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Overview

Our changing 
approach with 

therapies- person 
centred, 

preventative and 
cost efficacious

Co-ownership of 
therapies

A new era of 
insulins and use 
of technology in 
conjunction with 
pharmacotherapy 

Prevention for 
type 1 diabetes 
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We are winning !! 
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From Gluco-Centric Care to Person- Centric 
Care

Person with optimised 
care and quality of life

Person 
characteristics e.g. 

lifestyle , co-
morbidities, 

Treatment 
considerations 
tailored to that 

person e.g. 
complexity of 

regimen, side effects

Shared management 
plan with SMART 

objectives

Support for 
implementation e.g. 

structured 
education, 
technology

Monitoring  e.g. 
blood tests, 

screening, remote 
monitoring  etc

Implementing 24 
hours of behaviour 
to support diabetes 
–sitting, stepping, 

sleeping, sweating, 
strengthening
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Costs of Complications

We are spending over £10.7 
million pounds in the UK on 
diabetes direct costs and 
£3.3 billion is being spent 
on indirect costs. 

Complications Type 1 Type 2 

Renal Replacement 
Therapy 

£150,520,000 £690,425,000

MI £11,095,000 £353,536,000

Stroke £9,9930,000 £184,916,000

CHD £48,700,000 £1,440,475,000

HF £12,318,000 £313,831,000

Hex N, MacDonald R,Pocock J, et al. Estimation of the direct health andindirect societal costs of diabetes in the UK using acost of illness model. Diabet Med. 
2024;41:e15326.doi:10.1111/dme.15326
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Co-
Ownership 
of therapy 

Weight management services

Heart failure

Cardiology

Hepatology 

Nephrology 
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Obesity 
Management 

GLP-1 alone (higher doses) 
– Semaglutide 2.4mg once 

weekly

GLP-1/GIP receptor 
agonists - Tirzepatide

Tri incretins (GIP/GLP-
1/glucagon) – Retratrutide 

(Phase 3 will complete 
2026)

Amylin receptor 
agonists/GLP-1 (phase 3 

studies now will complete 
2027 for cagrisema) – 

Cagrilinitide/Semaglutide, 
Amycretin GCGR/GLP-1 dual agonist – 

Survodutide, Cotadutide, 
Efinopegdutide

Setmelanotide 
(melanocortin 4 receptor 

agonist) – for severe 
obesity caused by genetic 

disorders

GLP1-R/GIPR 
(Maridebart/Cafraglutide 

'MariTide') – phase 1 
studies complete, phase 2 

completing 2024
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Multi-Incretin Therapies

1mg 4mg 8mg 12mg placebo
24 weeks -7.20% -17.30% -17.30% -17.50% -1.60%
48 weeks -8.70% -17.10% -22.80% -24.20% -2.10%
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Retratrutide (Phase 2 study)

Jastreboff, Ania M., et al. "Triple–hormone-receptor agonist retatrutide for obesity—a phase 2 trial." New England Journal of Medicine 389.6 (2023): 514-526.
Wilding JP, Batterham RL, Calanna S, Davies M, Van Gaal LF, Lingvay I, McGowan BM, Rosenstock J, Tran MT, Wadden TA, Wharton S. Once-weekly semaglutide in adults with overweight or obesity. New England Journal of Medicine. 2021 Mar 
18;384(11):989-1002.
Jastreboff AM, Aronne LJ, Ahmad NN, Wharton S, Connery L, Alves B, Kiyosue A, Zhang S, Liu B, Bunck MC, Stefanski A. Tirzepatide once weekly for the treatment of obesity. New England Journal of Medicine. 2022 Jul 21;387(3):205-16.
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68 weeks -14.90% -2.40%
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Semaglutide 2.4mg (phase 3 trial)

5mg 10mg 15mg placebo
72 weeks -15% -19.50% -20.90% -3.10%
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Tirzepatide (phase 3 study)
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FINEARTS-HF 
Trial Population 
• HFmrEF or HFpEF ( EF ≥40%)
• >40 years old
• Elevated pro-BNP
• Evidence of structural heart disease

