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Backgrounds
The SARA clinical program is built around Sarconeos (BIO101), an oral SARA-OBS Workflow SARA-'NT c"nica' study design
investigational new drug purified at 97% from the edible plant Stemmacantha
carthamoides. It includes: : :
_SARA-PK, the phase1 study that showed safety and tolerability of BIO101 in Prescreened * SARA-INT is an EU and US double-blind, placebo controlled,
older healthy volunteers. N=1187 randomized INTerventional Clinical trial.
-SARA-OBS, the 6-month observational study currently characterizing - « SARA-INT aims to evaluate safety and efficacy of Sarconeos
sarcopenia, including sarcopenic obesity. (BIO101), the investigational drug orally administered for 6 month.
- SARA-INT, the 6-mopth interventional study recently cleared by the F_DA. | Excluded N=610 . Most of the sites are currently recruiting in SARA-OBS, and
The SARA program is supported and hosted by SARA-Data, an innovative additional sites are currently being selected ’
platform for clinical trial management. ) _ _ '
Objectives « All the patients recruited in the SARA-OBS study are ready to be
The objective of SARA-INT is to evaluate safety and efficacy of BIO101 in a randomized in the SARA-INT study.
randomlzgd placebo .controlled study in patients 2 65 years suffering from Eligible to screen « A pharmacokinetic sub study in Europe is also included in the
sarcopenia and considered at risk of mobility disability. SARA-INT study will SARA-INT stud
estimate BIO-101 effect on improvement of physical function versus placebo in N=577 y
the target population. SARA-INT will also estimate BIO101 effect on decreasing Months 0 1 3 o 6
the risk of mobility disability after a 6-month treatment. I 0 0 0 i
Methods
SARA-INT will take place in 21 sites in EU and US and will consist of four main _
visits (baseline, Month1, Month3, and Month6).The main end-point is the gait Visit V1 V2 V3 V4 V5
speed at the 400-meter walking test). Key secondary end-points are the ISITS
questionnaire PF-10 within SF-36 and raising from a chair at SPPB. Other
endpoints include the 6-minute distance, body composition, grip strength and Screened _
physical activity by actimetry. Patient Reported Outcomes (SF-36, SarQoL and N=485 BI9101 kits
TSD-OC) and biomarkers of sarcopenia will be also studied. Patients are delivery X X X X X
selected based on the FNIH criteria (Studenski at al., 2014; SPPB < 8 and
ALM/BMI < 0.512 in women and < 0.789 in men or ALM <19.75 kg in men and
<15.02 kg in women). Patients retained from SARA-OBS and newly recruited Excluded ] i i
will be dosed at BIO101-175 mg b.i.d and 350 mg b.i.d during 26 weeks versus N=404 Primary objectives:
placebo.
Results | | | SPPB> 8 N=230 + Evaluate the effect of two daily doses of BIO101 versus placebo
The rationale behind SARA-INT regulatory strategy will be discussed and the T _ on qait speed at the 400MW test
clinical design including main and secondary criteria will be presented. ALM/BMI>0.789 or 0_'512' or 9 P '
Conclusion ALM>19.?5 or15.(_)2. N=17§ o
SARA-INT clinical design is based on the European Medicines Agency scientific Other including p_endlng screening Key secondary objectives
advice and FDA IND considerations. status: N=74
« Compare the change from baseline of the Patient Reported
Included Outcome (PRO): The Physical Function Domain (PF-10) of the Short
Introd uction N=81 Form Health Survey (SF-36).
Characterized by loss of muscle mass and function, sarcopeniais a | « 59% of the prescreened patients were not retained. Main reasons . Rising from a chair
key underlying cause of physical frailty, a reversible condition in were the absence of mobility issue and conditions included in
older subjects, | WhIC.h may lead to mobility disability | and SARA-OBS exclusion criteria. Other Secondary . Tertiary and Exploratory Objectives
dependency. Biophytis has developed the drug candidate | . Prescreening failure (Prescreened vs included) was rather high: |
Sarconeos (B|O101) whose active principle is 20 hydroxyecdysone On|y 41% of prescreened were selected. BOdy composition; Muscle Strength. Stair Cllmblng SPPB: PRO (SF-
. o . . . . . b ) ) )
(20E), purified at 97% from the edible plant Stemmacantha | . Screening failure was high: only 17 % of screened patients were 36, SarQol, TSD-OC): Actimetry: Biomarkers (Myostatin: PIINP; IL-
carthamoides. BIO101 has a potential to improve muscle quality included. This rate was also observed in other sarcopenia clinical 6; HsCRP: Aldosterone; Renin: Isolated PBMC, etc....)
and function in in vitro and in vivo models (see Poster P112). trials (Fielding et al., 2015; Fielding et al., 2017).
