with type 2 diabetes and frailty, modified-release met-
formin is recommended as initial therapy [1]. An SGLT2
inhibitor should be considered only where frailty does not
increase risk of adverse effects such as volume deple-
tion and hypotension [1]. Where metformin is contraindi-
cated or not tolerated, treatment choice should be guided
by frailty-related risk, with consideration of an SGLT2 in-
hibitor or a DPP-4 inhibitor based on tolerability and safety
[1]. This approach reflects proportional prescribing, priori-
tising minimisation of treatment burden and avoidance of
harm. NICE recommends regular review to ensure individ-
uals receive the smallest effective number of medications
at the lowest effective dose [1]. Simplification of therapy
and avoidance of polypharmacy may therefore take prece-
dence over strict glycaemic control. Glycaemic targets may
be relaxed, recognising that prevention of hypoglycaemia,
falls and treatment-related complications is often of greater
importance than achieving standard HbA lc thresholds [1].
In practice, this requires a holistic approach balancing treat-
ment benefit against functional status, life expectancy and
patient priorities.

6. Stepwise Initiation, Monitoring and Safety
Considerations

Although initial therapy is more intensive in the 2026
NICE update, medicines should be introduced stepwise
to assess tolerability and minimise adverse effects [1].
Modified-release metformin is initiated first, followed by
an SGLT2 inhibitor once the maximum tolerated dose is
reached. Where indicated, a GLP-1 receptor agonist or
tirzepatide may be added during further intensification [1].
This approach enables early optimisation while maintaining
safety. Structured follow-up is essential. Review should
assess gastrointestinal tolerance, renal function, weight
change, adverse effects, adherence and patient experience.
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NICE emphasises ongoing review to ensure treatment re-
mains appropriate as clinical status changes, particularly
with renal function or emerging comorbidity [1]. SGLT2
inhibitors may be continued for cardiovascular and renal
protection even when glycaemic targets are met [1].

Greater emphasis is placed on safety and patient edu-
cation. Clinicians should provide sick day guidance, advis-
ing temporary discontinuation during acute illness to reduce
dehydration and metabolic risk [1]. SGLT2 inhibitors carry
a risk of diabetic ketoacidosis, including euglycaemic pre-
sentations, requiring monitoring of fluid status, blood pres-
sure and renal function. NICE also highlights reproductive
safety, recommending contraception counselling when pre-
scribing GLP-1 receptor agonists or tirzepatide [1]. Over-
all, treatment initiation and review form a continuous pro-
cess requiring monitoring, education and timely adjustment
to maximise benefit and minimise risk.

7. Addressing Inequalities in Access and
Outcomes

The 2026 NICE update places greater emphasis on ad-
dressing inequalities in access to evidence-based therapies,
including SGLT?2 inhibitors and continuous glucose moni-
toring [1]. This reflects concerns that advances in diabetes
care are not experienced equitably, with variation in pre-
scribing, access to technology and engagement contribut-
ing to disparities in outcomes. NICE highlights the need
for active monitoring of prescribing patterns and service
provision to identify inequities in access and uptake [1].
In practice, this extends beyond individual prescribing to
population-level audit, service evaluation and targeted in-
tervention to address gaps in care. Clinicians in leadership
and advanced practice roles are well placed to contribute
through audit of local prescribing data, identification of un-
derserved groups and involvement in service redesign. This
may include improving access pathways, supporting cul-
turally appropriate care and addressing barriers related to
health literacy, digital exclusion and socioeconomic disad-
vantage. Addressing inequalities therefore becomes an in-
tegral component of diabetes management rather than an
adjunct, requiring coordinated action across clinical, organ-
isational and system levels to ensure equitable care and im-
proved long-term outcomes.

8. Implications for Clinical Practice

The 2026 NICE update reshapes the diabetes consul-
tation, extending its scope beyond glycaemic assessment to
a more comprehensive evaluation of cardiometabolic risk
and individual patient context [1]. Initial consultations now
require integration of cardiovascular and renal risk assess-
ment, evaluation of weight and metabolic status, and con-
sideration of factors such as reproductive health where rel-
evant. Treatment decisions are increasingly informed by
long-term outcome data rather than short-term glycaemic
targets alone, requiring clinicians to engage in informed,
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shared decision-making with patients regarding the bene-
fits and potential risks of therapy. Ongoing review also
takes on greater complexity, with annual and interim as-
sessments incorporating reassessment of comorbidity, re-
nal function, frailty and overall treatment burden [1]. This
reflects a move away from a singular focus on HbAlc to-
wards a broader model of care in which treatment effec-
tiveness is evaluated in relation to cardiovascular, renal and
functional outcomes. Medicines optimisation therefore be-
comes a continuous process, requiring regular adjustment
of therapy in response to changes in clinical status and pa-
tient priorities.

This shift increases the clinical and professional de-
mands placed upon clinicians involved in diabetes care. Ef-
fective implementation requires detailed pharmacological
knowledge, confidence in prescribing across multiple drug
classes, and the ability to apply clinical judgement within
the context of multimorbidity and uncertainty. It also neces-
sitates a more proactive and anticipatory approach to care,
in which clinicians support patients to engage with long-
term risk management and navigate increasingly complex
treatment pathways.

9. Conclusion

The 2026 NICE update represents a clear depar-
ture from a glucose-centred model of care towards a car-
diometabolic framework that prioritises long-term out-
comes. By embedding comorbidity-stratified initial ther-
apy, emphasising cardiovascular and renal protection,
recognising the significance of early-onset disease and inte-
grating frailty into prescribing decisions, the guideline re-
frames type 2 diabetes as a condition requiring individu-
alised, preventative management. For clinicians, this shift
extends beyond treatment selection to a reconfiguration
of clinical practice. Effective implementation requires in-
tegration of risk stratification, pharmacological expertise
and ongoing treatment review within increasingly complex,
multimorbid populations. It also necessitates a proactive
and anticipatory approach to care, in which therapeutic de-
cisions are guided by long-term benefit rather than short-
term glycaemic targets. Successful adoption will depend
upon advanced clinical reasoning, robust medicines optimi-
sation and leadership in delivering equitable, high-quality
cardiometabolic care.

Key Points

* The updated NICE guideline NG28 shifts type 2 dia-
betes management from a glucose-centred, stepwise model
towards a comorbidity-stratified approach that prioritises
cardiovascular and renal risk reduction from diagnosis.

* Early initiation of dual therapy with modified-release
metformin and an SGLT2 inhibitor is recommended for
many individuals, reflecting a move towards outcome-
driven, cardiometabolic management.
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« Initial pharmacological therapy is guided by comor-
bidity, including heart failure, ASCVD, early-onset type 2
diabetes, CKD and frailty, requiring structured and individ-
ualised clinical assessment.

* Renal function plays a central role in treatment se-
lection and continuation, with defined eGFR thresholds in-
forming safe and effective prescribing.

» Implementation of the guidance requires enhanced
clinical reasoning, shared decision-making and leadership
in addressing inequalities in access to therapies and out-
comes.
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