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(R)-CR8 s& Roscovitine M5 —AREMAY, 2 —FH 21 CDK1/2/5/7/9 45, (R)-CR8 i

CDK/cyclin B (IC50=0.09 1 M). CDK2/cyclin A (0.072 1 M). CDK2/cyclin E (0.041 1 M). CDK5/p25

Description
(0.11 wM). CDK7/cyclin H (1.1 uM). CDKY/cyclin T (0.18 uM) fl CK16/¢ (0.4 uM). (R)-CRS
FRUMATIRAMERYEM . (R)-CR8 1Ey—Fh o7 Bk FEa i A 8 A K.
Cdk1/cycli cdk2/cyclin - CDK2/cycli CDK7/cycli  CDK9/Cycl
nB A nE Cdk5/p25 nH inT CKl1é/e
IC50 & Target[1]
0.09 uM 0.072 uM 0.041 uM 0.11 uM 1.1 uM 0.18 uM 0.4 uM
(IC50) (IC50) (IC50) (IC50) (IC50) (IC50) (IC50)
Cell Line Type Value Description
Cytotoxicity against human G361 cells assessed as reduction in ce|
G-361 1Cso 0.503 uM
viability after 72 hrs by calcein AM staining based fluorescence a
Cytotoxicity against human HCT116 cells assessed as reduction ir
HCT-116 1Cso 0.35 uM cell viability after 72 hrs by calcein AM staining based fluorescen
assay
Antiproliferative activity against HEK293 cells assessed as surviv:
HEK293 ICso 0.56 uM
after 48 hrs by MTS reduction assay
Antiproliferative activity against human HT cells measured after 7
HT Glso 0.263 uM
hrs by calcein AM dye-based fluorescence assay
Cytotoxicity against human K562 cells assessed as reduction in ce|
K562 1Cso 0.175 M
viability after 72 hrs by calcein AM staining based fluorescence a
Cytotoxicity against human MCF7 cells assessed as reduction in ¢
MCF7 1Cso 0.16 yM
viability after 72 hrs by calcein AM staining based fluorescence a
Inhibition of His-tagged CDK2/Cyclin-E1 (unknown origin)
Cellular Effect S ICso 0.062 uM expressed in baculovirus infected S9 insect cells using histone H]
substrate measured in presence of [gamma-33P]ATP
Inhibition of CDK2/Cyclin E (unknown origin) expressed in sf9 ¢
Sf9 ICso 0.062 uM
using histone H1 as substrate in presence of [gamma33P]-ATP
Inhibition of recombinant human full-length N-terminal GST-His!
fused CDK5 (M1 to P292 residues)/N-terminal His6-tagged p25
Sf9 ICso 0.225 uM
(A104 to R307 residues) expressed in baculovirus infected Sf9 ins|
cells using histone H1 as substrate measured in presence of [g
Inhibition of recombinant human N-terminal GST-His6-fused CD
(M1 to F372 residues)/N-terminal His6-tagged cyclin T1 (M1 to K
Sf9 ICso 0.272 uM
residues) expressed in baculovirus infected S9 insect cells using
(YSPTSPS)2KK as substrate measured in presence of [gamma-3
Inhibition of His-tagged CDK1/Cyclin-B1 (unknown origin)
S9 ICso 0.787 uM expressed in baculovirus infected Sf9 insect cells using histone H
substrate measured in presence of [gamma-33P]ATP
S9 ICso 1.769 uM Inhibition of recombinant human N-terminal GST-His6-fused CD
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(M1 to F346 residues)/N-terminal His-tagged cyclin H (M1 to L37
residues)/N-terminal His6-tagged MAT1 (M1 to S306 residues)

expressed in baculovirus infected Sf9 insect cells using (YSPTSP{
Inhibition of recombinant human N-terminal GST-fused CDK4 (S

E303 residues)/cyclin D1 (Q4 to 1295 residues) expressed in

SO 1Cso 26.09 uM
baculovirus infected Sf9 insect cells using RPPTLSPIPHIPR as
substrate measured in presence of [gamma-33P]ATP
Antiproliferative activity against human SH-SY5Y cells assessed
SH-SY5Y  ICso 0.43 yM

survival after 48 hrs by MTS reduction assay

(R)-CR8 (CR8) (0.1-100 wM; 48 /NE) SN T3R0S F57, X SH-SYSY RN IC50
N 049 uMI[1].

