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Top lines: obesity much more important than

realised

 Ectopic fat is upstream of T2D

» Obesity and ectopic fat critical to many T2D
complications — genetics say same

» Disease patterns over time give clues
* Recent trial data also

* If possible, target weight change first in T2D



Diabetes risk >> doubles ASCVD but risk begins

in pre-diabetes phase
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Obesity- is causally upstream of

T2 Diabetes = ectopic fat!!!
Many with hypertension (salt intake?)
Dyslipidaemia = trigs = ectopic fat
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Fig 2
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10kg weight loss — near 50% remission
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Weight loss reverses diabetes in randomised trials

(~59% remission per 1% wt loss EARLY T2D short to medium term)
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SBP down 8-10mmHg after low cal diet in T2DM with ~12kg weight loss
Including in those who stop AH meds!!! Natriuresis early on?
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Diabetes Pressure in Addition to Glycemic Control in Preventing Vascular

American From: Genetic Evidence Strongly Supports Managing Weight and Blood
A Association. Complications in People With Type 2 Diabetes
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Glycaemia important BUT obesity more so

* Problem is we defined DM on glucose levels
» Weight up to get T2D in first place

* Years of excess and rising adiposity / ectopic
fat stressing vessels and organs

* We've neglected as tools limited
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 Trial data — what do they tell us

» Lowering glucose alone — very modest benefit on
outcomes — no CV benefits from DPP4i, insulin,
debate over metformin continues

>
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SGLT2i & GLP-1RA Iin T2DM
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TZP lowers SBP by 8 mmHg
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2b. Intentional weight loss bariatric surgery:

not randomised - but give optimism?
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Average Weight Loss Achieved with Obesity Pharmacotherapies and Sleeve Gastrectomy
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Higher-dose subcutaneous

semaglutide
1. Likely impacts 2. Durable weight
atherothrombotic reduction regardless of
processes baseline characteristics
(via direct effect on (Improved hemodynamic,
vascular tissues and metabolic, ectopic fat and

T Y

—| Improved quality of life

—

Y MACE 4 CKD Likely ¢ HF Likely
outcomes incident T2DM

Likely prevention or
improvement in
numerous other
obesity-related
complications

Primary indication <4 Likely benefits beyond other secondary preventive options

Sattar, Lee, McGuire (2024) Nature Medicine
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Proven benefits of treatments associated with
intentional weight loss with LCDs or AOMs

« TQOL, CR fitness Yes

* T2DM remission Yes

* BP reduction Yes (up to 7/4 mmHg)

* Improvement lipids Yes (trigs, THDL-c, 4 non-HDLc)

 Slow CKD Yes (FLOW stopped early)

* Prevent MI /CVA? Yes (but extent weight impacts uncertain — SELECT)
* HF benefits? Yes (weight benefit clearer — STEPHfPEF trials)

e Other CV conditions  AF; HFrEF;, many others
 Cardiologists taking note



Treating chronic diseases without tackling excess adiposity ()
promotes multimorbidity
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Greater risks of second,
third, and subsequent
comorbidities and
symptoms due to
effects of excess
adiposity that are :

» Metabolic

+ Physical

+ Haemodynamic

+ Inflammatory

» Cellular

Solution
Target weight management much earlier in many
chronic conditions and upscale preventive policies




Conclusions

Ectopic fat upstream of diabetes and accelerates many complications

ASCVD risks down with statins, BP, but many other risks remain higher

GLP-1RA & SGLT2i: disease modifying in part by correcting pathways that link
obesity to end-organ disease

Future T2D care to prioritise weight loss but tools currently expensive and more
trial data awaited — must not forget lifestyle and prevention
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