
Safety
	▪ In the overall safety population (N=113), mostly grade 1 and 2 symptomatic 
treatment-emergent adverse events (TEAEs) and asymptomatic lab abnormalities 
were observed with plixorafenib.13

	▪ Plixorafenib was well tolerated with11,14:
	| No serious hypersensitivity, skin, ophthalmic (uveitis), or febrile reactions
	| No photosensitivity
	| No renal failure
	| No cardiomyopathy
	| No secondary malignancies

	▪ In the CRC subpopulation, TEAEs primarily occurred in 1 participant each. TEAEs 
occurring in 3 or more participants are shown in Table 1.

	▪ Grade ≥3 treatment-related adverse events (TRAEs) occurred in 20.4% of the 
overall safety population (N=113), with TRAEs in ≥3% of participants including 
increased ALT (n=9 [8.0%]), blood bilirubin (n=5 [4.4%]), and AST (n=4 [3.5%]). 
	▪ Of the participants with CRC, 4 grade 3 TRAEs were reported in 3 participants 
(decreased appetite in one, hyperglycemia and diarrhea in one, and diarrhea in one).	
	▪ There were no grade 4 TRAEs and no fatal events. 
	▪ There were no discontinuations due to TEAEs; seven participants (39%) had a 
treatment interruption due to TEAEs.

Efficacy
	▪ For 13 efficacy-evaluable participants with CRC and no prior MAPKi, disease control 
rate with plixorafenib was 62%; median PFS (mPFS): 3.5 months. 

	| 1 confirmed partial response (ORR: 8%) lasting 3.7 months (treatment duration: 
6 months; Figures 1 & 2).

	| 7 (54%) had SD (treatment duration: 3.7–28.7 months); 4 remained on treatment 
≥6 months.

	▪ The MAPKi-pretreated participant had a best response of progressive disease (PD).
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BACKGROUND
High Unmet Need for Colorectal Cancers (CRCs)
	▪ v-raf murine sarcoma viral oncogene homolog B1 (BRAF) V600 mutant CRC is an 
aggressive subset with shorter survival.1 
	▪ BRAF-mutated CRC is known to have intrinsic resistance through EGFR-mediated 
mitogen-activated protein kinase (MAPK) pathway reactivation, necessitating BRAF 
double or triplet combinations for robust overall response rate (ORR), progression-
free survival (PFS), and overall survival (OS) benefit.2–5 
	▪ There is a high unmet need for additional treatment options, including in patients 
who progress on BRAF inhibitor (BRAFi)-containing regimens.5

Plixorafenib
	▪ Plixorafenib is designed to disrupt RAF dimers, selectively inhibiting V600 
and non-V600 BRAF alterations, and acts as a “paradox breaker” by avoiding 
paradoxical activation of the MAPK pathway.6–10 
	▪ In a completed phase 1/2a clinical trial, a 30% response rate and durable stable 
disease (SD) were previously reported across a range of BRAF V600-mutated solid 
tumors excluding CRC, with treatment durations of >7.5 years.11–15

	| Activity was observed across a range of doses including the very first dose level 
(plixorafenib 450 mg twice daily); a relationship between higher plixorafenib exposure 
and response was not evident.12

	| Participants with CRC were enrolled but not previously included in efficacy analyses.
	▪ Here we report safety and efficacy of plixorafenib in a prespecified analysis of 
participants with BRAF V600-mutated CRC from the phase 1/2a clinical trial.
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Clinical activity and safety of 
novel BRAF inhibitor Plixorafenib 
(FORE8394) in BRAF V600-
mutated advanced colorectal 
cancers (CRC) r1,

• A completed phase 1/2a, open-label, single-arm, multicenter study (NCT02428712) 
that assessed the optimal dose, safety, pharmacokinetic (PK), and preliminary efficacy 
of oral plixorafenib 900–3600 mg/day (divided QD, BID or TID; dependent on dose 
level) with or without cobicistata (PK enhancer) in children and adults with BRAF-altered 
solid tumors
- Phase 1: 3+3 dose escalation in adults and children
- Phase 2a: Consisted of a series of expanded-dose

cohorts, accompanied by modeling, to identify the 
optimal dose in participants aged ≥10 years

