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Description

WT-161 is a potent and selective HDACS inhibitor with an IC50 of 0.40 nM.

IC50 & Target

HDACG6 HDAC1 HDAC2 HDAC3 HDACS8

0.4 nM (ICs0) 8.35 nM (ICsp) 15.4 nM (ICs0) 51.6 nM (ICsp) 1430 nM (ICsp)

In Vitro

WT161 selectively inhibits HDAC6 and dramatically increases levels of acetylated a-tubulin (Ac-a-tubulin)
with little effect on global lysine acetylation. WT161 induces significant toxicity in all multiple myeloma cell
lines tested, with IC50s between 1.5 and 4.7 pM . WT161 in combination with bortezomib triggers
significant accumulation of polyubiquitinated proteins and cell stress, followed by caspase activation and
apoptosis. More importantly, this combination treatment is effective in bortezomib-resistant cells and in the
presence of bone marrow stromal cells, which have been shown to mediate multiple myeloma cell drug

resistance[1].

In Vivo

WT161 shows toxicity at 100 mg/kg i.p., but WT161 is well tolerated at 50 mg/kg i.p.. Bortezomib combined

with WT161 demonstrates a significant antitumor effect[1].

Solvent&Solubility

In Vitro:

DMSO : =100 mg/mL (218.08 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.1808 mL 10.9039 mL 21.8079 mL
Stock Solutions 5 mM 0.4362 mL 2.1808 mL 4.3616 mL
10 mM 0.2181 mL 1.0904 mL 2.1808 mL
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1B I IEAER:  10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (5.45 mM); Clear solution

M7 ARG 2 2.5 mg/mL (5.45 mM, WIRTEEARA) EHIETR.

BL 1 mL TAECAK], B 100 uL 25.0 mg/mL [Ii#3% DMSO i #inE] 400 yL PEG300 1, 4495k
) BB FR I 50 pL Tween-80, REI5); MJR4RERIMA 450 pL AEFEKERE 1 mL.

205U IR 10% DMSO— 90% (20% SBE-B-CD in saline)
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Solubility: = 2.5 mg/mL (5.45 mM); Clear solution

JEJT A3 2 2.5 mg/mL (5.45 mM, RIS (O .

PL 4 mL TAER ], B 100 pL 25.0 mg/mL 95 DMSO %8N 900 uL 20% ¥ SBE-B-CD £
KA, IREIA .

3AHKF R INAEFE R 10% DMSO  —~90% corn oil

Solubility: =2.5 mg/mL (5.45 mM); Clear solution

ETTEAERAS 2 2.5 mg/mL (5.45 mM, HEFIEARS) BOPESEEI, MTT SRANE T SRR A HTE A H LR
SEH .

L1 mL TAER 6], B 100 pL 25.0 mg/mL (3% DMSO f§&nE] 900 L Fkiheh, REe#A.
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ERS%:
Cell Assay MM.1S cells are treated with increasing concentrations of WT161 (0-10 uM) for 48 hours. Cell

viability is determined using the MTT assay[1].

Mice: Mice tumor xenograft are assigned into cohorts receiving vehicle (control), BTZ (0.5 mg/kg,

Animal Administration | i.v.), WT161 (50 mg/kg, i.p.), or BTZ+WT161. WT161 is administered for five consecutive days each

week, and BTZ is given on a twice-weekly schedule. Caliper measurements of the longest

perpendicular tumor diameters are performed on alternate days to estimate the tumor volume[1].
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