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indicates inhibitory effect. Increased inhibition is marked by a higher °+* designation.
3. Gray "\ refers to compounds which do inhibitory effects on the related isoform, but without specific value.
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Product Mechanisms

Biological Activities

Olaparib (AZD2281, KU0059436) is a selective inhibitor of PARP1/2 with ICso of 5 nM/1 nM, 300-times less

Description

effective against tankyrase-1. Phase 3,
Targets PARP21"! PARP1 1) Tankyrase-11"
ICso 1M 5nM 1.5 uM

In vitro

Olaparib acts against BRCA1 or BRCA2 mutations. Olaparib is not sensitive to tankyrase-1 (ICso >1 M)
Olaparib ablates the PARP-1 activity at concentrations of 30-100 nM in SW620 cells. Olaparib is hypersensitive
to BRCA1-deficient cell lines (MDA-MB-463 and HCC1937), compared with BRCA1- and BRCA2-proficient cell
lines (Hs578T, MDA-MB-231, and T47D). I Olaparib is strongly sensitive to KB2P cells due to suppression of
base excision repair by PARP inhibition, which may result in the conversion of single-strand breaks to
double-strand breaks during DNA replication, thus activating BRCA2-dependent recombination pathways. @

In vitro

Combined with temozolomide, Olaparib (10 mglkg, p.o.) significantly suppresses tumor growth in SW620
xenografts. 1 Olaparib shows great response to Brca1*; p53* mammary tumors (50 mg/kg i.p. per day), with no
response to HR-deficient Ecad; p53" mammary tumors. Olaparib even does not show dose-limiting toxicity in
tumor-bearing mice. © Olaparib has been used to treat tumors with mutant BRCA, such as ovarian, breast and
prostate cancers. Moreover, Olaparib shows selective inhibition of ATM (Ataxia Telangiectasia Mutated)-defi-
cient tumor cells, which indicates to be a potential agent for treating ATM mutant lymphoid tumors.

Features

A potent PARP inhibitor (currently in late stage clinical trials).

Experimental Protocols (Only for Reference)
.-y Kinase Assay: 1"

FlashPlate
assay
(96-well

assay)

To columns 1 through 10, 1 uL of Olaparib (in DMSO) is added, with only 1 L DMSO added to the positive (POS)
and negative (NEG) control wells (columns 11 and 12, respectively) of a pretreated FlashPlate. PARP-1 is diluted
1:40 in buffer (buffer B: 10% glycerol (v/v), 25 mM HEPES, 12.5 mM MgCl, 50 mM KCI, 1 mM DTT, 0.01% NP-40
(v/v), pH 7.6) and 40 pL added to all 96 wells (final PARP-1 concentration in the assay is ~1 ng/pL). The plate is
sealed and shaken at RT for 15 min. Following this, 10 pL of positive reaction mix (0.2 ng/uL of double-stranded
oligonucleotide [M3/M4] DNA per well, 5 M of NAD: final assay concentration, and 0.075 pCi °H-NAD* per well)
is added to the appropriate wells (columns 1-11). The negative reaction mix, lacking the DNA oligonucleotide, is
added to column 12 (with the mean negative control value used as the background). The plate is resealed and
shaken for a further 60 min at RT to allow the reaction to continue. Then, 50 L of ice-cold acetic acid (30%) is
added to each well to stop the reaction, and the plate is sealed and shaken for a further 60 min at RT. Tritiated
signal bound to the FlashPlate is then determined in counts per minute (CPM) using the TopCount plate reader.

In vitro
isolated
enzyme assa

PARP-2 activity is measured using a variation of the PARP-1 assay in which PARP-2 protein (recombinant) is
bound down by a PARP-2 specific antibody in a 96-well white-walled plate. PARP-2 activity is measured following
*H-NAD* DNA additions. After washing, scintillant is added to measure *H-incorporated ribosylations.

Cell Assay: @

Breast cancer cell lines including SW620 colon, A2780 ovarian, HCC1937, Hs578T, MDA-MB-231,

Celllines |10 MB-436, and T47D
Concentrations| 1-300 M
Incubation
7-14 d
Time s
The cytotoxicity of Olaparib is measured by clonogenic assay. Olaparib is dissolved in DMSO and diluted by
Method culture media before use. The cells are seeded in six well plates and left to attach overnight. Then Olaparib is
etho

added at various concentrations and the cells are incubated for 7-14 days. After that the surviving colonies are
counted for calculating the ICso.

Animal Study:

Animal Models| Brcal*; p53* mammary tumors are generated in K14cre; Brca1®; p53° mice.
Formulation | 50 mg/mL stocks in DMSO with 10% 2-hydroxyl-propyl--cyclodextrine/PBS
Dosages 50 mg/kg

Administration|

Administered via LP. injection at 10 pL/g of body weight

Solubility

15% Captisol, 15 mg/mL

* Please note that Selleck tests the solubility of all compounds in-house, and the actual solubility may differ slightly from published values.
This is normal and is due to slight batch-to-batch variations.




[T T pp— DT ) )
Selleckchem com =3

Species

K factor

NCT Numl

Clinical Trial A

Weight (kg)

Body Surface Area (m?)

Baboon  Dog  Monkey

12 10 3
0.6 0.5 0.24
20 20 12

Animal A (mg/kg) = Animal B (mg/kg) multiplied by

(data from

Conversion of Different Model Animals Based on BSA

Rabbit  Guinea pig
1.8 04

0.15 0.05

12 8

Animal B Km

Animal A Km

ials.gov, updated on 2014-11-29)

ber Recruitment Conditions

Germline BRCA1/2 Mutations and|

Sponsor

Rat Hamster Mouse
0.15 0.08 0.02
0.025 0.02 0.007
6 5 3

Start Date Phases

[Collaborators

AstraZeneca|Myriad
Genetics - BRCA

Not yet Relapsed Ovarian Cancer, BRCA Mutation, December
NCT02282020 ve! elapsed Dvarian tancer UIBION - Analysis test for FDA Phase 3
recruiing  Platinum Sensitivity 2014
Premarket Approval
(PMA)
) Phase
NGTo2208375  Reomiing | Ereast CancerlMalignant Female M.D. Anderson Gancer November 15"
it "
UM Reproductive System Neoplasm CenterlAstraZeneca 2014 .
NCT02093351  Recriting  Solid Tumours AstraZeneca September o1

2014

AstraZenecalMyriad

Genetics - BRAC

Not yet
NCT02184195 reir:ie«in Metastatic Adenocarcinoma of the Analysis test for FDA  July 2014 Phase 3
9 Pancreas Premarket Approval
(PMA)
NCT02299999  Recruiting  Metastatic Breast Cancer UNICANCER April2014  Phase 2
A - ewmore
Cl Properties

Molecular Weight (MW) ~ 434.46 Storage 3years -20C Powder
Formula C24H23FN403 6months -80C in DMSO
CAS No. 763113-22-0 Synonyms
DMSO 86 mg/mL (197.94 mM)
Solubility ! vitro Water 0.002 mg/mL (<1 mM)
(25°C) Ethanol <1 mg/mL (<1 mM)
A Invivo 5% Capisol 15 mg/mL.
{ <1 mg/ml means slighly soluble or insoluble.
How to Prepare Stock Solutions
Volume(DMSO) Mass.
Concentraion 1mg 5mg 10mg
1mM 2.3017 mL 115085 mL 230171 mL
5mM 0.4603 mL 2.3017 mL 4.6034 mL
10mM 0.2302 mL 1.1509 mL 2.3017 mL
50 mM 0.0460 mL 0.2302 mL 0.4603 mL

Molarity Calculator

Dilution Calculator

Molecular Weight Calculator

Quick Utility Calculations
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Pan-PI3K Inhibitors
BEZ235
GDC-0941
LY294002
Selective PI3K Inhibitors

Class Ill
Kinases,
Phosphatases
Structural .
’ FYVE Domain] PX Domain
Domains ey
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SGK3

mino Acid

J czca4s32 (p110y)
CAL-101 (p1105)

S

Perifosine

GSK690693

2
DOOONS

Tyrosine Kinases,
GP

Rs,
Oncogenes

Pan-Akt Inhibitors
MK-2206

Selective Akt Inhibitors

A-674563 (Akt1)

CCT128930 (Akt2)

BTK Inhibitors

Ibrutinib
AVL-292
CNX-774
CGI1746

)
O

Growth, Survival, Proliferation,
Differentiation and Migration / Motility

PDK-1 Inhibitors
0OSU-03012
BX-795
BX-912

Rac Inhibitor
NSC 23766

® PI3K Inhibitors

Product Name

S1009 BEZ235 (Dactolisib, Pan
NVP-BEZ235)

S1065 GDC-0941 Pan

S1105 LY294002 Pan

S2226 CAL-101 (Idelalisib,  Selective
GS-1101)

S2247 BKM120 (Buparlisib, Pan
NVP-BKM120)

S$1169 TGX-221 Selective

S2767 3-Methyladenine Pan
(3-MA)

s7356 @) Hs-173 Selective

s7018 @) czc24832 Selective

s7016 () VS-5584 (SB2343)  Pan

Information
Targets p110a
ICso (NM) 4
Targets p110a
ICs (NM) 3
Targets p110a
ICso (UM) 05
Targets p1103
ICso (NM) 25
Targets p110a
ICso (NM) 52
Targets p1108
ICs (NM) 5
Targets Vps34
1Cso (UM) 25
Targets p110a
ICso (NM) 0.8
Targets p110y
ICso (NM) 27
Targets p110a
ICso (NM) 2.6

p1108
75

p1108
33

p110B
0.97

p110B
166

p110y
60

p110B
21

p110y

p110y
75

p110d
0.57

p110y
262

p110y
3

Clinical Data
p110d Phase 2
7
p110d Phase 2
3
FDA Approved
p110d Phase 2
116
p110d Phase 1
2.7

MHCII

Yo'e'
X000

TS

Pan-VEGFR Inhibitors
Axitinib
Nintedanib
Regorafenib
Selective VEGFR Inhibitors
ZM 306416 (VEGFR1)
Cabozantinib (VEGFR2)
SAR131675 (VEGFR3)

ROCK Inhibitors /

Y-27632
Thiazovivin
RKI-1447

e Ca?"

Pan-IKB/IKK Inhibitors
IKK-16
Bardoxolone Methyl
m Selective IKB/IKK Inhibitors
TPCA-1 (IKK-2)

IMD 0354 (IKK-2)

Chromatin
Regulation
* Selective Chk Inhibitors

LY2603618(Chk1)

MK-8776 (Chk1)

CHIR-124 (Chk1)

Pan-Chk Inhibitor
AZD7762

Pan-HDAC Inhibitors
Vorinostat
Entinostat

Panobinostat
Selective HDAC Inhibitors
RGFP966 (HDAC3)
Nexturastat A (HDAC6)
PCI-34051 (HDACS8)

HDAC11]

30

HAT
Mal
MyD8g

2 alXX

5o

DNA Binding

008 8 e e Y

Vorinostat
Entinostat
Panobinostat
. Selective HDAC Inhibitors
RGFP966 (HDAC3)
Nexturastat A (HDAC6)

I I PCI-34051 (HDACB8)
Pan-p38 MAPK Inhibitors
SB203580
m HDACL LY2228820
VX-702
59 Losmapimod
‘ S \@ Selective p38 MAPK Inhibitors

X sEIR‘B 796 I(_paasug
N epinone-| p 1)
@ . @

p53 Activators
JNJ-26854165

PLZF

|
HATs I

T
HDACs

IFNB

Inflammatory Mediators:

Cytokines (IL-6, TNF-a, IFN-B)
Chemokines (Ccl2, Ccl7, Cxcl10)

Pan-HSP Inhibitors
17-AAG
AUY922

G-4
2-Methoxyestradiol

P ther I (eg, Edn-1, MMP9)
17-DMAG

Selective HSP Inhibitor
| VER-50589 (HSP90B)

BAY 87-2243

HIF Inhibitors
FG-4592

® HDAC Inhibitors

Product Name Information
S1074 Vorinostat (SAHA, Pan Targets HDAC
MK0683) ICs (NM)  ~10
O
S1053 Entinostat (MS-275) Pan Targets HDAC1
ICs (UM) 051
O
S1030 Panobinostat Pan Targets HDAC
(LBH589) ICs (M) 5
? S1045 Trichostatin A Pan Targets HDAC
(TSA) ICs (NM)  ~1.8
O
S$1122 Mocetinostat Pan Targets HDAC1
(MGCD0103) ICs (MM)  0.15
O
S2012 PCI-34051 Selective Targets HDAC8
ICs (NM) 10
O
57324 @@ TMP269 Pan Targets HDAC4
ICs (NM) 157
O
S7473 @ Nexturastat A Selective Targets HDAC6
ICs (M) 5
O
57292 (@D RG2833 Pan Targets  HDACL
(RGFP109) ICs (NM) 60

Clinical Data
FDA Approved
HDAC3 Phase 3
1.7
Phase 3
HDAC2 HDAC3 HDAC11 Phase 2
0.29 1.66 0.59
HDAC5 HDAC7 HDAC9
97 43 23
HDAC3
50




Proteasome

Cytokines, UV, E3 Ligase Activators
Inflammatory RING-type

(-)-Parthenolide

j i ibi NSC 207895
E2 Conjugating Inhibitors £3 Ligase Amagonists
BNASYCEJQ,;QOZ;Z JNJ-26854165
J Thalidomide

=0 HECT-type (=D $ @ Nuun s

Stress, LPS

ElAct\valmg Inhlbltor

ATR
AMP+PP|

oL o \&%

PKC Inhibitors Pan-Raf Inhibitors
Enzastaurin Vemurafenib
Smrasélga;arln Sorafenib
Staurosporine Dabrafenib
Quercetin Selective Raf Inhibitors
4 GDC-0879 (B-Raf)
GW5074 (C-Raf)

DUB Inhibitors
PR-619 Degrasyn

Degrasyn

Pan-IkB/IKK Inhibitors

— IKK-16

Pan-Proteasome Inhibitor Bardoxolone Methyl
Oprozomib Selective IkB/IKK Inhibitors

4

Pan-MEK Inhibitors o K ORS(
Trametinib Pan-Bcl-2 Selective Proteasome Inhibitors TPCA-1 (IKK-2)
U0126-EtOH Inhibitors Bortezomib (20S proteasome) IMD 0354 (IKK-: 2)

PD184352 - Carfilzomib (20S proteasome)
Selective MEK Inhibitors - MLN9708 (20S proteasome) Cellular Pathways Assouated with the Proteasome
Selumetinib (MEK1) Selelmgécl ) ONX-0914 (LMP7)
BIX 02189 (MEKS5) 238 MAPKG, 3 (ohibitor = /

ERK Inhibitors ABT-199 (Bcl-2)

NF-«B Inhlbltors

Sodium 4.

sc75'741

Pan-STAT Inhibitor SCH772984 JINK Inhlbliovs Proteasome Broteasqgge Cellular Stress {
SH-4-54 XMD8-92 SP600125 WAF1 CDCZSC (]
Selective STAT Inhibitors FR 180204 A JNK-IN-8 PfOteasome Mdm2 Amagonists Apoptosis
Flg%?rgg{né%ﬂ/;')rl) GDC-0994 JINK Inhibitor IX CDC25 :pDK—cycIm B Nutlin-3
Cryptotanshinone (STAT3) CDK—cycIln A m;ggg?; Pro-survival
CDK—cyclin A ME.Z‘S ég%gtsur ‘ms Pathway
p53 Activators Expregseigﬁ
JNJ-26854165 CDK cyclin D <~
NSC 319726 —Cy
P53 Inhibitors Proteasome
l;l_ffl.ttf;'r[n-a Proteasome CDK—cycIm E Gene
ifithrin-p Pan—pSssglzk&IégBh\hnors Ssirlefcetnce Expression
CDCZSA CDC25C [ ctivators
@ | s
Losmapimod Proteasome Inhibition - ®<_ p53 Inhibitors
Pan-Akt Inhibitors — Selective p38 MAPK Inhibitors Pan-GSK-3 Inhibitors A Pifithrin-a
MK-2206 5 Pan-IKBIILKKKIIrG-thIlors sg;ﬁgzg I(_P(ﬁ?d) CHIR-99021 poptosis /A Pifithrin-p
Perifosine . - - . Proteasome Inhibition — (%)
GSK690693 @ ——— Bardoxolone Methyl SB216763 Proteasome Inhibition m
Selective Akt Inhibitors Selective IKB/IKK Inhibitors CHIR-98014
A-674563 (Akt1) TPCA-1 (IKK-2) Selective GSK-3 Inhibitors
CCT128930 (Akt2) IMD 0354 (IKK-2) TTWS119. (?ggl(:s%)
® Proteasome Inhibitors

® MEK Inhibitors Product Name Information Clinical Data

Product Name Information Clinical Data S1013 Bortezomib Selective  Targets 20S proteasome FDA Approved
(PS-341) K, (nM) 0.6
- ) O
$1008 Selumetinib Selective  Targets MEK1 Phase 3 $2619 MG-132 Selective  Targets 20S proteasome Calpain
S (AZD6244) ICs0 (NM) 14 ICs (NM) 100 1200
O
$1036 PD0325901 Pan Targets MEK Phase 2 S2853 Carfilzomib Selective  Targets 20S proteasome FDA Approved
ICs, (NM) 0.33 (PR-171) 1Cs0 (NM) <5
Q O
S2673 Trametinib Pan Targets MEK1 MEK2 FDA Approved S2181 MLN9708 Selective  Targets 20S proteasome Phase 3
(GSK1120212) 1Cs (NM) 0.92 1.8 ICy, (NM) 3.4
O O
S1102 U0126-EtOH Pan Targets MEK1 MEK1 S2180 Ixazomib Selective Targets 20S proteasome Phase 3
A ICso (NM) 70 60 (MLN2238) ICs (NM) 34
O
S$1020 PD184352 Pan Targets MEK1 MEK2 Phase 2 S7172 ONX-0914 Selective Targets LMP7
&5 (C1-1040) ICs (NM) 17 17 (PR-957) ICey (M) 10
) O
S1177 PD98059 Selective Targets MEK1 S7049 Oprozomib Pan Targets 20S proteasome LMP7 Phase 1/2
1Cso (UM) 2 (ONX 0912) ICso (NM) 36 82
O O
$1531 BIX 02189 Selective  Targets MEKS ERKS S1157 CEP-18770 Selective  Targets 20S proteasome Phase 1/2
S 1Cso (NM) 15 59 (Delanzomib) ICso (NM) 3.8
) O
$2617 TAK-733 Selective  Targets MEK1 Phase 1 s7462 (@D PI-1840 Selective  Targets 20S proteasome
S ICso (NM) 32 ICso (NM) 27
51089 @)  Refametinib Pan Targets MEK1 MEK2 FDA Approved
(RDEA119) ICso (NM) 19 47