Study Description11,13,14

Key Eligibility Criteriab

• Histologically confirmed, advanced, unresectable 
solid tumors

• Measurable disease
• Intolerant to standard therapy or no standard therapy 

available
• No symptomatic brain metastases

Participants with CRC
(n=18)

• 14 (78%) had BRAF V600E mutation
• 1 (6%) received ≥1 prior MAPK 

therapy

Safety Populationc

(N=113)
• 64 (57%) had BRAF V600 mutation
• 34 (30%) received ≥1 prior MAPK-

targeted regimen

METHODS

BID, twice daily; BRAF, v-raf murine sarcoma viral oncogene homolog B1; CRC, colorectal cancer; MAPK, mitogen-activated protein kinase; 
QD, once daily; TID, three times daily.
aCobicistat is a CYP3A inhibitor used as a PK booster (with no anticancer effect) coadministered with plixorafenib in selected cohorts.
bDuring phase 1 of the study, BRAF alteration was not required for eligibility.
cAll participants who received ≥1 dose of plixorafenib.

RESULTS (cont.)

Table 1. Treatment-Emergent Adverse Events in ˃15% of Participants
TEAE, n (%) CRC (N=18)a

Fatigue 9 (50.0)
Nausea 7 (38.9)
Decreased appetite 6 (33.3)
Diarrhea 4 (22.2)
Flatulence 4 (22.2)
Vomiting 4 (22.2)
Blood bilirubin increased 3 (16.7)
Constipation 3 (16.7)
Dyspepsia 3 (16.7)
Erythema 3 (16.7)
Pyrexia 3 (16.7)
Rash 3 (16.7)
Weight decreased 3 (16.7)
Ascites 3 (16.7)

BRAF, v-raf murine sarcoma viral oncogene homolog B1; CRC, colorectal cancer; TEAE, treatment-emergent adverse event.
aIncludes 14 participants with BRAF V600E mutations included in the efficacy evaluation, 1 participant with G469R mutation and 3 for whom 
mutation information was not available.

CONCLUSIONS
	▪ In participants with CRC, plixorafenib was well tolerated and safety data was 
consistent with the overall safety population.13

	▪ Plixorafenib, as a single anticancer agent in heavily pretreated participants 
with BRAF V600-mutated CRC, demonstrated activity comparable to 
BRAFi monotherapy (vemurafenib, dabrafenib, encorafenib; ORR 9%–11%, 
mPFS 2.1–10 months), with a markedly improved safety profile.5,19,20 

	▪ ctDNA data showed a pattern of resistance distinct from that of approved 
BRAFi used in combination therapies to address intrinsic resistance, with 
lower acquired MAPK pathway and PI3K pathway mutations.16–18 

	▪ These data suggest plixorafenib as a potential differentiated combination 
partner and warrant exploration of combination approaches in BRAF V600-
mutated CRC.

	▪ Clinical benefit was less likely with later lines of therapy, reflecting the heavily 
pretreated population and consistent with the literature for CRC1 (Figure 3).

Translational Data
	▪ Plasma circulating tumor DNA (ctDNA) alterations at baseline and subsequent 
timepoints were analyzed (N=12).
	▪ Decrease in BRAF variant allele frequency (VAF) occurred rapidly (within 4 weeks 
of treatment) and decrease in intratumor extracellular signal-regulated kinase 
phosphorylation (pERK) after administration of plixorafenib was observed on C1D8, 
confirming direct pharmacodynamic effects (Figure 4).

	| BRAF VAF decreased throughout treatment and increased at PD, matching the 
dynamics of tumor volume changes.

	▪ In participants who did not respond to plixorafenib, baseline mutations in RTKs, 
NF1, and PI3K pathway (PTEN, PIK3CA, AKT) were identified and may have 
contributed to intrinsic resistance (Figure 5). 

	| Among the 12 participants with ctDNA, baseline mutations were observed in RTKs 
(n=8 [67%]), NF1 (n=2 [17%]), and the PI3K pathway (n=8 [67%])

	| 1 participant with prior MAPKi had ETV6, GNAS, and BRAF V600E mutations at 
baseline. 

