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Publication overview
Patients with stage III melanoma are at increased risk of recurrence after resection, but this risk can 
be significantly reduced with adjuvant therapy. The COMBI-AD trial was a randomised, double-blind, 
placebo-controlled, phase III study, conducted to examine the efficacy of dabrafenib, an inhibitor of the 
mutated BRAF kinase, specifically the BRAFv600 mutations, plus the MEK inhibitor trametinib, in patients 
with stage IIIA (lymph nodes metastases > 1 mm), IIIB or IIIC cutaneous melanoma (based on the American 
Joint Committee on Cancer [AJCC] 7th edition criteria) with BRAFV600E or BRAFV600K mutations. Of note, 
mutations in the gene that encodes that BRAF protein are seen in approximately 40% to 60% of melanomas, 
with the V600E variant comprising the vast majority of such mutations.1 This review presents and discusses 
patient-reported outcomes from the COMBI-AD trial, which suggest no detrimental impact on health-related 
quality of life (HRQoL), and highlight the impact of relapse on HRQoL, in patients who receive adjuvant 
dabrafenib plus trametinib after complete surgical resection of stage III cutaneous melanoma.

Introduction
While the incidence of cutaneous melanoma continues to increase, for patients with stage I or II disease, 
the prognosis following primary surgical resection is excellent, with 5-year survival rates of 98% and 90%, 
respectively.2, 3 In contrast, outcomes for patients with stage III disease are less positive, with 5-year survival 
rates ranging from 20% to 70%, depending largely on the nodal tumour burden.3 However, outcomes for patients 
with stage III disease have significantly improved following the introduction of newer adjuvant therapeutics in 
two major classes, the immunotherapeutics and targeted therapies.2 In addition to survival, it is important to 
also consider patient quality of life with the use of adjuvant therapies, particularly as most are associated with 
significant adverse events, and to consider the impact of disease relapse on patient quality of life.

Study background
The COMBI-AD study was a multicentre, randomised, double-blind, placebo-controlled, phase III study, performed 
at 169 sites in 25 countries. COMBI-AD was conducted to evaluate the efficacy of oral dabrafenib in combination 
with trametinib in patients who had undergone complete surgical resection of stage IIIA (lymph node metastases 
>1 mm), IIIB, or IIIC cutaneous melanoma (based on the AJCC 7th edition criteria) with BRAFV600E or BRAFV600K 
mutations, with a primary endpoint of relapse-free survival versus placebo. The primary endpoint of relapse-free 
survival was significantly improved with the treatment of adjuvant dabrafenib in combination with trametinib at 
3 years versus placebo. This was published in the NEJM in September 2017, followed by the 60-month results 
showing that improved relapse-free survival was maintained, also published in the NEJM, in September 2020.

Expert comment
One year of treatment with combination dabrafenib/trametinib significantly reduces the risk of recurrence in 
patients with resected stage III, BRAF mutant melanoma. The recently published update from the COMBI-AD 
study shows that this benefit is maintained 5 years after treatment. The benefit is seen across all substages 
(IIIA-C, via AJCC 7th edition staging). The updated results found no difference in long-term toxicity or safety 
between dabrafenib plus trametinib and placebo, confirming the absence of ongoing toxicity with targeted 
therapy after treatment cessation.

Based on the results of COMBI-AD, one year of treatment with combination dabrafenib/trametinib is an 
adjuvant therapy option for patients with BRAF V600 mutant resected stage III melanoma, as is treatment 
with the anti-PD1 agents pembrolizumab and nivolumab. In the absence of head-to-head data, differences 
in toxicity profile and patient preference will guide the choice between adjuvant dabrafenib/trametinib and 
the anti-PD1 agents.

Study design and methods
Patients and treatment
The COMBI-AD study enrolled patients aged ≥ 18 years who had undergone complete surgical resection of 
stage IIIA (lymph node metastases > 1 mm), IIIB or IIIC cutaneous melanoma with BRAFV600E or BRAFV600K 
mutations. Enrolled patients were required to have had complete lymphadenectomy with no evidence of residual 
nodal disease, and an Eastern Cooperative Oncology Group (ECOG) performance status of 0 or 1. Patients were 
randomised 1:1 to receive either oral dabrafenib (150mg twice daily) plus oral trametinib (2mg once daily) or two 
matched placebos for 12 months or until disease recurrence, unacceptable toxicity, consent withdrawal or death.
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Patient-reported outcomes in patients with resected, high-risk melanoma with BRAFV600E or BRAFV600K mutations treated with 
adjuvant dabrafenib plus trametinib (COMBI-AD): a randomised, placebo-controlled, phase 3 trial

Endpoints and analyses
The primary endpoint of COMBI-AD was relapse-free survival, with secondary 
endpoints including overall survival, distant metastasis-free survival, freedom from 
relapse, and safety. The current paper reports the prespecified exploratory endpoint 
of HRQoL, assessed using the European Quality of Life 5-Dimensions 3-Levels 
(EQ-5D-3L) questionnaire, at baseline and every 3 months during treatment, with 
further regular assessment during follow-up.

