Baseline of the REVERSE-IT study - a 24-week and 600-people randomised placebo-controlled
study of the metabolic effects of TOTUM+63 (T63), a five plant-extract combination
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BACKGROUND RESULTS

TOTUM-63: 2 intakes per day (open)

Subgroup only:
Follow-up without

* The role of natural based products to support glucose control in people

A total of 636 people were recruited over 2 years from 61 centers

with prediabetes or early type 2 diabetes (T2D) is debated’, partly = TOTUM-63: 3 intakes per day (blinded) SR across 7 European countries (France, Germany, ltaly, Bulgaria,
related to lack of robust clinical evidence. ’ Placebo: 3 intakes per day (blinded) o-sswecks)  (o0rszerks) Hungary, Poland and Romania).
» T63 is a polyphenol-rich substance composed by artichoke, oot oaweeis oy OO VRERS) (00120 weeks \}3 « Mean age is 56.5t9 years, BMI 31.7+4.8 kg/m? and HbA1lc
chrysanthellum, olive leaf, bilberry, and black pepper extracts that ' ! (D0+12 weeks & 5 days) (D0+24 weeks & 5 days) | 6.11+0.85% (Table).
previously demonstrated metabolic beneficial effects in preclinical ;ﬁfgemng (\[ﬁ Bl s Bl sa (‘gﬁ;:;fggggymys,
studies?* as well as in a phase lla clinical study®. Corillary ghvcemia S80I o ST B e oo + Most of the participants have prediabetes (78.8%), who appear to
Blood semple  Blood sample questionnaire duestionnaire e e cdance have a better glucometabolic profile compared to people with type 2
« T63 is now being studied in the large pivotal REVERSE-IT study. questionnaire Sioslectrical impedance Subgroup: 2-point OGTT Subgroup: 2-point OGTT questionnaire diabetes (21.2% of the population);
questionnaire 2-point OGIT « Fasting plasma glucose: 116+14 mg/dl vs 146+30 mg/dI;
Subgroup: 2-point OGTT e Systolic BP 132+12 mmHg vs 135+11 mmHg;
METHODS « BMI 31.6 kg/m?2 vs 32.7 kg/m2.
Phone Call each 4 weeks from V1
« REVERSE-IT (NCTO4423302) is a 24 weeks, multicentre, multi-country <«—> Food diary during 3 days the week before each visit
clinical trial involving people with dysglycemia. IR VObis = optional visit, within 1 week previous to V1
Table. Baseline characteristics of participants in the REVERSE-IT study overall and by
* Key inclugionocriterions: glycemia category. Data are n (%) or mean (standard deviation). CONCLUSION
 Age 18- /0 years;
o P?ediabetesyor newly diagnosed type 2 diabetes; Total population Prediabetes Type 2 diabetes  REVERSE-IT has enrolled an appropriate population to help inform
+  BMI 25 - 40 kg/m?; clinical decision making on the use of plant-extract based TOTUM+63
»  Waist circumference > 102 cm for men and > 88 cm for women. Mean/n | SD/% ||Mean/n | SD/% | Mean/n | SD/% to support glucose homeostasis in people with prediabetes and type
N (%) 636 (100%) 501 (78.8) 135 (21.2) 2 diabetes.
* Key exclusion criterions: Females 372 59.3 298 60.7 74 54.4
« Use of glucose lowering medication (e.g., biguanides, sulfonylureas, Males ~64 421 )03 41.3 61 44.9 . The size of .the st.udy, and its multi-count.ry zf\r)d multicenter
gllnldes,. | .gollptlne.s, | g!ltazqnes, gliflozines, e — 565 9.1 564 9 34 involvement, will provide reassurance on generalizability of results.
a-glucosidase inhibitors, incretins and insulin); Countrv barticinants
« Newly introduced, or dose-changes of lipid-lowering treatment (e.g. YP P « Readout is expected second half of 2023.
statins, fibrates, ezetimibe, bile acid sequestrants, niacin, etc.), 3 France 141 22.2 122 24.4 14.1
months prior randomization. CIElE, 163 256 Lo Lot 30.4 - Comprehensive scientific presentation of results is expected first
Italy 43 6.8 34 6.8 6.7 half of 2024
« The study tests the hypothesis that 5g of T63 vs. placebo (PBO) leads Poland 14 2.2 12 2.4 1.5
to a significant reduction in fasting plasma glucose. Romania 80 12.6 53
Bulgaria 140 22.0
» Secondary outcomes include effects on HbA1c, lipids, blood pressure, Hungary 55 36 33 | REFERENCES
weight, waist circumference, and C-reactive protein. Anthropometrics and clinical characteristics 1. Ahmad R et al. Medicine (Baltimore). 2021 Apr 23;100(16):€25641
 Effects on 2-point OGTT will be assessed in a substudy. Weight (kg) 92.4 16.4 2. Haguet Q et al. Int J Mol Sci. 2023 Feb 11;24(4):3652
BMI (kg/m?) 317 48 3. Chavanelle V et al. Nutr Metab Cardiovasc Dis. 2022 Jul;32(7):1797-1807
e The primary analysis will compare T63 vs. PBO when provided thrice a Waist circumference (cm) 109.1 1 4. Van der Zandle H.JIE etal. |Qt J Obesb(Lond): 2021 Sep;45(9):2016-2027.
day (TID double-blinded fashion), while an open label analysis will HbALC (%) P ik S. Sirvent P et al. Diabetes Obes Metab. 2022,24:2331-2340
compare effects of T63 vs. PBO provided twice a day (BID). ° : :
HbAlc (mmol/mol) 43 6
- Comprehensive clinical evaluations are conducted at baseline, 12 idilisipl o iele icase (ng/dl) 123 22 DISCLOSURES
weeks and 24 weeks (Figure). eGFR (mL/min/1.73 m?) 87.6 13.9
Total cholesterol (mmol/L) 4.93 1.08 T63 is a patented formulation developed by Valbiotis and licensed to Nestlé
LDL cholesterol (mmol/L) 2.99 0.94 Health Science. YFO, PS, VC, ABM, FLJ, MC, SP are employees of Valbiotis.
HDL cholesterol (mmol/L) 1.27 0.34 OEJ is employed by Nestlé Health Science, a license partner of Valbiotis. NB,
Triglycerides (mmol/L) 1.52 0.83 ™, BP, BG, SH, AM and JMB are members of the Valbiotis scientific and
Systolic blood pressure (mmHg) 133 12 medical board.
Diastolic blood pressure (mmHg) 81 8
Heart rate (bpm) 72 9
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