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BACKGROUND RESULTS

KRAS mutations (mt) occur in ~30% of lung adenocarcinomas, among

which G12C is most common (40%), followed by G12V (19%) and RAMP 202 Study Design Efficacy Safety
G12D (15%).’ PART A e . . .
| KEY INCLUSION CRITERIA p N Limited clinical activity was observed in both monotherapy and
e KRAS G12V d ad d . .
Approved treatments for advqnced KRAS mt NS§L(; (egc.ludlng G12C) are RAS G12V mutated advance combination treatment arms.
limited to chemotherapy and immune checkpoint inhibitors. » Measurable disease (RECIST v1.1) j DART B Current data do not meet protocol criteria to proceed with the
o L e e ECOG PS 0-1
Avutometinib is a first-in-class oral RAF/MEK clamp that potently inhibits + 1-2 prior regimens including 1 N V 4 A expansion phase Any AE, n (%) 15(33.8) 7(43.8) 19 (100) 7(36:8)
MEK kinase activity while also blocking the compensatory reactivation of prior platinum-containing 1:1 o/mo-5o |
y g p ry chemotherapy . OR Based on =) Nausea 3 (1 88) - 10 (526) -
MEK by upstream RAF.#*4> (Figure 1) * Prior CPI unless contraindicated ORR 9 y Diarrhea 4 (25.0) 0 6(31.6) 1(5.3)
* Appropriate approved therapy for 4 A .
Defactinib is a selective inhibitor of focal adhesion kinase (FAK), which ;thefre'a';f({t mutations | Confirmed ORR, n (%) 0(0) 2(11) eripheral edema 4(22.0) 1(6:3) 6(31.6) 16-3)
: : : : * No prior I, NO prior
has been shown to mediate resistance to multiple anticancer agents.®’8? KRAS-specific targeted therapy PR 0 ) 2(11) Rash 4(2>0) 166.3) 2(19.5) )
(Figure 1) e No untreated CNS metastases 5 > SD 7 (44) > (26) Blood CPK increased 4 (25.0) 3(18.8) 5(26.3) 0
PD 1(6 8 (42 » . ,

. . . BID, twice daily; CNS, central nervous system; CPI, checkpoint inhibitor; ECOG PS, Eastern Cooperative Oncology Group performance status, 3 ) o) Dermatitis acneiform 3(18.8) ] 2(10.5) ]
Herein, we present efficacy and safety results of the randomized, NSCLC, non-smail cell lung cancer; MEKi, MEK inhibitor; ORR, overall response rate; PO, by mouth. NE 8 (30) 4(21) Fatigue 2 (12.5) 1(6.3) 421.1) 1(5.3)
phase 2, adaptive, multicenter, open-label RAMP 202 trial evaluating Disease control rate (SD + PR) 7(44) 737) AST ncreased 2(12.5) _ 4021.1) :

. . R T : _ *NE includes patients for whom not all target lesions were evaluated, as well as those who did not undergo a follow-up assessment
avutometinib £ defactinib in previously-treated KRAS mt NSCLC _ St the Time of the data CUt-off Vomiting 0 0 5 (26.3) 1(5.3)
(N CTO 4620330) End p0|nts NE, not evaluable;, ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease. Blood bilirubin increased 0 0 4(21.1) 1(5.3)

