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Stratification
« BRAF mutation status (V60OOE, V600K)
 Disease stage (AJCC 7; llIA, 1lIB, llIC)

* Primary endpoint: RFS®
» Secondary endpoints: OS, DMFS, FFR, safety

BID, twice daily; DMFS, distant metastasis-free survival; ECOG, Eastern Cooperative Oncology Group; FFR,
freedom from relapse; QD, once daily.

2Qr until disease recurrence, death, unacceptable toxicity, or withdrawal of consent; ® Patients were followed up

for disease recurrence until the first recurrence and thereafter for survival; ¢ The study will be considered complete
and final OS analysis will occur when = 70% of randomized patients have died or are lost to follow-up; “New primary
melanoma considered as an event.

Analysis of the Association of Baseline Factors With RFS

« Within each subgroup, the Kaplan-Meier method was used to
estimate RFS, and HRs were calculated using a Pike estimator

- Covariates including age, sex, T stage, N stage, in-transit
metastases, and histological subtype were analyzed

- Tumor staging was assessed according to AJCC 7th edition
criteria

- Female patients: Median RFS was not reached in the
dabrafenib + trametinib arm vs 25.5 months in the placebo arm
(HR, 0.56 [95% CI, 0.42-0.75])

- Male patients: Median RFS was not reached in the dabrafenib
+ trametinib arm vs 13.8 months in the placebo arm (HR, 0.45
[95% CI, 0.35-0.58))

Figure 3. Investigator-Assessed Kaplan-Meier RFS Curves by Sex

D+T vs PBO
Group Events,n (%) Median (95%Cl),mo  HR (95% CI)>
1.0 — D+T
Q Female — 78 (40) NR (43.6-NR) 0.56 (0.42-0.75)
® 09~ Male — 99 (41 NR (415-NR) 0.45 (0.35-0.58)
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Data cutoff: April 30, 2018.

2HR was estimated using Pike estimator. An HR < 1indicates a lower risk with dabrafenib + trametinib than with
placebo.

placebo.

 RFS was longer with dabrafenib + trametinib than with placebo
across all N stages classified per AJCC 7th edition criteria
(Figure 5)

- N1: Median RFS was not reached in the dabrafenib +

trametinib arm vs 331 months in the placebo arm (HR, 0.52
[95% CI, 0.37-0.72])

- N2: Median RFS was not reached in the dabrafenib + trametinib
arm vs 12.2 months in the placebo arm (HR, 0.38 [95% CI, 0.28-
0.53])

- N3: Median RFS was 24.2 months in the dabrafenib +
trametinib arm vs 71 months in the placebo arm (HR, 0.58
[95% Cl, 0.41-0.83])

 RFS benefit favored dabrafenib + trametinib vs placebo
regardless of the absence or presence of in-transit metastases
(Figure 6)

- In patients without in-transit metastases, median RFS was not
reached in the dabrafenib + trametinib arm vs 17.2 months in
the placebo arm (HR, 0.49 [95% CI, 0.40-0.60])

- In patients with in-transit metastases, median RFS was
45.6 months in the dabrafenib + trametinib arm vs 5.7 months
in the placebo arm (HR, 0.45 [95% CI, 0.24-0.82])

Data cutoff: April 30, 2018.

2HR was estimated using Pike estimator. An HR < 1indicates a lower risk with dabrafenib + trametinib than with
placebo.

Figure 7. Investigator-Assessed Kaplan-Meier RFS Curves by
Histological Subtype (superficial spreading, nodular, other)

D+T vs PBO
Group Events,n (%) Median (95%Cl),mo  HR (95% Cl)
D+T
Superficial spreading — 66 (35) NR (NR-NR) 0.48 (0.35-0.66)
Nodular — 49 (48) 45.6 (28.8-NR) 0.53 (0.37-0.75)
Other 62 (43) 479 (28.8-NR) 0.49 (0.36-0.69)
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Time From Randomization, months
No. at risk

D+T superficial spreading — 191 181 179 173 170 168 161 151 149 136 131 128 124 122 118 115 114 114 111 110 92 77 73 57 49 34 25 9 6 1 O
D+T nodular — 102 98 97 93 90 88 82 78 76 71 66 65 62 60 58 57 55 52 51 51 36 33 32 256 22 6 11 6 1 1 O
D+T other 145 134 129 125 121 116 111 106 99 91 84 82 76 74 73 70 68 67 65 64 55 51 43 32 21 5 1 9 6 3 2 O
PBO superficial spreading--- 173 160 132 113 108 102 95 87 87 83 8 80 78 77 75 73 73 71 70 69 58 50 49 39 31 21 15 10 1 1 O
PBO nodular --- 1910590 76 72 71 64 60 57 50 47 46 43 42 42 41 40 38 36 35 31 2928 21 9 3 6 5 3 1 1 O
PBO other 139 121 99 90 82 69 59 55 53 51 49 48 46 46 46 43 43 41 40 40 38 33 30 20 3 10 6 3 O

Data cutoff: April 30, 2018.

2HR was estimated using Pike estimator. An HR < 1indicates a lower risk with dabrafenib + trametinib than with
placebo.
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