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Description

LY3214996 is a highly selective inhibitor of ERK1 and ERK2, with IC50 of 5 nM for both enzymes in
biochemical assays. LY3214996 potently inhibits cellular p-RSK1 in BRAF and RAS mutant cancer cell

lines. LY3214996 shows potent antitumor activities in cancer models with MAPK pathway alterations.

IC50 & Target

ERK1 ERK2

5nM (ICs) 5nM (ICs)

In Vitro

LY3214996 is a highly selective inhibitor of ERK1 and ERK2, with ICs, of 5 nM for both enzymes in
biochemical assays. LY3214996 potently inhibits cellular phospho-RSK1 in BRAF and RAS mutant cancer
cell lines. In an unbiased tumor cell panel sensitivity profiling for inhibition of cell proliferation, tumor cells
with MAPK pathway alterations including BRAF, NRAS or KRAS mutation are generally sensitivity to

LY3214996!".

In Vivo

In tumor xenograft models, LY3214996 inhibits PD biomarker phospho-p90RSK1 in tumors and the PD
effects are correlated with compound exposures and anti-tumor activities. LY3214996 shows either similar
or superior anti-tumor activity as compared to other published ERK inhibitors in BRAF or RAS mutant cell
lines and xenograft models. Oral administration of single-agent LY3214996 significantly inhibits tumor
growth in vivo and is well tolerated in BRAF or NRAS mutant melanoma, BRAF or KRAS mutant colorectal,
lung and pancreatic cancer xenografts or PDX models. Therefore, LY3214996 can be tailored for treatment
of cancers with MAPK pathway alteration. In addition, LY3214996 has anti-tumor activity in a
Vemurafenib-resistant A375 melanoma xenograft model due to MAPK reactivation, may have potential for
treatment of melanoma patients who have failed BRAF therapies. More importantly, LY3214996 can be
combined with investigational and approved agents in preclinical models, particularly KRAS mutant
models. Combination treatment of LY3214996 and CDK4/6 inhibitor abemaciclib is well tolerated and
results in potent tumor growth inhibition or regression in multiple in vivo cancer models, including KRAS

mutant colorectal and non-small cell lung cancers[1].

In Vitro:

DMSO : 20 mg/mL (44.10 mM; Need ultrasonic)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.2048 mL 11.0239 mL 22.0478 mL
Stock Solutions 5mM 0.4410 mL 2.2048 mL 4.4096 mL
10 mM 0.2205 mL 1.1024 mL 2.2048 mL
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In Vivo:
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Solvent&Solubility FIBUES, SoRAE:  DUR AT S 1 1 43 O S VA R S C ) 2 b AR G AnAE RS A2 o
BLUTUE TG, AT LA It R el 75 1) 75 LB
VIR I IR ): 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline
Solubility: =22 mg/mL (4.41 mM); Clear solution
M7 RTIRAS 2 2 mg/mL (4.41 mM, YRR REN) AV TS .
PLmL AR, L 100 ub 20.0 mg/mlL 5% DMSO fif&-0in%] 400 uL PEG300 ', R&HI5
FR R & mA 50 L Tween-80, JR&IIE]: SASG4EINA 450 pL AEEEER/KEA S 1 mL.
2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)
Solubility: = 2 mg/mL (4.41 mM); Clear solution
BETTEAERAY 2 2 mg/mL (4.41 mM, WRIEEAR ) ARSI
PL 4 mL TAE#E 1, B 100 pL 20.0 mg/mL 99§ DMSO 4 n%| 900 L 20% i SBE-B-CD
HEERAHER T, IREIA .
A KIFI IR R: 10% DMSO  —90% corn oil
Solubility: = 2 mg/mL (4.41 mM); Clear solution
7 EATHRAS 2 2 mg/mL (4.41 mM, FOATEER K (RPEIE TR B0 SEANIE ] T sk ie e A T LA R sk
5.
PL 1 mL TAER A, HL 100 uL 20.0 mg/mL 3% DMSO & nE] 900 uL F K, REH5.
[1]. Shripad V. Bhagwat, et al. Abstract 4973: Discovery of LY3214996, a selective and novel ERK1/2
References inhibitor with potent antitumor activities in cancer models with MAPK pathway alterations. Cancer

Research. July 2017.
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