Dose optlmlzatlon of novel BRAF inhibitor FORE8394 based on PK and efficacy results
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FORE8394 900 mg QD with cobicistat has been supported as the recommended Phase 2 dose for the treatment o
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BRAF-altered advanced malignancies based on frequency of DLTs, overall tolerability, efficacy, and pharmacokinetic data.
INTRODUCTION Table 1. Baseline Clinical Characteristics Figure 1: FORE8394 AUCon D15 across  Figure 2: Concentration-time profiles for Table 3. Summary of Safety and Efficacy (N=109)
= Traditionally, determining the dose of cytotoxic chemotherapy drugs was based on identifying the - Total population clinically relevant range *cobicistat FORE8394 with cobicistat QD - Efficacy Efficacy
maximum tolerated dose. However, with the advent of targeted therapies, the US FDA recommends Characteristic = . Assigned Regimen Safety’ *
hat d b | » d earlv in drug devel e (N=113) : miTT MAPKi naive V600
that dose optimization be routinely performed early in drug development as targeted therapies % Day=15 o Total dailv dose
demonstrate different dose-response relationships compared to cytotoxic chemotherapy. ECOG-PS, n (%)* 0 43 (38.1) oo | FORE83911 2Grade 3 TEAE
S - o ) | ! el ) . - i 900-1800 mg 9/18 (50%) 1/13 (8%) 1/3 (33%)
* Dose optimization identifies a dos_e that preserves clinical benefit with optlmal tolerablllty: It 'av0|ds 2 5(4.4) | / g ;?}Fiﬁl;t?;:?dﬂ;?ir?il".\\r|:r}‘:;‘_| 900 mg + cobi 12/33 (36%) 7/28 (25%) 5/10 (50%)
exptl)'smg]c IIJ'?tIe'II:If:'S tp a dosage regimen that is poo;llif tolerat;—:‘d Er e}:dyersely Imp|aCttS) functclionl’nﬁ] ind Prior lines of therapies, n (%) 0 5 (13.3) 2 / : QD with cobicist 450 mg BID + cobi 4/11 (36%) 4/10 (40%) 2/4 (50%)
?uzlltt.y 0 |1 e.T |s|n: tlumtmc?)élmpact tr(jgatment adherence,!’ which is commonly observed with the ; 28 (24.8) ® oo A/ R g 900 mg QD + cobi 4/9 (44%) 3/8 (38%) 3 /4 (75%)
raditional maximal tolerated dose paradigm. 5 BTG X | d,,/ e - Wit Cobicisat || 8 ; 900 mg /day + titration? 4/13 (31%) 0/10 (0%) 0/2 (0%)
" t . i o Tl il i L i 7(15.0) "~ 100000 . Bt 1200-1800 mg + cobi 28/49 (57%) 4/37 (11%) 2/8 (25%)
IS a next-generation, ora y avallaple, small-moiecule, seiective InnipbItor or class ( ) 3 (14 2) i a —© 2700-3600 mg + cobi 6/9 (67%) 2/8 (250/0) 1/3 (33%)
and ClaSS 2 (non‘V600), BRAF alteratlons' >4 32 7 0 | . . ; " Does not include pts £17 years with mg/m? dosing (n=4), as Phase 1 for this regimen was completed prior to RP2D and in general provided lower-than-targeted exposures.
- ( ) | .:,IS:, 3] 00 2 FORE8394 was gradually increased to a maximum of 900 mg BID with cobicistat based on individual tolerability.
