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Figure S1. (A) PFS and (B) OS in patients in the long-term, intermediate, and short-term duration of benefit groups. CI, 
confidence interval; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PFS, 
progression-free survival. 
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Table S1. On-treatment deaths. 

Primary reason for death, 
n (%) 

Long-term Duration of  
Benefit, ≥12 months 

(n = 225) 

Intermediate  
Duration of Benefit,  
≥6 mo and <12 months 

(n = 139) 

Short-term Duration of  
Benefit, <6 months 

(n = 145) 

Overall 
(N = 509) 

On-treatment deaths 32 (14.2) 39 (28.1) 56 (38.6) 127 (25.0) 
     

Melanoma 24 (10.7) 32 (23.0) 49 (33.8) 105 (20.6) 
     

Other 8 (3.6) 7 (5.0) 7 (4.8) 22 (4.3) 
Disease progression 5 (2.2) 4 (2.9) 3 (2.1) 12 (2.4) 

Unknown 1 (0.4) 1 (0.7) 0 2 (0.4) 
Neoplasm progression 0 1 (0.7) 1 (0.7) 2 (0.4) 

Adverse event 1 (0.4) 0 0 1 (0.2) 
Pneumonia 1 (0.4) 0 0 1 (0.2) 

Pulmonary hypertension 0 1 (0.7) 0 1 (0.2) 
Cerebral disorder 0 0 1 (0.7) 1 (0.2) 
Pleural effusion 0 0 1 (0.7) 1 (0.2) 
Salmonellosis 0 0 1 (0.7) 1 (0.2) 
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Table S2. Reasons for dose reductions, interruptions, and permanent discontinuations. 

Reasons for dose reduc-
tions, interruptions, and 
permanent discontinua-

tions 

Long-term Duration of  
Benefit, ≥12 months 

(n = 225) 

Intermediate  
Duration of Benefit,  
≥6 mo and <12 months 

(n = 139) 

Short-term Duration of  
Benefit, <6 months 

(n = 145) 

Overall 
(N = 509) 

Dose reduction of dab, n 
(%) 

34 (15.1) 12 (8.6) 9 (6.2) 55 (10.8) 

Reasons for dose reduc-
tions 

    

Adverse event 27 (79.4) 8 (66.7) 7 (77.8) 42 (76.4) 
Physician decision 10 (29.4) 6 (50.0) 2 (22.2) 18 (32.7) 
Technical problems 2 (5.9) 0 0 2 (3.6) 

     
Dose reduction of tram, n 

(%) 19 (8.4) 10 (7.2) 2 (1.4) 31 (6.1) 

Reasons for dose reduc-
tions 

    

Adverse event 16 (84.2) 6 (60.0) 1 (50.0) 23 (74.2) 
Physician decision 3 (15.8) 4 (40.0) 1 (50.0) 8 (25.8) 

Dosing error 0 1 (10.0) 0 1 (3.2) 
     

Interruption of dab  
treatment, n (%) 

65 (28.9) 35 (25.2) 34 (23.4) 134 (26.3) 

Reasons for treatment  
interruptions 

    

Adverse event 61 (93.8) 30 (85.7) 28 (82.4) 119 (88.8) 
Physician decision 11 (16.9) 2 (5.7) 0 13 (9.7) 

Patient/guardian decision 4 (6.2) 1 (2.9) 0 5 (3.7) 
As per protocol 2 (3.1) 0 0 2 (1.5) 

Disease improvement un-
der study 1 (1.5) 1 (2.9) 0 2 (1.5) 

     
Interruption of tram  

treatment, n (%) 
57 (25.3) 31 (22.3) 25 (17.2) 113 (22.2) 

Reasons for treatment  
interruptions 

    

Adverse event 52 (91.2) 25 (80.6) 17 (68.0) 94 (83.2) 
Physician decision 10 (17.5) 3 (9.7) 0 13 (11.5) 

Patient/guardian decision 3 (5.3) 1 (3.2) 0 4 (3.5) 
As per protocol 2 (3.5) 0 0 2 (1.8) 

Disease improvement  
under study 1 (1.8) 1 (3.2) 0 2 (1.8) 

Technical problems 1 (1.8) 0 0 1 (0.9) 
     

Permanent discontinua-
tion of dab, n (%) 

142 (63.1) 134 (96.4) 144 (99.3) 420 (82.5) 

Reasons for permanent  
discontinuations 

    

Progressive disease 105 (46.7) 95 (68.3) 105 (72.4) 305 (59.9) 
Death 12 (5.3) 16 (11.5) 22 (15.2) 50 (9.8) 

Adverse event 7 (3.1) 14 (10.1) 11 (7.6) 32 (6.3) 
Physician decision 11 (4.9) 3 (2.2) 2 (1.4) 16 (3.1) 

Patient/guardian decision 6 (2.7) 2 (1.4) 2 (1.4) 10 (2.0) 
Study terminated by 

sponsor 
0 3 (2.2) 0 3 (0.6) 

Completed study 1 (0.4) 1 (0.7) 0 2 (0.4) 
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Reasons for dose reduc-
tions, interruptions, and 
permanent discontinua-

tions 

Long-term Duration of  
Benefit, ≥12 months 

(n = 225) 

Intermediate  
Duration of Benefit,  
≥6 mo and <12 months 

(n = 139) 

Short-term Duration of  
Benefit, <6 months 

(n = 145) 

Overall 
(N = 509) 

Loss to follow-up 0 0 2 (1.4) 2 (0.4) 
     

Permanent discontinua-
tion of tram, n (%) 

135 (60.0) 125 (89.9) 124 (85.5) 384 (75.4) 

Reasons for permanent  
discontinuations 

    

Progressive disease 97 (43.1) 86 (61.9) 86 (59.3) 269 (52.8) 
Death 12 (5.3) 16 (11.5) 22 (15.2) 50 (9.8) 

Adverse event 9 (4.0) 12 (8.6) 11 (7.6) 32 (6.3) 
Physician decision 9 (4.0) 4 (2.9) 1 (0.7) 14 (2.8) 

Patient/guardian decision 6 (2.7) 3 (2.2) 2 (1.4) 11 (2.2) 
Loss to follow-up 1 (0.4) 0 2 (1.4) 3 (0.6) 

Study terminated by 
sponsor 

0 3 (2.2) 0 3 (0.6) 

Completed study 1 (0.4) 1 (0.7) 0 2 (0.4) 
Abbreviations: dab, dabrafenib; tram, trametinib. 
Note: A patient can have more than 1 dose reduction/treatment interruption; therefore, the percentages may sum to >100%. 


