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BACKGROUND STUDY DESIGN

Unmet Need in Patients With LGSOC Study Objective and Endpoints Patient Assessments
_GSOC is a rare, histopathologically, molecularly, and clinically distinct cancer requiring RAMP 301 (NCT06072781) is a phase 3, randomized, international, open-label study Diagnostic Assessments
ong-term, well-tolerated continued treatment and broadly driven by the RAS/MAPK pathway' designed to compare avutometinib plus defactinib versus ICT in patients with recurrent LGSOC Local KRAS mutational status available from an approved diagnostic (eg, CDx, CE marked)
who have at least progressed on a prior platinum-based therapy’® (Figure 3 : :
t is poorly sensitive to chemotherapy3 and Pros PrioTp Py™ (Fig ) LGSOC diagnosis

The primary endpoint of the study is PFS according to RECIST v1.1, per BICR

affects younger women (median, 43 to 47 years Archival tumor tissue (<5 years old) or fresh biopsy tissue must be available and received by

of age), many of whom endure years of Growth Factors  Extracellular Matrix Secondary endpoints of the study include central labs for central confirmation of KRAS mutational status and LGSOC diagnosis
ineffective treatments and poor quality of life2 OS Efficacy Assessments
Current LGSOC treatment options are limited in PFS per RECIST v1.1 per investigator assessment Post-randomization disease assessments will occur every 8 weeks (7 days) for the first
efficacy and tolerability—there are no approved ORR 18 cycles an(_j j[hen every 12 weeks (7 days) until disease progression, regardless of any
therapies specifically indicated for LGSOC* DOR changes to visit or cycle schedules
Disease control rate (defined as CR/PR or SD at 224 weeks) Post-randomization chest CT is only required when there is baseline disease or when there is
suspected disease or symptoms

Safety and tolerability
Pharmacokinetics
PROs/quality of life: EORTC QLQ-C30 and EORTC QLQ-0OV28 questionnaires

LS G el AL ) Survival follow-up will be performed every 12 weeks (x14 days) after the 30-day safety follow-up

Avutometinib is a first-in-class, oral, RAF/MEK visit for up to 5 years after the last patient is enrolled

clamp that potently inhibits MEK kinase activity while ERK AKT YAP RhoA Safety Assessments
also blocking the compensatory reactivation of MEK ) )Q x x )( ) RAMP 301 Studv Desian Safety assessments are ongoing after informed consent which may include AEs/SAEs, lab tests,
by upstream RAF (ARAF, BRAF, and CRAF)>® Tumor Growth . d physical examinations, and ECHOs
Defactinib is a selective inhibitor of FAK, a signaling ) Feedback Reactivation Primary Endpoint: PFS Patient-Reported Outcomes
target that has been shown to mediate resistance to  rigure 1. Avutometinib + Defactinib Mechanism of Action. A R per BICR by RECIST v1.1 EORTC QLQ-C30 and EORTC QLQ-OV28, provided in local language, will be administered after
multiple anticancer agents®!’ Vprometin _ randomization up to C1D1 before any visit-related assessments, at C3D1, C5D1, then every 4
n~ 135 Secondary Endpoints cycles (C9D1, C13D1, etc)
> e (OS
STU DY R ATI 0 N ALE Key Inclusion Criteria® A\Isut;)mt(_%ti_rt\)ibzg(-f mQPF(’)OBI?IIDW « PFS per RECIST v1.1 by investigator
efactini mg assessment

« Confirmed LGSOC diagnosis 1:1 Randomizati 3 weeks on, 1 week off .

