TOTUM-63 displays beneficial effects on various tissues in animal models of diabetes, via pleiotropic protective actions.
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- TOTUM-63, a candidate for managing prediabetes, has previously shown beneficial effects on s . O & <
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Intheinguinalfat, HF diet impaired the activation of the insulin pathway following an acute injection of insulin. Interestingly, TOTUM-63
- This study provides new data on 2 different animal models of T2D and prediabetes that show TOTUM-63 supplemented db/db mice were protected against excessive weight (-15%; p<0.001) and fat mass (-22%, p<0.0001) gain and hyperglycaemia restored the activation of Akt in this tissue. A similar trend was observed in soleus muscle, although the interaction (2-way ANOVA)
an action of TOTUM-63 on various organs, suggesting a pleiotropic effect of TOTUM-63. (at week 6, -32%, p<0.0001). didn't reach statistical significance (p=0.0627).
Materials and methods In HF-fed mice : :
—— Liver steatosis
- All experiments were carried out along the "Principles of laboratory animal care’ (NIH - | ! | . - - In HF-fed mice Control HF + TOTUM-63
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- Body composition was assessed at the end of both studies by EchoMRI™. ‘E e 2 2 E
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- An Oral Glucose Tolerance Test (OGTT) was performed at the end of both studies and O c £ < HF-diet induced microbiota dysbiosis —
consisted of an acute oral glucose gavage of 2.3 g/kg lean mass. Glycaemia and insulinemia z 0 ' ' ' ' © . | In HF-fed mice
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- Akt activation was defined as the ratio of pAkt/Akt assessed by western blot in soleus muscle TOTUM-63 supplemented HFfed mice were protected against excessive weight (-23% vs. HF: p<0.001) and Tat mass (-48% vs. A, p<0.0001) gain gut disturbances associated with a high fat diet (Zhang et al. 2012, Louis et al. 2016, N

and hyperglycaemia (at week 8, -22% vs. HF, p<0.001). Insulin peak (at 15mn) and AUC were reduced in HF-TOTUM-63 group (vs. HF, -64% p<0.001
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- Hepatic triglycerides (TG) were assessed using a TG quantification kit (Abcam). — — E— £ o
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» Minutes Minutes potentially involved in T2D pathophysiology (De Fronzo 2008). The pleiotropic effects of TOTUM-63 make it a
‘ UCL Similarly, insulin response to an OGTT was blunted in CON, despite hyperglycaemia, but preserved in TOTUM-63. Taken together these data suggest a promising intervention strategy to prevent 12D development.
: : rotective action on the insulin secretion capacity of the pancreas. . : : : : . . . - - . : :
VA L B I O I I S Unnrelrsu " paEy ’ - The candidate Is currently under investigation in an international Phase |l clinical trial in prediabetic subjects.
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