Pan-PI3K Inhibitors
BEZ235

GDC-0941
LY294002
Selective PI3K Inhibitors
HS-173 (p110a)
TGX-221 (p110B)
©zC24832 (p110y)
CAL-101 (p1103)

Pan-Akt Inhibitors
MK-2206
Perifosine
GSK690693
Selective Akt Inhibitors

A-674563 (Akt1)
CCT128930 (Akt2)

Cell Cycle
Progression

ErbB-4

Metabolism

Cell Survival

Pan-GSK-3 Inhibitors
I CHIR-99021
SB216763
CHIR-98014
Selective GSK-3 Inhibitors
TWS119 (GSK-3B)
Tideglusib (GSK-38)

Pan-mTOR Inhibitors
KU-0063794
PP242

-
mx
g8 &
B 2
28 3
2z 5
2 g

S6 Kinase Inhibitors |2

BI-D1870 2
PF-4708671 2.
AT7867 e}

J

Protein Synthesis

c-Myc Inhibitor @
10058-F4

ER2

Pan-Raf Inhibitors

Vemurafenib
Sorafenib

Selective Raf Inhibitors
GDC-0879 (B-Raf)
GW5074 (C-Raf)

NRG3 NRG1 BTC HB-EGF EGF TGFa
NRG2 NRG2 ERP  Epiregulin B-Cellulin  Amphiregulin
/ \ .
ErbB-4 ErbB-4 ErbB-: ErbB-3 Er
HER2 ErbB- HER?2 HER2 EGFR

EGFR

Adhesion
Migration

Bcr-Abl Inhi
Imatini
Ponatin
Nilotini
Bafetini
Dasatinib

ooz

CP-724714 (HER2/ErbB2)

Pan-ErbB Inhibitors
atinib
Canertinib
Lapatinib
Zl

AZD8931
lective ErbB Inhibitors
lotinib (EGFR/ErbB1)

Src Inhibitors
Dasatinib
Saracatinib

Bosutinib
KX2-391

FAK Inhibitors

PF-00562271

NVP-TAE226
PF 573228

Receptor
Ubigquitylation

Degradation

A

S

S('e‘leclive mTOR Inh\bho)rs

pamy m
Everolimus (NTORC1)

ERK

® EGFR Inhibitors

Inhibitors
SCH772984
XMD8-92
FR 180204
GDC-0994

Pan-STAT Inhibitor
SH-4-54

S31-201 (STAT3)

(
Cryptotanshinone (STAT3)

Selective STAT Inhibitors
Fludarabine (STAT1)

Product Name

S1023 Erlotinib HCI Selective
(OSI-744)
O - )
S1025 Gefitinib Selective
(zD1839)
Q .
S1011 Afatinib Pan
(BIBW2992)
O
S1019 Canertinib Pan
(C1-1033)
O
S2111 Lapatinib Pan
O
S2727 Dacomitinib Pan
(PF299804)
O
s7207 @D AzD9291 Mutant-
Selective
O
s7284 Q@) co-1686 Mutant-
(AVL-301) Selective

Information
Targets EGFR/ErbB1
ICs (NM) 2
Targets  Tyrll73
(NR6W cells)
ICs (NM) 26
Targets EGFR
(L858R)
ICs (NM) 0.4
Targets EGFR/ErbB1
ICs (NM) 1.5
Targets EGFR/ErbB1
ICs ("M)  10.8
Targets EGFR/ErbB1
ICs ("M) 6.0
Targets EGFR
(Exon 19 deletion)
ICs (NM)  12.92
Targets EGFR
(L858R/T790M)
K (nM) 215

Tyrll73

(NR6WLEGFR cells)
37
EGFR

(w)

0.5
HER2/ErbB2
9

HER2/ErbB2
9.2

HER2/ErbB2
45.7

EGFR
(L858RIT790M)
11.44

EGFR
(wt)

303.3

JNK

Selumetinib (MEK1)
BIX 02189 (MEK5)

JNK Inhibitors

5600125
Inhibitor IX

Tyr992 Tyr992

(NR6WIEGFR cells) (NR6W cells)
37 57

EGFR
(L8SBR/T790M)

10 14

ErbB4
73.7

EGFR

(wo)
493.8

Clinical Data

FDA Approved

FDA Approved

HER2/ErbB2 FDA Approved

Phase 3

FDA Approved

Phase 2

Phase 3

Phase 2

Wnt/beta-catenin
Inhibitors
XAV-939

Pan-Raf Inhibitors
Vemurafenib
Sorafenib
Dabrafenib
Selective Raf inhibitors
GDC-0879 (B-Raf)
GWS5074 (C-Raf)

Growth Factors

Pan-GSK-3 Inhibitors
CHIR-99021
SB216763
CHIR-98014
Selective GSK-3 Inhibitors
TWS119 (GSK-3B)
Tideglusib (GSK-3p)

. Amino
o0, Acids

ERK Inhibitors
SCH772984
XMD8-92

0204
GDC-0994

Pan-PI3K Inhibitors
BEZ235
GDC-0941
LY294002

Selective PI3K Inhibitors

Insulin or IGF
Receptor

HS-173 (p110a)
TGX-221 (p110B)
€2C24832 (p110y)
CAL-101 (p1105)

Ptdins(4,5)P,

PDK-1 Inhibitors
0OSU-03012
BX-795
BX-912
PHT-427

Pan-mTOR Inhibit
AZD8055
KU-0063794
P242
Selective mTOR Inhibitors

Rapamycin (mTORC1,
Everolimus (nTORC1

Pan-MEK Inhibitors
Trametinib
U0126-EtOH

PD184352

Selective MEK Inhibitors

Selumetinib (MEK1)

BIX 02189 (MEK5)
—

AMPK Inhibitor
Dorsomorphin
AMPK Activators

Phenformin

Ptdlns(&),4,5)P3

Secrel}
Vesicle v

A-769662
Acadesine

Glucose

Glycolysis

Pan-mTOR Inhibitors
AZD8055
KU-0063794
PP242

Selective mTOR Inhibitors

Rapamycin (mTORC1,
Everolimus (mTORC1,

Pan-Akt Inhibitors
MK-2206
Perifosine
GSK690693 T
Selective Akt Inhibitors /
A-674563 (Akt1)
CCT128930 (Akt2) T,g,‘gg{'i\o:/

0.9 0
O @
4

S6 Kinase Inhibitors
BI-D1870

PF-4708671
AT7867

Energy

Mitochondria

DNA Damg

p53 Activators
JNJ-26854165
NSC 319726

Pan-PARP Inhibitors
Olaparib
Veliparib

AG-14361 (PARP1)
UPF 1069 (PARP2)
ME0328 (PARP3)

p A{ / Lipid
Selective PARP Inhibitors —| PARY' r’s;?mhesis SREBP, |'>s§’nmes:

Mitochondria
Proliferation
and Function

Gene Expression

Metabolism,

Stress Response,
I Apoptosis

p53 Inhibitors
Pifithrin-a
Pifithrin-p

® mTOR Inhibitors

Product Name

S1039 Rapamycin
(Sirolimus)
S1120 Everolimus
(RAD0O01)
S1555 AZD8055
S1044 Temsirolimus
(CCI-779)
S1226 KU-0063794
S2811 INK 128
(MLN0128)
S1022 Ridaforolimus

(MK-8669)

s7035 (B xL3s88

58050 (B ETP-46464

mTORC1
Selective

mTORC1
Selective

Pan

mTORC1

Selective

Pan

Pan

mTORC1

Selective

Pan

Pan

Information

Targets
1C5 (NM)

Targets
1Cs, (NM)

Targets
1Cso (M)

Targets
1Cso (M)

Targets
1C5 (NM)

Targets
1Cs (NM)

Targets
1Cso (NM)

Targets
1Cs (NM)

Targets
1Csp (NM)

mTOR
0.1

MTOR (FkBP12)
1.6-2.4

mTOR
0.8

mTOR
1.76

mTORC1 mTORC2
~10 ~10

mTOR
0.2

mTOR mTORC1
9.9 8

mTOR
0.6

mTORC2
166

Clinical Data

FDA Approved

FDA Approved

Phase 1

FDA Approved

Phase 1

Phase 3
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PKC Inhibitors
Enzastaurin
Sotrastaurin

Staurosporine
Quercetin

MAP2K

m Neurofilamen

Pan-STAT Inhibitor
SH-4-54

Pan-Akt Inhibitors
MK-2206
Perifosine
GSK690693
Selective Akt Inhibitors
A-674563 (Akt1)
CCT128930 (Akt2)

o
»
»

o

@ g

Sorafenib
Dabrafenib

Pan-MEK

Pan-Raf Inhibitors
Vemurafenib

Selective Raf inhibitors
GDC-0879 (B-Raf)
GW5074 (C-Raf)

Trametinib
U0126-EtOH
PD184352
Selective MEK Inhibitors
Selumetinib (MEK1)
BIX 02189 (MEKS5)

Inhibitors

p:
J

ERK Inhibitors
SCH772984
XMD8-92
FR 180204
GDC-0994

53 Activators
NJ-26854165
NSC 319726

p53 Inhibitors

Pifithrin-a
Pifithrin-p

TPCA-1

Pan-IkB/IKK Inhibitors
IKK-16

Bardoxolone Methy!|
Selective IkB/IKK Inhibitors

IMD 0354 (IKK-2)

Cytokines, UV,

Inflammatory

Stress, LPS

ksl
FIRRY

Pan-Bcl-2
Inhibitors
ABT-737

1-2

P |, 38 MAPKa,B

(IKK-2)

Pan-p38 MAPK Inhibitors
SB203580

LY2228820
VX-702

Losmapimod

Selective p38 MAPK Inhibitors

BIRB 796 (p38a)
Skepinone-L (p38a)

Pan-GSK-3 Inhibitors
CHIR-99021
SB216763
CHIR-98014
Selective GSK-3 Inhibitors

ive Bc
Inhibitor
ABT-199 (Bcl-2)

TWS119 (GSK-3B)
Ti :

(GSK-3B)

® Raf Inhibitors

Product Name

S1267 Vemurafenib
(PLX4032)
O
S$1040 Sorafenib
Tosylate
O
S1152 PLX-4720
O
S2807 Dabrafenib
(GSK2118436)
O
S1104 GDC-0879
O
S2161 RAF265
(CHIR-265)
O
S2746 AZ 628
O
S7108 @ Encorafenib
(LGX818)
O

57397 Q)  Sorafenib

Mutant-targeted

Pan

Mutant-targeted

Mutant-targeted

Pan

Pan

Mutant-targeted

Pan

B-Raf
100

B-Raf
22
B-Raf
(V600E)
13
B-Raf
3.2

C-Raf/B-Raf/B-Raf (v600E)

Information

Targets B-Raf (v600E)

ICs, (NM) 31

Targets Raf-1

ICsp (NM) 6

Targets C-Raf-1
(Y340D/Y341D)

ICs (NM) 6.7

Targets B-Raf (ve00E)

ICs, (NM) 0.8

Targets B-Raf

ICs, (NM) 0.13

Targets

ICs (NM) 3-60

Targets C-Raf-1

ICs, (NM) 29

Targets B-Raf (ve00E)

ECs (\M) 4

Targets Raf-1

ICs (NM) 6

B-Raf (v600E)
34

B-Raf
22

C-Raf
48

B-Raf (vs99e) VEGFR2/FIk1
38 15

B-Raf
160

C-Raf
5.0

B-Raf
105

B-Raf (vs995) VEGFR2/FIk1
38 15

Clinical Data

FDA Approved

FDA Approved

FDA Approved

Phase 2

Phase 3

FDA Approved

CDK

Growth Factor
Receptor ‘\mivation

Dual ATM/ATR Inhibitors

Pan-TGF-beta/Smad Inhibitors Pan-Akt Inhibitors
LDN-193189 MK-2206 Wortmannin

CGK 73
Selective ATM/ATR Inhibitors

LDN-212854 Perifosine
K02288 GSK690693 KU-55933 (ATM)
GF. Selective Akt Inhibitors VE-821 (ATR)

DMHI (ALK2)

A-674563 (Akt1)
SB431542 (ALK5)

CCT128930 (Akt2)

Growth Factor
Withdrawal

N

/I

Pan-GSK-3 Inhibitors
CHIR-99021 Pan-HDAC Inhibitors
SB216763 Vorinostat
CHIR-98014 Entinostat
Selective GSK-3 Inhibitors Panobinostat

Pan-Chk Inhibitor
AZD7762
Selective Chk Inhibitors
LY2603618 (Chk1)

MK-8776 (Chk1)
CHIR-124 (Chk1)

Pan-CDK Inhibitors

Selective HDAC Inhibitors
TWS119 (GSK-3B) RGFP966 (HD, Palbociclib
Tideglusib (GSK-3B) Nexturastat A (HDAC6) Roscovitine
PCI-34051 (HDAC8) Dinaciclib

Selective CDK Inhibitors
XL413 (CDK7)
LDC000067 (CDK9)

3 E2F/DP Target Genes:
Cyclin E/A, E2F-1/2/3,

A |— cdc2, c-Myc, p107,
ON RanGAP, TK, DHFR,
PCNA, H2A, etc.

Pan-Aurora Kinase Inhibitors —
VX-680 Pan-Raf Inhibitors

Vemurafenib

Danusertib r
ZM 447439 \ Sorafenib
Selective Aurora Kinase Dabrafenib
Inhibitors Selective Raf Inhibitors
Alisertib (Aurora A) GDC-0879 (B-Raf)

Barasertib (Aurora B)
MK-5108 (Aurora A)

p21°PZGADD45,
AZD7762 # /
Selective Chk Inhibitors

@~
o
Weel Inhibitor
MK-1775 / GW5074 (C-Raf)

LY2603618 (Chk1) p53 Activators
Bora MK-8776 (Chk1; JNJ-26854165
- CHIR-124 (Chk1) NSC 319726
Pan-FéLK Inrgbnor @ P53 Inhibitors Mdm2 Antagonists
| ibif Pifithrin-a i
Selective PLK Inhibitors| (/A — 53 e Nutlin-3
Volasertib (PLK1) & PS3_Mdm2 Pifithrin-y N3
gé%%sselréleb“(&llﬁll)) \ \ Nuclear Export, Mdm?2 Activator
iquitination NSC 207895

>

ATM/ATR DNA-PK Inhibitors
NU7441
KU-0060648
\ PIK-75
N

Ber-Abl Inhibitors 2
Imatinib Critically Short
Ponatinib Dual ATM/ATR Inhibitors Telomeres
Nilotinib Wortmannin
Bafetinib CGK 733
Dasatinib Selective ATM/ATR Inhibitors
4 KU-55933 (ATM)

Pan-Topoisomerase Inhibitor
Moxifloxacin

Selective Topoisomerase Inhibitors

x Camptothecin (Topo I)
Topotecan (Topo 1)
Doxorubicin (Topo I1)
Etoposide (Topo Il)

VE-821 (ATR)

® CDK Inhibitors

Product Name Information Clinical Data
S1116 Palbociclib Pan Targets CDK4/CyclinD3 CDK4/CyclinD1 CDK6/CyclinD2 Phase 3
HCl ICs (NM) 9 11 15
O
S1153 Roscovitine Pan Targets CDK5/p35 Cdc2/CyclinB CDK2/CyclinA  CDK2/CyclinE  Phase 2
(Seliciclib) ICs (UM)  0.16 0.65 0.7 0.7
O
S2768 Dinaciclib Pan Targets CDK1 CDK2 CDK5 CDK9 Phase 3
(SCH727965) ICs (NM) 3 1 1 4
O
s7547 Q) X413 Selective Targets ~ CDC7 Phase 1/2
(BMS-863233) ICs (NM) 3.4
O
s7461 Q) LDCO00067 Selective  Targets  CDK9
ICso (NM) 44
O
s7320 @D TG003 Pan Targets  Clk1 clk2 Clk4
ICso (NM) 20 200 15




PARP

v
LA

DBD
Nicotinamide /NADH

@

Ribose

ADPR o /o
Units © %

Poly ADP-Ribose Modulate PARP

Activity'
ADP-Ribose
Units

Repair

Enzyme
PARP o

DNA Repair

Viable with
Mutation

+Normal Function  «Loss of Function
*+Cancer

and Non-covalent and

Covalent Modifications
of Various Proteins

Transient Recruitment /

Pan-Topoisomerase Inhibitor
Moxifloxacin
Selective Topoisomerase Inhibitors
Camptothecin (Topo I)
Topotecan (Topo 1)
Doxorubicin (Topo 1)
Etoposide (Topo Il)

% RN

-~ e <«

Znl ZnlINLS Znll BRCT WGR

}, other bNA Low Damage

Growth Factors
Glucose

|t~\\§\i| l\\\m\\

By E A}

Pan- PI3K Inhibitors
BEZ235
GDC-0941
LY294002
Selective PI3K Inhibitors
HS-173 (p110a)
TGX-221 (p110B)
©zC24832 (p110y)
CAL-101 (p1103)

AD Catalytic Domain

%
PARP
DD
/ DNA Damage\

High Damage

Pan-Akt Inhibitors
AMPK Inhibitor MK-2206
Dorsomorphin
AMPK Activators
A-769662

Perifosine
GSK690693
Selective Akt Inhibitors
A-674563 (Akt1)
CCT128930 (Akt2)

Acadesine
Phenformin
Apoptosis
Initiation Event
¥ Pan-mTOR Inhibitors
AZD8055
KU-0063794
PP242
Selective mTOR Inhibitors
Atg4A Rapamycin (mTORCL)
Everolimus (MTORC1)

Caspase-3 Activation
l Modulate PARP ATP / NAD
c;f;;*:ge , Activity Depletion
P {ARP, v\\%kﬁ
&

‘ DNA-PK Inhibitors

NU7441
Apoptosis’ NU7026

Autophagy

Necrosis Pan-PARP Inhibitors
Olaparib
Veliparib

Selective PARP Inhibitors

AG-14361 (PARP1)
UPF 1069 (PARP2)

KU-0060648 ME0328 (PARP3)

PIK-75

/ﬁ

of XRCC1 and DNA ligase Ill to SSBs and repair by BER.

