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FEA44: TP-3654
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TP-3654 is a second-generation Pim kinase inhibitor with K; values of 5 and 42 nM for Pim-1 and Pim-3,

Description
respectively.
IC5¢ & Target Ki: 5 nm(Pim-1), 239 nM (Pim-2), 42 nM (Pim-3)"]

TP-3654 demonstrates potent PIM-1 specific cellular activity in the PIM-1/BAD overexpression system with

In Vitro an average ECs;, of 67 nM. TP-3654 treatment reduces levels of phospho-BAD in vitro using the bladder
cancer cell line UM-UC-3. TP-3654 reduces colony growth of T24 and UM-UC3 cells, confirming the
PIM-1-dependent growth for both cell lines!'.
Oral dosing of 200 mg/kg TP-3654 significantly reduces both UM-UC-3 and PC-3 tumor growth measured

In Vivo by volume (caliper) and by final tumor weight, with no significant changes in body weight or gross adverse
toxicity!'l.
In Vitro:

Solvent&Solubility

DMSO : 50 mg/mL (119.49 mM; Need ultrasonic)

H,0 : < 0.1 mg/mL (insoluble)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.3897 mL 11.9486 mL 23.8971 mL
Stock Solutions 5mM 0.4779 mL 2.3897 mL 4.7794 mL
10 mM 0.2390 mL 1.1949 mL 2.3897 mL
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VIR IR ]: 10% DMSO—40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.08 mg/mL (4.97 mM); Clear solution

M7 R 3RS 2 2.08 mg/mL (4.97 mM, EFTEE AR AN VB TE T

PL 1 mL TAE@ A, B 100 L 20.8 mg/mL {134 DMSO fit % hE| 400 uL PEG300 i, W #r#5%
[ FR R RPN 50 uL Tween-80, VRAIS); SRIE4RSIIN 450 pL A3 /K EAE 1 mL.

25 KPS IR 5. 10% DMSO— 90% (20% SBE-B-CD in saline)
Solubility: 2.08 mg/mL (4.97 mM); Precipitated solution; Need ultrasonic

M5 A 3RAF 2.08 mg/mL (4.97 mM)
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PL1mL TAERAH, B 100 uL 20.8 mg/mL ({1754 DMSO 4 iihn%] 900 uL 20% (¥ SBE-B-CD ‘&
HER AR, IRAEHE.

BAERF IR 10% DMSO  —~90% corn oil

Solubility: = 2.08 mg/mL (4.97 mM); Clear solution

W7 FATERAS 2 2.08 mg/mL (4.97 mM, HATFZR AN FVIHIEIL 7 SANE T sege i e LA A BLE
S8 .

L1 mL TAER 6], B 100 uL 20.8 mg/mL [ DMSO f§ &% 900 uL Fkieh, RAeHA.
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ERS%:
1 uM TP-3654 is tested against 336 kinases at a concentration of 10 uM ATP. ICs, determinations of
Cell Assay phosphoinositide 3-kinase (PI3K) (a, B, 8, and y) and all kinases inhibited by >50% from the initial

screen are performed using 10-dose, three-fold serial dilutions of TP-3654 starting with 10 uM at

K ATP concentrations for each kinasel'l.

When tumors of mice reaches 100 to 200 mm? by caliper measurement, mice are randomized, and

Animal Administration | oral dosing of TP-3654 or vehicle control began and continued every day for 5 days with 2 days off

for 18 to 21 days. Tumor volumes and body weights were determined twice a week!'l.
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