Activity of BRAF Inhibitor Plixorafenib (FORE8394) in Advanced Ovarian Cancer Harboring BRAF V600E Mutation
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BACKGROUND RESULTS
High Unmet Need for Ovarian Cancers Baseline Characteristics Efficacy in Patients With BRAF V600-Mutated Tumors Demographics, Safety, and Efficacy in Patients With Ovarian Cancer
» BRAF gene alterations occur in 2% of high-grade and 5% of low-grade serous ovarian cancers.’ Overall Ovarian Cancer Excluding CRC and patients who received BSA-adjusted dosing = 5 patients with a median (min, max) age of 51.0 (25, 77) years
by tolerability and the development of resistance.? g¢, y - © |a|n (min, max) 54(4’7 8) 5( 00 ) * Median (range) time to response: 3.6 (1.7, 81.2) months are detailed here.
_ _ Sex, n (%) Mearlr;a © 59 E52'2; (O )  1-year PFs rate: 32.6%; 2-year PFS rate: 16.3% (in the MAPKI-naive subgroup: 1- and 2-year PFS were « 1 patient had a class |l nonfusion and 1 patient had no documented BRAF alteration.
Plixorafenib White 101 (89.4) 4 (80.0) 15'5/’ ana 2?'%/” respictlvelyd) | t t = All patients had received =1 prior line of treatment.
- A potent, orally available BRAFi that selectively targets V600 and non-V600 alterations through disruption of Race, n (%) Black/African American 5 (4.4) 0 A;'O‘;mfr:eagg'p\ﬁ "\"/36% gESniL‘izntizﬁzf ;’a”eosuso V‘;r:;’; g’gr?;rs e of mote. as /3 nationts had PR > 2 of 3 patients with BRAF V600 mutations received prior MAPK-targeted therapy.
i 3,4 y 0 . . ; ; . ] ] ] ] o ] ] ] o
BRAF monomers and dimers. Asian 3 (2.7) 0 | J | P - P » Patients received doses ranging from 900-3600 mg of plixorafenib in combination with cobicistat.
= Evades paradoxical MAPK pathway activation, eliminating the need for coadministration with a MEK inhibitor.® Missing 4 (3.5) 1 (20.0) Plixorafenib Best Percent Tumor Change From Baseline in BRAF V600 Adults (N=43, mITT)?
- Designed to be highly selective and more tolerable than early-generation BRAFis.2 Ethnicity, n (%) Hispanic or Latino 12 (10.6) 1(20.0) Excluding CRC due to known intrinsic resistance through EGFR pathway Safety (n=5)
| . | . - | | 0 43 (38.1) 1(20.0) . . .
= In vitro, ES-2 human ovarian cancer cells with BRAF V600E mutations were sensitive to plixorafenib treatment. ECOG performance status, n (%) 1 65 (57.5) 4 (80.0) CICJ . No patients with ovarian cancer experienced Efficacy and Treatment Duration by Patient
| 22 O (4'4) 0 T_D 'zgg - rumertype DLTs. Confirmed best response PR? PR® PRc
A B. 0 15 (13.3) 0 G 160 = e Wt WG o sleruee |« 2 patients experienced grade 3 or 4 AEs, 0
150~ ES-2 1 28 (24.8) 1(20.0) © 140 e Poe aneteas [ vanan including transient increase in ALT, AST, or Percent  -20-
.y Prior lines of therapy, n (%) 2 16 (14.2) 1(20.0) S 100 + oror APk o lrubin changein |
T PlixorafenibnM 0 100 1000 S 3 17 (15.0) 0 o . tumor size 40
4- ' = 00 o These 2 patients experienced grade 3 SAEs of
=, 37 (32.7) 3 (60.0) ) 80 jugular vein thrombosis, nausea, renal failure, o0
< 1004 p-ERK _ _ Any MAPK-targe_ted therapy 34 (30.1) 2 (40.0) CC” 60 small intestinal obstruction, and vomiting (all 20
= o 3" Prior MAPK-targeted therapies, n (%) >1 prlobr MAPK{P 13 (38.2) 1 (50.0) _CCU 40 assessed as not treatment related). Tdreatment 15- o st confirmed response
= ' : : : [ 10+ o
= o 5 BRAF 24 (70.6) 1(50.0) O 28 Il * X % wbb  xk kK Kk b * * * * o b = There were no treatment discontinuations due (n‘,‘;?,tt'ﬁ;‘) 5. |
© Vinculin . — S 2- V600 (class |) 64 (56.6) 3 (60.0) = PD PD PD PD PD PD NE SD SD NE SD SD SD HEE to TEAESs in the 5 patients with i _ _ d *B
L S SD SD NE bl o n 0 s in the 5 patients with ovarian cancer. 0
> 501 o Eoo (BRAFV600E) o V600E 60 (53.1) 3 (60.0) 8 7 SD'SD SD SD SD D §p 5p P . No. of prior regimens 6] 2] 4]