MRE11

G0 — > Genomic maintenance.

Altered in binding during DNA damage and transcription.

DSB repair by NHEJ.

DSB repair by HR and checkpoint activation.

HR and restarting of collapsed replication forks.

Dual ATM/ATR Inhibitors
Wortmannin
733
Selective ATM/ATR Inhibitors
KU-55933 (ATM)
VE-821 (ATR)

Other Unknown Targets

® PARP Inhibitors

Product Name

S1060 Olaparib (AZD2281,
Ku-0059436)
O
$1004 Veliparib (ABT-888)
O
S1098 Rucaparib (AG-014699,
PF-01367338)
O
S$1087 Iniparib (BSI-201)
O
S7048 BMN 673
O
S8038 UPF 1069
O
S4273 @ 3-Aminobenzamide
O

s7438 @) ME0328

Information Clinical Data

Pan Targets PARP1 PARP2 Phase 3
1C5 (NM) 5 1

Pan Targets PARP1 PARP2 Phase 3
Ki (nM) 52 2.9

Pan Targets PARP1 Phase 3
Ki (nM) 1.4

Selective A PARP1 inhibitor with demonstrated effectiveness in Phase 3
triple-negative breast cancer (TNBC).

Pan Targets PARP Phase 3
1C5, (NM) 0.58

Selective  Targets PARP2 PARP1
1C5 (UM) 0.3 8

Pan Targets PARP
Ki (uM) 1.8

Selective Targets PARP3 PARP1
1Cy (UM) 0.89 6.3

JAK

1 JIAKZ

Q 2

ySTATL]STATL

| 1116 " 0o!l
" B sTAT3 B STAT3 Y STATA

ET AT1 LSTATZ

2
@ o
e

AT9283
Selective JAK Inhibitors
AZD1480 (JAK2)
Tofacitinib Citrate (JAK3)

K2l 1Ak R 0

@

2
STAT4,
STATSa) STATS 1A

Pan-JAK Inhibitors TATs2 ) STATSHR
Ruxolitinib

Momelotinib

Pan-STAT Inhlbnor
SH-4-5.

Selective STAT Inh\bnors
Fludarabine (STAT1)
$31-201 (STAT3)
Cryptotanshinone (STAT3)

(STAT X e

™ Y I ILIZ IR “ L3 Suess IL-2 T
sl o D s I.I;\;\g@/,l; ol

FI o . I,
A,

Antiviral, Microbial, Tumor Responses Cell Survival

Th1 Differentiation

Lymphopoiesis  Lymphocyte Differentiation

® JAK Inhibitors

Product Name

Clinical Data

S1378 Ruxolitinib Pan
(INCB018424)
O
S5001 Tofacitinib Citrate Selective
(CP-690550)
O
S2162 AZD1480 Selective
O
S2736 Fedratinib Selective
(SAR302503)
O
S1134 AT9283 Pan
O
S2219 Momelotinib Pan
(CYT387)
O
s7137 @) GLPGO634 Pan
O
sg057 @) Pacritinib Mutant-
(SB1518) targeted
O
s7036 @) xLo19 Selective
O
s7119 @D Gos9re Non-specific

Information

Targets JAK1 JAK2

1Cs, (NM) 313 2.8

Targets JAK3 JAK1 JAK2
ICq (NM) 1 112 20

Targets JAK2
ICs (NM)  0.26

Targets JAK2 JAK2 (v617F)

1C5 (NM) 3 3

Targets JAK2 JAK3 Aurora A/B
ICs (NM) 1.2 11 =8
Targets JAK1 JAK2 JAK3

ICs (NM) 11 18 155
Targets JAK1 JAK2 JAK3

ICs (NM) 10 28 810
Targets JAK2 (ve17r) JAK2 FLT3 (ps3sy)
ECs (nM) 19 23 6

Targets JAK2 JAK1 JAK3

ICso (NM) 2.2 134.3 214.2

A multi-targeted inhibitor of PKC, JAK2 and Flt3.

AbI1 (3151
4

TYK2
116

FLT3
22

FDA Approved

FDA Approved

Phase 1

Phase 2

Phase 2

Phase 3

Phase 2

Phase 3

Phase 1




Akt

PDK-1 Inhibitors Pan-Akt Inhibitors
& MK-2206
Growth Factor Pan-PI3K Inhibitors g;%g Perifosine Pan-mTOR Inhibitors
BEZ235 05U-03012 GSK690693 AZD8055
GDC-0941 PHT-427 Selective Akt Inhibitors KU-0063794
LY294002 S A-674563 (Akt1) © PP242
4 Selective PI3K Inhibitors OO ccT128930 (Akt2) Selective mTOR Inhibitors
KRG Rapamycin (mTORC1)

- Everolimus (mTORC1)
€2C24832 (p110y) e
CAL-101 (p1103) RO ‘,~..

SR

Src Inhibitors
asatinib
Saracatinib
Bosutinib
KX2-391 -
Pan-mA'I'g[I)Ralorghébl!ors Mﬁrgé %%S?r
KU-0063794
PP242 —
Selective mTOR Inhibitors Pan-GSK-3 Inhibitors
Rapamycin (mTORC1) CHIR-99021

Everolimus (nTORC1) cs'_ﬁélgggit

Selective GSK-3 Inhibitors
TWS119 (GSK-3B)
Tideglusib (GSK-3B)

FAK Inhibitors
PF-00562271
PF-562271
NVP-TAE226
PF 573228

S6 Kinase Inhibitors

Cell Survival

BI-D1870 Panl;CIIDbK Ir_\hlwli;tors ycie
L PF-4708671 albocicli iferati 53 Activat
® ROCK Inhibitors AT7867 » R&iﬁﬁﬂ’ge Proliferation pa3Activators
: Protein Selective CDK Inhibitors p,\égtl:niill?izgfs
Synthesis XL413 (CDK7) Pi n-a
LDC000067 (CDK9) Pifithrin-y
Product Name Information Clinical Data Cap-dependent 1 1005674
Translation o
Transcription,
Translation,
S1049 Y-27632 2HCI Pan Targets ROCK1 ROCK2 Cell Cycle
Ki (nM) 140 300
O .
S1459 Thiazovivin Pan Targets ROCK ® Akt Inhibitors
ICs (UM)  ~0.5
O
S1573 Fasudil Non-specific Targets ROCK2 PKA PKG PKC  MHLW Approved Product Name Information Clinical Data
(HA-1077) HCI ICs (MM) 033 1.6 1.6 33
O
S1474 GSK429286A Pan Targets ROCK1 ROCK2 S1078 MK-2206 2HCI Pan Targets Aktl Akt2 Akt3 Phase 2
ICs (M) 14 63 ICs (NM) 8 12 65
O O
S7195 RKI-1447 Pan Targets ROCK1 ROCK2 S1037 Perifosine Pan Targets Akt Phase 3
ICs (NM) 145 6.2 (KRX-0401) 1Cso (UM) 4.7
O
S1113 GSK690693 Pan Targets Aktl Akt2 Akt3 Phase 1
1C5, (NM) 2 13 9
O
S2808 Ipatasertib Pan Targets Aktl Akt2 Akt3 Phase 2
(GDC-0068) ICs (NM) 5 18 8
O
S8019 AZD5363 Pan Targets Aktl Akt2 Akt3 Phase 2
1C5 (NM) 3 8 8
O
S1558 AT7867 Pan Targets Aktl Akt2 Akt3
1C5 (NM) 32 17 a7
O
S2635 CCT128930 Selective Targets Akt2
ICs (NM) 6
O
S2670 A-674563 Selective Targets Aktl
Ki (nM) 11
O
S1117 Triciribine Non-specific Targets Akt FDA Approved
ICs (NM) 130




TGF-beta/Smad VEGFR

Pan-TGF-beta/Smad Inhibitors
LDN-193189

Activin A,B,C TGFB1,2.3 LDN-212854 Pan-VEGFR Inhibitors
K02288 o FAK Inhibitors
Selective TGF-beta/Smad Inhibitors Nintedanib PF-00562271
%8676 6787676787574 47 s s DMH1 (ALK2) BMP2,4 Regorafenib %
HOOQQQQQQQE 00 Selective VEGFR Inhibitors NVP-TAE226

SB431542 (ALK5)

Pan-Raf Inhibitors
ZM 306416 (VEGFR1)
Pan-MEK Inhibitors Vesfg:’a’faefsl"b'h 2 Cabozantinib (VEGFR2)
Trametinib SAR131675 (VEGFR3)

PF 573228

URENRNURHRRRY

IRSEELY)

U0126-EtOH Dabrafenib ) |
. PD184352 SO EhC oavd (BRa % PDK1 Inhibitors
/ Selective MEK Inhibitors P aaro (B.Ra ST 0SU-03012
i Selumetinib (MEK1) (C-Raf) Dasatinib ® g
1[;’;5& /";/"\'IEIL(KL/ BIX 02189 (MEKS) . Saracatinib ~ ity
/ Bosutini
o ¥ Enzastaurin KX2-391 ) ) VE-Cadherin
MAPK Signaling Solrastaurin VT

DO
DN
RO

‘ Pathway 200
! Smad1/5/8 “‘m\
S6 Kinase Inhibitors H VOO :‘\
BI-D1870
: PF-4708671 TR
AT7867 nhibitors
: 86 SCH772984 M Smad1/5/8
- . XMD8-92
; ¢ Ubiquitin Mediated FR 180204
Proteolysis GDC-0994
Pan-Akt Inhibitors
: |\ MKf»2206
e Perifosi
\i Rocszlglg;gltors \ b AN ﬂ\' GSK690693

Thi
1] RKI-1447

DNA Transcription Factors,
DNA l SP1 Co-activators
} i 300 and Co-repressors
i Membrane- iated Focal

@ Gonadal Growth, ‘ P1 ; /\;\ s s @/ j Adnesion(” Pan-p3g MAPK Innibitors

. Embryo Differentiation, DNA A ! i urnove LsYBzzzg:é_réaz%
i Placenta Formation, etc. ) Apoptosis l Gene Transcription @ (22288

¥

y J_ Angiogensis, Extracellular Matrix, Nucleus J ~ Losmapimod
_ _ - @ oua Neurogenesis, Immunosuppression, DNA Selective 38 MAPK Inhibitors
Left-right Axis Getermination, Apoptosis Induction Phospholipase Inhibitor || Actin Polymerization, @ Skej inone-(Lp( 333)1!)
Mesoderm and Endodem 5 { l Varespladib Stress Fiber Formation P P;
y ' '

v r . P
cell | M Osteoblast Differentiation, Cell Proliferation Cell Migration Caspase Inhibitors [ Cell Survival Cell Permeability
ell Cycle Neurogenesis, elnacasan

G1 Arrest Ventral Mesoderm Specification Cell Vascular Development / Angiogensis CaspégaAéciivators

Pan-TGF-beta/Smad Inhibitors
LDN-193189
LDN-212854

K02288
Selective TGF-beta/Smad Inhibitors
DMH1 (ALK2)
SB431542 (ALK5)

ERK Inhibitors
SCH772984
XMD8-92

FR 180204
GDC-0994

Y1319 l Membrane &
\_/® 1 Cell-cell | Iﬂg{:ﬁs j

Cross Talk with Plasma Contacts '

& NO
IAP Inhibitors
Birinapant
GDC-0152
Embelin
BV-6
LCL161

Apoptosis Activator 2

® TGF-beta/Smad Inhibitors
® VEGFR Inhibitors

Product Name Information Clinical Data
Product Name Information Clinical Data
S1067 SB431542 Selective Targets ALK5
ICso (NM) 94 S1119 Cabozantinib Selective  Targets VEGFR2 FDA Approved
@, (XL184) ICs (NM) 0.035
52618 LDN-193189 Pan Targets ALK2 ALK3 O
ICso (NM) 5 30 S1005 Axitinib Pan Targets VEGFR1 VEGFR2 VEGFR3 FDA Approved
O ICs (NM) 0.1 0.2 0.1-0.3
S2230 LY2157299 Selecti Target: TGFBR1/ALK5 Phase 2/3 O
elective Isrg(';:/l) =5 k ase S1046 Vandetanib Selective  Targets VEGFR2 FDA Approved
A 50 & (ZD6474) ICs (NM) 40
S2704 LY2109761 Pan Targets TBRI TBRII $1010 Nintedanib Pan Targets VEGFR1 VEGFR2 VEGFR3 Phase 3
O Ki (nM) 38 300 S (BIBF 1120) ICs (NM) 34 13 13
S1476 SB525334 Selective Targets TGFBR1/ALKS $1178 Regorafenib Pan Targets VEGFR1 VEGFR2 VEGFR3 FDA Approved
ICso (NM) 14.3 A (BAY 73-4506) 1Cs (NM) 13 4.2 46
O )
S7146 @ DMH1 Selective Targets ALK2 S1101 Vatalanib Pan Targets VEGFR1 VEGFR2 VEGFR3 Phase 3
ICs (NM) 107.9 & (PTK787) 2HCI 1Cs (NM) 77 37 660
O ) )
57147 @ LDN-212854 Pan Targets ALKL ALK2 ALK3 ALK4 $1207 Tivozanib Pan Targets VEGFR1 VEGFR2 VEGFR3 Phase 3
ICso (NM) 2.4 13 85.8 2133 O G5 ICs (M) <L 88 =
O S1032 Motesanib Pan Targets VEGFR1 VEGFR2 VEGFR3 Phase 3
s7148 @) ML347 Pan Targets ALK1 ALK2 Diphosphate ICar (NM) ) 3 6
ICso (NM) 46 32 O
O S1164 Lenvatinib Pan Targets VEGFR1 VEGFR2 VEGFR3 Phase 3
57507 () LDN-193189 Pan Targets ALK2 ALK3 (E7080) ICeo (NM) 22 4 5.2
O
A HCl ICy (M) 5 30 s7258 @) sKLB1002 Selective  Targets VEGFR2
$7359 @ K02288 Pan Targets ALK1 ALK2 ALK3 ALK6 ICs (NM) 32
ICso (NM) 1.8 11 34.4 6.4

: o




GSK-3 DNA/RNA Synthesis

Wnt/beta-catenin Dual ATM/ATR Inhibitors
Growth Factors Inhibitors Mdm2 Antagonists W%r(lsr'rza%r%in
- Nutlin-3 - i icati
Nutlin-3a Double-strand Breaks Alkylating Agents Replication]Stress Selective ATM/ATR Inhibitors
YH239.EE \ (e.g. Chloroambucil) ‘ Ku—sggaz( (ATA)A)
- - ibi Mdm2 Activator VE-821 (ATR
Pan-GSK-3 Inhibitors NSG 267895

CHIR-99021

BRCA1
SB216763 PanrAururT/ngge Inhibitors

DNA-PK Inhibitors
7441

el t'CHé%IE%DIli'b't NU Danusertib
©TWs119 (GSK3B) KU-0060648 DA Repalr Inhbitors Selective Autora Kinase
PIK-75 Ber-Abl Inhibitors Gemcitabin Inhibitors

Tideglusib (GSK-3B)

Imatinib Carboplatin
Ponatinib

Nil'olini?)
Dasatinib o

Alisertib (Aurora A)
Barasertib (Aurora B)
MK-5108 (Aurora A)

Pan-PI3K Inhibitors Pan-Akt Inhibitors
BEZ235 MK-2206

GDC-0941 Perifosine
LY294002 GSK690693
Selective PI3K Inhibitors Selective Akt Inhibitors
- A-674563 (Akt1)
CCT128930 (Akt2)

. Pan-PLK Inhibitor
Chromatin BI 2536

Remodelling| seiective PLK Inhibitors
Volasertib (PLK1)
Rigosertib (PLK1)
GSK461364 (PLK1)

Topoisomerase'

Pan-Chk Inhibitor
p53 Activators zDb7762
JNJ-26854165
NSC 319726
53 Inhibitors

Selective Chk Inhibitors
LY2603618 (Chk1)
MK-8776 (Chk1)
CHIR-124 (Chk1)

Pan-PARP Inhibitors Pan-CDK Inhibitors mH @

JNK Inhibitors
SP600125
K 8

Proteasome Pan-JAK Inhibitors \cl)elﬁ‘;:\::g Palbociclib
Rac Inhibitor Ruxolitinib Roscovitine
NSC 23766 Mo)&rjl%lzoégllb Se'icé'_ﬁ;’:frp':gg’;‘)"'s Dinaciclib Cell Cycle Pan-Topoisomerase Inhibitor
Selective JAK Inhibitors UPF 1069 (PARP2) Sae%fﬁg%dwbnms — Selective T"oll;?;wls”oon)::rcége Inhibitors
Pan-GSK-3 Inhibitors PKC Inhibitor AZD1480 (JAK2) ME0328 (PARP3) ( ) ‘Weet Inhibitor Camptothecin (Topo 1)
AL x Enzastaurin Tofacitinib Citrate (JAK3) LDC000067 (CDKI) MKA77S Top: ) (Topopl)
T SB216763 Soé?%lgaglsﬂﬂ Doxorubicin (Topo I1)
Inhibitors CHIR-98014 B-cat - Staurosporine Etoposide (Topo 1)
e et ok = =
LGK674 Tideglusib (GSK-3B)

