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HEYEE

Olomoucine is an ATP competitive inhibitor of CDKs. Olomoucine is a purine derivative and inhibits

CDC2/cyclin B, Cdk2/cyclin A, Cdk2/cyclin E (both IC50=7 uM), CDK/p35 kinase (IC50=3 puM) and

Description

ERK1/p44 MAP kinase (IC50=25 uM)[1][2]. Olomoucine regulates cell cycle and shows anti-melanin tumor
activity[3][4].

cdk2-cyclin A cdk2-cyclin E  cdk5-p35

IC50 & Target

7 uM (IC50) 7 uM (IC50) 25 uM (IC50)
Olomoucine inhibits CDK2 and CDC2 kinases with IC50 of 7 uM (CDC2/cyclin B), 7 uM (CDK2/cyclin A),
7 uM (CDK2/cyclin E), 3 Mm (CDK5/p35), and 25uM (ERK 1/p44 MAPK), respectively[1].
Olomoucine (0, 5, 10, 15, and 25 uM) is a competitive inhibitor for ATP and as a non-competitive inhibitor
for histone H[1].

. Olomoucine (0-1000 uM) inhibits DNA synthesis in interleukin-2-stimulated T lymphocytes (CTLL-2 cells)
In Vitro and triggers a Gl arrest similar to interleukin-2 deprivation[2].

Olomoucine (0-100 uM) inhibits GI/S transition of non-small cell lung cancer cell line MB65 cells[2].
Olomoucine (0-150 pM) inhibits prophase/metaphase transition of Rdditapes oocytes[2].
Olomoucine inhibits tumor cells survival with IC50s of 32.35 uM (dog melanoma), 42.15 uM (mouse B16
melanoma), 82.30 pM (human melanoma), respectively[3].
Olomoucine (8 mg/kg; i.v.; once daily; 7 d) induces apoptosis in tumor cells on the 3rd day after treatment
without side effects[3].
Cassette dosing was found to overestimate the AUC while underestimating the Cmax compared with single
dosing administration[4].
Cassette dosing pharmacokinetics for olomoucine[4]

Administr AUCin(obs

ation Cinax (nM) Clobs (I/h) V(obs) (1) MRT . (h) ) (nM'h) tin (h)
0.67
cassettle 9208 (0.9) 1.1 (2.8)/td> 0.56 3030 1.03 (0.7)
0.52
single 7194 (0.6) 1.18 2.Htd> 0.4 2831 0.98 (0.7)
In Vivo

Note: Single agents dosing=50 mg/kg, cassette dosing=16.66 mg/kg.

Animal Model: Dog with spontaneous melanoma (oral and maxillofacial tumors)[3]
Dosage: 8 mg/kg

Administration: Intravenous injection; once daily; for 7 days

Result: Induced programmed cell death of cancer cells and resulted in rapid

eradication of at least 68% of the tumor cells.

Animal Model: Female Balb C— mice (6 weeks of age; weight of 20 g (+1.2 g))[4]
Dosage: 50 mg/kg (single agent) or 16.6 mg/kg combinded with purines (cassette)
Administration: Intravenous injection (tail vein); samples taken at 0.25, 0.5, 1, 2, 4, 6, and

24 h post-dosing

Result: Resulted faster plasma concentration decreasing with 50 mg/kg (as single
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agent) than 16.6 mg/kg (as cassette).

Solvent& Solubility

41 P S s
DMSO T REE : 66.67 mg/mL (223.47 mM; 8 7 Bhi; TRIEN DMSO X7 5 s A B35
e, i FHT T & (1) DMSO)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 3.3519 mL 16.7594 mL 33.5188 mL
Stock Solutions 5 mM 0.6704 mL 3.3519 mL 6.7038 mL
10 mM 0.3352 mL 1.6759 mL 3.3519 mL

*ABARIE = S EA R P VAR IR 3 A MV I A 40 — BTSRRI, W 38 (RAE, i
S VR R A 7 it 2R

ik & T A7 75 SRR . -80°C, 6 months; -20°C, 1 month. -80°C f477RT, 1 7E 6 ANH P, -20°C
fETERE, EAE L AN A R

BYLL

ARG () I NN 2477 2 SR BRI AR T R

AR ¥ A7 7 S0V S 1T In Vitro 77 2UFE IV AR 4900, ARV I B 71
——RPRESEIO G R AT R, VI (0 6 2 T LURB AR 40, &M RAE s RS AR, &
WS BIRD, 4 R

DA VAU S 14 T 4 LR 8 A TR 7 A TC ) 28 P PR A o s B PE TR A v e BT L T
TG, W7 LOE I FAE /s 7 i) 7 B

JE

KA IR 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: = 2.5 mg/mL (8.38 mM); ¥EiHIE

W EA R = 2.5 mg/mL GRURIBERAD M TEER .

PL1mL TAEGCAEI, B 100 wL25.0 mg/mL (Wi E DMSO fig&nEl 400 wLPEG300 i, &
H35: B LR RPN 50 uL Tween-80, RGNS AEHALIINA 450 pL AMHK E
A% ImL.

AR EKIOBCH]: ¥ 0.9 g SALEN, VAT ddHz O FEEZAZE 100 mL, AT DA% B 4 B0 26
KB

P -

WP IR INEERMYER:  10% DMSO  —  90% (20% SBE- B -CD in Saline)

Solubility: 2.5 mg/mL (8.38 mM); Eiiiki; i By

W7 ZAT3RAG 2.5 mg/mL Y351 MR, B T A T 0 R A

PL1mL TAEBCAE], B 100 wL25.0 mg/mL (Wi DMSO fis&@NEl 900 nL20% ) SBE-B
-CD AEF AR T, BEBIA.

2gSBE-B-CD (AT AEF B-FMIKE) MAEAT 10mL MAIEKE, HABMRERBEY.
TR =

KA I AER:  10% DMSO  —  90% Corn Oil

Solubility: = 2.5 mg/mL (8.38 mM); ¥EiHTA

W RARAS = 2.5 mg/mL GEAIBERED WEEER, W07 R EMTE A H U L s 5
Ll di

PL1mL TAEGCAE], B 100 wL25.0 mg/mL F¥EE DMSO & mEl 900 wL FoKi, BE
5.
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ALIEVEF J5ig= 1mg 5mg 10 mg 25 mg
BRI

wE
1 mM 3.3519 mL 16.7594 mL 33.5188 mL 83.7970 mL
5 mM 0.6704 mL 3.3519 mL 6.7038 mL 16.7594 mL
10 mM 0.3352 mL 1.6759 mL 3.3519 mL 8.3797 mL
15 mM 0.2235 mL 1.1173 mL 2.2346 mL 5.5865 mL
20 mM 0.1676 mL 0.8380 mL 1.6759 mL 4.1899 mL
25 mM 0.1341 mL 0.6704 mL 1.3408 mL 3.3519 mL

DMSO

30 mM 0.1117 mL 0.5586 mL 1.1173 mL 2.7932 mL
40 mM 0.0838 mL 0.4190 mL 0.8380 mL 2.0949 mL
50 mM 0.0670 mL 0.3352 mL 0.6704 mL 1.6759 mL
60 mM 0.0559 mL 0.2793 mL 0.5586 mL 1.3966 mL
80 mM 0.0419 mL 0.2095 mL 0.4190 mL 1.0475 mL
100 mM 0.0335 mL 0.1676 mL 0.3352 mL 0.8380 mL
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