Study results
Patient characteristics
A total of 438 patients were randomised to receive dabrafenib plus trametinib 
and 432 to receive matching placebos, with median follow up in the two patient 
groups of 34 and 33 months, respectively. More than 95% of patients completed 
the EQ-5D-3L questionnaire at baseline. The number of patients available for 
patient-reported outcome assessment decreased over time (Table 1), although 
the proportion of available patients completing the assessment was at least 90% 
in both groups out to 36 months.

EQ-5D-3L
EQ-5D-3L visual analogue scale (VAS) and utility scores were similar in both groups 
at baseline (Table 2) and remained similar to baseline scores during the treatment 
phase, with no clinically meaningful changes from baseline in either group.

Moreover, during the treatment phase, there were no clinically meaningful differences 
between the two treatment groups in either VAS or utility scores (Figure 1). 
The proportions of patients reporting some or extreme problems across each of 
the five dimensions of the EQ-5D-3L (mobility, self-care, usual activities, pain 
or discomfort and anxiety or depression) were similar at baseline, although, at 
12 months, a higher proportion of patients in the dabrafenib plus trametinib group 
than in the placebo group reported problems with mobility (15% vs 8%) and usual 
activities (19% vs 13%), and more placebo group patients reported problems in 
the anxiety and depression dimension (27% vs 22%). During the follow-up period, 
between 15 months and 48 months, there were again no clinically significant 
changes from baseline or differences between groups for either adjusted mean 
VAS or adjusted mean utility scores.

Patient-reported outcomes in patients with adverse events
A post-hoc analysis was performed to determine if EQ-5D-3L findings were 
influenced by experiencing some of the most common adverse events at any point 
during treatment. Overall, in patients who received dabrafenib plus trametinib, 
there were no clinically meaningful differences in EQ-5D-3L utility scores during 
treatment between patients who did and those who did not experience pyrexia, 
the most frequent adverse event (Figure 2), nausea, headache, chills, diarrhoea, 
vomiting, arthralgia or rash. VAS scores also failed to show any clinically meaningful 
differences during treatment between patients who did and those who did not 
experience any of these adverse events. Moreover, VAS scores improved over time 
in patients who experienced these common adverse events. The only patient group 
in which any significant differences in the EQ-5D-3L scores were seen were those 
with gastrointestinal adverse events, with significantly lower scores in those who 
experienced nausea, vomiting and diarrhoea than in those who did not, but these 
differences were only seen after the end of treatment, starting at 15 months, and 
continuing to 30 months’ follow-up for nausea, and only at the 30-month follow-up 
for diarrhoea and vomiting.

Figure 2. Effect of pyrexia on EQ-5D-3L VAS scores
Adjusted mean change (95% CI) from baseline in European Quality of Life 5-Dimensions 3-Levels visual analogue scale 
(EQ-5D-3L) in patients in the dabrafenib plus trametinib arm based on pyrexia experienced during treatment.

Disease recurrence
Disease recurrence was associated with significantly decreased patient quality of life, 
with significant decreases in both mean VAS scores and mean utility scores in both 
treatment groups among patients who experienced disease recurrence (Figure 3). 
Additionally, disease recurrence was associated with worsening scores, again in 
both treatment groups, on the anxiety or depression dimension of the EQ-5D-3L.

