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AS2717638 is a highly selective, brain-penetrant and orally active lysophosphatidic acid receptor 5

(LPAS5) antagonist with an IC50 value of 38 nM. AS2717638 is highly selective and shows no significant

Description
antagonistic activity against other LPA receptors (LPA1, LPA2, and LPA3). AS2717638 can be used in the
research of pain and neuroinflammation-related diseases[1][2].
1C50 & Target([1] LPAs Receptor LPAs Receptor LPAs Receptor LPAs Receptor
38 nM (ICso, Human) 9.1 nM (Ki, Human) 16 nM (Ki, Rat) 7.3 nM (Ki, Mouse)
AS2717638 (0.038 uM; 20 min) fEEIEA LPAS (] CHO 4l cAMP FAZE Sz rh, i LPA 51
cAMP F1R[1]. AS2717638 (0.1-1 pM; 24 h) 7€ BV-2 ZIfEsiGrf, REMAMR MTT &5, 405
WEAARZHE; E 10 uM (24 h) I, 4IRS T EK 50%[2].
AS2717638 (0.1-1 uM; 2-24 h) 7E LPS HSAI BV-2 4ufasciih, ] STATI. p65 Fl c-Jun [HIRERR
fb, BRAK TLR4 F1 COX2 MIFRIE, Wb NO F~4[2].
AS2717638 (0.1-1 uM; 2-24 h) 7€ LPS ¥ BV-2 st e, PRICLIARES % LG+ TNFa. IL-6+
CXCL10. CXCL2 1 CCL5 54 B 1A fb K7 15 WA (2]«
Cell Viability Assay|[2]
Cell Line: BV-2 microglia
Concentration: 0.1 uM, 1 uM, 10 uM
Incubation Time: 24h
In Vitro Result: At 0.1 uM and 1 pM, had no significant effect on cell viability
as indicated by MTT reduction. At 10 uM, it compromised cell
viability by 50%.
Western Blot Analysis|[2]
Cell Line: BV-2 microglia
Concentration: 0.1 uM, 1 uM
Incubation Time: 2h,8h,24h
Result: Inhibited the phosphorylation of STATI, p65, and c-Jun,
reduced the expression of TLR4 and COX2, decreased NO
production, and reduced the secretion of TNF {4, IL-6,
CXCL10, CXCL2, and CCL5 in LPS-stimulated BV-2 cells.
AS2717638 (3-30 mg/kg; Alk; SCIRHT 1hs BUKLZ) fE/MR LPA 3 GGPP 5T 1) 57 /B f5 Y
AT R ] -
AS2717638 (10-30 mg/kg; ks SEI0HT 1 hs BUKRZZS) fE/MR PGE2. PGF2a 8t AMPA %S5
TR R, SRR IR 1]
AS2717638 (10 mg/kg; FR; SEURRT 2 h; HIREAZE) ARRMEMEEAHG (CC) 7S rFhL i
In Vivo PEPCRARE AL e, O AU SRR A R i 1]

AS2717638 (10 mg/kg; HAR: SEBGHT 2 h: SIREGZ)D ERBAERE S REEARER S, 85
JRGEAE 1]

AS2717638 (10 mg/kgs MR SRIRHT; HIRAZ) E/NRA BT R MERAH, B LPS i F 1) iNOS.
TNFa. IL-6 fl CXCL2 mRNA ik, BEEME MM RE AR, WEINAREFIRZR].

Animal Model: Male ICR mice, LPA- and GGPP-induced allodynia model[1]
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Dosage: 1 mg/kg, 3 mg/kg, 10 mg/kg, 30 mg/kg (dissolved in 30%
propylene glycol solvent in distilled water)

Administration: Orally, administered once, 1 h before i.t. injection of LPA or
GGPP

Result: Significantly inhibited LPA- and GGPP-induced allodynia.

Animal Model: Male ICR mice, PGE2-, PGF2a- or AMPA-induced allodynia
model[1]

Dosage: 3 mg/kg, 10 mg/kg, 30 mg/kg (dissolved in 30% propylene
glycol solvent in distilled water)

Administration: Orally, administered once, 1 h before i.t. injection of PGEz,
PGFa,, or AMPA

Result: Significantly alleviated allodynia in all three pain
sensitizer-induced pain models.

Animal Model: Male Sprague-Dawley rats, chronic constriction injury
(CCI)-induced neuropathic pain model[1]

Dosage: 10 mg/kg (dissolved in 30% propylene glycol solvent in distilled
water)

Administration: Orally, administered once, 2 h before the von Frey and plantar
tests

Result: Significantly ameliorated both static mechanical allodynia and
thermal hyperalgesia in CCI rats.

Animal Model: Female Lewis rats, adjuvant-induced inflammatory pain
model[1]

Dosage: 10 mg/kg (dissolved in 30% propylene glycol solvent in distilled
water)

Administration: 10 mg/kg (dissolved in 30% propylene glycol solvent in distilled
water)

Result: Significantly improved weight bearing difference in a rat model
of adjuvant-induced inflammatory pain.

