FORTE: A Phase 2 Master Protocol Assessing Plixorafenib for BRAF-Altered Cancers
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BACKGROUND PHASE 2 MASTER PROTOCOL STUDY METHODS
- v-raf murine sarcoma viral oncogene homolog B1 (BRAF) Figure 1. Plixorafenib Mechanism of Action = All participants in the subprotocols receive plixorafenib 900 mg once daily (within 30 minutes following a meal) until
alterations occur in 6% of all cancers, with class |, Il, and ll| progressive disease, unacceptable toxicity, or treatment discontinuation (Figure 3).

alterations observed at a frequency of 62.1%, 16.5%, and 17.7%,
respectively.'?

- Second-generation BRAF inhibitors that target BRAF V600 mutant
tumors, such as dabrafenib, vemurafenib, and encorafenib,

Figure 3. FORTE Basket Study
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L . . Table 1. Phase 1/2a Safety Profile
relapsed or refractory pediatric low-grade glioma with BRAF o | o - | | | T | .
— — ATC, anaplastic thyroid cancer; BICR, blinded independent central review; BRAF, v-raf murine sarcoma viral oncogene homolog B1; CSF, cerebrospinal fluid; CNS, central nervous system; ctDNA, circulating tumor
f i V6OO t t b t f th i k f i Overall (N_113) RP2D (N—9) DNA; DCR, disease control rate; DOR, duration of response; HGG, high-grade glioma; LGG, low-grade glioma; MAPK, mitogen-activated protein kinase; MAPKIi, MAPK inhibitor; NSCLC, non—small cell lung cancer;
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b it ' ! -mut ing in <40, ' .
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S Increased blood Plasma ctDNA assessments for all pérticipants; plasma and CSF assessments for participants with primary CNS tumors.
« There remains an unmet need for tolerable and efficacious S | bilirubin 4@35)  8(r1)  8(71) 0 207} 0 10117 0 0 1)
targeted therapies for the treatment of BRAF-altered tumors. < | Hyponatremia = 1(0.9) 0 6(5.3) 1(09) 8(7.1) 0 0 0 1(M1) 1(11.1) Table 2. Examples of Rare BRAF V600E-Mutated Solid Tumors Eligible for Subprotocol C2
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Plixorafenib (FORE8394; PLX8394) 'i:uj 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) Anaplastic thyroid cancer Liver and bile duct cancers
S _ o Bladder cancer Pancreatic acinar cell cancer
- A novel, oral, small-molecule BRAF inhibitor that selectively g Nausea 27(239) 6(5.3)  2(18) | 0 35(310)|4(444) O 0 0 14044 Ovar o " oo
. s - . varian cancer dancreatic neuroendocrine cancer
inhibits BRAF V600 monomers and BRAF-containing dimers, 2 | Diarrhea 15(13.3) 7(6.2) @ 4(3.5) 0 26(23.0)(2(222) 0 0 0 2(222)
including fusions (Figure 1)9—11 E - Gastric cancer Small intestine cancer
& | Vomiting 11(9.7) 11(097) 109 0 23(204) 0 0 0 0 0
. Anal cancer

 Disrupts RAF dimerization and prevents paradoxical MAPK | | |
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Figure 2. Phase 1/2a Study Results: Plixorafenib Best Percent Tumor Change From As of January, this trial (NCT05503797) is recruiting participants in 11 countries globally,
- Demonstrated in vitro activity against V600 and non-V600 BRAF Baseline in BRAF V600 Adults (N=43, mITT)? with 64 sites currently activated. To date, over 100 participants are enrolled.
proteins, and antitumor activity has been observed in BRAF V600 Excluding CRC due to known EGFR feedback loop activation with monotherapy
- NI 9
and non-V600 nonclinical models. .GE) 238 b Tumor type
T) A | . Melanoma LGG/GNT Unknown primary HGG Biliary tree
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- Treatment-emergent adverse events (TEAEsS) occurring in 220% of © 40
participants included primarily low-grade liver function test changes O 28 II- Db b e bbb b b . b b b b o
and low-grade fatigue, nausea, diarrhea, and vomiting (Table 1).74° & g DPPPPFDPDPONE SDSDNE SDSDSD sp 5p Ne % SDg . .
. . . O SD SD sp sp PD
- Antitumor activity was observed across various tumor types, o -40 SDSD PR pr oo b -
including those with BRAF V600 and non-V600 alterations. '+ oy gg ' PRPRPR proe o
) - | d A A o e % PR pRr . . . .
- In BRAF V600-mutated tumors: overall response rate (ORR) 30.2% L 100 MAPKi naive (N=24 O'T('fz 4'1‘% ) "1'3’(21(_4)) ??’(25%)) m?gg’(;‘; gg_’;?e) CBR’;274(;‘(’)'_‘E’3)" - PR On March 27, 2026, Breakthrough Therapy Designation was granted by the US FDA to plixorafenib
(41.7% in a MAPK inhibitor [MAPKI]-naive subgroup; median d1tir§tl0n MAPKi pretreated (N=19) 3 (15.8) = 3(158)  7(368)  12.9 (3.9, 16.6%) 7 (36.8) for the treatment of adults with recurrent or progressive BRAF V600E-mutated high-grade glioma.
Of response [mDOR] 178 months) (range’ 37’ 592’ Flgure 2) | ATC, anaplastic thyroid cancer; CBR, clinical benefit rate; CR, complete response; CRC, colorectal cancer; EGFR, epidermal growth factor receptor; GNT, glioneuronal tumor; ?eéeregcﬁA Subbiah V. ESMO Onen 2093:8100788: 2. Owslev | et al. Exo Biof Med 2021:246-31-0: 3. Pan JH et al. C v Pos 2018-10:9989-301: 4. Hanrahan AJ ot al. Nat Rey Clin Onco] 20040199447
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response [C R], DOR 667+ monthS, 1 part|a| response [P R], DOR Zone participant was excluded due to the unavailability of postbaseline assessment target lesion measurement and best response was not evaluable. 14. de la Fuente Ml et al. Poster presented at ISPNO 2024; 15. de la Fuente Ml et al. Oral presentation presented at ASCO 2023; 16. Rodon J et al. Poster presented at OCRS 2024.
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