R R A IR AT
Shanghai yuanye Bio-Technology Co., Ltd

=1 HLTE: 021-61312973  f%H: 021-55068248
l ? M4k: www.shyuanye.com
(A1} HR#: shyysw@sina.com
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NIBR-0213 s&—FpG 24 BA CURIE TRk BPE SIPL $5407, XFseaek B S oy v 88 4

Description AR f£ GTPy 358 kg, NIBR-0213 ARA/EH T AFKE SIP1, IC50 43514 2.0nM 1 23
nM.
Cell Line  Type Value Description
Antagonist activity at human S1P1 receptor expressed in CHO
CHO 1Cso 2 nM
cells after 120 mins by [35S]GTPgammas binding assay
Antagonist activity at human S1P2 receptor expressed in CHO
CHO ICso >10 uM cells assessed as inhibition of agonist-induced calcium
mobilization preincubated for 20 mins by Fluo-4/FLIPR method
Cellular Effect Antagonist activity at human S1P3 receptor expressed in CHO
CHO 1Cso > 10 uM cells assessed as inhibition of agonist-induced calcium
mobilization preincubated for 20 mins by Fluo-4/FLIPR method
Antagonist activity at human S1P4 receptor expressed in CHO
CHO 1Cso > 10 uM cells assessed as inhibition of agonist-induced calcium
mobilization preincubated for 20 mins by Fluo-4/FLIPR method
Antagonist activity at human S1P5 receptor expressed in CHO
CHO ICso >10 uM
cells after 120 mins by [35S]GTPgammas binding assay
NIBR-0213 %f hSI1P1 FILHAEEE, 1C50 Jy 2.5 nM, TMifE Ca2+ ) 51ALEH%) S1P2. SIP3
A S1P4 TEiEtE (1IC50>10 uM) [1].
) NIBR-0213 7E GTPy 35S k& *f AZEMAR SIP1 (IC50 43514 2.0 nM Al 2.3 nMD) £
n Vitro A HA SR, TR/NR SIPL [ 1C50 A 8.5 nM[1].
NIBR-0213 X} A& SIPS EInHZ) 3,000 f5H0%PEE GTP y 35S WIE[1].
NIBR-0213 2 —Fse4ett: SIP1 557, tHE A Kd 4 0.3740.031 nM[1].
NIBR-0213 CKER TR 30 mg/kg) AIAE 14 /NN AESRF b AR (PBL) THEFRR 75%-85%,
HX PSR AR RIRIT S 24 /N1,
NIBR-0213 (30 mg/kg 1 60 mg/kg) 7E/NRSEIGTEH & G a6 ¢ (EAE) B HRIT AR
(1]
NIBR-0213 [fJ PK Hjtk s HAA P A5G (26 mL/min/kg) Al FUREDFIHE (69%)
PR 245 5] = B M R R (1]
Animal Model: Lewis or Wistar rats (220-250 g, males)[1]
Dosage: 30 mg/kg
In Vivo
Administration: Orally
Result: Reduced the PBL counts by 75%-85% within 14 hr and maintained this

effect up to 24 hr posttreatment.

Animal Model: C57BL/6 mice bearing EAE model[1]
Dosage: 30 mg/kg and 60 mg/kg
Administration: 30 mg/kg twice per day (BID) for 3 days and then increased to 60 mg/kg

BID until the remainder of the experiment. In total, the treatment lasted

26 days
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Result: Resulted in a gradual reduction in disease-scores, with a divergence from

vehicle controls that became significant after 5 days.

20 S5

Solvent&Solubility DMSO H A f#E : 100 mg/mL (215.06 mM; 8 7 B, IR DMSO X 7= 5 iVE iR A B % 5

R, 4 AR DMSO)
Ethanol V&R : >25 mg/mL (53.77 mM)

* ">"means soluble, but saturation unknown

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.1506 mL 10.7532 mL 21.5063 mL
Stock Solutions 5mM 0.4301 mL 2.1506 mL 4.3013 mL
10 mM 0.2151 mL 1.0753 mL 2.1506 mL

SRR = S TE AN [ A 77 o KV AR REE PR I I VAU S G 480 — BGOSR, 8k
S VR R R 7 it 2R

i A7 7 SRATARR . -80°C, 6 months; -20°C, 1 month (sealed storage, away from moisture). -80°C
TEAEIT, AL 6 DAREE, -20°C ff7IF, ¢ 1A WA

SEHR [1]. Jean Quancard, et al. A potent and selective S1P(1) antagonist with efficacy in experimental autoimmune
encephalomyelitis. Chem Biol. 2012 Sep 21;19(9):1142-51.
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AR AR AN RIA T b BV 7 B P B BRI E b A 48V — ELICIRIE T, TR ORAT 8 G R ST VR RIS PR 7 i 2K

&R ARAT 7 AFIFR : -80° C, 6 months; -20° C, 1 month (sealed storage, away from moisture). -80° C fikf7Rf, IH7E 6

AW, 200 C EfER, iEE 1A R
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 2.1506 mL 10.7532 mL 21.5063 mL 53.7658 mL
5 mM 0.4301 mL 2.1506 mL 43013 mL 10.7532 mL
10 mM 0.2151 mL 1.0753 mL 2.1506 mL 5.3766 mL
15 mM 0.1434 mL 0.7169 mL 1.4338 mL 3.5844 mL
[Ethanol / DMSO | 20 mM 0.1075 mL 0.5377 mL 1.0753 mL 2.6883 mL
25 mM 0.0860 mL 0.4301 mL 0.8603 mL 2.1506 mL
30 mM 0.0717 mL 0.3584 mL 0.7169 mL 1.7922 mL
40 mM 0.0538 mL 0.2688 mL 0.5377 mL 1.3441 mL
50 mM 0.0430 mL 0.2151 mL 0.4301 mL 1.0753 mL
60 mM 0.0358 mL 0.1792 mL 0.3584 mL 0.8961 mL
DMSO
80 mM 0.0269 mL 0.1344 mL 0.2688 mL 0.6721 mL
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