
Efficacy in BRAF Fusion Tumors
 ▪ ORR: 14.3% (2/14) of adults

 | 1 with melanoma: CR, DOR 66.7+ months
 | 1 with PTC: PR, DOR 9.2+ months 
 | Of the 8 with SD, 5 had PCNST

 - 1 with GBM and SD remained on 
treatment for 7.5 months

 | 5 had PD (3 with co-occurring driver 
mutations)
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BACKGROUND
Plixorafenib
 ▪ A potent, orally available BRAFi that selectively targets V600 and non-V600 alterations 
through disruption of BRAF monomers and dimers.1 
 ▪ Evades paradoxical MAPK pathway activation, eliminating the need for coadministration with 
a MEK inhibitor.2 
 ▪ Designed to be more selective and tolerable than early-generation BRAFis.1,3,4

High Unmet Need for CNS Tumors
 ▪ In children, the 5-year relative survival rate for primary CNS tumors is 68.9%.5 
 ▪ Primary CNS cancers represent the most common cause of death in children.5

METHODS

RESULTS
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Demographics
Overall 
(N=113)

PCNST
(n=22)

Age, y Median (min, max) 57.0 (4, 86) 41.5 (4, 80)
Sex, n (%) Male 59 (52.2) 9 (40.9)

Race, n (%)

White 101 (89.4) 18 (81.8)
Black/African American 5 (4.4) 2 (9.1)
Asian 3 (2.7) 1 (4.5)
Missing 4 (3.5) 1 (4.5)

Ethnicity, n (%) Hispanic or Latino 12 (10.6) 5 (22.7)

ECOG performance status, 
n (%)

0 43 (38.1) 11 (50.0)
1 65 (57.5) 9 (40.9)
≥2 5 (4.4) 2 (9.1)

Prior lines of therapy, n (%)

0 15 (13.3) 6 (27.3)
1 28 (24.8) 7 (31.8)
2 16 (14.2) 0
3 17 (15.0) 5 (22.7)
≥4 37 (32.7) 4 (18.2)

Prior MAPK-targeted 
therapies, n (%)

Any MAPK-targeted 
therapy 34 (30.1) 5 (22.7)

>1 prior MAPKia 13 (38.2) 1 (20.0)
BRAFia 24 (70.6) 3 (60.0)

BRAF mutation, n (%)

V600 (Class I) 64 (56.6) 15 (68.2)
V600E 60 (53.1) 15 (68.2)
Otherb 4 (3.5) 0

Class II 36 (31.9) 6 (27.3)
Fusion 17 (15.0) 5 (22.7)
Nonfusions 19 (16.8) 1 (4.5)

Class III 1 (0.9) 0

 ▪ Tumor Type: 99.1% solid tumors, including 8.8% LGG/GNT and 10.6% HGG; 1 (0.9%) 
patient with LCH-ND

Disposition
 ▪ Overall population (N=113)

 | 89.2 patient-years of cumulative plixorafenib exposure
 | 106 (93.8%) patients discontinued treatment due to RECIST/RANO-defined PD or clinical 
disease progression (n=87), patient withdrawal (n=9), AE (n=5; 1 discontinued due to 
treatment-related AE [grade 3 bilirubin; dose: 1800 mg BID with PK enhancer]), other 
reason (n=3), physician decision (n=1), death (n=1)

 ▪ PCNST population (n=22)
 | 16.4 patient-years of cumulative plixorafenib exposure
 | 20 (90.9%) patients discontinued treatment due to RECIST/RANO-defined PD or clinical 
disease progression (n=17), patient withdrawal (n=1), AE (n=1), other reason (n=1)
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CONCLUSIONS
 ▪ Plixorafenib was well tolerated with low rates of symptomatic TEAEs. 
 ▪ In the 5 pediatric patients, there were minimal related AEs with the overall 
population, no DLTs, and no LFT changes.
 ▪ Antitumor activity was observed across populations, with 6/9 PRs (67% ORR) 
in patients with MAPKi-naïve BRAF V600 PCNST. 
 ▪ A phase 2 study of children and adults with BRAF V600E-mutated PCNST is 
ongoing (NCT05503797).

Treatment-Emergent Adverse Events in ≥20% Any Grade and/or ≥5% Grade ≥3 of Patients

Preferred term

Overall (N=113) PCNST (n=22)

G1, 
n (%)

G2,
n (%)

G3,
n (%)

G4,
n (%)

Any 
grade,
n (%)

G1,
n (%)

G2,
n (%)

G3,
n (%)

G4,
n (%)

Any 
grade,
n (%)

Increased ALT 24 (21.2) 14 (12.4) 9 (8.0) 1 (0.9) 48 (42.5) 9 (40.9) 2 (9.1) 4 (18.2) 0 15 (68.2)
Increased AST 26 (23.0) 13 (11.5) 3 (2.7) 0 42 (37.2) 11 (50.0) 3 (13.6) 0 0 14 (63.6)
Increased 
blood bilirubin 4 (3.5) 8 (7.1) 8 (7.1) 0 20 (17.7) 1 (4.5) 1 (4.5) 1 (4.5) 0 3 (13.6)
Increased blood 
creatinine 14 (12.4) 4 (3.5) 0 0 18 (15.9) 8 (36.4) 0 0 0 8 (36.4)