Intervention 
• 1:1 finerenone (either 20mg or 40mg depending on baseline 

eGFR) or placebo 

Primary Endpoint
composite of total (first and repeat) worsening HF events and 
cardiovascular death

Secondary Endpoints
all-cause mortality and a composite kidney outcome (sustained 
50% or greater decline in eGFR, sustained decline in eGFR to less 
than 15 ml/min/1.73 m2 or initiation of chronic dialysis or kidney 
transplantation

Solomon SD, McMurray JJ, Vaduganathan M, Claggett B, Jhund PS, Desai AS, Henderson AD, Lam CS, Pitt B, Senni M, Shah SJ. Finerenone in heart failure with mildly 
reduced or preserved ejection fraction. New England Journal of Medicine. 2024 Sep 1.

Pillars of Care for 
HFrEF or HFmrEF

SGLT2i

Finerenone

Finerenone Placebo
People with Worsening Heart

Failure and Deaths 1083 1283
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PEOPLE WITH WORSENENING 
HEART FAILURE (RATE RATIO 
0.84(CI 0.74-0.95 P=0.007)
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GLP1-RAs Reduce CV Risk in People 
Living with Diabetes
Lixisenatide 
(ELIXA)1

Exenatide 
QW 
(EXSCEL)2

Liraglutide 
(LEADER)3

S/C Semaglutide 
(SUSTAIN 6)4

Dulaglutide
(REWIND)5

Oral 
Semagutide 
(PIONEER)6

MACE ↑ 2% ↓9% ↓13% ↓26% ↓12% ↓21%

Non-fatal MI ↑2% ↓9% ↓12% ↓26% ↓4% ↑18%

Non-Fatal Stroke ↑12% ↓15% ↓11% ↓29% ↓24% ↓26%

CV Death ↓2% ↓12% ↓22% ↓2% ↓9% ↓51%

All-cause death ↓6% ↓14% ↓15% ↑5% ↓10% ↓49%

HF Hospitalisation ↓4% ↓6% ↓13% ↓11% ↓7% ↓14%

1. Pfeffer MA, Claggett B, Diaz R et al. Lixisenatide in Patients with Type 2 Diabetes and Acute Coronary Syndrome N Engl J Med 2015; 373:2247-2257
2. Holman RR, Bethel MA, Mentz RJ et al. Effects of Once-Weekly Exenatide on Cardiovascular Outcomes in Type 2 Diabetes N Engl J Med 2017; 377:1228-1239 
3. Marso SP, Bain SC, Consoli A et al. Liraglutide and Cardiovascular Outcomes in Type 2 Diabetes N Engl J Med 2016; 375:1834-1844
4. Marso P, Daniels GH et al. Semaglutide and Cardiovascular Outcomes in Patients with Type 2 Diabetes N Engl J Med 2016; 354:311-22
5. Gerstein et al.2019. Dulaglutide and cardiovascular outcomes in type 2 diabetes (REWIND): a double-blind, randomised placebo-controlled trial. Lancet.394:121-130
6. Husain M et al. 2019. Oral Semaglutide and Cardiovascular Outcomes in Patients with Type 2 Diabetes. NEJM. 381:841-851
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SELECT Trial – Semaglutide and Cardiovascular 
Outcomes in People without Diabetes 
Trial Population 
• Non diabetes
• Pre-existing cardiovascular disease (stroke, 

MI, PVD or combo)
• Overweight and obese (BMI≥27kg/m2)
• 45 years of age or older

Intervention 
1:1 Semaglutide 2.4mg vs. placebo 

Primary Endpoint
composite of the first occurrence of death from 
cardiovascular causes, nonfatal myocardial 
infarction, or nonfatal stroke in a time-to-event 
analysis
Lincoff, A.M., Brown-Frandsen, K., Colhoun, H.M., Deanfield, J., Emerson, S.S., Esbjerg, S., Hardt-Lindberg, S., Hovingh, G.K., Kahn, S.E., Kushner, R.F. and Lingvay, I., 2023. Semaglutide 
and cardiovascular outcomes in obesity without diabetes. New England Journal of Medicine, 389(24), pp.2221-2232.
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number of patients with primary endpoint
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MAFLD – Metabolic Associated Fatty Liver Disease