Table 1. Patients completing the EQ-5D-3L questionnaire over time

Dabrafenib plus trametinib 
(n=438)

Placebo 
(n=432)

Baseline 430 (98%) 422 (98%)

Month 3 383 (87%) 366 (85%)

Month 12 338 (77%) 237 (55%)

Month 24 254 (58%) 172 (40%)

Month 36 186 (42%) 132 (31%)

Month 48 43 (10%) 31 (7%)

EQ-5D-3L= European Quality of Life 5-Dimensions 3-Levels

Figure 2. Effect of pyrexia on EQ-5D-3L VAS scores

Dabrafenib plus trametinib
(n=438)

Placebo
(n=432)

EQ-5D-3L VAS EQ-5D-3L utility EQ-5D-3L VAS EQ-5D-3L utility

Baseline mean (SD) 79.0 (21.9) 0.8577 (0.1763) 80.4 (19.1) 0.8676 (0.1707)

EQ-5D-3L= European Quality of Life 5-Dimensions 3-Levels; SD = standard deviation; VAS = visual analogue scale

Figure 1: Change from baseline in EQ-5D-3L VAS and utility scores
Adjusted mean change (95% CI) from baseline in European Quality of Life 5-Dimensions 3-Levels visual analogue scale 
(EQ-5D-3L) during treatment and long-term follow-up.
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threshold (seven points for VAS and 0·08 for the utility 
score) that has previously been shown to be the minimal 
change that is perceived by the patient as being beneficial 
or detrimental, or would result in a change in treatment. 
To assess whether adverse events experienced during 
treat ment affected patient perception of health status, 
we assessed utility and VAS scores in patients who did 
and did not have specific adverse events (pyrexia, nausea, 
headache, chills, diarrhoea, vomiting, arthralgia, and 
rash) during treatment in the dabrafenib plus trametinib 
group in a post-hoc analysis. We used SAS (version 9.3) 
for all the analyses presented in the manuscript. This 
trial is registered with ClinicalTrials.gov, number 
NCT01682083.

Role of the funding source
The study was designed by the authors in conjunction 
with representatives of the sponsor. Data were collected 
and analysed by the sponsor and analysed in collaboration 
with the authors. The sponsor was involved in the writing 

of the report and data interpretation. The corresponding 
author had full access to all the data in the study and had 
the final responsibility for the decision to submit for 
publication.

Results
Between Jan 31, 2013, and Dec 11, 2014, 870 patients were 
enrolled and randomly assigned to receive dabrafenib 
plus trametinib (n=438) or two matching placebos 
(n=432) for 12 months. Baseline characteristics and 
disease history were reported previously, and were well 
balanced between groups.9 The median follow-up was 
34 months (IQR 28–39) in the dabrafenib plus trametinib 
group and 33 months (20·5–39) in the placebo group. All 
patients were included in the assessment of patient-
reported outcomes, and the number of patients available 
for health-related quality-of-life assessment throughout 
the study is presented in the appendix (p 15). The pro-
portion of patients completing the EQ-5D-3L question-
naire, in both groups, was more than 95% at baseline, 
more than 90% at 36 months, and more than 75% at 
48 months (table). The number of patients available for 
assessment of patient-reported outcomes decreased over 
time in both groups.

At baseline, mean EQ-5D-3L VAS and utility scores 
were similar between groups (mean EQ-5D-3L VAS 79·0 
[SD 21·9] for dabrafenib plus trametinib group vs 80·4 
[19·1] for placebo group; mean utility score 0·8577 
[0·1763] vs 0·8676 [0·1707]; appendix pp 8–9). During the 
treatment phase, adjusted mean VAS scores remained 
similar to those at baseline, with no clinically meaningful 
changes between treatment groups (figure 1A; appendix 
p 10). The maximum observed difference in adjusted 
mean VAS scores between treatment groups occurred at 
the 3-month assessment (–1·86, 95% CI –4·34 to 0·61), 
with lower scores in the dabrafenib plus trametinib 
group. Adjusted mean EQ-5D-3L utility scores were 
similar between treatment groups, with no clinically 
meaningful changes from baseline observed in either 
group (figure 1B; appendix p 11). A similar proportion of 
patients in each group reported some or extreme 
problems across all five dimensions (mobility, self-care, 
usual activities, pain or discomfort, and anxiety or 
depression) at baseline (appendix p 16). At 12 months, 
a higher proportion of patients in the dabrafenib plus 
trametinib group than in the placebo group reported 

Figure 1: Change from baseline in EQ-5D-3L VAS and utility scores
Adjusted mean change (95% CI) from baseline in European Quality of Life 5-Dimensions 3-Levels visual analogue 
scale (EQ-5D-3L VAS; A) and utility (B) scores during the 12-month treatment phase and long-term follow-up 
(15–48 months). Dashed lines represent the threshold for clinically meaningful change from baseline. An improved 
score is indicated by a positive value; a worsened score is indicated by a negative value. *Number of patients with 
all available covariates at each timepoint.
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Figure 2: Effect of adverse events on EQ-5D-3L VAS scores
Adjusted mean change (95% CI) in European Quality of Life 5-Dimensions 

