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2006 Aetiology of type 2 diabetes: Twin Cycle Hypothesis

Excess liver fat

Excess fat export @@\

Excess pancreas fQo — \

Beta cell dystdnction

Taylor, Diabetologia 2008; 51:1781



How to achieve weight loss
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Counterpoint Change in liver fat content
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Lim E-L et al, Diabetologia 2011; 54: 2506



Testing the Twin Cycle Hypothesis
We 2 diabetes - 0-4 years duration
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_ Testing the Twin Cycle Hypothesis
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Blood pressure improvements in Counterbalance
Antihypertensive ageWopped on day 1 of low calorie diet
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DIRECT: Remissions at 12 months

50
45
= Control
40
35 " Intervention
30

% in remission 25

S C\Q()/
- %

12m
p<0.001 at 12 and 24 months Lean et al Lancet Diab & Endo 2019; 7:344-55
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NHS England Type 2 Diabetes Remission Programme (n=1,710)

/p 1st year data
O

Deliv re?&y independent providers
T2

Q-G years duration
Aim —10-48kg weight loss

10.3kg weight%@/s 1 year
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27% - Formal remiss@

Valabhji et al, Lancet D&E 2024, 12:653-63






'ReTUNE The ReTUNE study 1 year data:
Weightlﬁs in people with type 2 diabetes and BMI 21-27kg/m?

Testing the Personal Fat Hypothesis
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ReTUNE The ReTUNE study 1 year data:

Weight lgss in people with type 2 diabetes and BMI 21-27kg/m?
¢ Testing the Personal Fat Hypothesis
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_ Waist circumference is high in T2D -

evenyter weight loss and remission
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Why sho¢ld I try for remission, Doc?

* Cutyour b%ttack risk

« Cut your risk of@ke

e Cut your risk of can rO

* Getrid of obstructive sle%ea

* Feel 10 years younger — more e@



10 year CV risk before and after weight loss
2016 Counterbalance study - of type 2 diabetes up to 23 years duration
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Melham et al Nutrients 2021, 13, 1465-79



Serious Adverse Events in DIRECT over 5 years
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Lean et al Lancet Diab & Endo 2024; 12:233-246



Independent psychology analysis: benefits to individuals

. Feeliy%‘é years younger

* Losing ‘tiie diabetic’ label
* No diabete ts/injections

 Outlook for lon @health

e Less time at the docC

* No excess insurance c(@:

Rehovaka et al Diabetic Medicine 2018




2013

Weight 126kg
HbAlc 9.2%

2014:
Weight 94kg
HbAlc 6.2%




2017

Weight 83kg
HbAlc 5.7%

How to transform the health
of someone you love




Sources of practical information
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Primary Care Toolkit for )\
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Achieving major weight loss and remission of type 2 diabetes is
feasible and hugely beneficial in everyday clinical practice







Effect of remission duration - 12 year follow up data
¢ from Look Ahead
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Gregg EW et al Diabetologia 2024, 67:459-469



Effect of pre-surgery weight loss on complications
following hig?)d knee arthroplasty (n=9,454)
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p<0.001

Holleyman RJ et al Bone and Joint Surgery 2025 107-B:615-624
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