The SARA clinical trials program, developed for Sarconeos | . Main reasons of screening failure are SPPB>8 (57%), ALM/BMI > Target population
(BIO101) on sarcopenic patients, is hosted in the SARA database 0.789 or > 0.512 and ALM > 19.75 kg or > 15.02 kg (40%) and
and is composed of three main studies (see also Poster P110): other including pending screening issues 334 sarcopenic patients reporting loss of physical function and

- SARA-INT, the interventional study that evaluates safety and
efficacy of Sarconeos in older sarcopenic patients.

considered at risk of mobility disability will be recruited for the SARA-

Baseline characteristics of SARA-OBS included | INT study.
- SARA-PK, the Phase 1 study that showed safety and : The recruitment criteria are similar to the Foundation of NIH
pharmacokinetic profiles of Sarconeos in elderly subjects and | patients (Studenski et al., 2014)
that allowed the selection of doses for SARA-INT. Moreover, Aft od of 7 h L SIV. the follows . SPPB <8/12
- - er an average period o months pos , the followin = _ _
BIO101 induced increased plasma levels of ProCollagen N characteristics?:anpbe o tlined P 9 . Absolute ALM (< 19.75 in men and < 15.02 in women)
Terminal type lll peptide (PIIINP) and reduced plasma levels of + and ALM/BMI (< 0.789 in men, < 0.512 in women) by DXA
. . . : , < U. y
- SARA-OBS, the observational study that allows the I s - 87 hsCRP (mg/L) 5.4 ey
characterization of population and main parameters of SARA- B 30.10 7.29 DIEepgmy 6.33 4.10
INT. DialesFemalel| 33:4s NA _ -
Each of SARA-OBS and SARA-INT study is a 6-month multicenter, IINSPPBENN .45 163 IR RGN o o8 ;lgi Conclusions
clinical trial enrolling community-dwelling persons in Europe and - e s BUCKUDE 9538 73.97 . . . . .
USA and aged 65 years and older at risk of mobility disability DiChairstand 1.5 0.77 - * Preliminary observations in SARA-OBS confirmed recruitment
across. The main objective is to evaluate 2 selected doses of 80.40 21.95 oSpportunllilles ml sazrc;)ieza\;cl;sll\jlwhen using the FNIH cr;tgr!a
BIO101 in the targeted sarcopenic population. 16.53 1.67 - 81.82 36.85 (Studenski et al., 2014, <O'78.9 n Men and <0.5 n
© Men J0.55 406  Albumine (g/L) 2177 > 36 Women) and Absolute ALM <19.75 kg in men and <15.02 kg in
D Womeniil  14.44 3.37 - | | women.
- ALM/BMI 057 0.14 6.43 3.35 « Similarly to SPRINTT study, we selected low performers at
Methods = 056 o6 = 284 0.92 SPPB<8/12 as an index of mobility disability risk.
) - .  eMwD 314.07 98.17 'eGFR (mL/min) N o « Baseline characteristics are comparable to other sarcopenia
SARA-OBS Clinical study design — o avs  DARGHGENOINE 7015 3440 studies (Life study, Pahor et al., 2014).
Sarcopenia is defined according to the criteria of the Foundation of _ . . - 5.62 1.04 * Target population derived from SARA-OBS will be eligible to the
NIH (Studenski et al., 2014); The risk of mobility disability is | ' SARA-INT phase 2 interventional study.
operationalised using the Short Physical Performance Battery « SARA-INT clinical trial received all due authorisations from
(SPPB; Guralnik et al., 1994)  As seen in other large sarcopenia clinical trials, patients | Competent Authorities in USA and Belgium.