* Recurrent disease after prior al\?~02n710a > . ggs TRIAL STATUS
Avutometinib + defactinib demonstrated an ORR of 42% (n/N=11/26), a mDOR of 26.9 months gat‘”“mthef% _ o | . DCR = nrol ¢ 970 patients _
(95% Cl, 8.5-47.3), and a mPFS of 20.0 months (95% Cl, 11.1-31.2) in recurrent LGSOC in the T maen . KRAS mulation satus. wtvo mt e LSty nroliment o patients Is ongoing
FRAME study (NCT03875820; Figure 2A)12-14 . Measurable disease per e PROSs This international study is in collaboration with the GOG Foundation and ENGOT and the following

RECIST v1.1 « Number of therapies: 1-3 vs 24

Investigator’s Unless otherwise specified, all tumor response-based ovarian cancer research organizations

Results of the FRAME study led to US FDA Breakthrough Therapy Designation and rationale * Prior MEKi allowed® ‘ Choice of Therapy®

endpoints will be analyzed using both BICR and
investigator-based assessments.

 Prior bevacizumab allowed n~ 135

for the phase 2 registrational ENGOT-ov60/GOG-3052/RAMP 201 (NCT04625270) study'5-17 United @ ARCAGY
Primary Analysis: united | GOG ez | France | ) weasy | penmark | (WINSGEO
In Part A of RAMP 201, a confirmed ORR of 45% (n/N=13/29; 95% CI, 26-46) was observed Hierarchical Evaluation GOG ovpsmon
. . . 0 . . - . - . 1) KRAS mutant LGSOC only fransforming the standercof cere
along with tumor reduction in 86% of patients treated with avutometinib + defactinib 2) All recurrent LGSOC s A South R |
- 1 16 18 UK m ?553?%2? Italy Korea @ Korean Gynecologic Oncology Group
(Figure 2B)">16. MaNGO
Figure 3. RAMP 301 Study Design. 2Key inclusion and exclusion criteria are listed below in Table 1. ®°One prior line of treatment with a MEK and/or RAF inhibitor is permitted ANZ
I I inib + Ni I I I only if there was prior clinical benefit (objective response or SD =6 months) and not received within 6 months of signing informed consent. °Pegylated liposomal doxorubicin: ] . )
The qomblnatlon Of avutometinib defaCtlnlb demonstrated eXCeptlona”y hlgh .res.ponSeS In 40 mg/m?2 IV on Day 1 of each 28-day (4-week) cycle; paclitaxel: 80 mg/m2 IV on Days 1, 8, and 15 of each 28-day (4-week) cycle; topotecan: 4 mg/m? IV on Days 1, 8, and Spain G@ICO Canada GOG e zabel Australia GQG
heavily pretreated recurrent LGSOC, regardless of KRAS status, number of prior lines of 15 of each 28-day (4 week) cycle: anastrozole: 1 mg PO once daily of each 28-day (4-week) cydle: letrozole: 2.5 mg PO once daily of each 28-day (4-week) cycle. ENGQT
therapy, or best response to last treatment in the recurrent/metastatic setting e sl T _ Y=t
Belgium Germany ARBEITSGEMEINSCHAFT
. . . . - i iteri i iteri RS
The safety profile was consistent with previously reported safety results for avutometinib + Key Inclusion Criteria Key Exclusion Criteria
defactinib; the majority of AEs eXperienCed were grade 1-2, and a limited nhumber of patients gGO,IArb%‘sgenggga;_ft EGynékolo%sc;he (lzl;kolcc;)gie; ANIZG_OC7, (,;\ustlralig I\;eTM{ Zlealand Gc};/lg;?gg)l(gical (Z:ncolcgg/derIoup; ?GOQ, Belgéu’m anc(jj LLgemPOLc/;rlgl\l (é}gvgegological
) ) . . . . . .. . > - _avyicti Telal i i ncology Group; , European Network for Gynaecological Oncological Trial groups; , Grupo Espafriol de Investigacion en Cancer de Ovario; , Groupe
