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Tinodasertib (ETC-206) & —Fk £ MNK1 . MNK2 )5, 1C50 4378 64 nM FI 86

Description
nM.,
MNK1 MNK2
IC50 & Target[1]
64 nM (ICs0) 86 nM (ICso)
Cell Line Type Value Description
Antiproliferative activity against human A549 cells assessed
A549 1Cso 26.3 uM
as inhibition of cell growth incubated for 72 hrs MTS assay
Antiproliferative activity against human DOHH-2 cells
DOHH-2 ICso 1.624 uM assessed as reduction in cell viability incubated for 72 hrs by
MTT assay
Antiproliferative activity against human DOHH-2 cells
DOHH-2 ICso 153 uM assessed as inhibition of cell growth incubated for 72 hrs
MTS assay
Inhibition of MNK1 (unknown origin) expressed in HEK293
HEK293 ICso 64 nM cells assessed as decrease in eI[F4E phosphorylation at
Ser209 residues by Western blot analysis
Inhibition of MNK2 (unknown origin) expressed in HEK293
HEK293 1Cso 86 nM cells assessed as decrease in eIF4E phosphorylation at
Ser209 residues by Western blot analysis
Antiproliferative activity against human HT-29 cells
Cellular Effect
HT-29 1Cso > 50 uM assessed as inhibition of cell growth incubated for 72 hrs
MTS assay
Antiproliferative activity against human MDA-MB-231 cells
MDA-MB-231  ICso 35.5uM assessed as inhibition of cell growth incubated for 72 hrs
MTS assay
Antiproliferative activity against human PANC-1 cells
PANC-1 ICso > 50 uM assessed as inhibition of cell growth incubated for 72 hrs
MTS assay
Antiproliferative activity against human PC-3 cells assessed
PC-3 ICso >50 uM
as inhibition of cell growth incubated for 72 hrs MTS assay
Antiproliferative activity against human TMDS cells
TMD8 1Cso 2.138 uM assessed as reduction in cell viability incubated for 72 hrs by
MTT assay
Antiproliferative activity against human TMDS cells
TMD8 1Cso 27 uM assessed as inhibition of cell growth incubated for 72 hrs
MTS assay
Tinodasertib (ETC -206) i HeLa ZHARF ) elF4E BEERIL, 1C50 4 321 nM. ETC -206 I
In Vitro U AR AR SME R CellTiter-Glo ¥ JJ I g VEET AT 25 il ML 008 40 I R HEAT VR4S, L Id ik

elF4E 1] K562 #HffL R (K562 o/e elF4E). %+ SU-DHL-6.GK-5.MC 116.P3HR-1.DOHH2.MPC-11.
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Ramos.2G6.4C10. AHH-1 Fl K562 o/e eIFAE #HJfi[1].

In Vivo

SRJGTE K562 e/o eIF4E /MR AMHL RIBEAL Pkl ETC -206 BT /MORI{E T, 7E 3EANRIT 72 1 1] LA
25, 50 B 100 mg/kg HAMITARAZGERS 2.5 mg/ke EEFHE A E BRCAAZE. 2.5 mgkg KA
WERAEIHE 88% MR AL KAMH] (TGD. MHELZ ., ETC -206 7EfR sl 100 mgkg FL
FEE 23% [iRK TGL XASBLAMR AR, I HSREHEPZDL. & 2.5 mgkg B E R
ETC -206 AN LA AR A 75 2y oo 2 KA, 17 ELSE SR 220, 76 25, 50 1 100 mg/kg 1Y,
8 Rayhs 2 H. s JH 8 HEMB. A7, 40il. ETC-206 Fikib & Je it 24 78 Fr A s 7
R BAE R A, B RE IR BE E R . ETC 206 FUA & BMAS, LA — I, M
# MNK1/2 F1 BCR-ABL1 7738 n] LAFE Rl — /s SO A RS R L e SR R 22 K. ETC 206 B A
B LA BRI (11/2=1.7 N, MR (1 mgkg, iv). N (Smgkg, po) N 177 /NEH[L].

