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Description

AZ9482 jE PARP1/2/6 HI=TEJMH|F], HXf PARP1/2/6 K IC50 {H4r%IA4 1nM. 1nM Al 640

nM,

Cellular Effect

Cell Line Type

HeLa ECso

MCF7 ECso

MDA-MB-468  ECso

OCI-LY 19 ICso

SO ICso

SO ICso

SO ICso

SO ICso

SO ICso

Value

<0.018 M

123 nM

3nM

0.003 uM

0.001 uM

0.001 uM

0.009 uM

0.16 uM

0.64 uM

Description

Inhibition of PARP in human HeLa cells assessed as
induction of centrosome declustering after 48 hrs by
DAPI-staining based image analysis

Inhibition of PARP in multi-drug resistant human MCF7
cells assessed as induction of centrosome declustering
after 48 hrs by DAPI-staining based image analysis
Inhibition of PARP in human MDA-MB-468 cells
assessed as induction of centrosome declustering after 48
hrs by DAPI-staining based image analysis

Cytotoxicity against human OCI-LY 19 assessed as
growth inhibition after 3 days by Alamar Blue assay
Inhibition of full length human PARP1 expressed in
Baculovirus infected Sf9 insect cells using activated
DNA as substrate after 1 hr by streptavidin-horseradish
peroxidase-based luminescence assay

Inhibition of human PARP2 (2 to 583 residues)
expressed in Baculovirus infected Sf9 insect cells using
activated DNA as substrate after 1 hr by
streptavidin-horseradish peroxidase-based luminescence
assay

Inhibition of human TNKSI1 (1001 to 1327 residues)
expressed in Baculovirus infected Sf9 insect cells using
activated DNA as substrate after 1 hr by
streptavidin-horseradish peroxidase-based luminescence
assay

Inhibition of human TNKS2 (667 to 1166 residues)
expressed in Baculovirus infected Sf9 insect cells using
activated DNA as substrate after 1 hr by
streptavidin-horseradish peroxidase-based luminescence
assay

Inhibition of full length human PARP6 expressed in a
Baculovirus infected Sf9 insect cells using activated
DNA as substrate after 1 hr by streptavidin-horseradish

peroxidase-based luminescence assay

In Vitro

AZ9482 TE MDA-MB-468 4Hfi[1] /) EC50 Jy 24 nM[1].
AZ0108 TIHMf] CHK1 F3E(LIFES CHK1 Wik, HBIT MPS JE&K[1].
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Cell Viability Assay[1]
Cell Line: MDA-MB-468 cells.
Concentration: 0-10 pM.
Incubation Time: 3 days.
Result: ECso was 24 nM.

AZ0108 also displays toxicity in vivo, the molecular basis of which is currently undefined, limiting

In Vivo
pharmacological evaluation of AZ0108[1].
o S0
Solvent&Solubility DMSO H I ERIE - 125 mg/mL (277.48 mM; #B 7 Bhi; WIEHI DMSO X 7= i A A . & 5

R, S AT ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.2198 mL 11.0990 mL 22.1981 mL
Stock Solutions 5mM 0.4440 mL 2.2198 mL 4.4396 mL
10 mM 0.2220 mL 1.1099 mL 2.2198 mL

BRI = S TE AN [ A 77 oV AR R PR I I VIS G 48 — LU, WA,
S VR R R 7 o 2R

ik & T A7 75 SRR . -80°C, 6 months; -20°C, 1 month. -80°C f77RT, 1 7E 6 ANH P, -20°C
fETERE, AL LA A PR

YL

ARG SRS 27 2 PG M T AT R

AR VAR TT S S6 %88 In Vitro 77 sURCHIVEE M5 490, FEARVCH I BV 77
——RPRESEIO G R AT ST, VR (68 2 T LRIB AR 40, &M RAE s RS AR, &
WS BIR, 2R A

DA VAU SR 1 T 4 LU R 8 A 7R 7 S TC ) 28 P PR s B FE T R b e BT L T
TG, W7 LOE s FAEn /s 7 i) 7 B

JE

KA AER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: 2.08 mg/mL (4.62 mM); EJhif; #H BhiE

BT RAT3RAG 2.08 mg/mL (K550 B, Bkl T A T 0 IRAN R s i

PL1mL TAEGCAE], B 100 pL 20.8 mg/mL ¥ DMSO fifi&#in#| 400 uL PEG300 ', JBA
¥157; Fi Bk RSN 50 uL Tween-80, JREII5]; SRIGHEAELEIIN 450 L AFHK EEZE 1
mL.

KRR ¥ 0.9 g FAEN, BT ddH.0 FEERZE 100 mL, A LAFS RIS % B 10 A4 B4R K
WL

P -

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

Solubility: 2.08 mg/mL (4.62 mM); &ty 5 WiE

BT ZAT3RAG 2.08 mg/mL (3550 Bk, Bkl T AT 0 IRAN R s i

PL1mL TAEGCAE, B 100 pL 20.8 mg/mL [¥)7 7 DMSO fifi & nF] 900 uL 20% [ SBE-B-CD
A EAOKIE T, BEHA.

2 g SBE-B-CD (B T4Mt B-HMIKS) MREAT 10mL MAEMEKE, SEAeBMEBBEY.

WS

[1]
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WK R N FYAR:  10% DMSO  —  90% Corn Oil
Solubility: > 2.08 mg/mL (4.62 mM); V&1

UET7 TR > 2.08 mg/mL CHEANEEARKD HITE, S5 2556 i HI7E A LR Bh it 1

TR
PL I mL TAEBCAE], HC 100 uL 20.8 mg/mL [{7EH DMSO fig#& i inE] 900 uL Tk, JBEH
2.
SE TR [1]. Ryan T Howard, et al. Structure-Guided Design and In-Cell Target Profiling of a Cell-Active Target
Engagement Probe for PARP Inhibitors. ACS Chem Biol. 2020 Feb 21;15(2):325-333.
T T

TR AR AN [RIA T b BV 8 L P B B RIS 2V — ELICIRIE T, TR ORAT 8 G IR S VR RIS PR ) 7 i 5K

R

BRI ARAE T AR : -80° C, 6 months; -20° C, 1 month. -80° C ffENf, #7E 6 MWL, -20° C fEfER;, 54

LA AR,
ALIEVEF J5ig= 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 2.2198 mL 11.0990 mL 22.1981 mL 55.4951 mL
5mM 0.4440 mL 2.2198 mL 4.4396 mL 11.0990 mL
10 mM 0.2220 mL 1.1099 mL 2.2198 mL 5.5495 mL
15 mM 0.1480 mL 0.7399 mL 1.4799 mL 3.6997 mL
20 mM 0.1110 mL 0.5550 mL 1.1099 mL 2.7748 mL
25 mM 0.0888 mL 0.4440 mL 0.8879 mL 2.2198 mL
DMSO
30 mM 0.0740 mL 0.3700 mL 0.7399 mL 1.8498 mL
40 mM 0.0555 mL 0.2775 mL 0.5550 mL 1.3874 mL
50 mM 0.0444 mL 0.2220 mL 0.4440 mL 1.1099 mL
60 mM 0.0370 mL 0.1850 mL 0.3700 mL 0.9249 mL
80 mM 0.0277 mL 0.1387 mL 0.2775 mL 0.6937 mL
100 mM 0.0222 mL 0.1110 mL 0.2220 mL 0.5550 mL
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