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-Trametinib as monotherapy or in combination with dabrafenib is indicated for the treatment of adult
patients with unresectable or metastatic melanoma with a BRAF V600 mutation.

Trametinib monotherapy has not demonstrated clinical activity in patients who have progressed on a
prior BRAF inhibitor therapy.

-Non-small cell lung cancer (NSCLC)

Trametinib in combination with dabrafenib is indicated for the treatment of adult patients with
advanced non-small cell lung cancer with a BRAF V600 mutation.
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Non-small cell lung cancer (NSCLC)

Trametinib in combination with dabrafenib is indicated for the treatment of adult patients with
advanced non-small cell lung cancer with a BRAF V600 mutation.
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Skin and subcutaneous disorders: Common: Photosensitivity reaction
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Non-small cell lung cancer

Study BRF113928

The efficacy and safety of trametinib in combination with dabrafenib was studied in a

Phase 11, three-cohort, multicentre, non-randomised and open-label study in which patients
with stage 1V BRAF V600E mutant NSCLC were enrolled. The primary endpoint was ORR
using the ‘Response Evaluation Criteria In Solid Tumors’ (RECIST 1.1) assessed by the
investigator. Secondary endpoints included DoR, PFS, OS, safety and population
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pharmacokinetics. ORR, DoR and PFS were also assessed by an Independent Review
Committee (IRC) as a sensitivity analysis.

Cohorts were enrolled sequentially:

o Cohort A: Monotherapy (dabrafenib 150 mg twice daily), 84 patients enrolled.
78 patients had previous systemic treatment for their metastatic disease.

o Cohort B: Combination therapy (dabrafenib 150 mg twice daily and trametinib 2 mg
once daily), 59 patients enrolled. 57 patients had 1-3 lines of previous systemic
treatment for their metastatic disease. 2 patients had no previous systemic treatment and
were included in the analysis for patients enrolled in Cohort C.

o Cohort C: Combination therapy (dabrafenib 150 mg twice daily and trametinib 2 mg
once daily), 34 patients. All patients received study medication as first-line treatment for
metastatic disease.

Among the total of 93 patients who were enrolled in the combination therapy cohorts B and
C, most patients were Caucasian (>90%), and similar female versus male (54% versus 46%),
with a median age of 64 years in second line or higher patients and 68 years in the first line
patients. Most patients (94%) enrolled in the combination therapy treated cohorts had an
ECOG performance status of 0 or 1. 26 (28%) had never smoked. The majority of patients
had a non-squamous histology. In the previously treated population, 38 patients (67%) had
one line of systemic anti-cancer therapy for metastatic disease.

For the primary endpoint of investigator-assessed ORR, the ORR in the first line population
was 61.1% (95% Cl, 43.5%, 76.9%) and in the previously treated population was 66.7% (95%
Cl, 52.9%, 78.6%). These met the statistical significance to reject the null hypothesis that the
ORR of dabrafenib in combination with trametinib for this NSCLC population was less than
or equal to 30%. The ORR results assessed by IRC were consistent with the investigator
assessment. The response was durable with median DoR in the previously treated population
reaching 9.8 months (95% CI, 6.9, 16.0) by investigator assessment. In the first line
population, 68% of patients had not progressed after 9 months. The median DoR and PFS
were not yet estimable (Table 10).
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Table 10

investigator and independent radiology review

Summary of efficacy in the combination treatment cohorts based on

Months (95% CI)

Endpoint Analysis Combination 1%tLine | Combination 2" Line Plus
N=36" N=57*
Overall confirmed By Investigator 22 (61.1%) 38 (66.7%)
response n (%) (43.5, 76.9) (52.9, 78.6)
(95% ClI) By IRC 22 (61.1%) 36 (63.2%)
(43.5, 76.9) (49.3, 75.6)
Median DoR By Investigator NE? (8.3, NE) 9.8 (6.9, 16.0)
Months (95% Cl) By IRC NE (6.9, NE) 12.6 (5.8, NE)
Median PFS By Investigator -3 10.2 (6.9, 16.7)
Months (95% CI) By IRC -3 8.6 (5.2, 16.8)
Median OS - 24.6 (11.7, NE)* 18.2 (14.3, NE)

! Data cut-off: 8" August 2016

2NE: Not Evaluable

3 Median PFS currently not estimable
4 Event rate for OS calculation was 28% and hence the defined median value still needs to mature
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