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L RO1138452 J&—F A 2R MERTZI3R & IP (prostacyclin) 22 AFEHi7]. RO1138452 XF IP 5244k
Description BAESRIZER 1. (ENI/MT, pKi 64 93+0.1; A£EA IP ZHRL T, pKi 5N 8.7+0.06.
Rat I> Receptor Rat I Receptor Rabbit PAF Receptor
7 nM (ICso) 8.33 (pKi) 52.9 nM (ICs0)
Human o024 adrenoceptor Rat a1 adrenoceptor Human Muscarinic M4 Receptor
724 nM (ICs0) 3280 nM (ICso) 1450 nM (ICs0)
Human muscarinic M2 Human muscarinic M;
Receptor Receptor Human muscarinic Ms Receptor
2220 nM (ICso) 2570 nM (ICso) 3110 nM (ICs0)
Rat 5-HTis Receptor pig 5-HTac Receptor Rat 5-HT2a Receptor
1130 nM (ICs0) 1190 nM (ICs0) 3040 nM (ICso)
Human 5-HTa Receptor Guinea-pig 5-HT4 Receptor Rat a1 adrenoceptor
1C50 & Target(1] 8580 nM (ICso) 8910 nM (ICso) 5.87 (pKi)
Human muscarinic M;
Human o024 adrenoceptor Receptor Human muscarinic Ms Receptor
6.49 (pKi) 5.66 (pKi) 5.81 (pKi)
Human muscarinic M Human muscarinic M4
Receptor Receptor Rabbit PAF Receptor
5.88 (pKi) 6.14 (pKi) 7.9 (pKi)
Guinea-pig 5-HT4 Receptor Human 5-HT:a Receptor Rat 5-HT2a Receptor
5.35 (pKi) 5.37 (pKi) 5.71 (pKi)
Rat 5-HTs Receptor Pig 5-HT2c Receptor
6.11 (pKi) 6.11 (pKi)
RO1138452 EMEIES: ZHFHIH. RO1138452 4k cAMP LR pIC50 1N 7.0+£0.07.
T B AR E S NS 2R CHO-K1 A iR ATZIME R 75 31 cAMP AR R (F0HIE
B9 RO1138452 [IhAEVEFEDUMEA . RO1138452 [1EHLAISERI )1 (pKi) A 9.040.06. RO1138452
In Vitro Py 3 338 1 0 A A S L — L A2 AR 4 S RN 52 B 52 . ROT138452 SiHBRIENRE 2 (12) (8.3) AL /MR G 1k
A7 (PAF) (7.9) =4k BA M 1[1]. RO1138452 (10 pM-10 1 M) S EWER Taprostene (1 1 M)
I RN EI AR B o, AV A 5 St CXCL9 A1 CXCL10 FIBERL, p[A]S0 (BE/R) 53 K
-8.73+0.11 Fll -8.4740.16 (p>0.05)[2].
RO1138452 32— 20 i # 1E NAUOK BRI VR 58 s R ARSEHU50), B BURATST R AE T .
) RO1138452 (1-10 mg/kg, iv) L3 5T . RO1138452 (3-100 mg/kg, po) &k
fvive Carrageenan (HY-125474) % 5 I BLAH ST BRI AR . ROTI38452 (5 mgkes iv) 2254~/
NG, IR EES 0.189 weg/mL, TR M HKIE AN 0.009 1 g/mL (28 nM)[1].
1 B S
Solvent&Solubility DMSO ¥ M#FE : 100 mg/mL (323.20 mM; 75 BIA; WRIRHT DMSO X 7™ i (R4 il B2 A 35 52
e, 5 AETTE ) DMSO)
Ethanol VAL : 50 mg/mL (161.60 mM; 7 )
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Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 3.2320 mL 16.1598 mL 32.3196 mL
Stock Solutions 5 mM 0.6464 mL 3.2320 mL 6.4639 mL
10 mM 0.3232 mL 1.6160 mL 3.2320 mL

SRR = S TE AN [ A 77 oV AR REE PR I I VRIS G 48 — LGOI, WA,
S VR R A 7 it 2R

T RA7 7 SRAARR . -80°C, 2 years; -20°C, 1 year. -80°C i/, iH7E 2 E{ER,  -20°C fik
TP, TELE 1 AER A