EASL–EASD–EASO Clinical Practice Guidelines on the management of metabolic dysfunction-associated steatotic liver disease (MASLD)Tacke, Frank et al. Journal 
of Hepatology, Volume 81, Issue 3, 492 - 542

Metabolic dysfunction-associated steatotic liver disease (MASLD), 
previously termed non-alcoholic fatty liver disease (NAFLD), is defined as 
steatotic liver disease (SLD) in the presence of one or more 
cardiometabolic risk factor(s) and the absence of harmful alcohol intake.NOT TO BE COPIED



SYNERGY -NASH
Trial Population 

• biopsy-confirmed MASH and stage F2 or F3 (moderate or severe) fibrosis

• With or without Diabetes

• Age 18-80 years old

• BMI 27-50

Intervention 

Tirzepatide 5mg, Tirzepatide 10mg, Tirzepatide 15mg vs. placebo 

Primary Endpoint

primary end point was resolution of MASH without worsening of fibrosis at 
52 weeks

Secondary Endpoint

improvement (decrease) of at least one fibrosis stage without worsening of 
MASH

0% 10% 20% 30% 40% 50% 60% 70%

Placebo

Tirzepatide 5mg

Tirzepatide 10mg

Tirzepatide 15mg

Placebo Tirzepatide 5mg Tirzepatide 10mg Tirzepatide 15mg
Resolution of MASH and No

Worsening of Fibrosis 10% 44% 56% 62%

Resolution of MASH and No Worsening of 
Fibrosis

Loomba R, Hartman ML, Lawitz EJ, Vuppalanchi R, Boursier J, Bugianesi E, Yoneda M, Behling C, Cummings OW, 
Tang Y, Brouwers B. Tirzepatide for Metabolic Dysfunction–Associated Steatohepatitis with Liver Fibrosis. New 
England Journal of Medicine. 2024 Jun 8.
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FLOW – Semaglutide 1mg ow + T2D and CKD standard of care
Trial Population 

Adults

Type 2 Diabetes

HbA1c ≤ 10% (≤86mmol/mol)

eGFR ≥50 - ≤75ml/min/1.73m2 and UACR 
>300- <5000mg/g OR eGFR ≥25 - 
<50ml/min/1.73m2 and UACR >100- 
<5000mg/g

RA Blockade

Primary Endpoint Secondary Endpoints

Time to first occurrence of major kidney 
outcomes consisting of: 

• Kidney failure: onset of persistent 
eGFR<15ml/min/1.73m2 or initiation of 
chronic kidney replacement therapy 
(dialysis or transplant) 

• at least a 50% reduction in the eGFR from 
baseline

• Kidney death 

• CV death 

Annual rate of change in eGFR (total 
eGFR slope)

Time to first occurrence of a 
composite MACE outcome 
consisting of CV death, non-fatal MI 
or non-fatal stroke

Time to occurrence of all-cause 
death

eGFR 
(ml/min/1.73m2)

UACR <30mg/g UACR≥30-
<300mg/g

≥300mg/g

≥90 1(<0.1) 7(0.2) 23(0.6)

≥60-<90 24(0.7) 173(4.9) 491(13.9)

≥45-<60 37(1.0) 324(9.2) 694(19.6)

≥30-<45 40(1.1) 414(11.7) 905(25.6)

≥15-<30 7(0.2) 87(2.5) 306(8.6)

93% of patients in 
the trial were 

high risk 
Perkovic, V., Tuttle, K. R., Rossing, P et al. (2024). Effects of semaglutide on chronic 
kidney disease in patients with type 2 diabetes. New England Journal of 
Medicine, 391(2), 109-121.
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Flow: Outcomes