« SPPB < 8/12; Absolute ALM (< 19.75 in men and < 15.02 in showed high BMI allowing to incorporate sarcopenic obese | o
women) and ALM/BMI (< 0.789 in men, < 0.512 in women) patients. REferences
measured by DXA. * 400 m galt Speed is similar to the Life StUdy (083 m/s at « Fielding RA, Travison TG, Kirn DR et al. Effect of Structured Physical Activity and Nutritional
After B-month baseline; Pahor et al., 2014) Supplementation on physical Function in Mobility-Limited Older ADULTS: results from the VIVE2
1 3 5 6 evaluation * Mean SPPB is rather low (646/12)’ corresponding to patients . Ei?a?c?i(r:gr;méeﬁf gll?:;aijnmujlr\ﬂljkla(ailrl:gyAAC\glrll’géhzc)or1h7ll., ?Aﬂg:rr?{i: ’I?/Ir:uc'lz'llfgcl):-focke C, Manini TM, Glynn
Months © | patients will be at risk of mobility disabilty and comparable to other NW, Marsh PA, Axtell RS, Hsu Fang-Chi, Rejeski WJ, For the LIFE study group. Dose of
f ' ) i asked to partipate sarcopenia studies (the Life study with 7.4£1.6 in the physical D e LIFE St reeiomined e PLOS One Avguot 2017 y-imited older adults: Resuls
v V1 Vo V3 va V5 to SARA-INT activity group, Pahor et aI., 2014) « Studenski SA, Peters KW, Alley DE, Cawthon PM, McLean RR, Harris TB, Ferrucci L, Guralnik
isits . : . Y JM, Maren, Fragala, MS, Kenny AM, Kiel, DP, Kritchevsky SB, Shardell MD, Dam T-T L, and
» Gait speed SPPB is <0.8 m/s, and fits the EWGSOP definition Vaesilove MT. The ENIH Sarsonenia Proect Ratomele. Study. Deseristion Confer
Main obiective of sarcopenia. Raeif)lri\rfendations,eand Final Easr:;?npae’t(r;:1 J Greorjsr?tolA?Bilglngcei,MeduS}éi. 2§1szngé?5n) 54c;r-]5%r§nce
- Characterize the target population in Europe and USA. . ALM/BMI in men is lower than the FNIH ihreshold (0.66 vs |1 * Giran . Smonsk &M FerciL, i R, Sekran L, Bl DG, Serr P Wace
° Estimate the prevalence of SarCOpenia inC|Udin9 SarCOpeniC 0789) but is similar in women (051 VS 052) self.—reported disability and prediction of mortality and nursing home admission..J Gerontol. 1994
obesity in a sample of older persons with poor physical function. » The 6MWD at 314.86 meters was expected for patients of the L Pator M. Gura< IV Arbrogiie Wi Blai S, Bonds DE. Church TS, Espeland MA. Fielding
Primary endpoint: mean age (78.65 years) and BMI (30.78). This is low RA, Gill TM, Groessl EJ, King AC, Kritchevsky SB, Manin ™, I\/.Ic[’)ermott MM, Miller ME,
- 400 m walking test gait speed compared to data from sarcopenic patients (575.7+91.8 in e e ntion of o mogiity disabiey i o aacite: the LIEE study
« Patient reported outcomes (PROs): Short Form Health Survey men and 523.3+83.4 in women: Pederso-Chamizo et al., randomized clinical trial. JAMA. 2014 Jun 18;311(23):2387-96 | |
1ESF|;|3\/I6I) ag(C)I Sarcopenia Quality of Life (SARQOL) and TSD-OC (2814) or (116:.82 (()11 gE)B.6) in men and 392.8 (118.2) in women; y 5{@6‘3;‘?58;22;;“‘52,2 o?;g}g:g?:sesllOM/?\,AI\r/Iaelﬁn_?ﬁé AJ,OsLj grﬂilmglgoﬂaqroéﬁfgw I—II_I’EELlfI'SIlII\él&:
or > ouvea et al., ] AGINQ. April 18;. 2014: 1-7. o _ | |
Secondary and exploratory endpoints + IL-6 and hsCRP plasma levels are consistent with values il AVt o oo ies Communte- Resting Olde Adulte Jourmal of Agme and Physion
« Body composition, Gait speed; Grip strength, 6 minutes walk. reported by Wyczalkowska-Tomasik et al., 2016 (hsCRP: 2.65 Activity, 2013, 21, 1-19 -
- Actimetry; Biomarkers (Myostatin; PIINP; IL-6; HsCRP; mg/mL) and (IL-6: 2.18 pg/mL) in elderly people (70-90 years). e o i e Bl Beyord Reporiod Normal Rareas Arch. mmerol

Aldosterone; Renin; Isolated PBMC, etc....) Ther. Exp. (2016) 64:249-254
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