Wnt-C59 Gene Expression

® DNA/RNA Synthesis Inhibitors

® GSK-3 Inhibitors

Product Name | Information Clinical Data
Product Na Information Clinical Data o o o o o )
S1166 Cisplatin Cisplatin is an inorganic platinum complex, which is able to inhibit DNA synthesis FDA Approved
by conforming DNA adducts.
S2924 CHIR-99021 Pan Targets GSK-3a GSK-3B
(CT99021) HCI ICso (NM) 10 6.7 S1149 Gemcitabine Gemcitabine HCl is a DNA synthesis inhibitor with IC5, of 50 nM, 40 nM, 18 nM FDA Approved
O HCI and 12 nM in PANC1, MIAPaCa2, BxPC3 and Capan2 cells, respectively.
S1075 SB216763 Pan Targets GSK-3a GSK-38
ICs (NM) 34.3 ~34.3 S1214 Bleomycin Bleomycin Sulfate is a glycopeptide antibiotic and an anticancer agent for FDA Approved
O Sulfate squamous cell carcinomas (SCC) with ICs, of 4 nM in UT-SCC-19A cells.
S2745 CHIR-98014 Pan Targets GSK-3a GSK-33
ICso (NM) 0.65 0.58 S1215 Carboplatin Carboplatin is a DNA synthesis inhibitor by binding to DNA and interfering with FDA Approved
O the cell's repair mechanism.
S1590 TWS119 Selective Targets GSK-38
ICs (NM) 30 S1224 Oxaliplatin Oxaliplatin inhibits DNA synthesis by conforming DNA adducts. FDA Approved
O
S2823 Tideglusib Selective Targets GSK-38 Phase 2 S1135 Pemetrexed Pemetrexed is a novel antifolate and antimetabolite for TS, DHFR and GARFT FDA Approved
1Cs (NM) 60 with K; of 1.3 nM, 7.2 nM and 65 nM, respectively.
O
S2729 SB415286 Pan Targets GSK-3a GSK-38 S4288 @ Chloroambucil Chlorambucil is a nitrogen mustard alkylating agent, used in the treatment of FDA Approved
ICs (NM) 78 ~78 chronic lymphocytic leukemia.
O )
S7193 @ 1-Azakenpaullone  Selective Targets GSK-3B 52794® Sofosbuvir Sofosbuvir (PSI-7977, GS-7977) is a HCV NS5B polymerase inhibitor for the FDA Approved
1Cs (NM) 18 (PSI-7977) treatment of chronic hepatitis C virus (HCV) infection.
O
S7435 @ AR-A014418 Selective Targets GSK-38 S7449 @ CRT0044876 CRTO0044876 is a potent and selective APEL inhibitor with ICs, of ~3 uM.
1Cso (NM) 104
O S7470 @ Triapine Triapine is a potent ribonucleotide reductase inhibitor with broad spectrum Phase 2
S7198 @ BIO Pan Targets GSK-3a GSK-38 antitumor activity by inhibiting DNA synthesis.
ICs, (NM) 5 5
O
s7253 @) AzD2ss8 Pan Targets GSK-3
ICy (NM) 68




Bcl-2 c-Met

Dual ATM/ATR Inhibitors p53 Activators
Wortmanni JNJ-26854165
Growth Factors Select ﬂ‘m:ﬁg Inhibit l\égfll 3,13726 c-Met Inhibitors
elective nhibitors nhibitors Crizotinib i
Stress, UV, Viruses U-55933 (AT ppi n-a Foretinib Src Inhibitors
3 5 Dasatinib
VE-821 (ATR) FasL i PHA-665752 SO0 Saracatinib
BMS-777607 SRS WS Bosutinib
QA0 KX2-391
o
DNA Damage m p Pan-p38 MAPK Inhibitors
Inactive 1 . ERK Inhibitors SB203580
BH3-only — ' Active e - e A SCH772984 12228820 Pan-STAT Inhibitor
-only BH3-only ' Pan-STAT Inhibitor =l gy L JMDE02 Loxeroz SH-4-54
- H SH-4-54 . . Losmapimod Selective STAT Inhibitors
PanRtA)(';|=TiI:1'i%t°rs BAD. BID. Selective STAT Inhibitors Bcl-2 . v GDC-0994  JISelective p38 MAPK Inhibitors Fludarabine (STAT1)
Momelotinib b 24125 Fludarabine (STAT1) =] . - BIRB 796 (p38a) 331-201 (STAT3)
AT9283 BIM/BOD, BMF, S31-201 (STAT3) Bel-xL @ Skepinone-L (p38a) Cryptotanshinone (STAT3)
Selit:éi[\ﬁj&!( ‘mi&imrs NOXA, HRK/DP5 Cryptotanshinone (STAT3), )\ i N .
Tofacitinib (JAK3) PUMA/BBC3, Caspase Inhibitors Pan BeL2 Inhibiors @ @ Pan A hbiors
BIK/BLK/NBK enasasa ABT-263 2 > Perifosine
' Casﬁa‘éﬁ?\;mgtors TW-37 o . @ l GSK690693
MULE AC-. Selective Bcl-2 Inhibitor > ¥ — Selective Akt Inhibitors
NF-xB Inhibi Apoptosis Activator 2 ABT-199 (Bcl-2 @ PAK Inhibitors m A-674563 (Akt1)
QNZ - ‘ o0 1PA Pan-PI3K Inhibitors CCT128930 (Akt2)
4-Aminosalicylate | Apoptosis et o 7 \_PF-3758309 J- \ BEZ235
QUEIELY JSH-23 - el et ; ) GDC-0941
Pro-caspase9, Selective Raf Inhibitors -
SC75741 1 P 1 Cytochrome C N-WASP GDC-0879 &B_Ra,, uPA Paxillin ‘ nggaf?zh Bad
R Arp2/3 GW5074 (C-Raf) MMPs FAK Seeﬁg%; 1f1'o'b"°'5 Caspase-9
- Cadherins p27 Fibronectin  Integrins TG,{_221({’,,11,§2,
« Cell Polarity « Proliferation  Cell €ZC24832 (p110y) Survival
m TAP Inhibitors : 1 ® Actin * Cell-cycle Junction CAL101 (p1103)
iri ‘( Cytoskeleton progression * Migration

Birinapant - 0
GDC-0152 Pro-caspase3 © Motility © Invasion
Embelin
BV-6
LCL161
® Bcl-2 Inhibitors ® c-Met Inhibitors
Product Name Information Clinical Data Product Name Information Clinical Data
S1002 ABT-737 Pan Targets Bcel-xL Bcl-2 Bel-w Phase 2 S1068 Crizotinib Non-specific ~ Targets c-Met ALK FDA Approved
ECs, (nM) 78.7 30.3 197.8 (PF-02341066) IC5 (M) 11 24
O O
S1001 ABT-263 Pan Targets Bcl-xL Bcl-2 Bcl-w Phase 2 S1111 Foretinib Non-specific ~ Targets Met KDR Phase 2
(Navitoclax) K (nM) <0.5 <1 <1 (GSK1363089) IC5 (nM) 0.4 0.9
O O
S1057 Obatoclax Selective Targets Bcl-2 Phase 3 S1070 PHA-665752 Selective Targets c-Met
Mesylate K (nM) 220 ICs (NM) 9
O O _
S1121 TW-37 Pan Targets Bel-xL Bcl-2 Mcl-1 $1080 SuU11274 Selective Targets ~ Met
Ki (uM) 111 0.29 0.26 ICs (nM) 10
O O
S8048 ABT-199 Selective Targets Bcl-2 Bcl-xL Bcl-w Mcl-1 Phase 3 S1112 SGX-523 Selective Targets Met Phase 1
(GDC-0199) Ki (nM) <0.01 48 245 >444 IC5 (M) 4
O O
S2812 AT101 Pan Targets Bcl-xL Bcl-2 Mcl-1 Phase 2 S1561 BMS-777607 Non-specific ~ Targets c-Met Axl Ron Tyro3 Phase 1/2
Ki (uM) 0.48 0.32 0.18 o IC5 (M) 3.9 11 18 4.3
S1071 HA14-1 Selective Targets Bcl-2 S1114 JNJ-38877605 Selective Targets c-Met Phase 1
ICso (UM) -9 ICs (NM) 4
O
. S2788 INCB28060 Selective Targets c-Met Phase 1
® Bcl-2 Activator ICo (M) 013
O
S7105 BAM7 Selective Targets Bax S2774 MK-2461 Mutant- Targets c-Met c-Met (m12s0m)  c-Met (v123sp) c-Met (vizson) Phase 1/2
ECs, (M) 33 targeted ICs (NM) 25 0.4 0.5 1
O
S7067® EMD 1214063 Selective Targets c-Met Phase 1
IC5 (M) 4




Topoisomerase Aurora Kinase

A
2XO000 .V.V.V.V.
»

R

Topoisomerase Functions during DNA Replication X
OC D¢

a Replication Elongation
Precatenanes Topo IB, Topo II, Topo IV, -
Topo V, Topo VI, Gyrase |— Rigosertib (PLK1, \‘\
P ':) J GS?<461364E(PLK1;) - - :‘S*‘:‘:
Y

DN

Replisome

Pan-CDK Inhibitors
Palbociclib
Roscovitine
Dinaciclib

Selective CDK Inhibitors
XL413 (CDK7)

LDC000067 (CDK9)

1
Topo II, topo 1V, topo VI

Cul3/KLHL9/KLHL E3 Complex,
Cdc48/p97/Deubiquitiylating Enzyme

b Replication Fork Convergence Positive Supercoils ~=

Hemicatenane Catenated Duplexes

— XK X KK

1
1Topo I, Topo IV, Topo VI
'

CDC14, MKLP2
Transfer of Aurora B/CPC
from Centroemre to
Central Spindle/Midzone

Pan-Chk Inhibitor
AZD7762

Selective Chk Inhibitors

LY2603618 (Chk1)

MK-8776 (Chk1)
CHIR-124 (Chk1) —|m

Topo Il
+ RecQ
(for example,

Pan-Topoisomerase Inhibitor

v o Moxifloxacin Ban-Aurora Kinase Inhibitors "
iye Topoisomerace inibicrs ]
B Topotecan (Topo I Ay
Dgt:‘g::if;“('g;gollljl) Selective Iﬁgrora Kinase
- Inhibitors Targeting of Miotic
, Mitotic Entry ‘ AI'SE”'I?b(A““"a A) Chegck;lao?m Py MKLEQU!%CEQCI26P14'
Centrosome Maturation, B’\i;‘\:(a%elrég (EGL;S?;BAE:) RASSF1A/Syntaxin16,
Topoisomerase Functions during Transcription and DNA Repair Microtubule Remodeling Evl-:,_ BAR?IB,
a Transcription  negative Supercoils EQ5HTJAR2215. @ Intermediate Filaments
Correction of Error in Kinetochore-microtubule Attachment,
Topo 1B, Topo II, Topo IV Mitotic Spindle Checkpoint Activation
Topo V, Topo VI, Gyrase Bi A o - Central Spindle Assembly,
1 ipolar Spindle Formation —————————»  Chromosome-induced 1
RNA Polymerase ' Microwby plEormaton cleavagr%%:;gmggirsessmn,
Pan-Topoi Inhibi . i
O ofioxacin | Topo 1A, Topo I8, Topo I, ® AuroraKinase Inhibitors
Selective Topoisomerase Inhibitors Topo V, Topo VI, (Topo IV)
Camptothecin (Topo I)
Topotecan (Topo 1) >\
Doxorubicin (Topo Il)
Etoposide (Topo Il) Positive Supercoils Product Name Information Clinical Data
b Double-strand-break Repair Topo i
Damage, end-resection. + RecQ (for example, BLM): no chromosome exchange. P Alisertib — = q A A A 3 Ph 2
iserti elective argets urora urora ase
(MLN8237) 1C5 (NM) 1.2 396.5
s O
HJ formation, fill in. l / HJ resolvase (50% outcome): chromosome exchange. S$1048 VX-680 Pan Targets Aurora A Aurora B Aurora C Phase 2
N/ N\ 7\ / \\%, w’ \'Z (Tozasertib, MK-0457) K@ (nM) 0.6 18 4.6
- . A o . O
‘\,/\\\,/\\\'/\‘ INRNINONX S1147 Barasertib Selective Targets Aurora B Aurora A Phase 1
(AZD1152-HQPA) 1C5 (NM) 0.37 1368
® Topoisomerase Inhibitors Q
p S1103 ZM 447439 Pan Targets Aurora A Aurora B
I1Cs (NM) 110 130
O
Product Name Information Clinical Data S1100 MLN8054 Selective Targets Aurora A Aurora B Phase 1
ICs, (NM) 4 172
- ) O
S1208 Doxorubicin Selective Doxorubicin (Adriamycin) is an antibiotic agent that inhibits DNA FDA Approved S1107 Danusertib pan Targets Aurora A Aurora B Aurora C Phase 2
(Adriamycin) topoisomerase Il and induces DNA damage and apoptosis. (PHA-739358) ICso (NM) 13 79 61
S1225 Etoposide Selective Etoposide is a semisynthetic derivative of podophyllotoxin, which inhibits ~FDA Approved O e A A Selecti T g A A A 3 A 8
urora elective argets urora urora urora
DNA synthesis via topoisomerase Il inhibition activity. Inhibitor | I g( M) 24 2400 430
nhibitor 50 (N 4
S1288 Camptothecin Selective Targets Topoisomerase | (Topo I) Phase 2 O
S1154 SNS-314 Pan Targets Aurora A Aurora B Aurora C Phase 1
1Cso (M) 0.68
. Mesylate ICs (NM) 9 31 3
S1231 Topotecan HCI Selective Topotecan is a topoisomerase | inhibitor for MCF-7 Luc cells and FDA Approved O
DU-145 Luc cells with ICs of 13 nM and 2 nM, respectively. S1454 PHA-680632 Pan Targets Aurora A Aurora B Aurora C
S7518 @ Voreloxin Selective Voreloxin is a potent Topoisomerase Il inhibitor with broad-spectrum Phase 2 O . 1Cs (M) & A e
(SNS-595) anti-tumor activity. $2770 MK-5108 Selective Targets Aurora A Phase 1
S7261 @ Beta-Lapachone Selective Beta-Lapachone is a selective DNA topoisomerase | inhibitor, Phase 2 (VX-689) I1Cs (NM) 0.064
exhibiting no inhibitory activities against DNA topoisomerase Il or ligase.




Src

Growth Factors

Pan-p38 MAPK Inhibitors
$B203580 PTK

vx702 QO

O,
LY2228820 |‘
1

‘\ ‘\ A \ Skepinone-L (p38a) .
HOOU

Pan-PI3K Inhibitors
BEZ235

GDC-0941
LY294002

Pan-Akt Inhibitors
MK-2206
Perifosine

Selective PI3K Inhibitors
GSK690693
Selective Akt Inhibitors
Kt1)

Akt GrbZISOS
/\ p38 MAPK
CCT128930 (AK2)

doxolone Methyl
SelecllvecIKBIIKK Inhibitors

IMD 0354 (||<|< )

NF-kB Inhibitors

Sodium 4-Aminosalicylate

Pan-STAT Inhibitor
SH-4-54

DA S'C ‘"h'b'[ors Selective STAT Inhibitors
Los MRS osainil, | Fiudarabine (STATT)
P SEIIIEREA sccciive p3s MAPK. hibitors %\“‘ Bos tinib 201 ( ) s
LAQQRK .‘t‘ w BIRB 796 (p38a) ‘1\\}\“‘“ L
‘ pFeCO0C .v-v.v;‘:\\‘\‘\“}\“ R‘\

JNK Inhibitors

SP600125 m

JNK Inhll'mor 1X

Pan-Raf Inhibitors
Vemurafenib
Sorafenib

Dabraf:
Se\ecuve Raf Inh\bllors
GDC

Swia0ga (e

FN1
|:| Integrln

VO
FAK Inhibitors o0

PF-00562271
ml— PF-562271
NVP-TAE226
PF 573228

EED

SC75741

ERK Inhibitors
SCH772984
XMD8-92
FR 180204
GDC-0994

Selumetinib (MEK1)
BIX 02189 (MEKS5)

Motility / Migration / Invasion

p38 MAPK

® Src Inhibitors

Product Name Information Clinical Data
S1021 Dasatinib Non-specific ~ Targets Src Abl c-Kit FDA Approved
ICs (NM) 0.8 0.6 79
S1006 Saracatinib Non-specific ~ Targets c-Src Lck c-Yes Lyn Phase 2/3
(AZD0530) ICs (NM) 2.7 <4 4 5
S1014 Bosutinib Non-specific ~ Targets Src Abl FDA Approved
(SKI-606) ICs (NM) 1.2 1
S7008 PP2 Non-specific ~ Targets Lck Lyn
ICs (NM) 4 5
$2202 NVP-BHG712 Non-specific ~ Targets c-Src c-Raf c-Abl
ICs (NM) 1266 395 1667
S7060 PP1 Non-specific ~ Targets Lck Lyn
ICs (NM) 4 5
S2700 KX2-391 Selective The first clinical Src inhibitor. Phase 2
S7565 @ WH-4-023 Non-specific ~ Targets Src Lck
ICso (NM) 6 2

Pan-GSK-3 Inhibitors
CHIR-99021
SB216763
CHIR-98014
Selective GSK-3 Inhibitors
TWS119 (GSK-3B;
Tideglusib (GSK-38)