Hyponatremia 1 (0.9) 0 6 (5.3) 1 (0.9) 8 (7.1) 0 0 0 1 (4.5) 1 (4.5)
Fatigue 17 (15.0) 23 (20.4) 1 (0.9) 0 41 (36.3) 4 (18.2) 3 (13.6) 0 0 7 (31.8)
Nausea 27 (23.9) 6 (5.3) 2 (1.8) 0 35 (31.0) 6 (27.3) 0 0 0 6 (27.3)
Diarrhea 15 (13.3) 7 (6.2) 4 (3.5) 0 26 (23.0) 3 (13.6) 1 (4.5) 0 0 4 (18.2)
Vomiting 11 (9.7) 11 (9.7) 1 (0.9) 0 23 (20.4) 1 (4.5) 3 (13.6) 0 0 4 (18.2)
Headache 9 (8.0) 6 (5.3) 2 (1.8) 0 17 (15.0) 0 3 (13.6) 2 (9.1) 0 5 (22.7)
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Genomic Data in PCNST 
 ▪ Baseline genomic data was collected for 13 
adults (MAPKi naïve, n=9; MAPKi pretreated, 
n=4).
 ▪ PR observed in patients with: 

 | CDKN2A/B deletion (n=4)
 | PTEN deletion (n=1)
 | MTAP deletion (n=2)

 ▪ An increase in molecular heterogeneity was 
not observed between MAPKi-naïve- and 
MAPKi-pretreated subgroups.
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Progressive disease
Treatment continued

LGG (n=4) HGG (n=5)
Confirmed response, n (%)

PR 2 (50.0) 4 (80.0)

SD 1 (25.0) 1 (20.0)

PD 1 (25.0) 0

ORR, n (%) 2 (50.0) 4 (80.0)

DOR range, mo 13.9, 16.6+ 3.7, 32.3

6-mo DOR rate, n (%)a 2/2 (100.0) 2/4 (50.0)

CBR×24 wkb 3 (75.0) 4 (80.0)

mPFS, mo (range) NE  
(1.6, 33.6+)

6.7 
(2.8, 34.1)

a≥6-month DOR rate: % of responders with DOR ≥6 months.
bCBR×24 wk: CR+PR+MR+(SD≥24 weeks).

Efficacy in V600+ MAPKi-naïve PCNST 
 ▪ ORR: 6/9 had PR (66.7%; 95% CI: 29.9–92.5)
 ▪ CBR (response or SD×24 weeks): 78%
 ▪ Median (range) duration of response: 13.9 (3.7, 32.3) months
 ▪ Response in patients with only nonenhancing lesions and/or pilocytic astrocytoma 
demonstrate that clinically relevant CNS penetration is achieved.

Safety and Efficacy in Pediatric Patients
 ▪ No DLTs, dose reductions, or LFT elevations occurred.
 ▪ One patient with LGG (pilocytic astrocytoma) reported a grade 3 headache that was possibly 
related to plixorafenib; no other ≥ grade 3 AEs related to plixorafenib were reported.
 ▪ Three patients (2 with BRAF V600, 1 with 
BRAF fusion) receiving BSA-adjusted 
dosing had SD; 1 patient with LCH-ND 
has been on treatment for 72.6+ months.
 ▪ The fourth evaluable patient with 
neuroblastoma and Class II BRAF 
mutation (nonfusion) who received 
600 mg BID had PD.

Clinical Pharmacokinetics
 ▪ Dose-adjusted AUC and Cmax were 
comparable between adult and pediatric 
patients.
 ▪ PK exposure was not dependent on age 
(4–86 years) or weight (18–132 kg) 
across patients.

Pediatric Demographics, Clinical Characteristics, and Treatment History

Age range, 
year

Sex, n (%)

Tumor types

Prior lines 
of treatment, 

median (range)

Plixorafenib BID 
dosing

Female Male
Range, 
mg/m2

Flat, 
mg

4–17 2 (40) 3 (60)
• LGG (n=3)ab

• Neuroblastoma (n=1)
• LCH-ND (n=1)c

5 (4–8) 250–500 600

aTwo patients with pilocytic astrocytoma and 1 with pilomyxoid astrocytoma.
bOne patient (LGG; pilocytic astrocytoma) had an amplification and was excluded from the efficacy-evaluable population.
cAfter 40 weeks of treatment, the dose for the patient with LCH-ND was increased from 250 mg/m2 to 375 mg/m2 BID.   

aOne patient was excluded due to the unavailability of postbaseline assessment target lesion measurement and best response was not evaluable.
bIndicates prior MAPKi treatment.
cReported per RANO criteria.
dAll responses were confirmed. 
eCBR: CR+PR+MR+(SD≥24 weeks).
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Overall patient populationb

