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Astemizole (R 43512) J& — MR AT NGE 7, W HRyud Bos ks 7, R4 Hl

Description Ak (histamine Hl-receptor) [#&Hi7, 1C50 {H N 4nM. Astemizole [FINIEHA hERG K+ &1
BELHT G, 1C50 fH4 0.9 nM. Astemizole ¥ E A HURHBRAEAI IEFE/EM .
IC50 & Target H1 Receptor

Cell Line  Type Value Description

Inhibition of Cav1.2 current measured using QPatch
CHO ICso 1.1 uM automatic path clamp system in CHO cells expressing

Cavl.2, beta-2 and alpha-2/delta-1 subunits

Cytotoxicity against CHO cells measured after 48 hrs by
CHO ICso 29.6 uM

MTT assay

Cytotoxicity against CHO cells assessed as reduction in
CHO ICso 29.6 uM

cell viability incubated for 48 hrs by MTT assay

Inhibition of human ERG expressed in HEK293 cells
HEK293 1Cso 0.008 uM coexpressing Kir2.3 after 30 mins by FluxOR based

FLIPR assay

Displacement of [3H] dofetilide from human ERG
HEK293 ICso 0.023 uM channel expressed in HEK293 cell membranes incubated

for 2 hrs by scintillation counting analysis

Inhibition of hERG potassium channel in HEK293 cells
HEK293 1Cso 0.9 nM

by patch clamp assay

Inhibition of [3H]-astemizole binding to human ERG

Cellular Effect HEK293 ICso 14 nM expressed in HEK293 cell membranes by scintillation

counting method

Displacement of [3H]Astemizole from human
HEK293 1Cso 2.6 nM recombinant ERG expressed in HEK293 cells at after 60

mins

Inhibition of human ERG expressed in HEK293 cells
HEK293 1Cso 2.6 uM measured after 30 mins by FluxOR dye based FLIPR

TETRA assay

Inhibition of human MATE1-mediated ASP+ uptake
HEK293 1Cso 26.4 uyM expressed in HEK293 cells after 1.5 mins by

fluorescence assay

Cytotoxicity against human ERG transfected HEK293
HEK293 1Cso 5.1 uM

cells after 24 hrs by MTT assay

Cytotoxicity against human HepG2 cells after 24 hrs by
HepG2 1Cso 7.97 uM

MTT assay

Cytotoxicity against human HT-29 cells after 24 hrs by
HT-29 1Cso 15.4 uM

LLC-PK1  ICso

1.3 uM

MTT assay

Inhibition of P-glycoprotein, human L-MDR1 expressed
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in LLC-PK1 epithelial cells using calcein-AM

polarisation assay

Inhibition of P-glycoprotein, mouse L-mdrla expressed
LLC-PK1  ICso 1.3 uM in LLC-PK1 epithelial cells using calcein-AM

polarisation assay

Inhibition of P-glycoprotein, mouse L-mdrlb expressed
LLC-PK1  ICso 1.7 M in LLC-PK1 epithelial cells using calcein-AM

polarisation assay

Antiallergic activity in rat RBL2H3 cells assessed as

inhibition of C48/80-induced mast cell degranulation
RBL-2H3  ICso 0.0533 uM preincubated with compound for 30 mins and then

treated with C48/80 for 1 hr by neutral red dye based

method

Antiallergic activity in rat RBL2H3 cells assessed as

inhibition of C48/80-induced histamine release

RBL-2H3  ICso 0.0819 uM
preincubated with compound for 30 mins followed by
C48/80 stimulation for 1 hr
Antiallergic activity in IgE/Ag-stimulated rat RBL2H3
cells assessed as inhibition of HSA-induced
beta-hexosaminidase release preincubated with
RBL-2H3  ICso 0.156 uM
compound for 30 mins and then stimulated with HSA for
15 mins followed by incubation with
P-nitrophenyl-N-acety
Determination of antiviral efficacy in high-content
Vero imaging assay in Vero E6 cells infected with
ECso 1.1 uM
C1008 SARS-CoV-2 (USA-WA1/2020 isolate) at MOI 0.75
after 24 hrs
In Vivo Astemizole (po, 10 I 30 mg/kg) A1 (iv, 1 Al 3 mg/kg) XFMER R, LRMMETE, RIELE
30 mg/kg 1 3 mg/kg (iR T, WP REMES @R 1 RIRAZ B RE It TCR . {H Astemizole 7E 30
mg/kg (po) 1 1 mg/kg (iv) B ATREK QT [HIHAFH: 5 Ak == MR 4H[3].