(R)-CR8 (0.25-10 uM) 3 FIRARMMENR-(ADP- 6 AW (PARP) (1],

(R)-CR8 1] CDK Z5& 0 H A7 2 85 g 564y, nisS CDKI2-4iEE i K 5
CUL4 fiiik DDB1 ZBME &Y, AT IR Z AR It R & K T2 R AR

In Vitro fi#[3]-
Apoptosis Analysis[1]
Cell Line: SH-SYS5Y cell line
Concentration: 0.1, 1, 10, 100 uM
Incubation Time: 24 hours
Result: Reduced cell survival in a dose-dependent manner.
(R)-CR8 (5 mg/Kg; M) 76 28 RINHL S VP4 o S 30038 K/ 2]
Animal Model: Adult (10 to 12 weeks old) male Sprague-Dawley rats (310 to 330 g)[2]
In Vivo Dosage: i.p.
Administration: 5mg/Kg
Result: Resulted in a significant reduction in lesion size.
1 B S5
Solvent&Solubility DMSO H ¥ EEE : 50 mg/mL (115.87 mM; #AEBIE (<60° C); WIRM DMSO X /™ i (1 fift B2 A
BEYW, WEREAHITE T DMSO)
Solvent
1mg 5mg 10 mg
Preparing 1 mM 2.3173 mL 11.5867 mL 23.1734 mL
Stock Solutions 5 mM 0.4635 mL 2.3173 mL 4.6347 mL
10 mM 0.2317 mL 1.1587 mL 23173 mL
AR i T AN TR 7] o BV R 1 P S E VAR B B A — LB, 15 e R AT, SR
STUR RIS R 7 i R 2
il 8 W) (A7 7 ZURTIBR: -80°C, 6 months; -20°C, 1 month. -80°C 7R, 157E 6 A WIEA, -20°C
AT, EAE 1T H A
[1]. Bettayeb K, et al. CRS, a potent and selective, roscovitine-derived inhibitor of cyclin-dependent kinases.
E= BN Oncogene. 2008 Oct 2;27(44):5797-807.

[2]. Kabadi SV, et al. CR8, a novel inhibitor of CDK, limits microglial activation, astrocytosis, neuronal loss,
and neurologic dysfunction after experimental traumatic brain injury. J Cereb Blood Flow Metab. 2014
Mar;34(3):502-13.

[3]. Stabicki M, et al. The CDK inhibitor CR8 acts as a molecular glue degrader that depletes cyclin K
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SRR S RBL IR -
TERRAE 7 S EAS [FIVA ) o R TR B I R A IE VA RIC AR & — RO, TS 0 26 ORAF, 4 S SR RS e 7= i 2R

e
1% £ B ARAE 7 RATWIBR : -80° C, 6 months; -20° C, 1 month. -80° C fEfEN, i7E 6 MH WA, -20° C B1EN, H4E 1
ANH WA,

AT FE 1 mg 5 mg 10 mg 25 mg
WAUAER
W
1 mM 2.3173 mL 11.5867 mL 23.1734 mL 57.9334 mL
5mM 0.4635 mL 2.3173 mL 4.6347 mL 11.5867 mL
10 mM 0.2317 mL 1.1587 mL 2.3173 mL 5.7933 mL
15 mM 0.1545 mL 0.7724 mL 1.5449 mL 3.8622 mL
20 mM 0.1159 mL 0.5793 mL 1.1587 mL 2.8967 mL
25 mM 0.0927 mL 0.4635 mL 0.9269 mL 2.3173 mL
DMSO 30 mM 0.0772 mL 0.3862 mL 0.7724 mL 1.9311 mL
40 mM 0.0579 mL 0.2897 mL 0.5793 mL 1.4483 mL
50 mM 0.0463 mL 0.2317 mL 0.4635 mL 1.1587 mL
60 mM 0.0386 mL 0.1931 mL 0.3862 mL 0.9656 mL
80 mM 0.0290 mL 0.1448 mL 0.2897 mL 0.7242 mL
100 mM 0.0232 mL 0.1159 mL 0.2317 mL 0.5793 mL
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