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BIOLOGICAL ACTIVITY

Description KDM5B-IN-4 (compound 11ad) is a lysine demethylase 5B (KDM5B) inhibitor with an IC5g of 0.025 uM KDM5B-IN-4 increases
substrate H3K4me1/2/3 level by inhibiting KDM5B in PC-3 cells. KDM5B-IN-4 downregulates PI3K/AKT. KDM5B-IN-4 reduces

tumor volume in mice and shows less toxic to organs!2l.
1C5, & Target IC 50: 0.025 uM (Lysine demethylase 5B, KDM5B)[L.

In Vitro KDM5B-IN-4 (20 uM, 72 h) has targeted inhibition of KDM5B and induction of H3K4me1/2/3 production in PC-3 cells2l,
KDM5B-IN-4 (0-20 uM; 72 h) not only targets KDM5B in cells, but also induces H3K4me1/2/3 accumulation in PC-3 cells(t],
KDM5B-IN-4 (0-10 uM, 0-24 h) inhibited the proliferation and migration of prostate cancer cells, blocked the PC-3 cycle in the
G2/M phase, and induced apoptosis of PC-3 cells to a certain extentl?].
MCE has not independently confirmed the accuracy of these methods. They are for reference only.

Western Blot Analysis!!]

Cell Line: PC-3

Concentration: 0,2.5,5,10,20 uM

Incubation Time: 72h

Result: Induced the concentrations of H3K4me1/2/3 significantly different from those of the

control, and the results obtained were similar to those obtained using the CPI-455 positive
control.

Had no significant effect on P110a, P85, and pAKT at low concentration levels (0-10uM),
and P110aq, P85, and pAKT were significantly decreased when 11ad was at high
concentration (20 uM).

Cell Migration Assay []

Cell Line: PC-3

Concentration: 0,5,10 uM

Incubation Time: 0,6,12,24h

Result: Inhibited colony formation in a dosedependent manner, especially at high doses (10 uM).
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Cell Cycle Analysis!!]

Cell Line: PC-3

Concentration: 0,2.5,5,10 uM

Incubation Time: 24h

Result: Blocked the cell cycle at G2/M phase in 10 M.

Apoptosis Analysis!!

Cell Line: PC-3
Concentration: 0,2.5,5,10 uM
Incubation Time: 24 h
Result: Induced PC-3 cell apoptosis in a dose-dependent manner (7.58%, 26.14%, 28.20%,
45.66%).
In Vivo KDM5B-IN-4 (50 mg/kg, i.g., 50 mg/kg/d, 13 days) treatment at 50 mg/kg was slightly better than the efficacy of pox[l,

KDM5B-IN-4 (50 mg/kg, i.g., 50 mg/kg/d, 25 days) did not cause noticeable damage to the mice, confirming that 11ad had no
significant toxicity or side effects in vivolll.
Pharmacokinetic Analysis in KDM5B-IN-4 (compound 11ad) Xenograft Model1]

KDM5B-IN-4 (compound 11ad) RRRRRRK!L]

C AUC,.
Parameter  Tijp(h)  Tmax(h) (ngr;:wa) (h*ng/‘intu MRTot(h)  V,(L/kg)  Cl(L-h/kg) F

.0.
P 5.30 6.0 411.67 3024.33 6.90 / / 20.28%
(25mg/kg)
iv. (5mg/kg)  2.95 0.083 551.67 44437.67 10.29 19.51 0.49 /

MCE has not independently confirmed the accuracy of these methods. They are for reference only.

Animal Model: PC-3 xenograft model in male Spraguee-Dawley rats[t.

Dosage: 25,50 mg/kg

Administration: Intragastric administration to mice (i.g.) for 25 days, administered once daily.
Result: Compared with NaCl treatment, treatment with 25 mg/kg and 50 mg/kg significantly

decreased tumor volume.

Animal Model: PC-3 xenograft model in male Spraguee-Dawley rats[t.

Dosage: 2g/kg

Administration: Intragastric administration to mice (i.g.) for 14 days, administered once daily.
Result: No significant loss of major organs in the high-dose and low-dose groups.
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Caution: Product has not been fully validated for medical applications. For research use only.

Tel: 609-228-6898 Fax: 609-228-5909 E-mail: tech@MedChemExpress.com
Address: 1 Deer Park Dr, Suite Q, Monmouth Junction, NJ 08852, USA

Page 3of 3 www.MedChemExpress.com