ERK Inhibitors
SCH772984

FR 180204
GDC-0994

Pan-MEK Inhibitors
Trametinib
U0126-EtOH
PD184352

Selective MEK Inhibitors

Selumetinib (MEK1)

BIX 02189 (MEKS)

Wnt/beta-catenin
Inhibitors
XAV-939 Pl
ICG-001
LGK-974

Growth Factors  Environmental

Stress Inflammatory

Cytokines

Pan-Akt Inhibitors
MK-2206
Perifosine

GSK690693
Selective Akt Inhlbllovs

CCT128930 (Akl%)

Pan-p38 MAPK Inhibitors
$B203580
LY2228820

Losmapimod
Selective p38 MAPK
Inhibitors

BIRB 796 (p38a)
Skepinone-L (p38a)

spholipase Inhibitor
ar

IWP-2
/ Wnt-C59

Lyo0)

NF-kB Inhibitors
ONZ

NSC 319726
p53 Inhibitors
Pifithrin-a
Pifithrin-p

p53 Activators > m /’@
JNJ-26854165 p38 MAPKa,B

JSH-23
SC75741

P

Selecllve STAT Inhlb\lovs
Fludarabine (STAT1)
S31-201 (STAT3)
Cryptotanshinone (STAT3)

® p38 MAPK Inhibitors

Product Name

S1076 SB203580
S1574 BIRB 796
(Doramapimod)
S1077 SB202190
(FHPI)
S1494 LY2228820
S6005 VX-702
S2726 PH-797804
S1458 VX-745
S7215 @ Losmapimod
(GW856553X)

s7214 @)  Skepinone-L

Information
Pan Targets p38 MAPK PKB
1Cy (UM) 0.3-0.5 3-5
Selective Targets p38a MAPK
Kq4 (M) 0.1
Pan Targets p38a MAPK p38B MAPK
1C5 (NM) 50 100
Selective Targets p38a MAPK
ICq, (NM) 7
Selective Targets p38a MAPK
1C5 (NM) 4-20
Pan Targets p38a MAPK p38B MAPK
1Cq, (NM) 26 102
Selective Targets p38a MAPK p38B MAPK
1C5 (NM) 10 220
Pan Targets p38a MAPK p38B MAPK
PK; 8.1 7.6
Selective Targets p38a MAPK
1C5 (NM) 5

== -

Clinical Data

Phase 1/2

Phase 2

Phase 2

Phase 3




ATM/ATR Wnt/beta-catenin

Whnt/beta-catenin . .
Inhibitors Activated Canonical Wnt

XAV-939 Signaling

Dual/glM/ATR Inhibitors
ortmannin - i
CGK 733 DNA Double Strand Breaks, Activated Non-canonical

Selective ATM/ATR Inhibit .
elee “ﬁ)-swaa (AT&)I tors Replication Stress, UV _
I Frizzled

Inactivated Wnt Signaling

DNA Double Strand Breaks

VE-821 (ATR)

Pan-Chk Inhibitor
AZD7762
Selective Chk Inhibitors
* LY2603618 (Chk1) ¥ DO el
MK-8776 (Chk1) ¥
m: CHiRlzalchk) | ® : Seleansv_s;;z.(réﬂggmms

i \ TGX-221 (p110p)
I’ €ZC24832 (p110y)
CAL-101 (p1108)

Y
» d1k Pan-PI3K Inhibitors
BEZ235

p53 Activators
JNJ 26854165
NSC 319726
p53 Inhibitors
Pifit

/ Pan-CDK Inhibitors . Sre Inhloitors
m a—{ Mdm2 Antagonists Palbociclib Pan-GSK-3 Inhibitors Saracatinib
Nutlin-3 Roscovitine @ CHIR-99021 Bosutinib
«~ Nutlin-3a Dinaciclib SB216763 KX2-391

@ YH239-EE Selective CDK Inhibitors CHIR-98014

* Mdm2 Activator XL413 (CDK7) Selective GSK-3 Inhibitors
NSC 207895 LDCO000067 (CDK9) TI‘WSI"?b(?GSSK&’g )
@ ideglusi -

o dh e |
nhibitors

l ‘ JNK Inhibitors
S};’\&O%ZBS Pan-CDK Inhibitors
" i -IN- - ibi
Ao
Gl S G2 M Selective PDE Inhibitors RO.SCO‘.’“I'.ES
Pimobendan (PDE3) Dinacicli

Roflumilast (PDE4) o0 — — ") Selective CDK Inhibitors
Tadalafil (PDE5) XL413 (CDK7) -
PF-2545920 (PDE10A) LDC000067 (CDK9) pR3Adivators

® ATM/ATR Inhibitors | \

NSC 319726
p53 Inhibitors
Pifithrin-a
Pifithrin-p

Cell Fate:
Proliferation,
Differentiation,

Product Name Information Clinical Data

Pan-p38 MAPK Inhibitors N
SB203580 Cell Fate: Adhgsmn and
S1092 KU-55933 (ATM Selective Targets ATM vazfgzaszzo Proliferation, Survival
Kinase Inhibitor) 1Cs, (NM) 12.9 Losmapimod Differentiation, Pan-Proteasome Inhibitor
O Selective p38 MAPK Inhibitors Adhesion and . zomib
. BIRB 796 (p38a) Survival Selective Proteasome Inhibitors
S1570 KU-60019 Selective Targets ATM Skepinone-L (p38a) Bortezomib (20S proteasome)
CWNo708 (303 proteasome)
O 1Cso (NM) 63 ONX-0914pﬂP7)
S8007 VE-821 Selective Targets ATR
ICs (M) 26 ® Wnt/beta-catenin Inhibitors
O
S1009 BEZ235 (Dactolisib, Non-specific Targets ATR PI3Ks mTOR Phase 2
NVP-BEZ235) 1Cso (NM) 21 4-75 6 Product Name | Information Clinical Data
O
S2758 Wortmannin Non-specific Targets ATM ATR
ICso (NM) 150 1800 S1180 XAV-939 Selective inhibitor of Wnt/B-catenin-mediated transcription through tankyrase1/2 inhibition
O with ICs, of 11 nM/4 M.
S7136 CGK 733 Pan Targets ATM ATR O
ICeo (NM) 200 200 S2662 ICG-001 ICG-001 antagonizes Wnt/B-catenin/TCF-mediated transcription and specifically binds to
O * element-binding protein (CBP) with IC5, of 3 uM.
S2245 CP-466722 Selective Targets ATM O L . . . .
ICs (NM) 210 S7086 IWR-1-endo A Wnt pathway inhibitor with I1Cs, of 180 nM, induces Axin2 protein levels and promotes
O * B-catenin phosphorylation by stabilizing Axin-scaffolded destruction complexes.
. i O
S7102 @ VE-822 Selective Ergetiﬂ /;;R S7037 Wnt-C59 (C59) A PORCN inhibitor for Wnt3A-mediated activation of a multimerized TCF-binding site
O s0 (1M) driving luciferase with ICs, of 74 pM.
) O
S7050 @ AZ20 Selective Targets ATR S7096 KY02111 KY02111 promotes differentiation of hPSCs to cardiomyocytes by inhibiting Wnt signaling,
A ICs (NM) 5 may act downstream of APC and GSK3B.
" Q
$8050 @ ETP-46464 Non-specific Targets ATR ATM mTOR S7143 @ LGK-974 A potent and specific PORCN inhibitor, and inhibits Wnt signaling with ICs, of 0.4 nM. Phase 1
ICso (NM) 14 545 0.6 O
S7484 @ FH535 A Wnt/B-catenin signaling inhibitor and also a dual PPARy and PPARS antagonist.
O
S7490 @ WIKI14 A novel Tankyrase inhibitor with ICs; of 15 nM for TNKS2, and leads to inhibition of
Whnt/beta-catenin signaling.
O
s7301 @) wP-Le Anhighly potent Porcn inhibitor with ECy of 0.5 nM.




Microtubule Associated Bcr-Abl

Wnt/beta-catenin -
Ber-Abl i f f f i
h Pan-PI3K Inhibitors QR{}?‘%Q imatinib Coiled-coil Domain Kinase Domain
Growth Factors BrEzss. - _ ; 1CG-001 ‘Nilotinib’ | BCR I ABL )
LY204002 Pan-GSK-_S Inhibitors LGK-974 ! 1 PaanIB?:ézlzr\;éblturs

Dasatinib Dimerization 1

-17: k) ( * GDC-0941
TGX.221 [p1104) » CHIR-98014 I — j Cytoskeletal [~] UY204002
CCZELZ_‘:%?IZ“()I:‘B%V)) TWS119 (CSK-36) Pan-Raf Inhibitors Eioteins * s PIS(K e "
Vemurafenib

Sorafenib N CBL CRK|

Dabrafenib m e
Selective Raf Inhibitors @ GAB2 ™ K Altered Adhesion / Motility
GDC-0879 (B-Raf)
GW5074 (C-Raf)

ROCK Inhlbnurs Pan-Akt Inhibitors
MK-2206

Thlazovlvln Hiapet
RKI-1447 Pe”msmgea

906!
Selective Akt Inhibitors
A-674563 (Akt1)
CCT128930 (Akt2)

Pan-Akt Inhibitors ‘__/
MK-2206 BAD

Penfoslne
690693

Pan-JAK Inhibitors
Ruxolitinib
Momelotinib

Selecnve Akt Inhibitors

AT9283 i A-674563 (Aktl) B
Selective JAK Inhibitors . CCT128930 (Akt2) BAD

Pan-CDK Inhibitors

Palbociclib AZD1480 (JAK2)
Roscovitine Tofacitinib (JAK3)
Dinaciclib

Pan-MEK Inhibitors

Trametinib
U0126-EtOH p7OSGK 4EBPL g
PD184352

Selective CDK Inhibitors E
XL413 (CDK7)

LDC000067 (CDKS) — —
w A Activation of | selective MEK Inhibitors ¥ [ Pa""“;?&g‘ggb“"'s
@ Downstream sgl')‘g’ggﬁl'g;b( "é'f('g)) it Sl KU-0063794
Targets rotein Synthesis

Pan-STAT Inhibitor . S6 Kinase Inhibitors \ 5%':32,“,?,’;‘.?5'7"6‘;'{"&‘?'5
SH-4-54 BI-D1870 {

- T
ERK Inhibit Everolimus (nTORC1
(772984 ' PF-4708671
. AT7867

SCl
XMDB 92

FR 180204
GDC-0994

Selective STAT Inhibitors
Fludarabine (STAT1)
S31-201 (STAT3)
Cryptotanshinone (STAT3)

’

FR 180204
GDC-0994

Pan-Bcl-2 Inhibitors
ABT-737
ABT-263

SCH772984
\J Proliferation

* wth
@ Promotlng Plus End
Proteins

TW-37
Selective Bcl-2 Inhibitor
ABT-199 (Bcl-2]

Pan-STAT Inhibnov ‘ ,/ o Transcription :
@@ " . Survival
Select\ve STAT Inhlbltors mT +/I5eES?gb(i?irzci)r\¢Sh L MT Stability SreInhibitors Proliferation i
Fludarabine (STAT1) _[Catastrophe LT . Delvery to Saacnitty and Survival (c.yc Inhibitor R
S31-201 (STAT3) - POlymeﬂzallon MT Plus Ends Bosutinib 1005
Cryptotanshinone (STAT3)) KX2-391

Pan-Aurora Kinase Inhibitors
VX-680 Ponatinib

D rtib A @ © onatin s
B “Dynamic - R @ ® Bcr-Abl Inhibitors
Selective Aurora Kinase Inhibitors Microtubules’ Dasatinib
Alisertib (Aurora A) |
e A Pracy
- - Focal Adhesions .No. Product Name Information Clinical Data
icrotubule Associated Inhibitors
Docetaxel
Vincristine
$1026 Imatinib Mesylate  Non-specific Targets  v-Abl c-Kit PDGFR FDA Approved
. . . (STI571) ICs (NM) 600 100 100
@® Microtubule Associated Inhibitors O
S1490 Ponatinib Non-specific Targets Abl PDGFRa VEGFR2  FGFR1 FDA Approved
(AP24534) ICs (NM)  0.37 1.1 15 2.2
Product Name | Information Clinical Data O
S1033 Nilotinib Selective Targets Bcr-Abl FDA Approved
i ) . X . ) (AMN-107) ICs (NM) <30
S1150 Paclitaxel A microtubule polymer stabilizer with ICs, of 0.1 pM in human endothelial cells. FDA Approved O
O - g -
S1148 Docetaxel An inhibitor of depolymerisation of microtubules by binding to stabilized FDA Approved S1369 Batetinib Non-specific Targets Abl bn Phase 2
A (INNO-406) ICq (NM) 5.8 1.9
microtubules. O
O ini Non-specific
S1241 Vincristine An inhibitor of polymerization of microtubules by binding to tubulin with I1Cy, of FDA Approved izl Ressti bect TEEEE R g (REEATEYEd
ICs (M) <1 0.8
32 uM. O
O . : 5 . 5
51364 Epothilone B A Taxol-like microtubule-stabilizing agent with EC, 0, of 1.8 uM. Phase 2 52634 DCC-2036 Mutant Targets  U-ADbI1 aive) p-ADIL(ratve) - AbIl isser) - p-ADIL a1y Phase 1
(Rebastinib) targeted ICs, (NM)  0.75 2 1.4 4
(EPO906) O
Q S2899 GNF-2 Selective Targets Bcr-Abl Bcer-Abl
S1165 ABT-751 ABT-751 (E7010) binds to the colchicine site on B-tubulin and inhibits Phase 1/2 J (SUP-B15 cells) (K562 cells)
(E7010) polymerization of microtubules. O ICs (NM) 268 273
O
S7494® INH6 A potent Hec1 inhibitor, which specifically disrupts the Hec1/Nek2 interaction and S7194 GzD824 Mutant- Targets Abl Abl (Q252H) Abl e2s5¢)  Abl (m3s1m)
causes chromosome mis-alignment. targeted ICs (NM)  0.34 0.15 0.27 0.29
O O
S7493® INH1 A cell-permeable Hecl inhibitor, which specifically disrupts the Hec1/Nek2 S7269 @ PD173955 Non-specific Targets Ber-Abl Src
S interaction. ICs (NM)  1-2 22
O
S4269® Vinorelbine A semi-synthetic vinca alkaloid, and inhibits mitosis through interaction with FDA Approved 37526 @ GNF-5 Selective Targets  Ber-Abl
Tartrate tubulin. ICs (NM) 220
O
S7497® CK-636 An Arp2/3 complex inhibitor with ICy, of 4 pM, 24 uM and 32 pM for inhibition of
actin polymerization induced by human, fission yeast and bovine Arp2/3
O complex, respectively.
S7336® CWO069 An allosteric, and selective inhibitor of microtubule motor protein HSET with I1Cs, of
75 pM, significant selectivity over KSP.




HSP (e.g. HSP90)

Fas, TRAIL

Pan-Akt Inhibitors
MK-2206
Perifosine
GSK690693
Selective Akt Inhibitors
A-674563 (Akt1)
CCT128930 (Akt2)

FKHR

Pro-apoptotic Genes

Pan-PI3K Inhibitors
BEZ235
GDC-0941

LY294002
\ Selective PI3K Inhlbltors

HS-17: s
10%231 (p 0B)
€2C24832 (p110

CAL-101 (p

1105‘?

DNS

Nucleus

p53 Activators
JNJ 26854165
NSC 319726
p53 Inhibitors
Pifithrin-a

DO

Pifithrin-p » DO

MBS e NN N

Fragmentation

@D

Pan-HSP Inhibitors
17-AAG

Ganetespib

VER 50589 (HSP90B)

Hsp90 Hsp70

Caspase- dependent
Apoptosis

-
P inTcveod

] Mitochondria
AUY922 D [ ros
17-DMAG @

Selective HSP Inhibitor /@

ABT-
@ Apaf-L TW-37
\/ Selegtive Bel-2 Inhibitor
Caspase9 ABT-199 (Bcl-2)

Z-VAD-FMK
Caspase Activators

Apoptosis Activator 2

Caspase Inhibitors
Caspases elnacasan

)

Pan-Bcl-2 Inhibitors
BT-737
ABT-263

® HSP (e.g. HSP90) Inhibitors

Product Name Information Clinical Data
S1141 17-AAG Pan Targets HSP90 Phase 2
(Tanespimycin) C,, (NM) 5
S1069 AUY922 Pan Targets HSP90a HSP90B Phase 2
(NVP-AUY922) C,, (NM) 13 21
S1142 17-DMAG Pan Targets HSP90 Phase 2
(Alvespimycin) HCI 1Cs (NM) 62
S1159 Ganetespib Pan Targets HSP90 Phase 3
(STA-9090) ICs, (NM) 4
s7450 () VER-50589 Selective  Targets HSP90B
1Cso (UM) 21
s7340 @) CH5138303 Pan Targets HSP90
K4 (NM) 0.48
S8039 @ PU-H71 Selective  Targets HSP90 Phase 1
ICs (NM) 51
s7282 () NMs-E973 Pan Targets HSP0
DCs, (nM) <10
s7458 @) VER-49009 Selective  Targets HSP90B
ICs (NM) 47
® HSP70 Activator
S1052 Elesclomol Activator A novel potent oxidative stress inducer that induces Phase 3
(STA-4783) Hsp70 RNA levels.