. . E o b * Except CRC; cobi= cobicistat; MAPKi= MAPK signaling pathway inhibitors; mITT= modified indented to treat; ORR= objective response rate; TEAE= treatment-emergent
a FORE8394 aVOidS a key I|m|tat|0n Of approved BRAF inhibitorS: paradOXical activation Of MAPK Prlor MAPKI-targEted theraples' n (/D) Any MAPK targeted therapy (29 2) o . Time‘-.[hrJon;efore Day 21 : : ' gg:?::&:.i;%n(;omput Table 27 and Inhouse orr_v600_MAPKiNaiv_exCRC.rif (run date 08 May 2023)
signaling, resulting in: Prior BRAFi, n (%) Included a BRAF inhibitor 24 (21.2) . . ]
+ Avoidance of secondary drug-related malignancies,? specific resistance mechanisms,*# and Prior immune checkpoint inhibitor, n (%) Y 30 (26.5) Figure 3: Effect of cobicistat, a CYP3A inhibitor, on FORE8394 exposure No Increase in Efflcacy at ngher Exposures or Doses
need for combination of FORE8394 with a MEK inhibitor23° : -
_ R _ BRAF mutational status, n (%) Class 1 variants 64 (56.6) i ) o
+ Favorable profile for combination therapies® T 60 (53.1) A. FORE8394 exposures increases B. Similar exposures achieved without Figure 7: Best Percent Tumor Change in V600+ MAPKi-Naive Adults (N=24)*
: 2- to 3-fold with cobicistat cobicistat, by 3x dose increase
OBJECTIVE V600K and V60OR 4 (3.6) | X .
= bt 200QD + COBI 4a900 200QD + COBI 80 ORR: 37.5% 95% CI: 18.8 59.4
In line with guidance from the Project Optimus of the US FDA, we aimed to identify the optimal Class 2 variants 36 (31.9) 20000 o oo et 5 mDOR: 32.3(months ,59.4)
recommended phase 2 dose (RP2D) for FORE8394 using integrated pharmacokinetics (PK), safety Fusions 17 (15.0) | 2 "
and efficacy data, and exposure-response modeling. e e e 1(0.9) B e 3
*k % % % ’ il RP2D RP2D
METH ODS Other 3(27) 8 20000- FORE8394 900 mg QD £ 20000- FORE8394 900 mg QD & oM I - : :
No BRAF alteration 9 (80) ‘é with cobicistat g | with cobicistat _E - . I I I I l l I I I I I
- *Earlier version of the protocol allowed patents with ECOG 2. 5 patients with ECOG 2 were included in the trial. ** Other (P708A, AMP, and intragenic deletion) 2 = ’/ o g )
StUdy DES|gn Source: ASCO Output Table 1 and Table 2 (run date 08 May 2023) 10000 - G?:% 49 UU mg QD 10000 - = \ FORES8394 1_800 mg QD 3; “ DLT DLT OLT
« Single-arm, open-label study in patients with advanced solid or CNS tumors with BRAF alterations X I obicistan JRSutcobicistat & - ~1800 1800 900 900 900
(NCT02428712). | FORE8394 Exposure and Safety Profile R .
* Phase 1 3+3 Dose Escalation Design: A) adults; B) 3-17 years of age with BSA-adjusted dosing = Total of 80.4 patient-years of exposure, with consistent manageable safety profile. 12 (10.6%) are 1 1 1 I
* Phase 2a: 210 years of age. Phase 2a was amended to enable dose optimization. : : . y X LT TN I T O, X0 T T cannk :
still on treatment as of March 31, 2023. Most common reasons for discontinuation are progressive T T — T — 7 T — T — T — 1 — — T —— — T — 1
As of March 31, 2023, 113 patients have received =1 dose of FORE8394 (safety analysis population) disease (n=65 [57.5%]) and clinical progression (n=18 [15.9%]). Figure 4. AUC is not weight-dependent,  Figure 5. FORE8394 PD effect on pERK
: . . : . E . ; ) . ' g ok = = - N y . . :with bici
Efj‘u?a.c.y ana!y3|:s population (mITT): Class 1 or 2 BRAF alteration and =1 post-baseline assessment * One discontinuation due to FORE8394-related AE occurred with 3600 mg/day + cobicistat Supporungflxed dos|ng in children in patient w/ BRAF G466R ?otalltdgﬁ;(;j%slglssé?goo and >1800 mg/day are provided |[AUcs W <07 W 0707 W50
