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IC50 & Target

TLR7 TLR9

Cellular Effect

Cell Line Type Value Description

Antagonist activity at human TLR9 expressed in HEK293 cells

assessed as inhibition of CpGB-induced NF-kappaB activation

HEK293 1Cso 0.015 pM

after 24 hrs by spectrophotometry based SEAP reporter gene
assay
Antagonist activity at human TLR7 expressed in HEK293 cells

assessed as inhibition of CL264-induced NF-kappaB activation
HEK293 ICso 1.99 uM

after 24 hrs by spectrophotometry based SEAP reporter gene

assay

In Vitro

E6446 is a potent and orally acitve TLR7 and TLRY inhibitor. E6446 potently suppresses DNA
stimulation of HEK:TLR9 cells, with an IC50 value of 10 nM, but is significantly less effective at
suppressing LPS endotoxin stimulation of HEK:TLR4 cells or R848 stimulation of HEK:TLR7 cells. E6446
potently inhibits IL-6 production induced by CpG2216 but is ineffective against induction by the TLR3
ligand poly inosine-cytosine. The ability of E6446 to inhibit TLR7 is ligand dependent, E6446 is a potent
inhibitor of IL-6 induction by RNA but a relatively poor inhibitor of IL-6 induction by the small molecule
imidazoquinoline ligand R-848. E6446 suppress TLR9-DNA interaction in vitro, with an IC50 in the 1 to 10
uM range[1]. E6446 (0.01-0.03 1 M) specifically inhibits TLR9 activation with CpG ODN 2006, and
blocks TLR7/8 activated by the imidazoquinoline compound R848 at 2-8 1 M. E6446 reduces 50% of TLR4
activation at 30 1 M, and shows IC50s of 0.01 1 M and 0.23 © M in HEK-TLR9 cells stimulated with

oligo 2006 and in human PBMCs stimulated with oligo 2216, respectively[2].

In Vivo

E6446 (20 mg/kg, p.o.) almost cmlpletely inhibits CpG1668-induced IL-6 production, and
dose-dependently suppresses the development of ANA (anti-nuclear antibodies) in mice at 20 and 60
mg/kg[1]. E6446 (20, 60 mg/kg, p.o.) dose-dependently inhibits TLR9 signaling in mice. E6446 (60, 120
mg/kg, p.o.) prevents hyperresponsiveness of TLRs and LPS-induced septic shock in rodent malaria,

diminishes TLR responsiveness during acute malaria, suppresses activation of both TLR7 and TLR9[2].

Solvent&Solubility

S i S
DMSO H AR - 8.33 mg/mL (18.53 mM; HMBIA (<60°C); WIZH) DMSO X7~ & AR S A
BERW, BT DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.2242 mL 11.1212 mL 22.2425 mL
Stock Solutions 5 mM 0.4448 mL 2.2242 mL 4.4485 mL
10 mM 0.2224 mL 1.1121 mL 2.2242 mL

AR i E AN TR A7) o BV R B PR S E A R B B AV — ELBCRIATR, TS R AT, B A



http://www.shyuanye.com

R R A IR AT
Shanghai yuanye Bio-Technology Co., Ltd

=1 HLTE: 021-61312973  f%H: 021-55068248
l ? M4k: www.shyuanye.com
(A1} HR#: shyysw@sina.com

ST R R I T P R

i %R A7 77 SURBIPR : -80°C, 6 months; -20°C, 1 month. -80°C f§ {76, 54 6 4 H PAlifll, -20°C

fiETEIE, EAE 1 AN A AL .

YL

ARIE N LIRS 45707 R IR PRI L VA IR T % .

VUV 7 B Se % R In Vitro 75 SUBLHITEE R BRI I Bh 7 77«

— NP SERG S RN, B IR AT ARIE A 0, 3& S OR A PRI SEER I LR, &
BUEBLHIAC, M RAH;

[ S R T AN (P S = RE Y i VN T 2 73T R AN A O P C G DU s el B/ TRV i
LG, AT LOE AR/ s 7 1 7 B

E S

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

Solubility: > 1 mg/mL (2.22 mM); &% ¥

BT R3S > 1 mg/mL CHURIEERFD [T 70

PL I mL TAEBCAE, HC 100 uL 10.0 mg/mL [{7EH DMSO fig#& i InE] 900 uL 20% [ SBE-B-CD
AEFEAOKEIR T, IREBIN .

2 g SBE-B-CD (T 2E:ME B-FFMIKG) MiREAT 10 mL FIAEIEKp, 5B iEEm.

L -

EIRF AR 10% DMSO  —  90% Corn Oil

Solubility: > 1 mg/mL (2.22 mM); &% ¥l

SEHT AR > 1 mg/mL CHURIEERAD IR, SbJ7 5258 A I7E 4 A UL LI s s mots

(O

PL I mL TAEBCAE], HC 100 uL 10.0 mg/mL f7EE DMSO fig & inE] 900 uL Tk, JBEH
2.
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R F RN FER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 0.83 mg/mL (1.85 mM); V&1 AW

W EATHAG > 0.83 mg/mL GHLRIERED HIETE AR

L 1mL TAEWCABI, B 100 pL 8.3 mg/mL [{#E DMSO f##& N 400 uL PEG300 1, 1RE&HY
A1: B R A RPN 50 pL Tween-80, EE&I5: SRAFHALIMAN 450 pL AF#K E5E 1

mL.
AEFEEKIECH]: ¥ 0.9 g ALY, T ddH.0 JFERZE 100 mL, A A/SFVESIE U 028 B E K
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AT FE 1 mg 5 mg 10 mg 25 mg
WAUAER

W
1 mM 2.2242 mL 11.1212 mL 22.2425 mL 55.6062 mL
5mM 0.4448 mL 2.2242 mL 4.4485 mL 11.1212 mL

DMSO
10 mM 0.2224 mL 1.1121 mL 2.2242 mL 5.5606 mL
15 mM 0.1483 mL 0.7414 mL 1.4828 mL 3.7071 mL
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