3 years

20 people 

To prevent 1 composite kidney outcome 
( driven by CV death and reduction in 
number of people having a 50% reduction 
in the eGFR from baseline )

Problems 

Non-steroidal MRAs and SGLT2is were not licenced 
specifically for CKD at the time of the trial (when those who 
were on SGLT2is were looked at alone, less convincing 
benefit for Semgalutide) 

Certain ethnicities at higher risk were under represented in 
the trial ( black and indigenous) 

May not be translatable results to lower risk populations

Perkovic, V., Tuttle, K. R., Rossing, P et al. (2024). Effects of semaglutide on chronic kidney disease in patients with type 2 diabetes. New England Journal of 
Medicine, 391(2), 109-121.
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Thinking About how medications effect our Time In Range 

3.9 mmol/L

10 
mmol/L

100% time in 
Range 

12 am 12 am 12 noon 

Battelino T, Danne T, Bergenstal RM et al. Clinical Targets for 
Continuous Glucose Monitoring Data Interpretation: Recommendations 
From the International Consensus on Time in Range. Diabetes Care. 
2019 Aug;42(8):1593-1603. doi: 10.2337/dci19-0028. Epub 2019 Jun 8. 
PMID: 31177185; PMCID: PMC6973648.
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Type 2 Diabetes and Continuous Glucose 
Monitoring 
Continuous Glucose Monitoring Type 2 Diabetes

Improved glycaemic control (mean difference (MD) in HbA1c of 
−3.43 mmol/mol (−0.31%; 95% CI −4.75, −2.11, p<0.00001, I2=15%; 
moderate certainty)

Increased time in range. TIR (+6.36%; 95% CI +2.48, 
+10.24, p=0.001, I2=9%) 

Decrease in TBR (−0.66%; 95% CI −1.21, −0.12, p=0.02, I2=45%)

Decrease in TAR (−5.86%; 95% CI −10.88, −0.84, p=0.02, I2=37%) 

Decrease  glycaemic variability (−1.47%; 95% CI −2.94, 
−0.01, p=0.05, I2=0%)

Lack of outcomes data on severe hypoglycaemia, microvascular and 
macrovascular complications

Jancev M, Vissers TACM, Visseren FLJ, van Bon AC, Serné EH, DeVries JH, de Valk HW, van Sloten TT. Continuous glucose monitoring in adults with type 2 diabetes: a systematic review and 
meta-analysis. Diabetologia. 2024 May;67(5):798-810. doi: 10.1007/s00125-024-06107-6. Epub 2024 Feb 16. PMID: 38363342; PMCID: PMC10954850.
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• 'Artificial Pancreas'  - with many of the functionality being automatic with some manual input required 

Type 1 Diabetes and Hybrid Closed Loop Systems

Continuous 
Glucose 
Sensor

Insulin 
Pump

Control algorithm 

Top Tips for Primary Care

Person still needs some pen insulin for back up 
just in case pump/HCL system failure

Person still needs CBG monitoring just in case 
CGM failure

You should be able to reduce the quantities of 
both however do this collaboratively with the 
person living with diabetes
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Evolution of Insulin – Once Weekly Insulin 

Shetty S, Suvarna R. Efficacy and safety of once-weekly insulin icodec in type 2 diabetes: A meta-analysis of ONWARDS phase 3 randomized controlled trials. 
Diabetes Obes Metab. 2024 Mar;26(3):1069-1081. doi: 10.1111/dom.15408. Epub 2024 Jan 8. PMID: 38192022.

