Proving the Twin Cycle Hypothesis:
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Type 2 Diabetes

Etiology and reversibility

Roy TAYLOR, MD, FRCP Etiology of type 2 diabetes
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The personal fat threshold hypothesis

Individuals have differing

susceptibility to fat excess

/
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The personal fat threshold
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ReTUNE protocol — Step-wise weight loss in T2DM
Baseline BMI 21-27kg/m?

0 =)
5 -)
Weight
loss (%) 10 -
15 -
Studies *
R R I
0 8 16 24 52
Weeks

Taylor et al, Clin Sci 2023; 137:1333-46



'ReTUNE Participants

T2DM duration <6y; BMI 21-27kg/m?

T2DM (n=20) Controls (n=20)
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'ReTUNE MRI fat maps of abdomen

Ex-T2DM at 12 months Matched control at 12 months

1080 mm. |

% Body fat — 32% at baseline; 28% at 1 year [controls 25%)]
Taylor et al, Clin Sci 2023; 137:1333-46
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Plasma VLDL triglyceride
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Measure of de novo lipogenesis
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_ Change in HbAlc

Taylor et al, Clin Sci 2023; 137:1333-46



Slimmer people have no problem in preventing
weight regain under similar follow up
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Implications for T2DM management in ‘normal’ and raised BMI
Taylor R. Type 2 Diabetes: Etiology and Reversibility.
Diabetes Care 2013; 36:1037-
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What is T2DM ?

T2DM
is a state of
excess fat inside
liver and pancreas

In people with
susceptible beta cells

Lim et al Diabetologia 2011; Steven et al Diabetes Care 2016; Steven et al Diabetes Care 2016; Taylor et al
Cell Metabolism 2018; Al-Mrabeh et al 2020 Cell Metabolism; ReTUNE 2023
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