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HEYEE

Asnuciclib (CDKI-73; LS-007) & HA MRGEER . S8 CDK9 i 7), HX} CDK9. CDK1 Al

Description CDK2 f Ki {551~ 4nM.4nM Al 3nM,.CDKI-73 A F§ RNA RA5EF 10 A#EER L - Asnuciclib
A —F Rabll [MHIFI[1][2][3](4]-
CDK2 CDK9 CDK1 CDK4 CDK6
3.27 nM (ICso) 5.78 nM (ICs0) 8.17 nM (ICso) 8.18 nM (ICso) 37.68 nM (ICso)
IC50 & Target[6][1]
CDK?7 CDK1 CDK2 CDK9 CDK7
13426 M (ICso) 4 nM (Ki) 3 nM (Ki) 4 nM (Ki) 91 nM (Ki)
Cell Line  Type Value Description
Cellular Effect Cytotoxicity against human HCT116 cells after 48 hrs by MTT
HCT-116  Glso <0.01 uM
assay
Asnuciclib XFJ§ H CLL £ (1 ik M 1A 75 40 A 2 AT JE 4 2 (T LDS0 = 0.08 1 M),
X BR R MR B e PR TR B WREAIARA 500 f%LL F(LD50=40.5 uM)[1].
Asnuciclib(0.1 #M, 4 /NEHAHIH] CLL 4 RNA ZRAHE 1 225 2 FIBRRILA MCLL
E{EIOES NN
Asnuciclib 5 caspase WHIEANAUII T, MEATARAE cdk9 FI RNA REHE 11 220 2 M5
FAL[1].
Asnuciclib X T8 I BUR 240 L R 3 BE m &k, B ICS0 7E 0.012-0.517 wM; JuH R =Fh
In Vitro MLL-AML #4ifg %, El MOLMI3. MV4-11 #l THP-1, % CDKI-73 @& E Uk, 1C50 fH <0.062 1
M[3].
Cell Viability Assay[1].
Cell Line: CLL cells.
Concentration: 0-1 pM.
Incubation Time: 48 h.
Result: Shows preferential cytotoxicity in CLL cells.
Asnuciclib (25, 50 100 mg/kg) LURIEARBIET 2 RE R AE K, JFFEEhIAHER, m
AR AE RS R 5. [3]
Animal Model: MV4-11 tumor bearing mice[3].
Dosage: 25 mg/kg.
Administration: Orally once everyday for 33 days.
Result: Caused a remarkable delay in tumor growth compared to vehicle-treated
mice, as reflected in a percentage for the mean tumor volume in treated to
In Vivo control mice of 43% at day 31.

Animal Model: Balb/C mice aged 6-8 weeks[3].

Dosage: 2 mg/kg (IV), 10, 20 and 40 mg/kg (PO). (Pharmacokinetic Analysis.)
Administration: IV and PO, single dose.

Result: The Cmax increased from 1.29 to 3.66 uM at a mean time of 1 h and the

area under the curve (AUC) of CDKI-73 increased from 3.51 to 12.8
uM.h when the oral dose was escalated from 10 to 40 mg/kg.

CDKI-73 was eliminated from plasma with a mean terminal half-life
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(T1/2) of 2 h. Its oral bioavailability (F) ranged from 54 to 85% across the

three doses.

1 H S

Solvent&Solubility DMSO HJHAMEE © > 52 mg/mL (131.83 mM; PRIE(¥T DMSO 7 b (7R S A5 235 5, 15 0 F 3T
FEHH) DMSO)
* ">" means soluble, but saturation unknown)

1 mg 5mg 10 mg
Concentration
Preparing 1 mM 2.5352 mL 12.6759 mL 25.3518 mL
Stock Solutions 5 mM 0.5070 mL 2.5352mL 5.0704 mL
10 mM 0.2535 mL 1.2676 mL 2.5352 mL
SRR = S TE AN [ A 77 o KV AR REE PR I I VIS B 480 — LRI, WA,
S VR R R 7 it 2R
i A7 7 SAARR . -80°C, 6 months; -20°C, 1 month (stored under nitrogen). -80°C f#fEHF, i
FE6 A AWER, -20°C flfERS, T57E 1A A AR .
YL
ARSI SRS 2 2 MR PE 2 T AT R
AR VR TT S S6 %88 In Vitro J7 zURCHIVEE (065 490, FEARVCH I B 7
ARUE S04 R AT R, VBT IO 4T DMRSE R 2 45 1, S8 2 IRAE s R SEe i TR, &
WS BIRD, 2R A
DA VA SR 14 T 4 LU R A TR 7 JES TC ) 28 P PR s B FE TR R b e BT L T
TG, W7 LOE I FAE /s 7 i) 7
FE
KA IR 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.67 mg/mL (6.77 mM); EIHIER
W7 RS >2.67 mg/mL CHERIFERKD MR HEER.
PL1mL TAEBCAE], B 100 pL 26.7 mg/mL ¥ DMSO fifi&#in#| 400 uL PEG300 ', JBA
¥157; i B A RSN 50 uL Tween-80, JREHI5]; SRIG ARSI 450 uL AFHK EEZE 1
mL.
A KR ¥ 0.9 g FALEN, BT ddH.0 FERZE 100 mL, TSRS % B 10 A4 B4R K
WL
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SRR VR R -

TR S EAS R VA7) o BT IR B I R A IE VA RIC AR & — HLRCRUA T, TS0 26 ORA7, 4 S SR RS e i 7= i 2R
e

it 8 O A7A7 7 SURIWIRR . -80° C, 6 months; -20° C, 1 month (stored under nitrogen). -80° C f§7EN, iH7E 6 > H A{EHI,
20° CfEFERT, $E7E 1A H E

AT FE 1 mg 5 mg 10 mg 25 mg
WAUAER

W
1 mM 2.5352 mL 12.6759 mL 25.3518 mL 63.3794 mL
5mM 0.5070 mL 2.5352 mL 5.0704 mL 12.6759 mL
10 mM 0.2535 mL 1.2676 mL 2.5352 mL 6.3379 mL
15 mM 0.1690 mL 0.8451 mL 1.6901 mL 4.2253 mL
20 mM 0.1268 mL 0.6338 mL 1.2676 mL 3.1690 mL
25 mM 0.1014 mL 0.5070 mL 1.0141 mL 2.5352 mL

DMSO

30 mM 0.0845 mL 0.4225 mL 0.8451 mL 2.1126 mL
40 mM 0.0634 mL 0.3169 mL 0.6338 mL 1.5845 mL
50 mM 0.0507 mL 0.2535 mL 0.5070 mL 1.2676 mL
60 mM 0.0423 mL 0.2113 mL 0.4225 mL 1.0563 mL
80 mM 0.0317 mL 0.1584 mL 0.3169 mL 0.7922 mL
100 mM 0.0254 mL 0.1268 mL 0.2535 mL 0.6338 mL
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