Animal Model: C57BL/6J mice (8-10 weeks, 20-30 g), mouse endotoxemia
model[2]

Dosage: 10 mg/kg

Administration: Orally, administered once, 24 h before sacrifice

Result: Significantly reduced the mRNA expression of iNOS, TNFa,
IL6, and CXCL2.
Also amended the expression of neuroinflammatory parameters
such as TLR4, Ibal, GFAP, COX-2, and the Bax/Bcl2 ratio.

LR
Solvent&Solubility DMSO [ f#EE : 60 mg/mL (134.08 mM; i 7 BiA; WG DMSO X /™ i IR VAl BE A 235 5,
1#48 FBT T3 19 DMSO)
1 mg 5mg 10 mg
Concentration
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Preparing 1 mM 2.2347 mL 11.1737 mL 22.3474 mL
Stock Solutions 5 mM 0.4469 mL 2.2347 mL 4.4695 mL
10 mM 0.2235 mL 1.1174 mL 2.2347 mL

AR = I EA R P VA AR IR 3 A TV I A 40 — BTSRRI, W 38 (RAE, i
S VR R R 7 ot R

ik & T A7 75 SRR . -80°C, 6 months; -20°C, 1 month. -80°C i 77RT, 1 7E 6 ANH P, -20°C
fETERE, EAE L AN AR

YL

ARG 1) IR 2477 2 IR BRI 2 N AR T R

LR ¥ A7 7 S #0VE S 1T In Vitro 77 2UFE IV A 4300, AR VR I B 71

—— N PRAESEE S R TS, VBT A A TTT DA A A2 2, S8 IRAT s AR SRBR I AR, 2k
WS BIRD, 2R A

DA VAU SR 1 4 LU 8 A 7R 7 A TC ) 28 TP PR A s B PE TR A v e BT L T
TG, W7 LOE I FAE /s 7 i) 7

FE

Solubility: > 6 mg/mL (13.41 mM); ¥ & &

5 RA3RAF > 6 mg/mL RIS R KD PIEBTEIE

PL 1 mL TAECAHE], B 100 uL 60.0 mg/mL ¥ % DMSO fif & N 400 uL PEG300 1, A&
A R AR R POII 50 uL Tween-80, V&I SRJE TH4REMAN 450 pL A FEEEK EAZE 1 mL.
A EKIIEH: ¥ 0.9 g FAEN, BT ddH.0 FERZE 100 mL, A LA RIS % B 10 A4 B4R K
WL

HE —

PRI AER: 10% DMSO —  90% Corn Oil

Solubility: > 6 mg/mL (13.41 mM); ¥ i A

W77 ARG > 6 mg/mL HEAIEERFD (TR, Sho7 Rszme BITE 1A H UL L 3h i s 56wt
A

PL 1 mL TAEWCAHE], HX 100 uL 60.0 mg/mL HJ#E DMSO fii &N E] 900 uL TR, BEHIA .

[1]. Murai N, et al. Analgesic effects of novel lysophosphatidic acid receptor 5 antagonist AS2717638 in

BEER rodents. Neuropharmacology. 2017 Nov;126:97-107.
[2]. Joshi L, et al. Inhibition of Autotaxin and Lysophosphatidic Acid Receptor 5 Attenuates
Neuroinflammation in LPS-Activated BV-2 Microglia and a Mouse Endotoxemia Model. Int J Mol Sci. 2021
Aug 7;22(16):8519.
SEEAE R RBCHIR -

* AR = AR [F AR P I A B R B A IE A RS 6 8 s — ELRCROIA T, 1 - SR, B S S VRIS B
K. AERWIRAE T AR . -80°C, 6 months; -20°C, 1 month. -80°C f#fEN}, H7E 6 A WA, -20°C iRy, H7E 1

AN P
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 2.2347 mL 11.1737 mL 22.3474 mL 55.8684 mL
DMSO
5 mM 0.4469 mL 2.2347 mL 4.4695 mL 11.1737 mL
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10 mM 0.2235 mL 1.1174 mL 2.2347 mL 5.5868 mL
15 mM 0.1490 mL 0.7449 mL 1.4898 mL 3.7246 mL
20 mM 0.1117 mL 0.5587 mL 1.1174 mL 2.7934 mL
25 mM 0.0894 mL 0.4469 mL 0.8939 mL 2.2347 mL
30 mM 0.0745 mL 0.3725 mL 0.7449 mL 1.8623 mL
40 mM 0.0559 mL 0.2793 mL 0.5587 mL 1.3967 mL
50 mM 0.0447 mL 0.2235 mL 0.4469 mL 1.1174 mL
60 mM 0.0372 mL 0.1862 mL 0.3725 mL 0.9311 mL
80 mM 0.0279 mL 0.1397 mL 0.2793 mL 0.6984 mL
100 mM 0.0223 mL 0.1117 mL 0.2235 mL 0.5587 mL
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