- Gr2c ERK B L 7 (3:9) ) 5 PR PR Efficacy: BRAF V600-Mutated Bovaczumab N N
TOV-21G (KRAS™ %) o N - BRAF mutation, n (%) Class || 36 (31.9) 1 (20.0) o 60 "RPRPR bR bR pR Nl MAPK therapy N
@~ SK-OV-3 (BRAFT) Fusion 17 (15.0) 0 + 138 PR PR . Ovarian Cancer (n=3) I_IIDIatinum :werapy
0 | | | | | Vinculin Nonfusions 19 (16.8) 1 (20.0) O - All 3 pati ormone therapy N N
B — - atients had PR -
o4 1 10 100 1000 10000 0 100 1000 Class Il 1(0.9) 0 - ORR:°n (%) PR, n (%) SD,n(%)  mDOR, mo (range) CBRx24 wk.¢n (%) -p . P”do.r P L
Plixorafenib (nM) Plixorafenib (nM) a1 (20.0%) patient with ovarian cancer did not have a documented BRAF alteration. MAPKIi naive (N=24) 10 (41.7) 10 (41.7) 11 (45.8) 17.8 (3.7, 59.2) 17 (70.8) " TTR: 3.5, 3.6, and 9.5 months Hor Tadiometapy . >
2&%{832?8%6%2?&?88&8; ’gﬂgrr\#;nber of any MAPK-targeted therapy. MAPKI pretreated (N=19) 3(15.8) 3(15.8) 7 (36.8) 12.9 (3.9, 16.6+) 7 (36.8) » DOR: 9.2, 12.9, and 16.6 months “Discontinued treatment due to radiographic disease progression.
Ovarian cancer cells with BRAF V600E mutations are sensitive to plixorafenib. (A) Cell viability assay was performed for 72 hours and analyzed using Cell-Titer ' | o | | "PR at last tumor assessment before discontinuing treatment approximately one month later
Glo. (B) Western blot analysis of ES-2 cells showing p-ERK and ERK activity 18 hours after plixorafenib treatment. Z(R?ne prtatldent WI%?A ﬁl)gluqted.due to the unavailability of postbaseline assessment target lesion measurement and best response was not evaluable. » PFS: 12.7, 20.2, and 22.4 months %e to ci!seazetprotgresilgn. o dieal d |
« Tumor type: 99.1% solid tumors, including 5 (4.4%) ovarian; 1 (0.9%) patient with ND-LCH Reported per RANO critera. | iscontinued treatment due to clinical disease progression.
. e ICBR: CR+PR+MR+(SD>24 weeks).
METHOD Disposition S :
ODS P . . . _ Longitudinal ctDNA Analysis (Log Scale) Translational Data
S = 89.2 patient-years of cumulative plixorafenib exposure as of February 9, 2024 Plixorafenib Treatment Duration
Study Description : 10_6 (93.8%) patients dlscontTued treat_m.ent due to RECIST/RANO-defined PD or clinical disease progression Efficacy-evaluable adults with BRAF V600-mutated tumors ‘o PD - 3/3 patients with BRAF V600-mutated ovarian
 Phase 1/2a, open-label, single-arm, multicenter study " Overall Patient Population® (n=87), patient withdrawal (n=3), AE (n=3; 1 dlscthlnued due to tregtment-r_elated AE [grad_e 3 bilirubin; dose: Tumor type | Vear > Year 3 Year 4 Vear 7 Vear _ o e Patient1 = cancer did not have any concurrent driver
(NCT02428712) to assess the safety, PK, and (N=113) 1800 mg BID with PK enhancer]), other reason (n=3), physician decision (n=1), or death (n=1). ° > o Patient2  Mutations (based upon documented local NGS
preliminary efficacy of oral plixorafenib 900—-3600 . _ _ PTC . = ® A L PRI~ testing results).
ma/dav with or without cobicistat® (PK enhancer) in * 64 (57%) had BRAF V600 Most Common Treatment-Emergent Adverse Events? in the Overall Population = A < ¢ 7 |
hgl Y | th BRAF-al ( i ) mutation ol n > - » Longitudinal ctDNA samples were available from
children and adults with BRAF-altered solid fumors . 34 (30%) received >1 prior Overall (N=113) RP2D (N=9) ot * s | 2 participants with BRAF V600-mutated ovarian
- Phase 1: 3+3 dose escalation in adults and children MAPK-targeted regimen Any Any ATC — — A - § SIS
. . ~ < G1 G2 G3 G4, grade, G1 G2 G3 G4, grade — 0.1 |
- Phase 2a: Consisted of a series of expanded-dose ’ ’ ’ ’ ’ ’ ) ’ ’ ’ LGG/GNT = @ w - PR o i
cohorts. aceombanied by modeln tOpidentif o _ Preferred term n (%) n(%) n(%) n®%) n(%) n(%) n(%) n(%) n(%) n(%) = A: = e Both show_ed a decrease of BRAF V600E. varlant.
