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Background & Aims

Lysophosphatidic acid (LPA) is a recognized mediator of wound healing, tissue fibrosis, and

CTX-343 is a potent inhibitor of LPAR1
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* |In vitro selectivity/potency: Potency and selectivity were determined in cells transiently Similar to PIPE-791, CTX-343 shows sustained lung occupancy from 3 - 24-hours allowing once daily dosing,
whereas BMS-986278 shows a large drop in occupancy over time suggesting the need for twice daily dosing.

CTX-343 clinical efficacious dose prediction is <10 mg (QD) (versus BMS-986278, 60 - 120 mg (BID)).

overexpressing human LPA1, 2, 3, 4, 5, or 6.

* Invitro binding: The binding kinetics of CTX-343 were evaluated in membranes prepared
from B103 cells stably overexpressing human lysophosphatidic acid receptor 1 (hLPA1)
using radiolabeled CTX-343.

* Histamine release: Histamine release into plasma was measured in CD-1 mice that
received a single oral gavage administration of Vehicle (1%HPMC/0.1%TWEENS80) or HHH 3000- #it
CTX-343 (0.03, 0.3, or 3 mg/kg; n=6/group), followed by intravenous administration of LPA
(300 pg), 3 or 24 hr later. Histamine concentration was analyzed by EIA (Oxford

CTX-343 inhibits lung injury and fibrosis in mice
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* In vivo lung occupancy: In vivo lung LPA1 occupancy was evaluated following orally
dosed PIPE-791 or BMS-986278 using a filtration method of homogenized tissue after
Intravenous [3H]-PIPE-497, an LPA1-selective radioligand.
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* Bleomycin model: CTX-343 (0.03, 0.3, and 3 mg/kg; PO, QD) was evaluated in a 14-day
mouse bleomycin-induced lung injury model to assess its ability to attenuate vascular
leakage, inflammation, and fibrosis.

CTX-343 potency and selectivity for LPAR1

LPA1 LPA2 LPA3 LPA4 LPAS LPAG

2000-
*%*
*x *kk*
1500-
500-
0 |

1
Saline 0 0.03 0.3 3
| |
|

CTX-343
(mg/kg, po)

+Bleomycin
(3 units/kg)

1
Saline 0 0.03 0.3

3

CTX-343
(mg/kg, po)

+Bleomycin
(3 units/kg)

s00-  fHiH 80-
LPAIC,, (uM) | 0.122 | 2133 >10 >10 >10 >10 . i
*k %% c 60 -
Fold Selectivity | - 17x | >82x | >82x | >82x | >82x L 400- & _
- E 3 E
L 5 O o 40-
5 125- S <2 |-_|-I =
b o 1 T T I .. 200 -
€ 10074 oy =44.1nM g 0.10 LPA @20 5 20-
58 s %3
5o 7S £0
.E % 50- ‘g E |C50 10.2 nM 0 I 0 I
R 25 005 Saline 0 003 03 3 Saline 0 0.03 03 3
€ E 257 < 2 |
£ E -2 ' CcTX-343 CTX-343
5o <¢{, 04 @ L. T 6 ........................................... s NoLPA | (mg/kg, po) | (mg/kg, po)
Q. -25-— I I , ! I © 0.00- . . . . | +Bleomycin ' +Bleomycin
10 9 -8 -7 -6 -5 -12 -10 -8 -6 -4 (3 units/kg) (3 units/kg)

log[CTX-343], M log[CTX-343], M

In the 14-day study, CTX-343 significantly reduced vascular leakage (measured by total BALF protein),

BALF TGF-B and TIMP-1 and total collagen, measured using tissue hydroxyproline analysis. Data represent
the mean =+ SEM of n= 8-12 mice/group. #### p<0.0001 versus Saline; * p<0.05, ** p<0.01, **** p<0.0001
versus bleomycin only by One-way ANOVA with Dunnett’s post-test.

CTX-343 inhibits hLPA1 calcium flux B103 cells stably expressing hLPA1 and blocks LPA-induced COL1A1
production in primary human lung fibroblasts, with an average IC., of 44.1 nM and 10.2 nM, respectively.
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