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TNFR1 signal by preventing the soluble TNF (sTNF) from Asian 1 (8.3) 1(3.8) 2 (5.3) 3 20 —
activating TNFR13->, but allows membrane TNF to bind to Asian Indian 1(8.3) 1 (3.8) 2 (5.3) g
TNFR2 SmOking status, n (0/0) E TEAE % (n)
Smokers 5(41.7) 11 (42.3) 16 (42.1) > 10 Dysgeusia 61.5%(16) NI 0.0% (0)
J Non-Smokers 7 (58.3) 15 (57.7) 22 (57.9) Headache 30.8% (8) I N 33.3% (4)
membrane . . 81.49 86.97 85.24 0 — Nausea 19.29% (5) IS 0.0% (0)
soluble Baseline Weight (k ' ' '
'V TNFa O o ght{ka)  (12.03) (11.15) (11.56) Week 2 Week 4 Nasopharyngits 15 4) O — 5% (4
i _ - Baseline BMI (kg/m?2 25.98 (2.92 26.45 (2.97 26.30 (2.92 i 5% (3) .
X 0 INEEE X _ (kg/m%) (2.92) (2.97) (2.92) M Placebon=12 M SAR441566 n=26 CPiincreased 11:5% (3) NE__—.8.3% ¢
inhibitors ! '” SARA41566 inhibits only the Baseline BMI by category (kg/m?2), n (%) Dyspepsia 7.7% (2) NN 0.0% (O)
X INNIDI Y Values presented in %adjusted mean with standard error (SE), p-value for one-sided . . )
R TNFR1 signal 18.5 to <25 5(41.7) 7 (26.9) 12 (31.6) test. PASI, Psoriasis Area Severity Index. -Fat|gue 7.7% (2) NN 8.3% (1)
Y 25 to <30 6 (50.0) 15 (57.7) 21 (55.3) Diarrhoea 7.7% (2) M 5.3% (1
>30 1 (83) 4 (154) 5 (132) Dry mouth 3.8% (1) Il 0.0% (0)
= Faeces hard 0.0% (O)NEEN 8.3% (1)
Baseline TLSS /.42 (1.40)  6.83(1.60)  7.01 (1.54) e SAR441566 vs placebo statistically significantly improved TLSS Eye irritation 3.8% (1) B 0.0% (0)
- Sleep disorder 3.8% (1) Il 0.0% (0)
- _ Baseline PASI by category, n (%) Taste disord 3.8% (1) BB 0.0% (0
Treg expansion | Infammation <10 8(66.7)  17(654)  25(65.8) 50 - TLSS ety o
¢ ' ' ' Pain in extremity 0.0% (0) NN 8.3% (1)
. !Dri?tetc_:tlon from >10 4 (33.3) 9 (34.6) 13 (34.3) p=0.012 Sollakiuria 5% (13 BB 0.0% (0
Infections - _ 40 — - i 0 0
- - - - Base/l:_ne hs-CRP 1.28 (0.86) 1.76 (2.25) 1.61 (1.92) i Peripheral sv.vellln.g 3.8% (1) Il 0.0% (0)
Potential benefits of targetlng TNFR1 with (mg/L) ) Epistaxis 3.8% (1) Il 0.0% (0)
small molecules2.6-8 qE) 30 = Contusion 3.8%(1) Il 0.0% (0)
8Race was reported by the patients on a questionnaire at screening or baseline; 5 p=0.032 70 60 50 40 30 20 10 0O 10 20 30 40 50 60 70
Small molecule Values presented in mean with standard deviation. BMI, body mass index; hs-CRP, Q m Placebo WSAR441566
. N fi-d high-sensitivity C-reactive protein; SD, standard deviation; sIGA, static Investigator E 20 7
O anti-drug Global Assessment of Psoriasis. NS
to long-term 10 —
ﬁquic:tce’;ance - Sub-group analyses of patients with mild (PASI<10) or
gwoderatte E;Sglrgjs's (PASIZ10 and 5%?) at ';ase||'_”e _— 0 - e SAR441566, the first oral targeting TNF-receptor
cmonstrated “o mMean Improvement from baseline in e Week 2 Week 4 mediated signalling, to enter phase 1 clinical trials,
| o o TLSS score for SAR441566 versus placebo at Week 2 (mild: AarerETEee] dffesll eTem@s Ta il e eRlErE e
i:rﬁgifélnsg?Tbﬁggit; SEFOL and prevents sTNFa from binding to TNFR1, resulting in 20.9% vs 8.5%; moderate: 10.9% vs 0%) and Week 4 B Placebo n=12 B SAR441566 n=26 o i ‘t %’ t period and
anat (mild: 37.0% vs 22.3%; moderate: 39.7% vs 15.0%), . . . PSOTIasis OVEF a 4=week treatment period ahd was
: : : Values presented in %adjusted mean with standard error (SE), p-value safe and well-tolerated
despite disease severity for one-sided test. TLSS, Target Lesion Severity. _ _
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