3-Levels visual analogue scale (EQ-5D-3L VAS) score from baseline in patients in 
the dabrafenib plus trametinib arm based on adverse events experienced during 

treatment. Dashed lines represent the threshold for clinically meaningful change 
from baseline. An improved score is indicated by a positive value; a worsened 

score is indicated by a negative value. *Number of patients with all available 
covariates at each timepoint. †Includes any patient who experienced the 

respective adverse event at any point during the 12-month treatment phase. 
‡Descriptive p value is below the threshold (p=0·05) between arms.
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threshold (seven points for VAS and 0·08 for the utility 
score) that has previously been shown to be the minimal 
change that is perceived by the patient as being beneficial 
or detrimental, or would result in a change in treatment. 
To assess whether adverse events experienced during 
treat ment affected patient perception of health status, 
we assessed utility and VAS scores in patients who did 
and did not have specific adverse events (pyrexia, nausea, 
headache, chills, diarrhoea, vomiting, arthralgia, and 
rash) during treatment in the dabrafenib plus trametinib 
group in a post-hoc analysis. We used SAS (version 9.3) 
for all the analyses presented in the manuscript. This 
trial is registered with ClinicalTrials.gov, number 
NCT01682083.

Role of the funding source
The study was designed by the authors in conjunction 
with representatives of the sponsor. Data were collected 
and analysed by the sponsor and analysed in collaboration 
with the authors. The sponsor was involved in the writing 

of the report and data interpretation. The corresponding 
author had full access to all the data in the study and had 
the final responsibility for the decision to submit for 
publication.

Results
Between Jan 31, 2013, and Dec 11, 2014, 870 patients were 
enrolled and randomly assigned to receive dabrafenib 
plus trametinib (n=438) or two matching placebos 
(n=432) for 12 months. Baseline characteristics and 
disease history were reported previously, and were well 
balanced between groups.9 The median follow-up was 
34 months (IQR 28–39) in the dabrafenib plus trametinib 
group and 33 months (20·5–39) in the placebo group. All 
patients were included in the assessment of patient-
reported outcomes, and the number of patients available 
for health-related quality-of-life assessment throughout 
the study is presented in the appendix (p 15). The pro-
portion of patients completing the EQ-5D-3L question-
naire, in both groups, was more than 95% at baseline, 
more than 90% at 36 months, and more than 75% at 
48 months (table). The number of patients available for 
assessment of patient-reported outcomes decreased over 
time in both groups.

At baseline, mean EQ-5D-3L VAS and utility scores 
were similar between groups (mean EQ-5D-3L VAS 79·0 
[SD 21·9] for dabrafenib plus trametinib group vs 80·4 
[19·1] for placebo group; mean utility score 0·8577 
[0·1763] vs 0·8676 [0·1707]; appendix pp 8–9). During the 
treatment phase, adjusted mean VAS scores remained 
similar to those at baseline, with no clinically meaningful 
changes between treatment groups (figure 1A; appendix 
p 10). The maximum observed difference in adjusted 
mean VAS scores between treatment groups occurred at 
the 3-month assessment (–1·86, 95% CI –4·34 to 0·61), 
with lower scores in the dabrafenib plus trametinib 
group. Adjusted mean EQ-5D-3L utility scores were 
similar between treatment groups, with no clinically 
meaningful changes from baseline observed in either 
group (figure 1B; appendix p 11). A similar proportion of 
patients in each group reported some or extreme 
problems across all five dimensions (mobility, self-care, 
usual activities, pain or discomfort, and anxiety or 
depression) at baseline (appendix p 16). At 12 months, 
a higher proportion of patients in the dabrafenib plus 
trametinib group than in the placebo group reported 

Figure 1: Change from baseline in EQ-5D-3L VAS and utility scores
Adjusted mean change (95% CI) from baseline in European Quality of Life 5-Dimensions 3-Levels visual analogue 
scale (EQ-5D-3L VAS; A) and utility (B) scores during the 12-month treatment phase and long-term follow-up 
(15–48 months). Dashed lines represent the threshold for clinically meaningful change from baseline. An improved 
score is indicated by a positive value; a worsened score is indicated by a negative value. *Number of patients with 
all available covariates at each timepoint.
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Figure 2: Effect of adverse events on EQ-5D-3L VAS scores
Adjusted mean change (95% CI) in European Quality of Life 5-Dimensions 