BTK

LY2228820
VX-702
Losmapimod

Pan-p38 MAPK Inhibitors
SB203580

Selective p38 MAPK Inhibitors
BIRB 796 (p38a)
Skepinone-L (p38a)

BCR Antigen

Fostam: b
PRT062607
GS-9973

NF-xkB

Pan-PI3K Inhibitors
BEZ235

GDC-0941

LY294002
Select\ve P|3K Inhibuors

Crosaman (p
CAL-101 (p1

Sodium 4-Aminosalicylate
SC75741

9B)

13&’

BTK Inhibitors
Ibrutinib
AVL-292
CNX-774
CGI1746

JNK Inhibitors
SP600125

JINK Inhibitor IX

CXCL13/CXCR5
Interaction

ERK Inhibitors
SCH772984
XMD8-92
FR 180204
GDC-0994

® BTK Inhibitors

Product Name

Information

$2680
O

s1173 (D
O

s7257 (@D
O

s7051 (D

Ibrutinib
(PCI-32765)
AVL-292

CNX-774

CGI1746

Non-specific

Selective

Selective

Selective

Targets
ICso (NM)

Targets
I1Cs, (NM)

Targets
I1Cs, (NM)

Targets
ICs (NM)

BTK
0.5

BTK
<0.5

BTK
<1

BTK
19

BLK
0.5

Clinical Data
Bmx CSK FDA Approved
0.8 2.3

Phase 1




Androgen Receptor

Pan-HSP Inhibitors
17-AAG

AUY922
Ganetespib
17-DMAG
Selective HSP Inhibitor
VER-50589 (HSP90B)

<

:’\\t\ An‘dvro

Pan-Proteasome Inhibitor
[Selective Proteasome Inhibitors
Bortezomib (20S proteasome]

Carfllzomlbjzos proleasomei
%l,t\)&( 0S proleasome)

Caspase3 g AR
DZ D radation Mgl

ndrogen

[Androgen Receptor Antagonists
Enzalutamide
Bicalutamide

Galeterone

AZD3514
Androgen Receptor Agonist
Andarine

Caspase Inhibitors
elnacasan
Z-VAD-FMK
Caspase Activators
PAC-1

Apoptosis Activator 2

E AR b
26S
Proteasome

@

PRKl

S1P Antagonist
Fingolimod

Pan-PI3K Inhibitors
BEZ235

GDC-0941

PKC Inhibitors

Staurosp

e
Quercetin

Pan-Akt Inhibitors
MK-2206

Perifosine
690693

Se\ecuve Akt Inhibitors

A-674563 (Akt 1%
CCT128930 (Akt2)

LY294002
Selective PI3K Inhibitors

Pan-Raf Inhlblmrs
Vene I

Dabraf
Selective Raf Inhlbllors
GDC-0879 &B -Raf)
Raf)

GW5074 (¢

BAD, Pan-BcI-Z Inhibitors
ABT 263

Pan-MEK Inhibitors
Trametinib

Selective MEK Inhibitors
RMSRIS Selumetinib (MEK1)
BIX 02189 (MEKS)

PKA Inh\hltors
A 74563

Actlve

u|
RANBP9

| Apoptosis

Adenylate Cyclase Activator
Forskolin

Selectlve Bcl 2 Inhlbllor
ABT-199 (Bcl-2)

Cell Survival and
Cell Growth

Src Inhibitors
Dasal

EFCABG
L

% tﬂb/@

Androgen
Cyclln -D1 M HBO
Calreticulin 'Smad3 I—

LCREE

Pan-TGF-beta/Smad Inhibitors
LDN-193189
LDN-212854

e bSUMO, NF-kB c-Jun_c-Fos_SRF SP1_EIK: GFKozzsa
Inhibit
XAV/939 DMH1 (ALK2)
1CG-001 SB431542 (ALK5)
LGK-974
IWP-
Wnt-C59

@® Androgen Receptor Inhibitors | Antagonists | Modulators

Product Name Information Clinical Data
S1250 Enzalutamide Selective Targets Androgen Receptor FDA Approved
(MDV3100) <o (NM) 36
O
S1190 Bicalutamide Selective Targets Androgen Receptor FDA Approved
IC,, (M) 0.16
O
S2840 ARN-509 Selective Targets Androgen Receptor GABA, Receptor Phase 3
ICs0 (NM) 16 3000
O
S2803 Galeterone Non-specific Targets Androgen Receptor CYP17 Phase 2
ICs, (NM) 384 300
O
S1908 Flutamide Selective Targets Androgen Receptor FDA Approved
K, (nM) 55
O
S2042 Cyproterone Selective Targets Androgen Receptor EMA Approved
Acetate 1Cso (NM) 7.1
S1174 MK-2866 Selective Targets Androgen Receptor Phase 3
(GTx-024) K, (nM) 3.8
® Androgen Recepter Agonist
S1140 Andarine Selective Targets Androgen Receptor Phase 3
K, (nM) 4

PDGFR

PDGFAA

Pan-PDGFR Inhibitors
Imatinib
Crenolanib

Sunitinib (PDGFR
TSU-68 (PDGFRB)

PKC Inhibitors
Enzastaurin
Sotrastaurin

Go 6983

Staurosporine

Quercetin

Fludarabine (STAT
S31-201 (STAT3)

PDGFCC

Yo',
-'..’-‘ v
--.

SIS

PDGFAB

~
l‘ C' .' .'

Y579
Y581

Src Inhibitors

Dasatinib

Saracatinib
Bosutinib
K 2 391

Y716 @
7 > T
= V763 @

Y771 @@

Pan-MEK Inhibitors
nib

Trameti
U0126 EtOH

Seleclive MEK Inh\bilors

Selumetinib (MEK1)
BIX 02189 (MEKS5)

Selective STAT Inhibitors

1)

Cryptotanshinone (STAT3)

AP-1 I ™ Expression

PDGFBB

Pan-Raf Inhibitors
Vemurafenib
Sorafenib
Dabrafenib
Se(\}ecllve Raf Inh\bltors
GW5074 (& Raf)

® PDGFR Inhibitors

Product Name

Clinical Data

51042
O

$2475
O

S2730
O

S1536
O

52622
O

51470
O

$1005
O

$1010
O

$1064

Sunitinib Malate

Imatinib (STI571)

Crenolanib
(CP-868596)

CP-673451

PP121

TSU-68
(SU6668, Orantinib)

Axitinib
Nintedanib

(BIBF 1120)

Masitinib
(AB1010)

Selective

Pan

Pan

Pan

Selective

Pan

Pan

Information

Targets PDGFRB
ICso (NM) 2

Targets PDGFR
ICq, (NM) 100
Targets PDGFRa
Kqg (NM) 2.1
Targets PDGFRa
ICq, (NM) 10
Targets PDGFR
ICso (NM) 2

Targets PDGFRB
K; (nM) 8
Targets PDGFRB
ICso (NM) 1.6
Targets PDGFRa
ICs (NM) 59
Targets PDGFRa
ICso (NM) 540

c-Kit
100

PDGFRp
3.2

PDGFRp
1

p110a
52

c-Kit
1.7

PDGFRp
65

PDGFRp
800

FDA Approved

FDA Approved

Phase 2

Phase 3

FDA Approved

Phase 3

Phase 3




Epigenetic Reader Domain

DNA Methyltransferase Inhibitors
Decitabine

Epigenetic “Writer”

Addition of Chemical
Modification

Selective Inhibitors

UNC1215 (L3MBTL3)

Pan Inhibitors
I-BET151
I-BET-762
UNC669

PFI-1 (BR
RVX-208 (BD2)

Epigenetic “Reader”
Alteration of
DNA-templated Process

Recruitment ’\.

Epigenetic “Eraser”

Removal of
Modification

[l

Azacitidine

L] | - { .

Thioguanine A - e

Zebularine L -t L -
x X X
=L
DNA Methylation MeCP2 Not clear - only putative targets so far:
b m MBD1-4 - MBD2.

- TET enzymes leading to iterative
oxydation resulting in eventual removal
of methyl-cytosine.

Histone Acetylation

Histone Acetyltransferases (HATs)

Bromodomain Proteins

Histone Methyltransferase Inhibitors
EPZ5676

EPZ005687
BIX 01294

3-deazaneplanocin A

KMT1A - KMT1F (e.g., G9a,

MLL family (e.g., NSD1)
DOT1

KMT3A - KMT3C (e.g., NSD1)

DOT1

KMT5A, KMT5B (e.g., SUV420H1)

KMT6/ EZH2
KMT7/ SET7&9
KMT8/ RIZ1

GLP)

GCNS/PCAF eg.,
GNAT related (e.g., HAT1, TFIIIC) most HATs
Myst family (e.g., TIP60, HBO1) BET family (Brd2,Brd,Bdf1)
Histone Acetyltransferase Inhibitor CBP/p300 Family Brg-1
C646 TAF250 Family
Family (e.g., SRC1, TIF2)
Histone Methylation Lysine methyltransferases (KMTs) Royal Family Lysine Demethylases (KDMs)

- Chromo-domain Proteins,

e.g., HP-1 like, polycomb like,
CHD like.

- Tudor-domain Proteins,

e.g., SMN.

- PHD Proteins,

e.g., CBD, ING2, DNMT3L, PHF6.

LSD1/ KDM1

JHDM/Jumonii (e.g.,JHDM1A/B,
JHDM2A/B,

JHDM3A-D, JARID1A-D,UTX)

Histone Phosphorylation

Serine/Threonine Kinases
eg.

MST,
Haspin, VRK, (OIRIET)
ﬁ IPKCALTERT INK )

14-3-3 Proteins
Seven isoforms: theta, gamma, zeta, eta,
epsilon, beta, mu.

Protein Phosphatases

eg,

Serine/ Threonine Protein Phosphatases
(PPP2CA, PPP2CB, PPP1CC),

Protein Phosphatase 1D,

Eye-absent Homologues (EYA1-3)

® Epigenetic Reader Domain Inhibitors

Product Name
S7110 (+)-JQ1 Selective
S2780 I-BET151 Pan
(GSK1210151A)
S1216 PFI-1 Selective
(PF-6405761)
s7189 (@D 1-BET-762 Pan
s7205 Q@D Rvx-208 Selective
s7304 @) cpi-203 Selective
s73s0 @D 0TX015 Pan
s7373 @) UNC669 Pan
s7088 (@) UNC1215 Selective

Information

Targets BRD4 (1) BRD4 (2)
1Cso (NM) 77 33
Targets BRD2 BRD3
ICs0 (M) 0.5 0.25
Targets BRD4

ICso (MM) 0.22

Targets BET proteins

ICso (NM) ~35

Targets BD2

1Cyo (M) 0.51

Targets BRD4

ICso (NM) 37

Targets BRD2/3/4

EC,, (NM) 10-19

Targets L3MBTL1 L3MBTL3
ICso (M) 6 35
Targets L3MBTL3

ICso (NM) 40

Clinical Data

BRD4
0.79
Phase 2
Phase 1
L3MBTL4
69

Histone Methyltransferase

Histone Methyltransferase Inhibitors
EPZ5676

3-deazane|§lanocin A

Histone Methylation

Histone Demethylation

Histone Demethylase Inhibitors

Tranylcypromine

KDM1/LSD1 KDM2B/JHD KDM8/JMJD5 SET8/SUV4
M1B

Histone Acetyltransferase Inhibitor
C646

Histone Acetylation

Gcenb, CBP, p300, PCAF, MOZ/MYST3,
MORF/MYST4, Tip60, Rtt109

Pan-Sirtuin Inhibitors
Sirtinol
Resveratrol
Tenovin-6
Selective Sirtuin Inhibitors
SRT1720 (SIRT1)

EX 527 (SIRT1)

HDAC1, HDAC2, HDAC3. SIRT1

Histone Deacetylation

Pan-HDAC Inhibitors
Vorinostat
Entinostat

Panobinostat

Selective HDAC Inh i bltors
RGFP! (HD.

Nexturastat A %-iDACG)
PCI-34051 (HDACS)

® Histone Methyltransferase Inhibitors

Product Name

Information

Clinical Data

S7062 EPZ5676
O
S7004 EPZ005687
O
S8006 BIX 01294
O
S7120 3-deazaneplanocin
A (DZNeP) HCl
O
S7079 SGC 0946
O
s7164 (@) GSK343
O
57256 @) MM-102
O
s7165 @ UNc1999
O

s7353 @) EPZ004777

Selective

Selective

Selective

Selective

Selective

Selective

Selective

Selective

Selective

Targets
Ki (pM)
Targets
Ki (nM)
Targets
ICso (MM)
Targets
Ki (pM)
Targets
ICs (M)
Targets
1Cs (NM)
Targets
1Cso (UM)
Targets
ICso (NM)
Targets
1Cs5, (NM)

DOTIL Phase 1
80

EZH2
24

G9a histone methyltransferase
2.7

S-adenosylhomocysteine hydrolase
50

DOTIL
0.3

EZH2 EZH1
4 240

MLL1
0.4

EZH2 EZH1

DOTIL
0.3




Hedgehog/Smoothened

S
Smoothened Antagonists

Pan-FGFR Inhibitors Cyclopamine

BGJ398 LDE225 o ’ Hedgehog Inhibitor o

AZD4547 LY2940680 Hedgehog Signaling in Drosophila Vismodegib Hedgehog Signaling in Vertebrates

Nintedanib BMS-833923
Selective FGFR Inhibitors Smoothened Agonist Off-State On-State .

PD173074 (FGFR1) Purmorphamine Primary

Cilium

SSR128129E (FGFR1)

R

Smoothened Antagonists]
Cyclopamine

H
D"
LSureg

LDE225
PKA Inhibitors LY2940680
- H 89 o % BMS-833923
Pan-PI3K Inhibitors A-674563 2 Smoothened Agonist
BEZ235 Purmorphamine
GDC-0941
- LY294002 Pan-Akt Inhibitors
= PaansTaI‘!glzwbnor Selective PI3K Inhibitors MK-2206
1P, Selective STAT Inhibitors HS-173 (p1100) @ Qeritosine Raf
Fludarabine (STAT1) TGX-221 (p1108) v Y
* Selective Akt Inhibitors {
S31-201 (STAT3, ©zC24832 (p110y) o i
. &) A-674563 (Akt1) Microtubule
Cryptotanshinone (STAT3) CAL-101 (p1105) CCT128930 (Akt2) @
@ 1@ Pan-GSK-3 Inhibitors
o CHIR-99021
w CSHBH;lggng Wnt/beta§2$rygglnh\bi|ors
Ca* W Selective GSK-3 Inhibitors Ice-001 w‘_ Proteasome
TWS119 (GSK-3B) -

PKC Inhibitors — Tideglusib (GSK-3p) elease of Iwp-2 \

Enzastaurin r. Target Genes Microtubule

Sotrastaurin Repressor

Go 6983 Nucleus Negative Feedback: ! M -
g .

for example, through SPRY,

SEF, MAPKP3 and MKP1.
Downstream Transcription Factors:
for example, FOS, JUN and PEA3.

0
Staurosporine
uercetin

@D ! {Cyciin DCyclin EJ » o =
=D 2~ COT €D B [ raeicene:

Pan-Proteasome Inhibitor
zomib

® FGFR Inhibitors

ro
Selective Prgteasome Inhibitors
Bortezomib (20S proteasome)
Carfilzomib (20S proteasome)
MLN9708 (20S proteasome)

Product Name Information Clinical Data ONX-0914 (LMP7)
S2183 BGJ398 Pan Targets FGFR1 FGFR2 FGFR3 FGFR3 (kesoe) Phase 2 ® Hedgehog Inhibitors | Smoothened Antagonists
(NVP-BGJ398) ICs (NM) 0.9 1.4 1.0 4.9
O
51264 PD173074 Selective Targets  FGFR1L Product Name Information Clinical Data
ICs (NM) 0.37
Q $1082 Vi degib Selecti Te t Hedgeh FDAA d
$2801 AZD4547 Pan Targets FGFR1 FGFR2 FGFR3 FGFR4 Phase 2/3 ((';S“C" 0?31'9) elective | :'g(e iﬁ) 39 genog pprove
- ni
ICs (M) 0.2 15 2.8 165 *
O S1146 Cyclopamine Selective Targets Smoothened
S1490 Ponatinib Non-specific ~ Targets FGFR1 Abl PDGFRa  VEGFR2 FDA Approved ICso (NM) 46
O (AP24534) ICs (NM) 2.2 0.37 11 15 S2151 LDE225 Selective Targets Smoothened (Mouse) ~Smoothened (Human) Phase 3
NVP-LDE225, I1C5 (NM 13 25
51010 Nintedanib Pan Targets FGFR1 FGFR2 FGFR3 Phase 3 (E,ismodegib) ()
O (BIBF1120) ICso (NM) & g g8 S2157 LY2940680 Selective LY2940680 binds to the Smoothened (Smo) receptor and potently Phase 1/2
s1018 Dovitinib (TKI258,  Pan Targets  FGFRL FGFR3 Phase 4 inhibits Hedgehog (Hh) signaling.
CHIR258) ICso (NM) 8 9 S2777 PF-5274857 Selective Targets Smoothened
O ICs ("M) 5.8
g S8075 GANT61 Selective GANT61 is an inhibitor for GLI1 as well as GLI2-induced transcription,
S1084 Brivanib Non-specific ~ Targets FGFR1 VEGFR2 Flk1 Phase 3 o
(BMS-540215) ICso (NM) 148 25 89 inhibits hedgehog with ICs, of 5 pM, displays selectivity over other
O pathways, such as TNF and glucocorticoid receptor gene transactivation.
S7167 @ SSR128129E Selective Targets FGFR1
Ic E M 19 S7092 SANT-1 Selective SANT-1 directly binds to Smoothened (Smo) receptor with K, of 1.2
so (MM) . nM and inhibits Smo agonist effects with ICs, of 20 nM.
S7138 @ BMS-833923 Selective BMS-833923 is an orally bioavailable Smoothened antagonist. Phase 2
® Smoothened Agonist
S3042 Purmorphamine Selective Purmorphamine, which directly binds and activates Smoothened,
blocks BODIPY-cyclopamine binding to Smo with ICs, of ~ 1.5 uM
and also is an inducer of osteoblast differentiation with ECs, of 1 pM.