IS, NIPELIe] (257 g, y > A i HGG = A N allelle fractions (VAFs) after 4 weeks of plixorafenib,
optimal dose in patients aged 210 years v = Increased ALT 24 (21.2) 14 (12.4) 9(8.0) 1(0.9) 48(425)[4(44.4) 1(111) 1(111) 0  6(66.7) By O Ay i indicating rapid molecular response to treatment
4 . . - N\ E / AA 4 = ]
Patients Wlt?n(_)\sl)arlan Cancer § o :ncreaseg ﬁ|STd 26 (23.0) 13 (11.5) 3 (2.7) 0 42 (37.2) 4 (444) 1(11.1) 0 0 5 (55.0) =: OA A 0.01 0 T T T T > % VAF increased to above pretreatment levels at the
R — 5< bf!;?re?e 000 435 8(71) 8(71) 0 20(17.7) 0 1(111) 0O 0 1(11.1)  Ovarian e —— ,A time of disease progression.
Key Eligibility Criteria » 3 had a BRAF V600 mutation P Hirubin Melanoma = | Month
. . < Hyponatremia 1(09) 0  6(53) 1(09) 871 | 0 0 0 1(11.1) 1(11.1) Sx—a & $ rartial response
Histologically confirmed, advanced, - 2 of 3 received 21 prior MAPK therapy ~ . _ ' ; ' Eig :E;%;rrlc\aﬂsi,gﬁidusease
unresectable _SOI'd tumors 1 had a class Il nonfusion, 1 had no '-% Fatigue 17(15.0) 23 (20.4) 1(0.9) 0 41(36.3) 1(11.1) | 1(11.1) 0 0 2(22.2) Pancreas E?é- o\ = With cobicistat
Measurable disease _ BRAF alteration y £ o Nausea 27 (23.9) 6(5.3) 2(1.8) 0 35(31.0) 4 (44.4) 0 0 0 4(44.4) g'rlr']aaﬁ égeﬁa - =N ¢ Patients were censored for PFS CONCLUSIONS
{Rteczlaeran; \}g”sétglgdard therapy or no standard _ - 52< | Diarrhea 15(13.3) 7(62) 4(35) 0 26(23.0)[2(222) 0O 0 0 2(222) | Unknownprimary = ; . s on a0 as 4o s e0 es 80 1 o0 on _ _ _ . . . . .
by S BRAF V600 mutations were a prespecified & | Vomitin 11(9.7) 11(97) 1(09) 0 23(204) 0 0 0 0 0 - Plixorafenib achieved clinically active exposures across dose levels, including with
No symptomatic brain metastases efficacy subgroup - J | ' Time since first dose (months) and without the PK booster
a220% any grade and/or 25% grade 23 TEAEs -
ZCob_icistat is a CYP3A inhibitor used as a PK booster (with no anticancer effect) coadministered with plixorafenib in selected cohorts. Efﬁcac in BRAF FUSion Tumors acrerar I ) | bestconfimed ) . . .y . : o/ :
Cgl?gg%epnqgsﬁh‘lo(?fe;[:heeivset;(;%, E(iéi?gﬁ;g?gfnex\ilg.s not required for eligibility. ] Among the most common TEAEs in the overall population, the majority of symptomatic AES were grade 1in severity. y 0 KRNABRAF N =g§ PIIXOFafenIb demonStrated a.faVOrable beneﬂt ”Sk prOflle, W|th ORR 32 /0 N BRAF
Aobreviations o o | | | - | » Ocular toxicities or secondary skin cancers associated with early BRAFis? were not observed. " ORR: 14.3% (2/14) of adults IANIS45-BRAF ’ o V600-mutated advanced solid tumors and low rate of symptomatic AEs.