eXperlenced dose reductions (1 7%), 12% of patlents discontinued avutometinib or defactinib Age 218 years Co-existing, high-grade ovarian cancer or another histology d'Investigateurs National des Etudes des Cancers Ovariens et du sein; GOG, Gynecologic Oncology Group; KGOG, Korean Gynecologic Oncology Group; MaNGO, Mario
o I I i _ I i I I I Negri Gynecologic Oncology; MITO, Multicentre Italian Trials in Ovarian Cancer and Gynecologic Malignancies; NCRI, National Cancer Research Institute; NSGO, Nordic
due to = 1 treatment emergent adverse event gllfégllgilcsgﬁt%r:evael? LGSOC (ovarian, :_SGpSe?rr(;\;it::re\C;)OﬂjunCtIOn wiiniserotisiboraetinertmor Society of Gynaecological Oncology.
The confirmatory phase 3 GOG-3097/ENGOT-ov81/NCRI/RAMP 301 (RAMP 301) study is « Documented mutational status of KRAS by » Prior treatment with avutometinib, defactinib, or other FAK
further assessing the safety and efficacy of avutometinib in combination with defactinib an approved diagnostic test (eg, CDx, CE inhibitors is not allowed RE FE RE N C ES
Versus ICT In patlents Wlth recurrent LGSOC Who have at IeaSt progressed on a prlor marked) from tumor t|Ssue T One prior Iine Of treatment Wlth a MEK and/Or RAF |nh|b|t0r Matsuo_K, et al. J Gynecol Oncol. 2018;29(1):e15. Louis D. Introducing Rational Combinations of RAF/MEK CIampAvu_tometinib: Breakthrough Designation &
platinum-based therapy » Suitable for at least one of the ICTs (PLD, is permitted only if there was prior clinical benefit Soott SA. ol al. Gynaco] Oncol. 2020:157(1) 3645, Bamorioe SN, ot al.J Clin Oncol. 2095:41(16 SuppIAbSTaCt 5515, 1 oo 2oe Boston MA
5 1 i 1 Grisham RN, et al. Int J G | C . 2023;33(9):1331-1344. B jee SN, etal. P ted at: ASCO 2023. J 2-6, 2023; Chi , IL. Poster 210.
paCIItaxel, tOPOtecan, IetrOZOIe, anaStrOZOIG) (ObJeCtlve response or SD 26 mOnthS) and nOt recelved Mralnftir?en;-Garc?aaC, gt al. glll?ne%%ncae’;?ers. 2012;1%(%7):4806-4819. P?ensesrjl?{eeleasee. \?erasrteesn?noenc;ogy Receives Bruer;ithrough Theralgi%oesigna(t)igrﬂor VS-6766 with
ithi I I I IshiiN, etal. C Res. 2013;73(13):4050-4060. Defactinib in R t Low-Grade S Ovarian C .V tem Oncology. May 24, 2021. A d
A FRAME3.14 & RAMP 201 (Part A)'5.16 « Adequate recovery from toxicities related to within 6 months of signing informed consent Lito P, ot al. Cainc(;errc;/.szm4;25(&):6)97-71o. September 28, 2023, https./linvestor verastem cominode/12421/odt, peesse
i i i i i . . . . . . G lez-Del Pino GL, et al. Proc Natl Acad Sci U S A. 2021;118(36):e2107207118. Grisham RN, et al. P ted at: IGCS 2023. N ber 5-7, 2023. Seoul, South K . Pl 01.
|nV€‘Stlgat§" ggsessment Interim Analysis - Bllnde?l\llnzoéependent Central Review prior treatment « Suitable for debulklng surgery aCCOrdlng to their phySIClan gg\?v%?)rzlaeetl all(rI;.ONat F\’Evacazr(:;ch—:Zr.822(221;Céa1I (153(:{3&%—13;2; (30 '(A\RréAiltj/I%’;}g%V%F%et:&eige(lcg_;?) +fDef;an\lccti?_i(ga(:((\)\//;as;]-;68(():(;3L)J irgj Reguge?w?tobw?(ggac;{é}arguseg?/;ygan Cancer
= = inde R, et al. Cancer Res. ;80(supp : . . ClinicalTria s.gov_i er_wti_ ier:_ . Updated December 26, .Accesse