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

targeted regimen

PCNSTe

(safety subgroup, n=22)
• 15 (68.2%) had a V600+

BRAF mutation
• 13/15 were V600+ with ≥1

postbaseline assessment

Pediatric population
(n=5)

• 2 (40%) had a V600+ BRAF
mutation (1 LCH, 1 LGG)

• 2/5 received ≥1 prior MAPK
therapy (1 LCH-ND, 1 LGG)

Prespecified efficacy
subgroupsc

• BRAF V600+: N=43d

• BRAF fusions: N=14
• PCNST BRAF V600+,

MAPKi naïve: N=9
• Pediatric: N=4

aCobicistat was used in adult patients as a PK enhancer with no anticancer effect.
bOne pediatric patient was enrolled into phase 2.
cAll patients who received ≥1 dose of plixorafenib.
dmITT population: patients who received ≥1 dose of plixorafenib, with BRAF Class I or II alterations, with any tumor evaluation data following the first dose of plixorafenib.
eExcludes patients with CRC due to known intrinsic resistance through the EGFR pathway.
fFor patients with PCNST, tumor assessments were performed using RECIST 1.1 or RANO HGG or LGG criteria based on the protocol amendment under which the patient was enrolled.
gPhase 1 in pediatric patients was completed (not due to safety or efficacy concerns) and pediatric patients were eligible for phase 2.

• Phase 1/2a, open-label, single-arm, multicenter 
study (NCT02428712) to assess the safety, 
PK, and preliminary efficacy of oral plixorafenib 
900–3600 mg/day with or without cobicistata

(PK enhancer) in children and adults with 
BRAF-altered solid tumors.
- Phase 1 in adults and phase 1 in children 

4–17 years (n=4)b who received 
BSA-adjusted dosing, both with 3+3 design

- Phase 2a: dose optimization and extension 
in patients aged ≥10 years

Study Description

Key eligibility criteria
• Histologically confirmed, advanced, 

unresectable solid tumors
• Measurable disease by RECIST or RANO 

criteria
• Intolerant to standard therapy or no standard 

therapy available
• No symptomatic brain metastases

Overall patient populationc

(N=113)
• 64 (57%) had V600+ 

disease
• 34 (30%) had received

≥1 prior MAPK-targeted 
regimen

PCNSTf

(safety subgroup, n=22)
• 15 (68%) had a V600+ 

BRAF mutation
• 13/15 were V600+

with ≥1 postbaseline 
assessment

Pediatric population
(n=5)g

• 2 (40%) had a V600+ 
BRAF mutation 
(1 LCH-ND, 1 LGG)

• 2 (40%) received 
≥1 prior MAPK therapy 
(1 LCH-ND, 1 LGG)

Prespecified efficacy 
subgroupsd

• BRAF V600+: N=43e

• BRAF fusions: N=14
• PCNST BRAF V600+, 

MAPKi naïve: N=9
• Phase 1 pediatric: N=4

 ▪ The majority of symptomatic AEs were grade 1 in severity.
 ▪ Ocular toxicities or secondary skin cancers associated with early BRAFis3 were not seen.

 | Eye-related TEAEs (ie, dry eye, blurred vision, pruritus) were reported in <5% of patients.
 ▪ Grade 4 events were very rare and no fatal treatment-related adverse events occurred.

RP2D
 ▪ Evaluated total daily doses 900–3600 mg with or without cobicistat 150 mg coadministered 
QD (PK enhancer that increased plixorafenib exposure 2- to 3-fold). 
 ▪ Clinically relevant exposures were observed across dose levels with or without cobicistat, 
suggesting a broad therapeutic window.
 ▪ Based on the totality of the data for safety, PK, pharmacodynamics, and efficacy, the optimal 
RP2D was determined to be 900 mg QD coadministered with cobicistat for ages ≥10 years.

Efficacy in Patients With V600-Mutated Tumors 
Excluding CRC and patients who received BSA-adjusted dosing

 ▪ ORR, n (%; 95% CI): 13 (30.2%; 17.2, 46.1); Median (range) DOR: 17.8 (3.7, 59.2) months
 ▪ Median (range) time to response: 3.6 (1.7, 81.2) months
 ▪ 1-year PFS rate: 32.6%; 2-year PFS rate: 16.3% (in the MAPKi-naïve subgroup: 1- and 
2-year PFS were 45.8% and 29.2%, respectively)
 ▪ Antitumor activity was observed in various tumor types.

aPercentage is based on the total number of any MAPK-targeted therapy.
bIncludes V600K and V600R variants.

Plixorafenib Treatment Duration
Efficacy-evaluable adults with V600+ tumors

Plixorafenib Best Percent Tumor Change From Baseline in V600+ Adults (N=43, mITT)a 
Excluding CRC due to known intrinsic resistance through EGFR pathway
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10 
(41.7)
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Efficacy and Treatment Duration by Patient


