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Description

S18-000003 &g &%, MR EA RIS A 4E F R A <L 24 (ROR v t) FO4MHIH, £
et AREe , X hRORyt HJ IC50 {E/MF 30nM. S18-000003 %fF ROR yt fik#dk T+
HAh ROR FFEMK A (IC50>10 uM). S18-000003 AJ FHFHFFCHLE MR, F H AT B K fig i 22 X

IC50 & Target[1]

RORyt

<30 nM (ICso)

In Vitro

S18-000003 inhibits human and mouse ROR Y t-dependent transactivation, with IC50s of 0.029 and
0.34 1 M respectively in cell-based GAL4 promoter reporter assays[1].

S18-000003 (0.003-0.3 1 M; 7 d) dose-dependently inhibits Th17 cell differentiation from human
naive CD4+T cells, with an IC50 of 0.024 1 M[2].

S18-000003 (0.1-3 v M; 4 d) inhibits the differentiation of mouse Thl7 cells from splenic naive
CDA4+T cells, with an IC50 of 0.20 1 M[2].

S18-000003 (0.03-1 v M; 3 d) reduces the IL-17 production in human PBMCs in a dose-dependent
manner, and does not inhibit either the production of other cytokines (IL-2, IL-4, IL-10 and IFN-g) or cell
proliferation[2].

S18-000003 (0.1-3 1 M; 3 d) reduces IL-17 and IL-22 production in PBMCs from psoriatic mice in a

dose-dependent manner([2]

In Vivo

S18-000003 (30-100 mg/kg; p.o.) inhibits IL-17 production in the skin of IL-23-treated mice in a
dose-dependent manner([1].

S18-000003 (0.1-8%; 100mL; topically administration once daily for 14 days) ameliorates psoriasis-like
lesions in TPA-induced K14.Stat3C transgenic mice, and has little impact on the thymus[2].

S18-000003 (0.5 mg/kg; i.v.) exhibits the half-life (3.2 h), AUC (1930 ng h/mL), CLtot (4.33
mL/min/kg) and Vdss in rats[1].

S18-000003 (1 mg/kg; p.o.) exhibits the oral bioavailability (54.5%), Cmax (185 ng/mL), AUC (2110

ng h/mL) and Tmax (4 h) in rats[1].

Solvent&Solubility

Y P S
DMSO HFEFESE : 100 mg/mL (192.85 mM; #8 A BE; WIR DMSO X 7 i 1) 7 il B A 2 35 52
e, AR E ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 1.9285 mL 9.6423 mL 19.2845 mL
Stock Solutions 5 mM 0.3857 mL 1.9285 mL 3.8569 mL
10 mM 0.1928 mL 0.9642 mL 1.9285 mL
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VU7 SR Se % R In Vitro 75 SUBLHITEE R0 BRI I Bh 7 77«

— NP SEG A RN, BIE IR AT URIE A 0, & S 0R A PRI SEER I LR, &
WESLHIES, 2R,

[ S R T AN (N S = RE A i ¥ N T 2 73T G R N AN A O P C G DU s el B/ TR/ i
LG, AT LOE AR/ B8 7 1 7 BNV

E S

R FAINEEAAT): 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: 2.5 mg/mL (4.82 mM); &kitil; ##H Bh

SBT3 2.5 mg/mL B S0, S R] AT IR A

U 1mL TARRCAH], B 100 pL25.0 mg/mL FJ7TE DMSO & W% 400 uL PEG300 ', iR&
151, Hi B ARSI 50 uL Tween-80, JRE YA RIGHAEEEIIN 450 uL AFHAK EHE 1
mL.

AEFEEKITECH]: K 0.9 g EALEN, AT ddH0 FHEAE 100 mL, A LA BV IE % I 1 AR B A K
R

L -

IR IR R 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: > 2.5 mg/mL (4.82 mM); ¥ % &k

SR BRI > 2.5 mg/mL GERIERFD HIEHER .

PL I mL TAEBCAE], HC 100 uL 25.0 mg/mL [{7EH DMSO fig & inE] 900 uL 20% [ SBE-B-CD
AEFEAOKIEIR T, IREBIN .

2 g SBE-B-CD (I T 5k B-FRMIE) MACAE T 10 mL AEEE K, SEARMEREEN.

FR =

EIRF AR 10%DMSO  —  90% Corn Oil

Solubility: > 2.5 mg/mL (4.82 mM); #IEHE R

SET7 AR > 2.5 mg/mL CHRIBERSED BRI IbJ7 R 9 FMI7E LA A UL s Y sesemg
TEREA .

P ImL LA, EX 100 pL 25.0 mg/mL f{J¥% % DMSO fig & 900 uL oK, BAY
5.

EZ 3N [1]. Sasaki Y, et, al. Discovery of a potent orally bioavailable retinoic acid receptor-related orphan
receptor-gamma-t (RORyt) inhibitor, S18-000003. Bioorg Med Chem Lett. 2018 Dec 1;28(22):3549-3553.
[2]. Imura C, et, al. A novel RORyt inhibitor is a potential therapeutic agent for the topical treatment of
psoriasis with low risk of thymic aberrations. J Dermatol Sci. 2019 Mar;93(3):176-185.
SRR BRI R -
TEARLHE 7 i LS TRV 77 T BV 7 A PR A 3 PR VA R TC A 5 — ELFC ARV, 8 20 B ORAF, 3 G0 S S AR RS R 7 i 2R
il S ARAT )7 ATHABR . -80° C, 6 months; -20° C, 1 month. -80° C f#f7i, &7E 6 A MMM, -20° C kfFM, 1HTE
1ASA R
ALIEVEF J5ig= 1mg 5mg 10 mg 25 mg
BB
W
1 mM 1.9285 mL 9.6423 mL 19.2845 mL 48.2114 mL
DMSO
5 mM 0.3857 mL 1.9285 mL 3.8569 mL 9.6423 mL
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10 mM 0.1928 mL 0.9642 mL 1.9285 mL 4.8211 mL
15 mM 0.1286 mL 0.6428 mL 1.2856 mL 3.2141 mL
20 mM 0.0964 mL 0.4821 mL 0.9642 mL 2.4106 mL
25 mM 0.0771 mL 0.3857 mL 0.7714 mL 1.9285 mL
30 mM 0.0643 mL 0.3214 mL 0.6428 mL 1.6070 mL
40 mM 0.0482 mL 0.2411 mL 0.4821 mL 1.2053 mL
50 mM 0.0386 mL 0.1928 mL 0.3857 mL 0.9642 mL
60 mM 0.0321 mL 0.1607 mL 0.3214 mL 0.8035 mL
80 mM 0.0241 mL 0.1205 mL 0.2411 mL 0.6026 mL
100 mM 0.0193 mL 0.0964 mL 0.1928 mL 0.4821 mL
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