Eligibility Criteria = A total of 17 patients have been treated with FORE8394 for 1 year; of which 11 patients have been ——
Key inclusion criteria Key exclusion criteria treated for 2 years or more. Steady-State AUC,,, by Weight PERK IHC ik L T “Excludes CRC due to intrinsic resistance through the EGFR pathway
« Measurable disease by RECIST or RANO « Symptomatic brain metastases, : Pre-Treatment Post-Treatment
criteria baseline brain MRI was not required Table 2. Treatment-Emergent Adverse Events = Grade 3 (= 5% of All Events) e R - . Efficacy
« ECOG-PS of 0-1 + Refractory nausea/vomiting; unable to ' g ‘3‘ (YRR AT Q'-f‘;"" 2
% 5 . 4 '. - '&’\5' sl i . - " .,.1 - )
ﬁldnic%%a;e hematologic, hepatic, and renal swallow All Dose Levels (N=113) RP2D (n=9) . : : . % r»':.m' R -n'-‘i""‘-ﬂz .’ : > Responses were observed at all doses
e (Up to 4x the total daily dose of RP2D) FORE8394 900 mg QD with cobicistat i [ ! @\ ',h, Q‘\; £ - _ S = Objective response rate (ORR) was greatest with FORE8394 900 mg QD + cobicistat (Table 3), with
9 % | ' i ; Wl PR ’.&_,j,; § |} &K i 5 no increase at higher doses or at higher exposures (FIG 7).
« FORE8394 continuous dosing under fasting conditions on 28-day cycles until disease progression 3 | | i ' ; ' _ e A0 2 e N R
« Evaluated a wide range of doses (900-3600 mg/d) and schedules with and without cobicistat Preferred Term n (%) < | | : : ; . >ETRRM e ) P . .
(a CYP3A inhibitor) A increased ALT 9 (8.0%) 1 (0.9%) 1(11%) 0 o[- 1 | g e WL % ¢ o B SR & Rationale for Selection of RP2D
Main outcome measures : Sl Increased AST 3(2.7%) 0 0 - E+ - ST FORE8394 900 mg QD + cobicistat: declared as the RP2D based upon the totality of the data:
o = ,- | SE ) m— FORE8394 AUC,_,, 253 h*ng/mL e - : '
+ Pharmacokinetics (PK) was evaluated after single and repeated dosing é - P—— 8 (7.1%) A | S5 0-24 9 v" Measurable clinical responses - 12 of 14 responses occurred with 900-1800 mg/day
+ Plasma concentration-time data for FORE8394 were analyzed by noncompartmental methods Gl bilirubin v v No DLT at total daily doses of FORE8394 <1500 mg
0 Plasma COﬂcentratlon-tlme data were anaIYZEd fo determlne the pOpU|ati0n PK Of FORE8394, Il’l . . v Increase |n frequency Of zGrade 3 TEAES was Observed at hlgher doses
addition to simulations to inform dose selection - Fatigue 1(0.9%) 0 F 6. Th d h d with FEORE8394 900 ¥ —, 7 _ _ S
. Efficacy endpoints included confirmed response by RECIST 1.1 or RANO criteria. = o o 0 igure erapeutic window achieved wit mg/day + cobicistat Exposures further support that these doses achieve the optimal therapeutic window
« Major subgroups were based on BRAF status, prior MAPK-targeted therapy, and similar E o '
mechanisms of resistance. IS Diarrh 4(3.5% 0 i
% ol e (3.5% CONCLUSIONS
intertion to-treat; MRl magneti resonance imaging: RANO= Reaponss Assesement in Neuro-Oncology critria RECIST-Response Evaluation Critera I Solid Tumars. M Vomiting 1(0.9%) 0 e L pr<20% for DLT/Gr3 ALT
Source: ASCO Table 7 & Table 11 (run date 08 May 2023) 2 0 | = FORE8394 900 mg QD + cobicistat achieved targeted efficacious exposures with robust
RESULTS . . & 400 i N . 2 Therapeutic antitumor activity and favorable safety and is the optimal dose for further development.