Astemizole (po. 3 1 30 mg/kg) TEFIEAN 3 mgkg B, HMEER, QT [ QTcF ML ZinitE
HME (C) 27 31 K/43Ek. 319 ms A1 256, MIXLE5 54 31 k/4538k. 331 ms F1 270 7E/NEH
SrAILL 30 mg/kg (MRS 2. AL, FIEN 30 mgkg (po) ¥ Astemizole W] BEIELHIH] hERG K+
BT 51 AR T i Ak O By d k4]
4H S

Solvent&Solubility DMSO " KIE#E 125 mg/mL (272.59 mM; A BIVA; TR DMSO X 7™ i (K7 7 5 A7 55 35 5

e, A AETTE ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.1807 mL 10.9035 mL 21.8069 mL
Stock Solutions 5 mM 0.4361 mL 2.1807 mL 4.3614 mL
10 mM 0.2181 mL 1.0903 mL 2.1807 mL
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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

TEIRAEIE R SEsRsh P ASs 24575 S IR HRE 2 VA IR T &

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

WSS IR AT EEYE, P AORE RV T DRI R A7 25 1R, ORI SEER R AR, 2
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

R FAINEEAAT): 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline

Solubility: > 6.25 mg/mL (13.63 mM); ¥ i AR

BT RT3 > 6.25 mg/mL CHRIERAD IR HER .

U 1mL TARRCAH], B 100 uL 62.5 mg/mL I DMSO & W% 400 uL PEG300 ', iR&
B850 B BRI RN 50 pL Tween-80, WA IS ARG HARLMA 450 uL A#EK EHE 1
mL.

AEFREKIMIEH): K 0.9 ¢ SALA, WMET ddH0 JFERZE 100 mL, W] USRS W] ) AR R K
T

L -

EIRF I INEER:  10%DMSO  —  90% Corn Oil

Solubility: > 6.25 mg/mL (13.63 mM); ¥ i A R

BE77 ARG > 6.25 mg/mL CHLATEER AN AP VAR, 07 S8 5280 A WIAE - H BR3P Seie i)
TEREA .

U 1mL TARBCAH], B 100 uL 62.5 mg/mL IS DMSO &N 900 uL FoKihdr, REH
5.
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ALIEVEF RE 1mg 5mg 10 mg 25 mg
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DMSO

1 mM 2.1807 mL 10.9035 mL 21.8069 mL 54.5173 mL
5SmM 0.4361 mL 2.1807 mL 4.3614 mL 10.9035 mL
10 mM 0.2181 mL 1.0903 mL 2.1807 mL 5.4517 mL
15 mM 0.1454 mL 0.7269 mL 1.4538 mL 3.6345 mL
20 mM 0.1090 mL 0.5452 mL 1.0903 mL 2.7259 mL
25 mM 0.0872 mL 0.4361 mL 0.8723 mL 2.1807 mL
30 mM 0.0727 mL 0.3634 mL 0.7269 mL 1.8172 mL
40 mM 0.0545 mL 0.2726 mL 0.5452 mL 1.3629 mL
50 mM 0.0436 mL 0.2181 mL 0.4361 mL 1.0903 mL
60 mM 0.0363 mL 0.1817 mL 0.3634 mL 0.9086 mL
80 mM 0.0273 mL 0.1363 mL 0.2726 mL 0.6815 mL
100 mM 0.0218 mL 0.1090 mL 0.2181 mL 0.5452 mL
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