Data cutoff: July 2023 117,79 Data cutoff: April 20231°  Recurrent LGSOC (KRAS-mutant and - Systemic anticancer therapy within 4 weeks of the first dose AR o e Y [t January 30, 2024. hitps:/classic.clinicaltrials. qovict2/show/NC T00072761.
ild- I I Udai B. Prot [ fili f KRAS signaling; Context, CAF d Combinations.
20- 20- wild-type) of study intervention Presentod . Targefing RAS 2023 Symposium. Septomber 13-15, 2028,
. . . . ciyp - Salamanca, Spain.
— — * %  Prior treatment with =21 platinum-based « Major surgery within 4 weeks
[ [
£ 0 I regimen . Svmptomatic brain metast inal cord -
D “ I S I ymptomatiC Drain metastases or Spinal cora compression
Qo Q .
N 0 « 21 measurable lesion per RECIST v1.1 - i di - : T AB B REVIATI O N S
€ 9 * € o  Active skin disorder that has required systemic therapy within
o~ -20- o~ —207 C
% g % g LS S R R R R R OBEE EEE OB BN B * ECOG PS S1 1 year Of Slgnlng Informed COnsent AEs, adverse events; AKT, protein kinase B; BICR, blinded independent central review; BID, twice daily; BIW, twice a week; CDx, companion diagnostic; CE, Conformité Européenne; CR, complete
& = &’ = . ) . ; . . response; DCR, disease control rate; DOR, duration of response; ECHOs, echocardiograms; ECOG PS, Eastern Cooperative Oncology Group performance status; EORTC, European Organisation for
w 9 —40- * - O —40- ° Adeq Uate Organ funCtlon i HIStO['y Of medlca”y Slgnlflcant rhabdomy0|yS|S Research and Treatment of Cancer; ERK, extracellular signal-regulated kinase; FAK, focal adhesion kinase; FDA, Food and Drug Administration; IV, intravenous; MAPK, mitogen-activated protein kinase;
g c B KRAS mutant g c mDOR, median duration of response; mPFS, median progression-free survival; MEK, MAPK kinase; MEKIi, MEK inhibitor; mt, mutant; ORR, objective response rate; OS, overall survival; P, phosphate;
o : : o : : thi PD, ive di ; PFS, ion-f ival; PLD, lated i Id bicin; PO, oral administration; QLQ, Quality of Life G Questi ire; PR, partial ; RAF, rapidl
@ % KRAS wild-type @ -‘C: 60 B KRAS mutant Ag reement tO use hlghly eﬁeCtlve measures Symptomatlc bowel ObSthCthn Wlthln 3 monthS acceﬁ)er?gt:ae; ?ilt\)/fos?r?:isrfa; RAS,p :gtg ;Srilc?rzar\(/ai?uzl;]rl\'\ill\E/%IST, regp?c?rz/s?a Zvallﬁgﬁc?r:n ;iteﬁ;(ci)rrluscll(i:éntumors?rlgh?)An,]Ilggsr?lc;(r)r?olog famill;an;gn?berlz; Rr'clzlu(p regeegt?rnt;?gseine kingzel;aSIrDe,Ssr,)tgglsee diseasé?&t,il/vild
-60- -60- : i i . type; YAP, yes-associated protein.
2 KRAS undocumented 2 KRAS wild-type of contraception (for patients with « Concurrent ocular disorders

* Still on treatment * * Still on treatment reproductive pOtentiaI) . : :
_80 rrrrrrrrrrrrrrrTrtt 11T T T 1T"T T T T 1T I 1_ _80 Tttt Tt T T * Concurrent heart dlsease Or Severe ObStrUCtlve pUImonary AC KN OWL E D G M E N TS
-100% ~100% disease
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Figure 2. Percent Change in Baseline Tumor Assessment in the (A) FRAME and (B) RAMP 201 (Part A) Studies. Table 1. Key Inclusion and Exclusion Criteria. A full listing can be found on ClinicalTrials.gov at https://classic.clinicaltrials.gov/ct2/show/NCT06072781. writing assistance was provided by Amanda C. Vreeland, PhD, CMPP, from ProEd Communications, and funded by Verastem Oncology.
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