STAT

lFNu/B

: Tyk2
» 2 JAKL
TAKLYOAK

‘lp

R\ ] TAT!
2 ATL]STATL STATLES

SHP SHP
D | D

R mml

JAKl

2O0
2 STAT3 STAT3 (STAT4 STAT4 STAT53 STATSb STAT5

lL-23 IL-12
GM-C.
IL-16 Y4 VSF
Tl i .'..‘..:.'.'.' vt 1 <
e X
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Pan-STAT Inhibitor
SH-4-54
Selective STAT Inhibitors

Fludarabine (STAT1)

S31-201 (STAT3)
Cryptotanshinone (STAT3)]

Antiviral, Microbial, Tumor Responses Cell Survival ~ Th1 Differentiation Lymphopoiesis Lymphocyte Differentiation

® STAT Inhibitors

Product Name

S1155 S31-201
O

S1491 Fludarabine
O

S7024 Stattic
O

S3030 Niclosamide
O

S2285 Cryptotanshinone
O

s7337 Q) sH-4-54
O

s7501 (@D HO-3867

Selective

Selective

Selective

Selective

Selective

Pan

Selective

Information Clinical Data
Targets STAT3

ICq (uM) 86

Fludarabine is a STAT1 activation inhibitor and a DNA synthesis FDA Approved
inhibitor.

Targets STAT3

1Cso (UM) 51

Targets STAT FDA Approved
ICs0 (M) 0.7

Targets STAT3

1Cso (UM) 4.6

Targets STAT3 STATS

Kg (NM) 300 464

HO-3867, an analog of curcumin, is a selective STAT3 inhibitor.

PLK

N

Homeostasis \

Pan-PLK Inhibitor
Bl 2536

Selective PLK Inhibitors
Volasertib (PLK1)
Rigosertib (PLK1)
GSK461364 (PLK1)

Contractile Rlng
Assembl,
and Comracllon

t GTP
RhoA

Mitotic Exit and Cytokinesis

@ P

Centriole DNA PCM
\ Duplication  Replication
. 20
Differentiation,
Synaptic Centrioles *

Pan-Aurora Kinase Inhibitors|

Danusertib
ZM-447439
Selective Aurora Kinase
nhibitors
Alisertib (Aurora A)

@4—@ Barasertib (Aurora B)
MK-5108 (Aurora A)

Cohesion of the PCM
Centrosome Maturation

M Phase
—

Thrl4 Tyr15 CDC25

~
% 1 Serl33 CDK1
@ @ Cyclln Bl

Inactive W_ Active
—_L
@ mMYTl Pan-CDK Inhibitors
G2/M Transition Palbociclib
Roscovitine
APC Inhibitor Dinaciclib
l’ Selective CDK Inhibitors

XL413 (CDK?7)

Anaphase
LDCO000067 (CDK9)

Kinetochore

(JD
Separase
Mlcrotubule

Kinetochore Functions and Sister Chromatide Cohesion

w%
%0

® PLK Inhibitors

Product Name

S1109 Bl 2536 Pan
O
S2235 Volasertib Selective
(BI 6727)
O
S1362 Rigosertib Selective
(ON-01910)
O
S2193 GSK461364 Selective
O
S2898 MLNO0905 Selective
O
S1485 HMN-214 Selective
O
s7248 @) R03280 Selective

Information Clinical Data
Targets Plk1 Plk2 PIk3 Phase 2
ICso (NM) 0.83 35 9

Targets Plk1 Phase 3
ICso (NM) 0.87

Targets Plk1 Phase 3
ICso (NM) 9

Targets Plk1 Phase 1
K; (nM) 2.2

Targets Plk1

ICso (NM) 2

A prodrug of HMN-176, which alters the cellular spatial orientation

of PIk1.

Targets Plk1

ICso (NM) 3




TNF-alpha

Caspase Inhibitors
Belnacasan
Z-VAD-FMK

Caspase Activators

Apoptosis Activator 2

Apoptosis

ERK Inhibitors
SCH772984

TNF-alpha Inhibitors
sen de TNFa/B

Pom:
Thalidomide

TNFR2

AP Inhibitors
Birinapant
GDC-0152

Embelin
LcLie1

JNK Inhibitors
; SP600125 @
JNK-IN-8
m JNK Inhibitor IX /l

L < |

Inflammation and Survival ———

FR 180204
GDC-0994

NF-kB

|
@

NF-kB Inhibitors
QNZ
Sodium 4-Aminosalicylate
JSH-23

Pan-IxB/IKK Inhibitors
IKK-16

Bardoxolone Methyl
Selective IkB/IKK Inhibitors
TPCA-1 (IKK-2)
IMD 0354 (IKK-2)

SC75741

Proteasome IkB
Degradation

® TNF-alpha Inhibitors

Product Name

S$1567 Pomalidomide
S1193 Thalidomide
S8037 Necrostatin-1
S4902 QNZ (EVP4593)

Information

Pomalidomide inhibits LPS-induced TNF-a release with ICs, of 13 nM.

Thalidomide was introduced as a sedative drug, immunomodulatory agent and also
is investigated for treating symptoms of many cancers. Thalidomide inhibits an E3

ubiquitin ligase, which is a CRBN-DDB1-Cul4A complex.

Necrostatin-1 is a specific RIP1 inhibitor and inhibits TNF-a-inducednecroptosis with

ECs, of 490 nM.

QNZ (EVP4593) shows potent inhibitory activity toward both NF-kB activation and

TNF-a production with I1C5, of 11 nM and 7 nM, respectively.

Clinical Data

FDA Approved

FDA Approved

Gamma-secretase

DII1,3,4/Jagged1,2

Gamma-secretase
Inhibitors

DAPT
R04929097
Semagacestat
MK-0752

Avagacestat

Beta Amyloid Inhibitors
DAPT

R04929097
MK-0752
Avagacestat

= [

Pan-STAT Inhibitor
SH-4-54
Selective STAT Inhibitors

Cell Dysfunction
and Death

o5 Ca?

Astrocyte Differentiation

@D

P A Fludarabine (STAT1)
$31-201 (STAT3)
Cryptotanshi (STAT3)
Smad1 I
ey bt al Nicd ' p300 W)
5
Herp2 Smacy |_' M toot STAT3 r’Gfap

Hey

® Gamma-secretase Inhibitors

82215

$1575

$1594

$2660

$1262

S2711

S2714

Product Name

Information

DAPT (GSI-IX) is a novel y-secretase inhibitor, which inhibits
AB production with ICs,0f 20 nM in HEK 293 cells.

DAPT (GSI-IX) Selective

R0O4929097 Pan

Semagacestat Pan

(LY450139)

MK-0752 Selective

Avagacestat Pan

(BMS-708163)

YO-01027 Pan

(Dibenzazepine)

LY411575 Pan
Selective

s7399 @D FLI-06

Targets AB40 Notch

ECs (nM) 14 5

Targets AB42 AB40 AB38 Notch

ICs (NM) 10.9 121 12.0 141

Targets AB40

ICs (NM) 5

Targets AB42 AB40

ICs (NM)  0.27 0.3

Targets APPL Notch

ICs (NM) 26 29

Targets y secretase  y secretase  Notch
(membrane-based)  (cell-based)

ICs (NM)  0.078 0.082 0.39

Targets Notch

ICs (M) 2.9

Clinical Data

Phase 2

Phase 3

Phase 1/2

Phase 2




IGF-1R

BTC HB-EGF EGF TGFa AR Cytokines —
ERP Epireguiin B-Celluin  Amphireguiin o (IL-6, Leptin, ect.) Pan JAK Inibiors

- Momelotinib
AT9283
Selective JAK Inhibitors
; AZD1480 (JAK2)
.’n'o'-o'..'.o'.-‘.n»;u;-'-.'.o:.:'. % Tofacitinib (JAK3)
R T
e TR
»

Pan-IGF-1R Inhibitors
D —— N 0sI-906

HER2 Inhibitors
Lapatinib
CP-724714
Mubritinib
Neratinib
AZD8931

Afatinib

JNK Inhibitors

SP600125 >
Pan-PI3K Inhibitors JNK-IN-8 g%/lflgg‘\gggi
BEZ235 JNK Inhibitor IX K apaes2

GDC-0941 Selective IGF-1R Inhibitors
X 002 NVP-ADW742 (IGF-1R)
Selective PI3K Inhibitors AG-1024 (IGF-1R)

Pan-PI3K Inhibitors

GDC-0941 Src Inhibitors /373 (p110a
LY294002 Dasatinib TGx-zz1(rp11orz)
Selective PI3K Inhibitors Saracatinib
Tln ey
TGX-221 (p110p) KX2-391 -101 (p1109) PKCInhibitors

€2C24832 (p110

p1106“) Sotrastaurin

CAL-101 ( Lrastaur

Staurosporine

~
Pan—cll;(( g%léitors up z Quercetin
g S
(-22( s
Perifosine 85 @
GAB1 g9 ]
Selecin Mo onbitors 288 Pap Raf Innibitors Cell Growth Pan-mTOR Inhibitors
A-674563 (Aktl% 32 3 Sorafenib — KO oasroa
CCT128930 (Akt2) 5 i -
E PP242
2 \( .
X - ! Selective mTOR Inhibitors
: Qi) | o | el O [ e
NSC 2376/ Adhesion  \_PF 573228 Pan-GSK-3 Inhibitors Everolimus (mTORCL) XMD8-92
Migration CHIR-99021 EEERS)| FR'180204

SB216763 —ﬁm _ i GDC-0994
CHIR-98014 Glucose Synthesis = B Pan Ql};{_lznzhollguors ‘

* % m ~a Bcr-Abl Inhijl Selective GSK-3 Inhibitors . Perifosine
@ eIF-4EBP —m Protein Synthesis Imatini TWS119 (GSK-3B) Gluconeogenesis -« ‘@) GSK690693 : -
e ; " Ce“ulatm - m Ronatinib Tideglusib (GSK-3p) ERTENTITRTTS Selectve Ald Infibitors Protein Synthesis
Cell Survival| R 9 /-‘ Bafetinib 0OSU-03012 CCT128930 (Akt%)
2 ! Dasatinib Degradation Eﬂ%
Pan-GSK-3 Inhibitors Pan-mTOR Inhibitors @ PHT-427
CHIR-99021
SB216763 KU:0063754 ¢@ m
CHIR-98014 ) | =
Selective GSK-3 Inhibitors Selective ’UTO"?nmg&b(':‘ffs = JNK‘”I\:mibitgr x
TWS119 (GSK-3| pamycin - -
Tideglusih (GSK3B) Eveglinis (n 1R Pan K aiters ® IGF-1R Inhibitors
U0126-EtOH
PD184352
— MEK Inhibitors
e | Sl - ini
SCH772984 selective ST hibitors (MEKS) Product Name Information Clinical Data
XMD8-92 Fludarabine (STAT1)
FR 180204 S31-201 (STAT3),
GDC-0994 Cryptotanshinone (STAT3)
S1091 0OSI-906 Pan Targets IGF-1R InsR Phase 3
(Linsitinib) 1Cs, (NM) 35 75
. HER?2 Inhibitors S1034 NVP-AEW541 Pan Targets IGF-1R InsR
1Csp (NM) 150 140
Product Name Information Clinical Data $1093 GSK1904529A  Pan Targets IGF-1R InsR
1C5 (NM) 27 25
S$1023 Lapatinib Pan Targets EGFR/ErbB1 ~ HER2/ErbB2 FDA Approved )
. 51088 NVP-ADW742 Selective Targets IGF-1R
Ditosylate I1Cs (NM) 10.8 9.2
O ICq, (NM) 170
S2150 Neratinib Pan Targets EGFR/ErbB1 ~ HER2/ErbB2 FDA Approved
(HKI-272) ICso (NM) 92 59 $1012 BMS-536924 Pan Targets IGF-1R InsR
O 1C5 (NM) 100 73
S2192 AZD8931 Pan Targets EGFR/ErbB1 ~ HER2/ErbB2 ErbB3 Phase 2 "
(Sapitinib) ICso (NM) 4 3 4 S2703 GSK1838705A Non-specific  Targets IGF-1R InsR ALK
O ICq, (NM) 2 1.6 0.5
S1019 Canertinib Pan Targets EGFR/ErbB1 HER2/ErbB2 Phase 3
(CI-1033) ICso (NM) 15 9 S1234 AG-1024 Selective Targets IGF-1R
O ICs (UM) 57
S1194 CUDC-101 Pan Targets EGFR/ErbB1 ~ HER2/ErbB2 Phase 1
ICs, (NM) 2.4 15.7 S1124 ASP3026 Pan Targets IGF-1R InsR Phase 2
O 1C5 (NM) 1.8 1.7
S1056 AC480 Pan Targets EGFR/ErbB1 HER2/ErbB2 Phase 1
(BMS-599626) 1Cs (NM) 20 30 S8003 PQ401 Selective Targets IGF-1R
Q 1Cso (UM) <1
S1486 AEE788 Pan Targets EGFR/ErbB1 HER2/ErbB2 Phase 1/2
(NVP-AEE788) 1C5 (NM) 2 6
O
S1167 CP-724714 Selective Targets HER2/ErbB2 Phase 2
ICs, (NM) 10
O
S2216 Mubritinib Selective Targets HER2/ErbB2 Phase 1
(TAK 165) ICso (NM) 6




CFTR

CFTR Inhibitors
CFTRinh-172
IOWH032
CFTR Activator
Ivacaftor

AMPK Inhibitor

Dorsomorphin

AMPK Activators
A-769662
Acadesine
Phenformin

Pan-GSK-3 Inhibitors
CHIR-99021
SB216763
CHIR-98014
Selective GSK-3 Inhibitors
TWS119 (GSK-3B)

Dasatinib
Saracatinib

(&

Myosin-VI Early
endosome

PKC Inhibitors

\
N

Tideglusib (GSK-3B) v Egtzfasst?a\ﬂr' in" Endocytic Recycling
lrastaus Pathway Pathway @ —

< D,
Y ¥

PKA Inhibitors
H 89

PKC Inhibitors A-674563

Enzastaurin

Sotrastaurin

Recycling
ndosome @

: f
@@\®@

Staurosporine
Quercetin

S .
T

0O D T o
Pan-IkB/IKK Inhibitors
IKK-16 )~* ' *
Bardoxolone Methyl
Selective IkB/IKK
Inhibitors

TPCA-1 (IKK-2)
IMD 0354 (IKK-2)

PKC Inhibitors
Enzastaurin
Sotrastaurin
Go 6983
Staurosporine
uercetin

NF-kB Inhibitors

i @ @\ &l
@ SC75741

— .
oSl o TR LA S T — ® CFTR Inhibitors
Thiazovivin SCH772984 U0126-EtOH
AT XMD8-92 @ PD184352
FR 180204 @ Selective MEK Inhibitors
Selumetinib (MEK1) @@

L BIX 02189 (MEKS) Product Name Information Clinical Data
L S6003 Ataluren Mutant- Ataluren selectively induces ribosomal read-through of premature Phase 3
® PKC Inhibitors (PTC124) targeted but not normal termination codons, with ECs, of 0.1 pM, may
provide treatment for genetic disorders caused by nonsense
0 o mutations (e.g. CF caused by CFTR nonsense mutation).
Product Name Information Clinical Data O (eg v )
S7139 @ CFTRinh-172 Selective  Targets CFTR
S1055 Enzastaurin Pan Targets PKCa PKCB PKCy PKCe Phase 3 Ki (nM) 300
A (SR G0 (M) 39 8 c8 T s7320 (@D  10WHo32 Selective  Targets CFTR Phase 2
S2791 Sotrastaurin Pan Targets PKCa PKCBI PKC6 PKCn Phase 2 1Cso (M) 1.01
K; (nM) 0.95 0.64 0.22 1.8
O
S2911 Go 6983 Pan Targets PKCa PKCB PKCy PKCd . CFTR Modulators
ICs (NM) 7 7 6 10 - )
O S1565 VX-809 Mutant- VX-809 (Lumacaftor) acts to correct CFTR mutations common in Phase 3
S4066 Dequalinium Non-specific ~ Targets PKC K* channels FDA Approved (Lumacaftor) Corrector  cystic fibrosis by increasing mutant CFTR (F508del-CFTR)
Chloride 1Cso (M) 7-18 1.1 maturation, ECs, of 0.1 pM.
O . -
S2391 Quercetin Non-specific ~ Quercetin, a natural flavonoid present in vegetables, fruit and Phase 4 S7059 VX-661 Mutant-  VX-661 is a second F508del CFTR corrector and is believed to Phase 2
wine, is a stimulator of recombinant SIRT1 and also a PI3K Corrector  help CFTR protein reach the cell surface.
inhibitor with 1Cs, of 2.4-5.4 pM.
O ® CFTR Activator
Sl421® Staurosporine Pan Targets PKCa PKCy PKCn PKCd Phase 3
O Cso ("M) 2 5 4 20 S1144 Ivacaftor Mutant- Ivacaftor (VX-770) is a potentiator of CFTR targeting G551D-CFTR ~ FDA Approved
S7208® GF109203X Pan Targets PKCa PKCBI PKCBII PKCy (VX-770) targeted and F508del-CFTR with ECs, of 100 nM and 25 nM, respectively.
ICs (NM) 20 17 16 20
O
s7119 (D Go6976 Pan Targets PKC (Ratbrain) PKCat PKCBI
ICs (NM) 7.9 23 6.2
O
57207 QD Ro 31-8220 Pan Targets PKCa PKCBINI  PKCe PKCy
Mesylate 1Cs (NM) 5 24/14 24 27




Double Strand
Breaks/DSBs

Dual ATM/ATR Inhibitors
Wortmannln

GK 7
Selective ATM/ATR Inhibitors
KU-55933 (ATM)
VE-821 (ATR)
Stalled Single-Strand
Deplication Forks Breaks/SSBs

