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Description

Enpatoran (M5049) & —FiG 2 HA TG MER TLR7/8 #0ifil7], 76 HEK293 4HfH, 3 1C50s
43924 11.1nM A1 24.1 nM. Enpatoran % TLR3, TLR4 I TLRY Jifit4. Enpatoran nJ LR+
A RECARFIR SR EYE RNA FCfA . Enpatoran £/ P9 BRI H R 4F 19254880 11 54571 - Enpatoran AJ
FHT S RMEANIE R PR B B H 5 BFLIT R AH SR RHF 7L o

IC50 & Target|[1]

TLR7

11.1 nM (ICso, in HEK293 cells)

TLR8

24.1 nM (ICso, in HEK293 cells)

TLR7

68.3 nM (ICso, in peripheral blood
mononuclear cells (PBMCs))

TLR8

620 nM (ICso, in peripheral blood mononuclear
cells (PBMCs))

TLR7

2.2 nM (ICso, in whole blood (WB) cells)
TLR8

120 nM (ICso, in whole blood (WB) cells)

In Vitro

Enpatoran (0.01 nM-10 1 M) | H TG B /A (miR-122. Let7c RNA. Alu RNA 1 R848) #ilik
1) IL-6 (7=, 1C50 {HYEHEA 35-45nM[1].

In Vivo

£ R848 (JEMETEST 25 wg) ZRifEA] Enpatoran (M5049; HRIEH: 1 mg/ke) FALEE AT | &4k
AEHI LN BARA IL-6 A IFN-a (7241,

Enpatoran (M5049) {EI1ARZZ) (MR KEFIR 1.0 mg/kg) JaRIUH = DURAEDRIF B (N
100%, KB, 87%, 41 84%)[1].

Enpatoran (/) il RERATR 1.0 mg/kg: iv) BT BA @ MILAIE R (4508 1.4.1.2 A 0.59 L/vkg)
AR R AARRL (309 2.7, 8.7 A 5.7 L/ kg) » RBUHHEFERH CMR 1.4, REL 5.0 A% 13
/NP [1]6

Animal Model: Female C57BL/6 mice[1]

Dosage: 0.1 mg/kg and 1 mg/kg

Administration: Oral gavage; administered 1 hour prior to R848 challenge

Result: The TLR7/8 agonist R848 stimulated both IFN-f4 and IL-6 production
in mice.

Enpatoran decreased IFN-£4 and IL-6 production stimulated by R848.

Solvent&Solubility

Animal Model: Female CD1 mice, Female Wistar rats, Female beagle dogs[1]

Dosage: 1 mg/kg (Pharmacokinetic Analysis)

Administration: Intravenous (i.v.) or oral gavage

Result: Tips of 1.4, 5.0 and 13 h for mice, rats and dogs, respectively.
Y P S :

Ethanol 1M : 100 mg/mL (312.20 mM; & 75 WIVE)
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DMSO F IR : 24.44 mg/mL (76.30 mM; 75 BIIA; WIRH DMSO X 7= VGRS H B E 7
W, A BT E ) DMSO

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 3.1220 mL 15.6099 mL 31.2198 mL
Stock Solutions 5mM 0.6244 mL 3.1220 mL 6.2440 mL
10 mM 0.3122 mL 1.5610 mL 3.1220 mL

SRR = S TE AN [ A 77 R KV AR REE PR I I VA IS B 48 — BRI, WA,
S VR R A 7 i 2R

A M R A7 7 SRAARR . -80°C, 2 years; -20°C, 1 year (sealed storage, away from moisture and light) .
-80°C i {70y, WHTE 2 SFNMEA,  -20°C RGFERT, H57E 1 FENMEH .

YL

ARG A SIS AN 45 2507 20 SR BRAE N AR T R

AR VAR TT S S6 %88 In Vitro 77 sURCHIVEE (065 490, FEARVCH I BIE 7

—— APRESEIO G R AT R, VI (O 68 2 T DARIB AR 40, &M RAE s RS AR, &
WSR2 R

DA VAU S R 1 T 4 LU 8 A 7RI 7 S TC ) 28 P PR s S FE TSR A v e BT L T
TG, AT DU /e ) N BhiE

iz
T A P 7
Solubility: > 2.44 mg/mL (7.62 mM); EIHIER

W7 RS >2.44 mg/mL CERIFERKD MEBHEET.

PL1mL TAERCAE], B 100 pL 24.4 mg/mL 7% DMSO fifi&#in#] 400 uL PEG300 ', JBA
¥157; Fi EiRAE RSN 50 uL Tween-80, JREII5]; SRIG ARSI 450 uL AFHK EEE 1

10% DMSO — 40% PEG300 — 5% Tween-80 — 45% Saline

mL.

A KR ¥ 0.9 g &AEN, BT ddH.0 FERZE 100 mL, TSRS % B 10 A4 B4R K
WL

P -
TR A P 7
Solubility: > 2.44 mg/mL (7.62 mM); EIHIER

W7 EAAG > 2.44 mg/mL CERIFERKD MR HEET.

PL1mL TAEMCAE], B 100 pL 24.4 mg/mL [¥)77H DMSO i & n%] 900 uL 20% [ SBE-B-CD
A EAOKIE T, BEHA.

2 g SBE-B-CD (B T4Mt B-AMIKS) MIREAT 10mL MAEMEKE, SEAeBMEBBEY.

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

BEHR [1]. Jaromir Vlach, et al. Discovery of M5049: A Novel Selective TLR7/8 Inhibitor for Treatment of
Autoimmunity. J Pharmacol Exp Ther. 2020 Dec 16;JPET-AR-2020-000275.
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TR i AE A R VR P R VAR B R B G VA SRR 0 28, — ELTE SO, 1 20 B ORAT, 3B S S VR RIS B ™ i 2K
W fEEIRAE  AFIR: -80° C, 2 years; -20° C, 1 year (sealed storage, away from moisture and light). -80° C f§77R}, %
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FE 1 mg 5Smg 10 mg 25 mg
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1 mM 3.1220 mL 15.6099 mL 31.2198 mL 78.0494 mL
5mM 0.6244 mL 3.1220 mL 6.2440 mL 15.6099 mL
10 mM 0.3122 mL 1.5610 mL 3.1220 mL 7.8049 mL
15 mM 0.2081 mL 1.0407 mL 2.0813 mL 5.2033 mL
Ethanol / DMSO 20 mM 0.1561 mL 0.7805 mL 1.5610 mL 3.9025 mL
25 mM 0.1249 mL 0.6244 mL 1.2488 mL 3.1220 mL
30 mM 0.1041 mL 0.5203 mL 1.0407 mL 2.6016 mL
40 mM 0.0780 mL 0.3902 mL 0.7805 mL 1.9512 mL
50 mM 0.0624 mL 0.3122 mL 0.6244 mL 1.5610 mL
60 mM 0.0520 mL 0.2602 mL 0.5203 mL 1.3008 mL
80 mM 0.0390 mL 0.1951 mL 0.3902 mL 0.9756 mL
DMSO
100 mM 0.0312 mL 0.1561 mL 0.3122 mL 0.7805 mL
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