AE, adverse event; AST, aspartate aminotransferase; CPK, creatine phosphokinase.
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RAS/RAF/MEK pathway and other markers w ool Fpmeelm , , , ,
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> Additional efficacy data: DoR, ORR, DCR, PFS, OS @ and avutometinib + defactinib combination therapy.
Pharmacokinetics c -20- | | | - o
397- BICR{ blinded indepedgnt central reyiew; DCR, disease control rate;, DoR, duration of response; ORR, overall response rate; OS, overall E 40 - Whlle Nno NEW Safety Slgnals Were Identlﬂed' Criteria to proceed to
SUrvival; PFS, progression-free survival < part B were not met, and further evaluation of avutometinib + defactinib
£ -60- in KRAS-G 12V mt NSCLC will not be pursued.
. o S
Baseline Characteristics 3 g0 Enrollment in the BRAF mt cohort of RAMP 202 is ongoing.
g 100 Additional trials evaluating rational avutometinib monotherapy and
"Waterfall plot displays patients that had a follow-up imaging assessment and an available value for sum of all target lesions at the rational avutometinib combinations (SOtO rasib [N CT0O507/481 O],
time of data cut. . . : .
*Patient experienced a best percentage change of -32.4% but was not classified as PR because patient discontinued after initial adagraSI b [INCTO05375994], eve rolimus INCT02407509]) are ongoing In
Age, median, yrs (range) 66.5 (57, 85) 68.0 (34,79) assessment of PR. : :
Male sex, n (%) 7 (43.8) 7 (36.8) **Patient experienced a best percentage change of -81.3% but was not classified as PR because patient discontinued after initial pat|ents W|th KRAS mt NSCI—C
' ' ' assessment of PR.
ECOG PS, n (%)
0 4 (25) 6 (31.6) _ Avutometinib + Defactinib?
1 12 (75) 13 (68.4) g 140-
: : : : : = 120-
ERK AKT YAP RhOA Num.ber of prior systemic regimens, median (min, max) 2.0(1, 4) 2.0 (1,5) % REFERENCES
Prior platinum-based chemotherapy, n (%) 15(93.8) 19 (100) s 100+
Prior ICl, n (%) 14 (87.5) 16 (34.2) g 30 -
Other, n (%) 2(12.5) 3(15.8) Sc’o 40 2. I\/Ia.ljtlnez-Garua C, et al. Clin Cancer Res. 2012;18:4806-4819.
- ~ ~/ Time since most recent treatment (months), 2.0 (0.6, 49.3) 2.5(1.1,47.9) e T I e L 3. Ishii N, et al. Cancer Res. 2013;73:4050-4060.
median (min, max) ﬁ: 0 * e 4. Lito P, et al. Cancer Cell. 2014:25:697-710:.
Tu m O r G rOWth Best response to most recent treatment in % 5. Gonzalez-Del Pino GL, et al. PNAS. 2021:118:€2107207118.
metastatic/recurrent setting, n (%) 2 20 e U I S I S 6. Dawson JC, et al. Nat Rev Cancer. 2021,21:313-324.
. . CR 0 0 g 40+ 7. Shinde R, et al. Cancer Res. 2020;80(Suppl 16):CT143.
» Feedback Reactivation PR 4(25.0) 4(21.1) g -60- 8. Chen G, et al. Mol Cancer Ther. 2018;17:806-813.
SD 4 (25.0) 6(31.6) £ -80- 9. Kang, et al. / Natl Cancer Inst. 2013;105(19):1485-95.
ERK, extracellular signal-regulated kinase; FAK, focal adhesion kinase; MEK, mitogen-activated protein kinase; RAF, rapidly accelerated PD 6(37.5) 3(42.1) @ 100
fibrosarcoma; RTK, receptor tyrosine kinase; YAF, yes-associated protein. NE 1(6.3) 0 sWaterfall plot displays patients that had a follow-up imaging assessment and an available value for sum of all target lesions at the _ . . .
Unknown 1(6.3) 1(5.3) time of data cut. Copies of this poster obtained th(ough Qu1cl§ Rgsponse (QR) Code are for personal.use only
*Patient experienced a best percentage change of -27.3% but was not classified as SD due to worsening nontarget peritoneal disease. and may not be reproduced without permission from ASCO® or the author of this poster.

- - V- - - CR, complete response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; ICl, immune checkpoint inhibitor; NE, not **Patient experienced a best percentage change of -38.8%. Patient had PR in target lesions but was classified as a PD due to a new
Flg ure 1 : AVUtOmetl ni b + Defq Ctl ni b MeChq nism Of ACtlon evaluable; PD, progressive disease; PR, partial response; SD, stable disease. lesion at same assessment.