Caspase Inhibitors
Belnacasan
Z- MK

D-F
Caspase Activators
PAC-1

76 (Chk1
CHIR-124 (Chk1)
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p53 Activators
JNJ 26854165
NSC 319726
p53 Inhibitors
Pifithrin-a
Pifithrin-p

DNA Repair

DNA-PK Inhibitors
NU7441
NU7026

Pan-PLK Inhibitor
Bl 2536
Selective PLK Inhibitors
Volasertib (PLK1)
Rigosertib (PLK1)
GSK461364 (PLK1)
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Pan-Aurora Kinase Inhibitors
VX-680

Danusertib
ZM-447439
Selective Aurora Kinase
Inhibitors
Alisertib (Aurora A)
Barasertib (Aurora B)
MK-5108 (Aurora A)

DNA Damage Checkpoints

DNA Replication Checkpoint

APC Inhibitor]
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® Chk Inhibitors

Product Name

S1532 AZDT7762
O
52626 LY2603618
O
S2735 MK-8776
(SCH 900776)
O
52683 CHIR-124
O
$2904 PF-477736

Information
Pan Targets Chkl Chk2

1Cs, (NM) 5 <10
Selective A selective Chk1 inhibitor with potential anti-tumor activity.
Selective Targets Chk1 Chk2

ICso (NM) 3 1500
Selective Targets Chk1l Chk2

ICso (NM) 0.3 697.4
Selective Targets Chk1l Chk2

K; (nM) 0.49 47

Clinical Data

Phase 1

Phase 2

Phase 2

Phase 1

Pan-STAT Inhibitor
SH-4-54

Seﬁcﬂve ShTAT \g r_}lk_i}f)rs @ ADUP
udarabine
S31-201 (54‘AT3

Cryptotanshinone (STAT3) —

Pan-Sirtuin Inhibitors
Sirtinol
Resveratrol
Tenovin-6
Selective Sirtuin Inhibitors

SRT1720 (SIRT1)

-
/ PPAR Agonists

Rosiglitazone

PPAR Antagonists [T

HIE Inhibitors
FG-4592
2-Methoxyestradiol

GW0742 @ \ /\/\ @
DA — o,
D D ED PPARY)

EX 527 (SIRT1)

DD, WG W

p53 Activators
NJ 26854165

Plflthrln-u

NF-kB Inhibitors

Sodium 4-Aminosalicylate
JSH-23

Pi 3

Urea Cycle

10X2 SC75741
BAY 87-2243 —
@ Sirtuin Inhibitors
I
Cat.No. Product Name pe Information Clinical Data
S1541 EX 527 Selective Targets SIRT1
(Selisistat) 1Cs, (NM) 38
S1396 Resveratrol Pan Resveratrol is a phytoalexin produced naturally by several plants
with anti-cancer, anti-inflammatory, blood-sugar-lowering and other
beneficial cardiovascular effects.
S2804 Sirtinol Pan Targets SIRT1 SIRT2
ICso (M) 131 38
54900 @D Tenovin-6 Pan Targets SIRT1 SIRT2 SIRT3
1Cso (M) 21 10 67
@ Sirtuin Activators
S2391 Quercetin Selective Quercetin, a natural flavonoid present in vegetables, fruit and wine, Phase 4
is a stimulator of recombinant SIRT1 and also a PI3K inhibitor with
ICs; 0f 2.4-5.4 pM.
S1129 SRT1720 Selective Targets SIRT1
ECyo (M) 0.16




Syk

Syk Inhibitors
Fostamatinib
PRTO 07

NF-kB Inhibitors
Pan-JAK Inhibitors

Sodium 4-Aminosalicylate Ruxolitinib Midkine - Pleiothrophin ("ACK inhibitors
§]CS7'-‘57231 Momelotinib Alectinib

AT9283 JNK Inhibitors
Pan-STAT Inhibitor W Selective JAK Inhibitors AP26113 SP6! 5
Selective STAT Inhibitors NAMROR AZD1480 (JAK2) X ) Crizotinio JNKJPT\-‘b’;a 1X
J itinil 1 | ¥ nhibitor
Fludarabine (STAT1) Tofacitinib (JAK3) R0 ' : DAy AECES
) v 5 =
o < . 5 & ~
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PKC Inhibitors
Enzastaurin
Sotrastaurin

BTK Inh_ib_itors
2! ' ’ I AVL-292
Staurosporine

R \ CGI1746 . " ‘ I82 e \ Quercetin
\‘Q\?\‘}\‘*\‘?\W‘&‘?\‘}\‘?\?\W“‘Q\ ‘ DSOS BT ‘ Kiaoss

Pan-PI3K Inhibitors
BEZ235

TAT3)
Cryptotanshinone (STAT3)

GDC-0941

Alternative

LY294002
Pathway Selective PI3K Inhibitors

-173 (p
TGX-221 (p110B)
€2C24832 (p110y)
CAL-101 (p1108)

Src Inh\bltors

Saracanmb @
KX2-391

TRAF2
Degradation

Pan-Raf Inhibitors
Vemurafenib

Soralenlb

Dabral
Pan-MEK Inhlbllors Selective Ral Inhibitors

P Picc W10 aiY Rac

GW! ?)%49& RRff)

*-—45 (C-Raf) Cytoskeleton =
Selective MEK Inhibitors Reorgamzanon\ o Caz‘ ‘O_
Cell Survival Selumetinib (MEK1) * =
- BIX 02189 (MEK5) 2
4 Cell Proliferation De granul aiion z
Pan-MEK Inhibitors @ S

N Trametinib

ERK Inhibitors a U0126-EtOH Calmodulm/CaIclneunn
/ PD184352

SCH772984

setectineime e imitors [ @ r Pan-Akt Inhibitors
Selumetinib (MEK1 perl foslne
SIX 03185 (MEKS) (CREB ATF2 i

GSKE6! 7
Selecllve Aeksl \I’AI’;(IbI[OrS -
ERK Inhibitors
RK Inibitor —-| CCT128930 (Akt;) & Ag,f,;\'(t%n
XMDg-92 Leukotrienes
MAPKAPK l *
235 |—> —> Cytokines

Cell Cycle P
Proliferation

PKC Inhibitors
Enzastaurin
Sotrastaurin

GDC-0994

!
1
Al
______ -+ Angiogenesis

Staurosporine
uercetin

Pan-PI3K Inhibitors
BEZ235
GDC-0941
LY294002
Selective P|3K Inhibitors
TGX 1 110 )
CZC24832 (p11 )
CAL-101 (p1105‘$

FR 180204
GDC-0994

JNK Inhibitors
SP600125

JINK Inhibitor IX

Pan-GSK-3 Inhibitors
CHIR-99021
SB216763 R
CHIR-98014 Pan ?Aliérlggl\)l%lmrs
Selective GSK-3 Inhibitors Perifosine KU-0063794
TWS119 (GSK-3B) GSK690693
Tideglusib (GSK-3B) Selective Akt Inhibitors J Selective mTOR {_ﬂhlbll{)rs

- % Rapamycin (m’
CCT128930 (Akt2)

Pan-IkB/IKK

Pan-mTOR Inhibitors S6 Kinase Inhibitors
870

Bardoxolone Methyl
Selective IkB/IKK Inhibitors

IMD 03'54“(|K|€- )

PF-4708671
AT7867

Phospholipase Inhibitor
Varespladib

Everolimus (mTORC1

® Syk Inhibitors

® ALK inhibitors

Product Name Information Clinical Data Product Name Information Clinical Data
S1108 TAE684 Selective Targets ALK S2194 R406 Selective 'I'ci;\rgets Syk Phase 1
(NVP-TAEG84) ICo (M) 3 G (M) 41
O . )
Phase 3
S2762 Alectinib Mutant- Targets ALK ALK (F11741) ALK (R1275Q) MHLW Approved $2206 R_788 _(FOStamat'mb) Selective  Targets Syk ase
(CH5424802) targeted ICo (M) 1.9 1 35 Disodium 1Cso (M) 41
O .
57083 Ceritinib Selective Targets ALK InsR IGF-1R Phase 3 Skl Ffmeb SeleRtive Erget;l 2"‘ haseht
(LDK378) ICo (MM) 0.2 7 8 ) s (M)
O : )
S7000 AP26113 Non-specific  Targets ALK FER ROSROS1  FLT3  Phase 2 58032 ;ﬁ;g:jeagpsos 15, Selective E’gels Syk EGR g"g'—Kl YZE??
ICs (M)  0.62 13 1.9 21 ) o (M) 1 1 1
O - )
52703 GSK1838705A Non-specific  Targets AR InsR IGF-1R S2625 Fostamatinib Selective  Targets Syk Phase 3
Csy (NM) 05 1.6 > (R788) 1Cs, (NM) 41
Q S1068 Crizotinib Non-specific  Targets ALK c-Met FDA Approved S3026 Piceatannol Selective  Piceatannol, a_nz_atural stilbene, is a selective Syk inhibitor and
~10-fold selectivity versus Lyn.
(PF-02341066) ICs (NM) 24 1
Q s7523 @D GS-9973 Selective  Targets Syk Phase 2
S7106 AZD3463 Pan Targets ALK c M 77
K; (nM) 0.75 s0 (NM) 5
O
SSOS4® ASP3026 Non-specific ~ Targets ALK Phase 1
ICso (NM) 35




FLT3

PDE

I —
i Adrenergic . . Adenylate
Pan-PI3K Inhibitors D . .
BEZ235 FLT3 Inhibitors Epinephrine Cyclase Natriuretic

GDC-0941 Quizartinib Peptides,
LY294002 Dovitinib Guanylins
ve PI3K Inhibitors Tandutinib
-173 (p110a) KW-2449

TGX-221 (p110) Amuvatinib

€zC24832 (p110y) FR

CAL-101 (p1105) X

Pan-mTOR Inhibitors

Rapamycin (nTORC
Everolimus (mTOl

PHT-427

Pan-Akt Inhibitors
MK-2206
Perifosine

GSK69(

RC1

S6 Kinase Inhibitors
PF-4708671
AT7867

BX-795 \ \
Selective Akt Inhibitors
A-674563 (Akl1£
CCT128930 (Akt2)

Pan-Bcl-2 Inhibitors
ABT-737
ABT-263

Selective Bcl-2 Inhibitor

ABT-199 (Bcl-2)

ERK Inhibitors
SCH772984
XMD8-92
FR 180204
GDC-0994

Pan-Raf Inhibitors

GW5074 (C-Raf)

I
Trametinib

U0126-EtOH
PD184352
Selective MEK Inhibitors

Selumetinib (MEK1)
BIX 02189 (MEK5)

e —
@ K Pan-p38 MAPK Inhibitors
SB203580

Selective p38 MAPK
Inhibitors
BIRB 796 (p38a)
Skepinone-L (p38a)

Pan-STAT Inhibitor
SH-4-54

Selective STAT Inhibitors
Fludarabine (STAT1)
S31-201 (S AT3S)
Cryptotanshinone (STAT3)

Pan-MEK Inhibitors
n

Pan-PDE Inhibitor
Luteolin
Selective PDE Inhibitors
Pimobendan (PDE3)
Roflumilast (PDE4)

Tadalafil (PDES5)
PF-2545920 (PDE10A)

Phosphatase @

Bupivacaine

i Vemurafenib
PDK-1 Inhibitors i
0OsU-030 Sorafenib Adenylate Cyclase Activator
Dabrafenib Cyclase
B§-325 Selective Raf Inhibitors Forskolin
T GDC-0879 (B-Raf) CAMP Production Inhibitor

KU-0063794 LY2228820
PP242 VX-702 \
Selective mTOR \nhibilﬁrs Losmapimod ERK Inhibitors

SCH772984 NO

Pan-PDE Inhibitor
Luteolin

Selective PDE Inhibitors
Pimobendan (PDE3)
Roflumilast (PDE4)
Tadalafil (PDE5)
PF-2545920 (PDE10A)

MitoK e Channel

\ — ® PDE Inhibitors
|—> Transcription

Product Name Information Clinical Data
® FLT3 Inhibitors S2131 Roflumilast Selective Targets PDE4 FDA Approved
ICs (NM)  0.2-4.3
Product Name Information Clinical Data S1512 Tadalafil Selective Targets PDE5 FDA Approved
1C5 (NM) 1.8
S1526 Quizartinib Mutant- Targets FLT3 (wt) FLT3 (D) Phase 3 ) } .
(AC220) (e ICsy (M) 42 11 S1455 Cilomilast Selective Targets PDE4 Phase 3
O ICso (NM) 110
S1018 Dovitinib (TKI-258, Non-specific ~ Targets FLT3 c-Kit FGFR1 VEGFR3/FLT4 Phase 4 . .
CHIR-258) ICay (M) 1 2 s s S1550 Pimobendan Selective Targets PDE3 MHLW Approved
O ICso (UM) 0.32
$1043 Tandutinib Non- ifi T t FLT3 -Kit
andutint on-specific  Targets oK (ADEIFR RiEsea $2620 GSK256066 Selective Targets ~ PDE4B Phase 2
(MLN518) ICs (NM) 220 170 200
O ICs (PM) 3.2
S2158 KW-2449 Mutant- T 1t FLT3 FLT3 Abl Abl Ph 1 .
. Y a': . Igrge; s . (85 i i (15 ase 52687 PF-2545920 Selective Targets  PDELOA
O argete « (M) 6. ICo ("M)  0.37
S1181 ENMD-2076 Non- ifi T t FLT3 Ret Ph 2
ArepEsie g © Aurora A MES IR ase S$1294 Cilostazol Selective Targets PDE3 FDA Approved
ICs0 (NM) 1.86 10.4 14 15.9
O ICq (UM) 0.2
S1244 Amuvatinib Mutant- Targets FLT3 (pe3sy) c-Kit (p816H)  PDGFRa (vs61D) Phase 2 . .
(MP-470) targeted 1Css (M) 81 10 20 S4019 Avanafil Selective Targets PDES FDA Approved
O ICs (M) 5.2
S8023 TCS 359 Selective Targets FLT3
ICao (M) 2 S2320 Luteolin Pan Targets PDE1 PDE2 PDE3 PDE4 Phase 2
O ° K, (M) 15.0 6.4 13.9 1.1
SSOS7® Pacritinib Mutant- Targets FLT3 FLT3 (p83sy) JAK2 JAK2 (v617F) Phase 3 X X . X X L .
(SB1518) targeted ICo (M) 2 6 23 19 S1431 Sildenafil Selective Sildenafil, a selective inhibitor of PDES5, is a well-tolerated FDA Approved
O * Citrate and highly effective treatment for erectile dysfunction.
st9 @)  Gos97s Non-specific ~ GoB976 is a potent PKC inhibitor with ICs, of 7.9 nM, 2.3 nM, and
6.2 nM for PKC (Rat brain), PKCa, and PKCB1, respectively. Also
a potent inhibitor of JAK2 and FIt3.




Mdm?2

Oncogenes

Survival Signals Oncogenes
(Myc, E1A)

Pan-PI3K Inhib
o BE22n35|: tors (Ras) DNA Damage Chemotherapy

GDC-0941
LY294002
Selective PI3K Inhibitors
HS-173 (p110a;
TGX-221 (p110B)
€ZC24832 (p110y)
CAL-101 (p1105‘

PDK-1 Inhibitors

PHT-427
Pan-Akt Inhibitors
MK-2206
Perifosine
GSK690693
Selective Akt Inhibitors
CCT128930 (Akt2)

Pan-Proteasome Inhibitor
Oprozomib
Selective Proteasome Inhibitors
Bortezomib (20S proteasome)
Carfilzomib (20S proteasome)
MLN9708 (20S proteasome)
ONX-0914 (LMP7)

(Growth Factors)

—

6!
Akt1 %“u‘iﬁ:

Proteasome

;
D

ARF

Nutlin-3a
YH239-EE

Mdm2 Activator J-
NSC 207895

Mdm2 Antagonists
Nutlin-3

Ubiquitylation

p53 Activators

JNJ 26854165
NSC 319726

p53 Inhibitors
Pifithrin-a
Pifithrin-p

DNA-PK Inhibitors
NU7441
NU7026

KU-0060648

PIK-75

oo™ |

Dual ATM/ATR
Inhibitors
Wortmannin

K 733

KU-55933 (ATM)
VE-821 (ATR)

@

Active p53
Pan-Bcl-2
Inhibitors
ABT-737
p53 Targets ABT-263
7 TW-37
L Selective Bcl-2

Apaf-1

Pan-CDK Inhibitors
P L

Roscovitine
Dinaciclib
Selective CDK Inhibitors
XL413 (CDK7)
LDC000067 (CDK9)

Response G1Arrest G2 Arrest

L
g
| CDK1 l ‘
Apoptosis

Inhibitor
ABT-199 (Bcl-2 )

DNA Repair

® Mdm2 Antagonists

Product Name Information

S1061 Nutlin-3 Selective Targets Mdm2
ICso (NM) 90

S8059 Nutlin-3a Selective Targets p53/Mdm2 interaction
ICso (NM) 90

S8065 @ Nutlin-3b Selective Targets p53/Mdm2 interaction
ICso (UM) 13.6

S7489 @ YH239-EE Selective A potent p53-Mdm?2 antagonist and an apoptosis inducer.

® Mdm?2 Activator

S2678 NSC 207895 Non-specific Targets MdmX

ICso (UM) 25
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% United States

Order & Inquiry

Toll Free: +1 877 796-6397

Tel: +1 832 582-8158

Fax: +1 832 582-8590

E-mail: sales@selleckchem.com

Delivery

E-mail: delivery@selleckchem.com
Tel: +1 713 535-9129

0 Europe

Order & Inquiry

Tel: +49 89 46148500 (Language: English, French, Spanish, German)
Fax: +49 89 461485022
E-mail: eu.order@selleckchem.com

Delivery

E-mail: eu.delivery@selleckchem.com

Technical Support

Tel: +1832582-8158 x3
E-mail: tech@selleckchem.com (We strive to reply to all email inquiries within one business day.)
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