YL

ARG (A SIS AN 45 257 20 SR BRAE N E ART R

AR VAR TT A S6% B8 In Vitro 77 sURCHIVEE (065 490, FEARVCE I BOIE 7

——APRESEIO G R AT R, VI (O 68 2 T LARIB AR 40, &M RAE s R SSIRi TAR, &
WS BIRD, 4 R

DA VAU SR 1 T 4 LU R 8 A 7R 7 A TC ) 2B P P PR o s B FE TR A v e BT L T
WG, W7 LOE s FAEn /s 7 i) 7

JE

KA INEFER:  10% DMSO  —  90% Corn Oil

Solubility: > 5 mg/mL (16.16 mM); ¥ & &

W7 R ARG > 5 mg/mL CHAIEERED (0REEI, IET7 S5 T 1A H L L M3 S5 M i
A

PL1mL TAEGCAE, B 100 pL 50.0 mg/mL 77 DMSO i & inE] 900 uL F oK, REH
5.

P -

R F AN AER]:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.5 mg/mL (8.08 mM); & & A

W7 RT3 > 2.5 mg/mL FIEERED KB

PL1mL TAEBCAE], B 100 pL 25.0 mg/mL ¥ DMSO fifi&#in#| 400 uL PEG300 ', JBA
B8] I LR RPN 50 uL Tween-80, JRAH15]: AREHARSINA 450 pL AFHAK EHE 1

mL.

AT KRS K 0.9 g &AL, BT ddH.0 JEEAZE 100 mL, 7] LAFS RIS I 04 B 2h K
o

HE =

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

Solubility: 2.5 mg/mL (8.08 mM); Eiiiki; i By

BT RAT3RAG 2.5 mg/mL 351K, B T A T O R A

PL1mL TAEGCAE], B 100 pL 25.0 mg/mL {77 DMSO fifi & InE] 900 uL 20% [ SBE-B-CD
A AOKIE T, BEHA.

2 ¢ SBE-B-CD (i T E:ft B-MMIk) MAKEAT 10mL HAEEKY, EEBEMRBIEEY.
VLR R IT S, W BRI H) TAEM . @I, ARANR A .  DUFEAET SR E 2t
SR ME IR AR AR L RSB AR e . AT, AT L@ A
i 7 B

FE
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KGR ST

50% PEG300 — 50% Saline

Solubility: 10 mg/mL (32.32 mM); ¥{HVAT; @5 BIE

ZHE

Ther. 2008 Feb;324(2):815-26.

selective IP (prostacyclin) receptor antagonists. Br J Pharmacol. 2006 Feb;147(3):335-45.

[1]. Bley KR, et al. RO1138452 and RO3244794: characterization of structurally distinct, potent and

[2]. Ayer LM, et al. 4,5-Dihydro-1H-imidazol-2-yl)-[4-(4-isopropoxy-benzyl)-phenyl]-amine (RO1138452) is
a selective, pseudo-irreversible orthosteric antagonist at the prostacyclin (IP)-receptor expressed by human

airway epithelial cells: IP-receptor-mediated inhibition of CXCL9 and CXCL10 release. J Pharmacol Exp

SN F IR -
AL B R AR P COB MOV AT URA il — ELRRARIAIG, WM SEARAE, 38 S R SIS WU i

R

T RA7E )T AR : -80° C, 2 years; -20° C, 1 year. -80° C fiffERt, 57E 2 AN,

20° C fEAER, iH7E 1 4E

P
ALIEVEF J5ig= 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 3.2320 mL 16.1598 mL 32.3196 mL 80.7989 mL
5mM 0.6464 mL 3.2320 mL 6.4639 mL 16.1598 mL
10 mM 0.3232 mL 1.6160 mL 3.2320 mL 8.0799 mL
15 mM 0.2155 mL 1.0773 mL 2.1546 mL 5.3866 mL
20 mM 0.1616 mL 0.8080 mL 1.6160 mL 4.0399 mL
25 mM 0.1293 mL 0.6464 mL 1.2928 mL 3.2320 mL
IEthanol / DMSO
30 mM 0.1077 mL 0.5387 mL 1.0773 mL 2.6933 mL
40 mM 0.0808 mL 0.4040 mL 0.8080 mL 2.0200 mL
50 mM 0.0646 mL 0.3232 mL 0.6464 mL 1.6160 mL
60 mM 0.0539 mL 0.2693 mL 0.5387 mL 1.3466 mL
80 mM 0.0404 mL 0.2020 mL 0.4040 mL 1.0100 mL
100 mM 0.0323 mL 0.1616 mL 0.3232 mL 0.8080 mL
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