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RNA-sequencing was performed on tumors from the vehicle-treated and ulixertinib-treated groups to
identify potential proctors of ulixertinib response.
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into classes
BRAF alterations can be categorized based on D e 0369121818 2124 27 30 33 36 Cell cycle gene sets were o oy
Lt : L 12, Class | Class Il Class llI s | i -
characteristics of signaling decreased in ulixertinib responsive s =
Class | BRAF alterations (V600 point mutations) \ o models (A). Combining ulixertinib i L g oo
. . . N = : 2 2 : i i ihiti 1 44018 APAF1 gggﬁm [ |
signal in a RAS independent manner. Approved - ' 6. Ulixertinib efflcacy in Class Ill BRAF mutant PDX models with a CDK4/6 inhibition is 5 | | Evemom
: . : hypothesize to increase magnitude e - i
therapies are available for this class of BRAF ) = "% BRAEmutclass
. and/or duration of response (see !
alteration. Abstract #1057). o o 1

-_
N
o
o
'l

Tumor volume (mm3)

Monotherapy ulixertinib is efficacious in PDX models harboring atypical BRAF alterations (Class Il and Class
I11). Robust regression to moderate tumor growth delay were observed in 9/10 models.
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Exploring rational ulixertinib combinations may increase magnitude and/or duration of response (e.g.,
CDK4/6 inhibition (see Abstract #1057); this combination is currently under clinical evaluation in a phase |
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Ulixertinib has FDA Fast Track designation for patients with solid tumors, other than colorectal cancers,
| Wi harboring specific atypical BRAF mutations: G469A/V, L485W, and L597Q. Ulixertinib is currently under
clinical evaluation in patients with tumors harboring any atypical BRAF alteration (NCT04488003).
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Ulixertinib treatment was stopped on day . Sullivan et al, 2018. First-in-class ERK1/2 inhibitor ulixertinib (BVD-523) in patients with MAPK mutant advanced solid tumors: Results of a phase | dose-escalation
27, tumor outgrowth occurred. and expansion study. Cancer Discov. 2018;8(2):184-195.

ATP (pmol/L) Incubation time (min) BVD-523 (nmol/L)

¢ KinomeScan
ulixertinib at 50 nM

e ERK1 and ERK2 are
only hits

Target Engagement and Inhibition (pRSK) Dosing holiday

4h 24 h
BRREREE

BVD-523 (nmol/L) o 30 1502000 0 30 150 2000

PERK |5 == —=

s« T Ulixertinib is a potent and selective ATP-
e i competitive inhibitor of ERK1/23.
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* Inhibited ERK is hyperphosphorylated




