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Description

MD2-TLR4-IN-1 & —Ffi & R > L B [ 2/Toll Ff %1k 4 (MD2-TLR4) & &9 Hu7 .
MD2-TLR4-IN-1 Al Lipopolysaccharides (HY-D1056) (LPS) %5 ELME4R I h TNF-a I IL-6
[k, 1C50 73%18 0.89 uM Al 0.53 uM, MD2-TLR4-IN-1 A F0F 5t & Eifisifs (ALD

IC50 & Target

TLR4

In Vitro

MD2-TLR4-IN-1 (compound 22m) i #lif] RAW264.7 EWGAMfH ¥ NF-x B KIEH T4 55
(1]

MD2-TLR4-IN-1 E %5 MD2-TLR4 E&W&i#, FFR MD2-TLR4 iF1L[1].

MD2-TLR4-IN-1 #ifi] LPS % 1 FWELIH+ NF-x B p65 T3 A% AKT[1].

MD2-TLR4-IN-1 5#Z MD2 fl TLR4 FEMAL &, Kd 274000 185 uM 1 146 uM, {HA
S R MyD88 AR TLAEAI[1].

MD2-TLR4-IN-1 &350 LPS W#0E K/ BRSEACE R4 (MPM) ot MD2-TLR4 E &1 —
RA[1].

In Vivo

MD2-TLR4-IN-1 (5-10 mg/kg: JEsflkiES ;s —K: 7EESS LPS #i 15 Z08h) &40 B4 i
R, JF LPS Buati/N B AL ZUK 2120 B 2 AR 4k [ 1]

Animal Model: Male C57BL/6 mice (18-22 g) injectied intraperitoneally with LPS (20
mg/kg)[1].

Dosage: 5 mg/kg, 10 mg/kg

Administration: Tail vein injection; once; 15 min before LPS injection

Result: Effectively reduced airspace inflammation and amended the tissue
structure of pulmonary lobules.
Significantly decreases LPS-induced myeloperoxidase (MPO) activity.
Reduced LPS-induced serum TNF-a levels.
Decreased the mRNA levels of TNF-a, IL-6, IL-1p, IL-12, and IL-33 in

lung tissues. In addition, COX-2 mRNA levels were also reduced.

Solvent& Solubility

20 S5
DMSO HHIHARE : 83.33 mg/mL (197.80 mM; #8775 B, WIEAT DMSO X7 i I iR I A B34 5
R, S AT DMSO)

S

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.3737 mL 11.8686 mL 23.7372 mL
Stock Solutions 5mM 0.4747 mL 2.3737 mL 4.7474 mL
10 mM 0.2374 mL 1.1869 mL 2.3737 mL
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DL A AT EoR I E 2 R 4R A 7L S B ) 5 P R AR S T e A s H R GToE . A
PG, AT DA AR /s i Y 7 2 BhiA
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WEIRFARINEEFAER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline

Solubility: > 2.08 mg/mL (4.94 mM); Y& A
M RA 3RS >2.08 mg/mL CHIFIEERAD MBS
DL 1 mL TAEBCAE], HC 100 uL 20.8 mg/mL {78 DMSO & in%] 400 uL PEG300 #, JBH

¥i5); B B A RN 50 uL Tween-80, JRE2]; SRE 4RSI 450 uL AEFEHK EAE

mL.
AR E K] B 0.9 g SALEN, AT ddH.0 HERZE 100 mL, B LISV % I 194 B K
B

[1]. Liu Z, et al. Discovery of 3-(Indol-5-yl)-indazole Derivatives as Novel Myeloid Differentiation Protein

Bk 2/Toll-like Receptor 4 Antagonists for Treatment of Acute Lung Injury. ] Med Chem. 2019 Jun
13;62(11):5453-5469.
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SEEENE A MR ) 3R
TR i A2 A [R50 P R VAR B 3 G G VA U IC R 0 28V, — ELTE SO, 1 20 B ORAT, 38R S S VR RIS B ™ i 2K
T RA7E )7 SRAARR : -80° C, 2 years; -20° C, 1 year. -80° C /2, iHE 2 4EAMEM, -20° CflfEnf, &4 1 4E
WA
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BFAAAR
WE
1 mM 2.3737 mL 11.8686 mL 23.7372 mL 59.3430 mL
S mM 0.4747 mL 2.3737 mL 4.7474 mL 11.8686 mL
10 mM 0.2374 mL 1.1869 mL 2.3737 mL 5.9343 mL
15 mM 0.1582 mL 0.7912 mL 1.5825 mL 3.9562 mL
20 mM 0.1187 mL 0.5934 mL 1.1869 mL 2.9671 mL
DMSO 25 mM 0.0949 mL 0.4747 mL 0.9495 mL 2.3737 mL
30 mM 0.0791 mL 0.3956 mL 0.7912 mL 1.9781 mL
40 mM 0.0593 mL 0.2967 mL 0.5934 mL 1.4836 mL
50 mM 0.0475 mL 0.2374 mL 0.4747 mL 1.1869 mL
60 mM 0.0396 mL 0.1978 mL 0.3956 mL 0.9890 mL
80 mM 0.0297 mL 0.1484 mL 0.2967 mL 0.7418 mL
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100 mM

0.0237 mL

0.1187 mL

0.2374 mL

0.5934 mL
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