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Description

TMP195 is a selective class lla histone deacetylase (HDAC) inhibitor with an ICs, of 300 nM.

IC50 & Target

HDAC9 HDAC7 HDACS5 HDAC4 HDACS8 HDACG6

9 nM (ICsp) 46 nM (ICs0) | 106 nM (ICsp) 111 nM (ICs) 11700 nM (ICsp) 47800 nM (ICsp)

In Vitro

TMP195 blocks the accumulation of CCL2 protein in the supernatants of monocyte-derived macrophage
differentiation cultures. TMP195 significantly increases the amount of CCL1 protein secreted by the
monocytes compared to vehicle group. In the transcriptional profiling data from the PHA-stimulated PBMC
experiments, CCL2 and CCL1 are respectively down- or upregulated by TMP195[1]. TMP195 occupies the
acetyllysine-binding site of class lla HDACs. TMP195 competes against binding of HDAC7 to a variety of
side-chain modifications on the same peptide backbone, despite no interference with the activity of other

acetyllysine reader proteins BRD4 (IC50>50 pM)[2].

In Vivo

TMP195 treatment alters the tumour microenvironment and reduces tumour burden and pulmonary
metastases by modulating macrophage phenotypes. TMP195 induces the recruitment and differentiation of
highly phagocytic and stimulatory macrophages within tumors. Combining TMP195 with chemotherapy
regimens or T-cell checkpoint blockade in this model significantly enhances the durability of tumour

reduction[2].

Solvent&Solubility

In Vitro:
DMSO : 2 100 mg/mL (219.10 mM)
H,0 : < 0.1 mg/mL (insoluble)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.1910 mL 10.9548 mL 21.9096 mL
Stock Solutions 5mM 0.4382 mL 2.1910 mL 4.3819 mL

10 mM 0.2191 mL 1.0955 mL 2.1910 mL
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In Vivo:
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1B I IEAER:  10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 3 mg/mL (6.57 mM); Clear solution

W7 ARG 2 3 mg/mL (6.57 mM,  UFTEE R AN (KA
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Bl 1 mL CAERC6), BL 100 pl 30.0 mg/ml %% DMSO fif %% 400 uL PEG300 i, R4 53

EiRfRZ PN 50 uL Tween-80, &S] ARSI 450 pL AP ERAGEAZE 1 mbs

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 3 mg/mL (6.57 mM); Suspended solution; Need ultrasonic

W7 EATRAS 3 mg/mL (6.57 mM)¥E 508, Bl T T RIS 125

PL 1 mL TAE 1, B 100 pL 30.0 mg/mL {5 DMSO %% n%| 900 uL 20% ¥ SBE-B-CD £
TR, IREIA .

A KIFI IR R: 10% DMSO  —90% corn oil

Solubility: =2 3 mg/mL (6.57 mM); Clear solution

BET7RTERAT 2 3 mg/mL (6.57 mM, YRR A AOEER, BbJ7 RAE T 5288 A I7E AN A BL R s
5.

L1 mL TAER 6], B 100 pL 30.0 mg/mL [ DMSO f§& Nz 900 L Fkiheh, REeLA.
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ERBS%:

Mice: For all mouse experiments, mice are treated with intraperitoneal (i.p.) injections of 50 pL of the

Animal Administration | vehicle dimethyl sulfoxide (DMSO) or 50 pL of TMP195 dissolved in 100% DMSO at a final

concentration of 50 mg per kg daily[2].

Kinase Assay

Recombinant HDAC7 catalytic domain (amino acids 483-903) is labeled with DyLight 650 and
applied to an arrayed library of 3,868 immobilized 20-mer peptides. Arrays are conducted using an
automated TECAN HS4 microarray processing station, initiated by incubation with blocking buffer
for 30 min at 30°C followed by ishing with saline containing 50 mM Tris Base and 0.1% Tween-20
(pH 7.2) before incubation with the labeled HDAC? protein for 120 min at 4°C. In the case of
TMP195 competition experiments, the labeled protein is pre-incubated with TMP195 for 30 min
before application to the array. The microarrays are then ished before being dried and imaged with

an scannerf?l.
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