	▪ At the end of treatment, lower rates of acquired mutations within the MAPK and 
PI3K pathways were identified compared to that for approved BRAFis16–18 (Table 2).
	▪ NRAS mutations or BRAF exon deletions were not observed. Other acquired 
mutations found in ≥2 participants were NF1 (n=2), androgen receptor (n=2), and 
CDKN2A/B CNV (both n=3). 

Table 2. Putative Mechanisms of Resistance

Gene name
Incidence, n (%)

(N=12) Gene name
Incidence, n (%)

(N=12)
KRAS 3 (25) AR 2 (17)
MET AMP 1 (8) NF1 2 (17)
PIK3CA 1 (8) CDKN2A CNV 3 (25)
AKT3 1 (8) CDKN2B CNV 3 (25)
NRAS 0
MAP2K1 1 (8)
MAP2K2 0
AKT2 1 (8)
BRAF exon deletion 0

 
 

BID, twice daily; BRAF, v-raf murine sarcoma viral oncogene homolog B1; ctDNA, circulating tumor DNA; pERK, extracellular signal-regulated 
kinase phosphorylation; PD, progressive disease; SD, stable disease; VAF, variant allele frequency.
aDay 15 ± 2 days.
bDay 29 ± 7 days.

Figure 4. Pharmacodynamic Effects After Plixorafenib Treatment
(A) Change in Percentage of  
BRAF VAF in ctDNA (N=9)

(B) Change in Intratumor pERK From C1D1 to 
C1D8 (N=3)
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BRAF, v-raf murine sarcoma viral oncogene homolog B1; BID, twice daily; CRC, colorectal cancer; MAPKi, mitogen-activated protein kinase 
inhibitor; PD, progressive disease; PR, partial response; SD, stable disease; TID, 3 times daily.

Figure 2. Plixorafenib Treatment Duration 
Efficacy-Evaluable Adults With BRAF V600E CRC (N=14)

PR
SD
PD

Confirmed best response:

Pa
rti

cip
an

ts
 re

ce
ive

d 
st

ud
y 

dr
ug

Month
0

1 year 2 year# prior therapy

9 12 15 18 21 24 27 3063

Progressive disease
1st response (PR)
Prior MAPKi
Cobicistat treatment

2

1

3

1

4

1

1

4

4

2

2

3

1

2

900 mg BID

450 mg BID

900 mg BID

900 mg BID

900 mg BID

900 mg BID

900 mg BID

450 mg TID

450 mg TID

1350 mg BID

900 mg BID

450 mg BID

450 mg BID

1350 mg BID

BRAF, v-raf murine sarcoma viral oncogene homolog B1; CRC, colorectal cancer; MAPKi, mitogen-activated protein kinase inhibitor; 
PD, progressive disease; PR, partial response; SD, stable disease.
aIndicates treatment with cobicistat.
bIndicates prior MAPKi treatment.

Figure 1. Plixorafenib Best Percent Tumor Change From Baseline in Adults With 
BRAF V600 CRC (N=14)
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PD, progressive disease; PR, partial response; SD, stable disease.
aIncluding 1 participant who remained on treatment for 28.7 months.

Figure 3. Response by Number of Lines of Prior Therapy in Adults With BRAF 
V600E CRC
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Study Population
	▪ Among participants with BRAF V600E-mutated CRC (N=14), the median (min, max) 
age was 60 (33, 67) years, 57% were female, and 100% were White.
	▪ Median (range) of prior lines of treatment: 2 (1–4); 1 received prior MAPK 
inhibitor (MAPKi)-containing regimens, vemurafenib+cetuximab+irinotecan triple 
combination, followed by an investigational MAPK kinase inhibitor (MEKi); both 
regimens were discontinued due to disease progression. 

RESULTS

BRAFi, v-raf murine sarcoma viral oncogene homolog B1 inhibitor; PD, progressive disease; SD, stable disease; SNV, single nucleotide variant.
aPrior BRAFi treatment.
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Figure 5. Baseline Gene Mutations (N=12)