Solvent&Solubility

i) g
DMSO HFERREE > 50 mg/mL (122.41 mM; WRIEK DMSO it 7= i (¥ A 55 A 5535 B2, 175 056 Al
FFH¥ DMSO)

* ">" means soluble, but saturation unknown

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 2.4483 mL 12.2414 mL 24.4828 mL
Stock Solutions 5 mM 0.4897 mL 2.4483 mL 4.8966 mL
10 mM 0.2448 mL 1.2241 mL 2.4483 mL

AR = S TE AN [ A 77 o YV AR R PR I I VRIS G 48 — ELIC ORI, WA,
S VR R A 7 ot 2R

M R A7 7 AR . -80°C, 2 years; -20°C, 1 year. -80°C i/, iH7E 2 E{ER,  -20°C ik
TEEE, THLE 1 AER A

YL

ARG SRS 27 2 SR PE M T AT R

AR VAR DT A S6% B8 In Vitro J7 sURCHIVEE (065 490, FEARVCH I BIE 7

—— N PRAE SRR A L TS, VBT (O A VT DA A A2 2, 38 IRAT s AR SRBR I AR, 2
WS AR, 2R

DA VAU S R 1 T 4 LU 8 0 7RI 7 A TC ) 28 P R o s S PR TSR R b e BT L T
TG, W7 LOE I FAEn/ s 7 i) 7 B

FE

KA AR 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 5 mg/mL (12.24 mM); FET5VAER

M5 A4S > 5 mg/mL IR RHD (B THEW

PL1mL TAERCAE], B 100 pL 50.0 mg/mL 7% DMSO fifi&#in#| 400 uL PEG300 ', JBA
B8] I LR RPN 50 uL Tween-80, JRAH15]: AREHARSINA 450 pL B K EHE 1
mL,

A F KR H]: K 0.9 g FALEY, AT ddH.0 JFEZRE 100 mL, wJ LTS B3 B 1 A 2 2K
WL

HHE —

RIS 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: > 5 mg/mL (12.24 mM); &% ¥l

5 A4S > 5 mg/mL CIRIEERHD (B THEW

PL 1 mL TAEBCAE], B 100 pL 50.0 mg/mL {7 DMSO fifi & nF] 900 uL 20% [ SBE-B-CD
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B ERAOKEIR T, IREBIN .

2 g SBE-B-CD (fiff T H:Mk B-¥AWIKG) MARERT 10 mL MIAERHKT, EEEMERTEY.

FR =

EIRF I AR 10% DMSO  —  90% Corn Oil

Solubility: > 5 mg/mL (12.24 mM); 5

SET A8 > 5 mg/mL CHURIEERAD IRV, SbJ7 R2ga A I7E /4 A UL LI s s mots
.

PL I mL TAEBCAE], HC 100 uL 50.0 mg/mL [{7EF DMSO fig i inE] 900 uL Tk, JBEH

2o

EE PN

[1]. Yang H, et al. Optimization of Selective Mitogen-Activated Protein Kinase Interacting Kinases 1 and 2

Inhibitors for the Treatment of Blast Crisis Leukemia. J Med Chem. 2018 May 24;61(10):4348-4369.

ST AR AL IR
VAR 7 i AE 7S [R5 P (R VA A B A B B S PR VA TR C A 48 V0. — ELPRARIATI, 1 0 B ORA7, B S S VR A B 7= W R 2K
-20°C fEA7ERT, T 1 ENAE .

%45 A7 7 SRAARR . -80°C, 2 years; -20°C, 1 year. -80°C f#fEHF, 54 2 ENM,

ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI

wE
1 mM 2.4483 mL 12.2414 mL 24.4828 mL 61.2070 mL
5 mM 0.4897 mL 2.4483 mL 4.8966 mL 12.2414 mL
10 mM 0.2448 mL 1.2241 mL 2.4483 mL 6.1207 mL
15 mM 0.1632 mL 0.8161 mL 1.6322 mL 4.0805 mL
20 mM 0.1224 mL 0.6121 mL 1.2241 mL 3.0604 mL
25 mM 0.0979 mL 0.4897 mL 0.9793 mL 2.4483 mL

DMSO

30 mM 0.0816 mL 0.4080 mL 0.8161 mL 2.0402 mL
40 mM 0.0612 mL 0.3060 mL 0.6121 mL 1.5302 mL
50 mM 0.0490 mL 0.2448 mL 0.4897 mL 1.2241 mL
60 mM 0.0408 mL 0.2040 mL 0.4080 mL 1.0201 mL
80 mM 0.0306 mL 0.1530 mL 0.3060 mL 0.7651 mL
100 mM 0.0245 mL 0.1224 mL 0.2448 mL 0.6121 mL
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