) o o
FORE8394 Pharmacokinetics (PK) 2 18 E Window » This dose optimization is consistent with current guidelines.
Baseline Clinical Characteristics * Exposure (AUC,.) increased with dose with less than proportional increase at >900 mg BID (FIG 1) & 200- i - = A Phase 2 study (NCT05503797) at the RP2D is ongoing for the treatment of recurrent V600E
= Higher C,,., and comparable AUC were achieved withQDvs BID (FIG2) | === e L ST T T PR EEEPEREEE Lower bound for efficacy BRAF-mutated primary CNS tumors and advanced solid or CNS tumors with BRAF fusions.
= Of the 113 participants, more males than females were enrolled (n=59 [52.2%]) . , 2 , ,
) ) " C0b|C|Stat, a PK enhancer for FORE8394, increased FORE8394 exposure 2-to 3-fold (FIG 1& 3) o ) 3 & &> Based on lowest exposure with objective response
= White population was the largest race group (n=101 [89.4%)) , _ , , g i P o T
Median ( ) f th tient 57 (4-86) = Based on the PK and safety profile, a flat-fixed dose paradigm was selected for adults and children ~ 2 O O O
= Median (range) age of the patients was - ears ; : : v o o 5 ax REFERENCES
. ¥ . X P . . .y Crmax @nd AUC were comparable in both populations. & & & @“"'b;\ & Therapeutic window for efficacy and 1. HTTPS://WWW.FDA.GOV/REGULATORY-INFORMATION/SEARCH-FD A-GUIDANCE-DOCUMENTS/OPTIMIZING-DOSAGE-HUMAN-PRESCRIPTION-DRUGS-AND-BIOLOGICAL-
= Majority of patients were pretreated with >2 prior lines of treatment (n=70 [61.9%]) - Population PK analysis of pooled data from 123 children and adults in this study and a phase 1 > o d\@g @C)QQ Q:\)@“Q tolerability based on clinical data®: PRODUCTS-TREATMENT-ONCOLOGIC-DISEASES. 2.Tutuka CSA, et al. Mol Cancer. 2017:16(1):112.3. Yao Z. et al. Nat Med. 2019:25(2):284-291.4. Long GV, et al. N Engl J Med.
= 18 (15.9%) had colorectal cancer, which is known to have intrinsic resistance PK study suggest comparable FORE8394 PK characteristics that are neither affected by age > | ‘0 4* G0z 11004 U0 MOV /ME zos-::g?e?;éi?g(?nSEZtJei?sgjltﬁgjlveaynieztuarlwsggc?gI?Zgl|§(ii:njrqséggrl? 1_2_9_3,923(:?{ : Sg‘éai'e?:;si”ﬁ 27,2025 igfgél;ig(if;ﬁ’;')ﬁfosé;f C“n'calmais'gof' Aslmd”fmsm -
. 33 (292%) had received 3 prior MAPK inhibitor’ including 24 Wlth 3 prior BRAF |nh|b|t0r (4_86 yearS) or bOdy Welght (1 8_132 kg) (FlG 4) bﬁ\\\\& Targe‘ted T T hitps://clinicaltrials.gov/ct2/show/NCT02428712. 8.Efficacy of BRAF Inhibitor FORE8394 in BRAF V600+ Patients, Presented at ESMO, September 2022, in Paris, France.
_ , . - No unexpected safety concerns identified in studied pediatric population © nonclinical models: AUC, 5, 148,000 to precenti or Er .
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andimelamomaiin=15 [13:3%]) window. FORE8394 900 mg QD + cobicistat provides targeted efficacious exposures (FIG 6).
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