CER, clical beneit ate. Gl confidence infsal, Cres maximurn Serum conceniration, CNS coniral neous sysiém; G, completa rosponse; CRC, coloractal cancer: GONA, arculating tumar DNA' DL, dose-Imiting tocity; DOR, duration of » Ocular TEAES (ie, dry eye, blurred vision) were reported in <5% of patients. » CR (1): melanoma, DOR 66.7+ months ACKBRAF ¢ Primary tumor type _ _ _ _
rel_spon.slt\a/I,AI\EP(E(FR,_tepldefm?_l grtowth fatct_orkr_eceptol\r/iE}?Pﬁhgét&aﬁellula_rS|%nall:£regulatedtl)<lns§e,I(_BI__;B_M,gllp_blagt?m?,thNT,tgllogie:uronal t.umoPri:H_GI\(/ISI,thgh-grade gllom.al,VlI:I_CH,r#angﬁ:rhatnhs E:e_ll hlsﬂocyr/.t?\ls[l)s_,LLFl_'ll',gve:functlzn:e?t, LISSGH_I?\IW-grar?e N CDK5RAP2-BRAF I Melanoma HGG - In patlents Wlth Ovarlan Cancer.
%é%?r%’tiondseciurglng%%r; lél%jvr?otegv:ar%aetl)rlle;”lllassczf_C, ngn—small_clgﬁ?gﬁgrz Cacrzcér;nngdl!gljov(gra’llrpespb:wnsoedlrg?g; IIglg,n prggggs’i\;g disseta@:;dllz’aFnS, prSo’gres’sinc:hn-?rre_:aezg(r)\z\?gl’;f PKf:f)haerrCLlJa\c;C]or}k/ineB{ic(;);l(lj:’(léa,l p%erti’al resp%n’se;e Ig'ls)((lje Saepi(lelaarylvtﬁyrgid’ca%%orr?g; . Grade 4 events Were uncommon and no fatal treatment_related adverse events Occurred o) P? (1 ): PTC, DOR 92+ monthS KIAA1549-BRAF 5e ﬁz;%/GNT I;?gsc;aes
D, once daily; RP2D, recommended phase 2 dose; SAE, serious AE; SD, stable disease; TEAE, treatment-emergent AE; TTR, time to response; VAF, variant allele frequency. PTC Pheochromocytoma
] ] _ o : NRF1-BRAF | | .
.(J:gg(f}lirztlnsts‘;c;é?]t‘:ar(?tsst:CBlueIpE)rint Meﬁ/ilcines, Merck Shfrp &ODohrlne, 2%0 Bio. ?onsulta_nt: _Ca/ncder_CorebEur(ép%”Humm:\qglbird,lYirggli, Merus(,)Aadi, Fosr,e %iotheﬁpﬁutips_(FoAre Bio),Ia\mgenl,leonteRRosaAD;bE),_éncyée, BOridhgeBé), Vall cé’;HebrEon Institute DEOSIe Etvda: llta;t:jorl‘ d 900 3600 th th t b _ t t 150 d o t d QD (PK h g:r)]a(: I(D5|g f)B),V\lllat:]tI(r:(? (L)J(F:CLOanZ r;]r?:et??nutatlons) MIARTSAS-BRAF ¢ ; \%\/rl:il:[%rtz;l\:::\}/:rmutation NO DLTS
Symphogen, BioAta, Pizer. Kelun-Biotech, GOK. Taino, Roche, Hummingbid, ¥ingh Bicycle, Merus, Aad, For Bi6, Loxo Oncology rutchinson MediPhara, Ideaya, Amgen. Tango, Miratl, Linnacus. Monte Rosa, Kinnate, bebio, BoThenx, sorn,  ® EValUated total dally doses — mg with or without cobicista mg coadministere enhancer ° - : COL4A3BP-BRAF ! 1 Now CNS metastassafter i . _ . , . S
R LR e e e Rl thatncreased plxorafenib exposure 20 3-0ld), . One pediatric patient with gioma receiving W 21" ‘g ©20 WL SEAT WRRRMUAIad oVran canceriad FE, ST CUISHON O lespense =5 months
g S oniact, NG, 1 St Foundater T Levert & imeroma Sece Consular S, e OTNA NRA Hongrre S5 el suppor Lo Gnelogy. socisinopons: overce i Gonsfert. - Clinically relevant exposures and responses were observed across dose levels and with and without cobicistat, mg/m? dosing had SD. rewzs v [ A . Molecular response was observed in 2/2 with available data.
References suggesting a broad therapeutic window. CEPG8-BRAF
bo(;acrggggrl\g&e?t;%ﬂ/%(.)Precis Oncol 2018;2:P018.00025; 2. Welsh SJ and Corrie PG. Ther Adv Med Oncol 2015;7:122-36; 3. Yao Z et al. Nat Med 2019;25:284-91; 4. Janku F et al. J Clin Oncol 2018;36(Suppl 15):2583; 5. Tutuka CSA et al. = Based on the totallty Of the data for Safety, PK, pharmaCOdynamlCS, and effICaCy, the RPZD was determ|ned to be AGK-BRAF IT . The Forte StUdy, a baSket Study in tu mOrS harboring BRAF V6OO mUtatiOnS Or BRAF
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