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Background 3. Combination of ulixertinib and palbociclib demonstrate significant efficacy in vivo

i Coa i i C o er . i .. ) .. ) * It has been well established that ERK activation 800 - 1600 —e—  Group 1: vehicle (po, bid)
Ulixertinib is a highly potent and selective ERK1/2 inhibitor poised for clinical differentiation in increases cyclin D1 levels and entry into the cell A B . ME-O;?‘ASQGR 1400 CR?CII:AlSiBD —  Group 2: BVD-523 (100 mahkg,po, bid)
multiple indications!:2. cycle3. The combination of MEKi with CDK4/6i has been elanoma- 1200 ) —&—  Group 3: Palbociclib (75 mg/kg,po, qd)
] . ] o ] shown to be beneficial* and has since been tested in 1000 —=—  Group 4: BVD-523 + Palbociclib
To date, over 500 patients have been treated with ulixertinib. Confirmed responses have been the clinic. 800
observed in patients harboring alterations within the RAS-MAPK pathway. « We hypothesized that the combination of ERK1/2 and 600
. .. . . .. . . CDK4/6 inhibitors (A) would have synergistic antitumor 400
Ongoing and planned clinical trials cover both ulixertinib monotherapy and combination activi{y - RAS mut(at)ed umors ynere 200
: : : : ' Clinical Trial in Progress
settings across a variety of tumor types and mutational drivers. + Four xenograft models were utilized to assess the 0 0 F——T—T—T—T—T— &
As emerging resistance mechanisms to KRASS12¢ inhibitors continue to be dominated by MAPK Zng'222‘;:;:r‘]‘;'r"be;:!Eigbaa;f\sp::b‘t’:t'fzc')':'(B) 1000 Wero NC|LO345|,10.35 lil_'xe:t'n'_lih
. . . . _ . X | utati . = . dIDOCICIID INn patients Wi
pathway re-activation, blockade with an ERK inhibitor at the terminal node of the MAPK o e s £ CRC - KRASG12V 1400 MiaPaCa-2 ; .
. . .  Ulixertinib monotherapy across all models showed £ 800 1200 Panc -KRASE12¢ advanced pancreatic and
pathway should provide durable intervention. modest tumor growth inhibition (TGI) while e o other solid tumors.
palbociclib monotherapy showed limited TGl across all S
models. Ribociclib $ 40 RP2D has been set, cohort
* The combination groups demonstrated significant Mrilaciclib § 20 expansion in NRAS
1. Ulixertinib is a selective ERK1/2 inhibitor responses ranging from 75% - 90% TGls. All = melanoma ongoing.
treatment regimens were well tolerated across all Proliferation
models. s 0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
4. Ulixertinib plus KRAS®1%C inhibitor resulted in superior tumor growth inhibition and suppression of KRAS signaling
 Clinically described mechanisms of acquired resistance to KRAS®!?¢ inhibitors converge on reactivation of the RAS-MAPK B H358 c H2122 —®- Group 01, Vehicle
pathway (A)>®. 15007 NSCLC KRAS®'2¢ 19007 NSCLC KRAS®E - Slriggr?tir?i2640m /k
* The efficacy of ulixertinib, in combination with KRAS®1%¢ inhibitor, adagrasib (MRTX849), was assessed in cell line-derived ""g E - Group 03’ I
xenograft models harboring KRAS®1?¢ mutations. Models were selected based on response to single agent adagrasib, ranging % 1000 - % 1000 - Ulixertinib,75mg/kg
from sensitive (H358) to partially responsive (H2122)". £ S Group 04,
% ; MRTX849,30mg/kg
A FET rorr) EGER VET e Combining ulixertinib with MRTX849 (MRTX) resulted in s 500 s 500+ — ﬁrlg%ﬁzgfé —
 [mp— superior tumor growth inhibition compared to dosing of £ S - G 06’
Percent Control 1N —— either single agent alone in both models (B-E). In H2122 high- = a U.ﬁigfﬁmgm Ikq +
. oy - . MET amplification 0 0 T T 1 ’ g/kg
Ulixertinib binds ERK1/2 with minimal off-target ® * Each inhibitor assayed at 2 uM concentration dose combination treatment (Groups 8 and 9) yielded robust 5 : M o 0 7 14 01 MRTX849,30mgrkg
effects while ojcher corr.\pounds bind to : 0?1;; * TREEspot Spot cut-off =10 % = control regression com pared to all other treatment groups. D Days E Days wa Sﬁigﬁigrt;,75mg/kg .
numerous additional kinases. ® 15% . _ - —~
o 5-10% « Tumor volume over time is shown for groups dosed to day 21 5 100 S 100 MRTX849,30mg/kg
@ Rk for H359 (B) and H2122 (C). Tumor volume percent change g g Sl 8{.0“".0.8’
. . c c ixertinib,40mg/kg +
AT from baseline at day 21 is shown for H359 (D) and H2122 (E). @S 50 25 90 MRTX849,100mg/kg
Ulixertinib, in addition to other ERK1/2 inhibitors, were assayed against the KINOMEscan®, an active site directed competition Visualization of growth is capped at 100% (D, E). 3 S ul |I %% ‘ L || I Group 09,
binding assay against 468 kinases. Results for ulixertinib, ERAS-007, temuterkib, and rineterkib shown. > g 9 A ] s >8 9 . b S (11 b, L"““ ........ :\JAg?;gi%?%rgg/kﬁ:
o . . . . o = ’ mg/kg
Ulixertinib demonstrated a superior selectivity profile compared to the other ERK1/2 inhibitors. Y96D i Ditferential expre55|onoanaIYS|s was performed.on tumors £ 5 | ES |
N o . - . _ . KRAS G12C | | yosc \ collected on day 21 to identify pathways associated with 2 “g .50 F o .50-
In addition to binding to ERK1/2, ulixertinib binds to ERK8 in this assay; 0.15, 0.3 and 0.45 % control, respectively. ameiicaton |} Hosh tumor growth inhibition (F,G). Consistent with previous 5 g
Images generated using TREEspot™ Software Tool and reprinted with KRAS G12V StUdieS by Othersgl Significantly enriChEd genesets related to ;i 100— °\\c‘, '1 00_
%erDTslzs(;?/nE;r;?Olgggmijgaﬁibiglwsmn of DiscoveRx Corporation, BRAF V600E &mss g:gg KRAS Signaling’ apoptosisl mTOR’ MYC’ and Ce” CyCIe were HALLMARK_KRAS_SIGNALING_UP HALLMARK_KRAS_SIGNALING_UP
S : )  — | —
KBRS onar revealed. Combination treatment further enriched each of _ T o ee—
MAPZK1 Q36P il i these pathways compared to single agent MRTX849 F G . i Zmorinh - MATX
MAP2K1 E102_103del it ek ' o — — - 0
g . S e s - * The KRAS signaling up geneset was robustly down-regulated — _.
2. Resistance to ulixertinib is delayed compared Bnaling up genes Y gulated — .
by the MRTX + uli combination groups compared to vehicle in !
o (] [ ] . 40
to other MAPK pathway inhibitors H358 (F), and in H2122 (G). s
* These data provide a robust rationale for combining
SIS LE ulixertinib with KRAS®2¢ inhibition in the clinic. Discussions _——— —
* Proliferation .
- Suppression of apoptosis are ongoing regarding clinical deployment. — — —_—
-Angiggenesis -

aaaaa

* In vitro models of ulixertinib resistance were generated in an endeavor to

characterize and predict potential mechanisms of resistance and guide CLESERER
rational combination therapies.
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5. Ulixertinib clinical trials underway and in development Conclusions
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