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Description

Tanzisertib (CC-930) is a potent JNK1/2/3 inhibitor with IC50s of 61/7/6 nM, respectively.

IC50 & Target

JNK3 JNK2 JNK1

6 NM (ICso) 7 nM (ICs0) 61 nM (ICsp)

In Vitro

Tanzisertib (CC-930) inhibits the formation of phospho-cJun in human PBMC stimulated by
phorbol-12-myristate-13-acetate and phytohemeagglutinin (IC50=1 pM)[1]. Tanzisertib (CC-930) (1-2 pM)
substantially reduces hepatocyte apoptosis and necrosis, abrogates apoptosis and necrosis in FC-loaded
WT hepatocytes[2]. Tanzisertib (CC-930) blocks the JNK pathway that is activated by pro-fibrotic cytokines

in systemic sclerosis[3].

In Vivo

Tanzisertib (CC-930) (10 and 30 mg/kg, p.o.) inhibits the production of TNFa by 23% and 77% in the acute
rat LPS-induced TNFa production PK-PD model[1]. Tanzisertib (CC-930) (150 mg/kg) prevents the

development of fibrosis in different models, but can also induce the regression of pre-existing fibrosis[3].

Solvent&Solubility

In Vitro:
DMSO : 2 33 mg/mL (73.59 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.2300 mL 11.1498 mL 22.2995 mL
Stock Solutions 5mM 0.4460 mL 2.2300 mL 4.4599 mL
10 mM 0.2230 mL 1.1150 mL 2.2300 mL
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In Vivo:
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1K P I IEAEF:  10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (5.57 mM); Clear solution

TR AERAF 2 2.5 mg/mL (5.57 mM, MIFIFEARI) HIETEIR

BL 1 mL LAERCAHI, B 100 pl 25.0 mg/mL (%% DMSO fi## Wi 400 uL PEG300 #, R&I5)
o] BB AR I 50 pL Tween-80, 1R&95); SRS kLM 450 pL AEFEKERZE 1 mL.

25T IR INEEFNA R 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2 2.5 mg/mL (5.57 mM); Clear solution
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M7 ETFRAS 2 2.5 mg/mL (5.57 mM, TERIEEARA) RIS IATT .
BL1mL TAEINEL, B 100 pL 25.0 mg/mL ({73 DMSO fif#NE 900 L 20% [ SBE-B-CD ZE
LRI, IREIA .

AT IR INEEFRE R 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (5.57 mM); Clear solution

W7 EATERAS 2 2.5 mg/mL (5.57 mM, MEFRIREARN) FOMEVA TR, 7 SEANE TS0 e A ARG
s,

BL1mL TAERH], B 100 pL 25.0 mg/mL [ DMSO f§ &% 900 uL Fkieh, RE#H4.
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ERBS%:

Systemic sclerosis (SSc) fibroblasts are incubated with 1 yM Tanzisertib (CC-930) in 96-well plates
Cell Assay for 20 h. Then MTT is added at a final concentration of 1 mg/mL, and the cells are further incubated
at 37°C for 4 h. Mock-treated fibroblasts are used as controls, and all other results are normalised to

untreated cells. [3]

To evaluate the regression of fibrosis on inhibition of JNK, a modified model of bleomycin-induced
dermal fibrosis is used. In this model, treatment is initiated 3 weeks after the beginning of the
challenge with bleomycin, when significant dermal fibrosis is already established. The outcome of
six different groups with a total number of 40 mice is analysed. The first group of mice receive
subcutaneous injections of NaCl for 6 weeks. The second group is injected for 3 weeks with
bleomycin followed by injections of NaCl for another 3 weeks to analyse the degree of fibrosis
Animal Administration | before treatment, and to control the spontaneous regression of fibrosis. The third group of mice is
killed after 6 weeks of injections with bleomycin. The fourth and the fifth group are treated with
Tanzisertib (CC-930) at doses of 50 mg/kg and 150 mg/kg for the last 3 weeks of continuous
challenge with bleomycin for 6 weeks. The sixth group is a positive control group consisting of mice
challenged with bleomycin for 6 weeks and treated in parallel with imatinib at doses of 50 mg/kg for

the last 3 weeks. [3]
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