Clinical Benefits Pharmacotherapeutic Benefits

Convenience of once weekly dosing Lower clearance and longer half life

Easier to overcome clinical inertia Smoother/flatter blood insulin levels and 
efficacy 

Improved treatment adherence Lower within day and between day 
variability

Good glycaemic outcomes Comparable blood glucose lowering 
effect 
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Insulin Icodec

Higher HbA1c reduction for Icodec when compared 
to Degludec and comparable effects with U100 
glargine

No significant difference in fasting plasma glucose 
seen 

Higher incidence of type 1 hypoglycaemia 

No difference for type 2 or 3 hypoglycaemia or 
combined 2/3 hypoglycaemia outcomes

Shetty S, Suvarna R. Efficacy and safety of once-weekly insulin icodec in type 2 diabetes: A meta-analysis of ONWARDS phase 3 randomized 
controlled trials. Diabetes Obes Metab. 2024 Mar;26(3):1069-1081. doi: 10.1111/dom.15408. Epub 2024 Jan 8. PMID: 38192022.
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Insulin Efsitora Alfa

• Once weekly insulin
• Phase 3 study looking at Insulin 

Efitora Alfa vs. Degludec in 
insulin naiive patients on GLP-1 
and not on GLP-1 therapy 

The mean HbA1c decreased from 8.21% at 
baseline to 6.97% at week 52 with efsitora 

(least-squares mean change, −1.26 percentage 
points) and from 8.24% to 7.05% with degludec 
(least-squares mean change, −1.17 percentage 
points) (estimated treatment difference, −0.09 

percentage points; 95% confidence interval [CI], 
−0.22 to 0.04), findings that showed 

noninferiority

Efsitora was noninferior to degludec with 
respect to the change in HbA1c in participants 
using and not using GLP-1 receptor agonists.

%  time that the glucose level was within the 
target range was 64.3% with efsitora and 61.2% 
with degludec (estimated treatment difference, 

3.1 percentage points; 95% CI, 0.1 to 6.1)

The rate of combined clinically significant or 
severe hypoglycemia was 0.58 events per 

participant-year of exposure with efsitora and 
0.45 events per participant-year of exposure 

with degludec (estimated rate ratio, 1.30; 95% 
CI, 0.94 to 1.78). No severe hypoglycaemia was 

reported however with efsitora. 

Wysham C, Bajaj HS, Del Prato S, Franco DR, Kiyosue A, Dahl D, Zhou C, Carr MC, Case M, Firmino Gonçalves L. Insulin Efsitora versus Degludec in Type 2 
Diabetes without Previous Insulin Treatment. New England Journal of Medicine. 2024 Sep 10.
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Screening for 
Type 1 

https://www.elsadiabetes.nhs.uk/about
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T1DM Prevention – Teplizumab 

Stage 1
Presence of beta cell 

autoimmunity. Two or more islet 
cell antibodies with 

normoglycaemia and 
presymptomatic. 

Stage 2
Presence of beta cell 

autoimmunity with dysglycaemic 
and presymptomatic

Stage 3
symptomatic

14-days regimen of IV infusions of Teplizumab (human 
monoclonal antibody to CD3 on T cells) delays the 

development of stage 3 type 1 and improves beta cell 
function 

Teplizumab for treatment of type 1 diabetes (Protégé study): 1-year results from a randomised, placebo-controlled trial.Sherry, Nicole et al. The Lancet, Volume 378, Issue 9790, 487 – 497. 
Insel RA, Dunne JL, Atkinson MA, Chiang JL, Dabelea D, Gottlieb PA, Greenbaum CJ, Herold KC, Krischer JP, Lernmark Å, Ratner RE, Rewers MJ, Schatz DA, Skyler JS, Sosenko JM, Ziegler AG. Staging presymptomatic type 1 diabetes: a scientific statement of JDRF, 
the Endocrine Society, and the American Diabetes Association. Diabetes Care. 2015 Oct;38(10):1964-74. doi: 10.2337/dc15-1419. PMID: 26404926; PMCID: PMC5321245.
Herold KC, Gitelman SE, Gottlieb PA, Knecht LA, Raymond R, Ramos EL. Teplizumab: A Disease-Modifying Therapy for Type 1 Diabetes That Preserves β-Cell Function. Diabetes Care. 2023 Oct 1;46(10):1848-1856. doi: 10.2337/dc23-0675. PMID: 37607392; 
PMCID: PMC10545553.
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Thank you - Questions
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