3-Levels visual analogue scale (EQ-5D-3L VAS) score from baseline in patients in 
the dabrafenib plus trametinib arm based on adverse events experienced during 

treatment. Dashed lines represent the threshold for clinically meaningful change 
from baseline. An improved score is indicated by a positive value; a worsened 

score is indicated by a negative value. *Number of patients with all available 
covariates at each timepoint. †Includes any patient who experienced the 

respective adverse event at any point during the 12-month treatment phase. 
‡Descriptive p value is below the threshold (p=0·05) between arms.
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threshold (seven points for VAS and 0·08 for the utility 
score) that has previously been shown to be the minimal 
change that is perceived by the patient as being beneficial 
or detrimental, or would result in a change in treatment. 
To assess whether adverse events experienced during 
treat ment affected patient perception of health status, 
we assessed utility and VAS scores in patients who did 
and did not have specific adverse events (pyrexia, nausea, 
headache, chills, diarrhoea, vomiting, arthralgia, and 
rash) during treatment in the dabrafenib plus trametinib 
group in a post-hoc analysis. We used SAS (version 9.3) 
for all the analyses presented in the manuscript. This 
trial is registered with ClinicalTrials.gov, number 
NCT01682083.

Role of the funding source
The study was designed by the authors in conjunction 
with representatives of the sponsor. Data were collected 
and analysed by the sponsor and analysed in collaboration 
with the authors. The sponsor was involved in the writing 

of the report and data interpretation. The corresponding 
author had full access to all the data in the study and had 
the final responsibility for the decision to submit for 
publication.

Results
Between Jan 31, 2013, and Dec 11, 2014, 870 patients were 
enrolled and randomly assigned to receive dabrafenib 
plus trametinib (n=438) or two matching placebos 
(n=432) for 12 months. Baseline characteristics and 
disease history were reported previously, and were well 
balanced between groups.9 The median follow-up was 
34 months (IQR 28–39) in the dabrafenib plus trametinib 
group and 33 months (20·5–39) in the placebo group. All 
patients were included in the assessment of patient-
reported outcomes, and the number of patients available 
for health-related quality-of-life assessment throughout 
the study is presented in the appendix (p 15). The pro-
portion of patients completing the EQ-5D-3L question-
naire, in both groups, was more than 95% at baseline, 
more than 90% at 36 months, and more than 75% at 
48 months (table). The number of patients available for 
assessment of patient-reported outcomes decreased over 
time in both groups.

At baseline, mean EQ-5D-3L VAS and utility scores 
were similar between groups (mean EQ-5D-3L VAS 79·0 
[SD 21·9] for dabrafenib plus trametinib group vs 80·4 
[19·1] for placebo group; mean utility score 0·8577 
[0·1763] vs 0·8676 [0·1707]; appendix pp 8–9). During the 
treatment phase, adjusted mean VAS scores remained 
similar to those at baseline, with no clinically meaningful 
changes between treatment groups (figure 1A; appendix 
p 10). The maximum observed difference in adjusted 
mean VAS scores between treatment groups occurred at 
the 3-month assessment (–1·86, 95% CI –4·34 to 0·61), 
with lower scores in the dabrafenib plus trametinib 
group. Adjusted mean EQ-5D-3L utility scores were 
similar between treatment groups, with no clinically 
meaningful changes from baseline observed in either 
group (figure 1B; appendix p 11). A similar proportion of 
patients in each group reported some or extreme 
problems across all five dimensions (mobility, self-care, 
usual activities, pain or discomfort, and anxiety or 
depression) at baseline (appendix p 16). At 12 months, 
a higher proportion of patients in the dabrafenib plus 
trametinib group than in the placebo group reported 

Figure 1: Change from baseline in EQ-5D-3L VAS and utility scores
Adjusted mean change (95% CI) from baseline in European Quality of Life 5-Dimensions 3-Levels visual analogue 
scale (EQ-5D-3L VAS; A) and utility (B) scores during the 12-month treatment phase and long-term follow-up 
(15–48 months). Dashed lines represent the threshold for clinically meaningful change from baseline. An improved 
score is indicated by a positive value; a worsened score is indicated by a negative value. *Number of patients with 
all available covariates at each timepoint.
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Figure 2: Effect of adverse events on EQ-5D-3L VAS scores
Adjusted mean change (95% CI) in European Quality of Life 5-Dimensions 

3-Levels visual analogue scale (EQ-5D-3L VAS) score from baseline in patients in 
the dabrafenib plus trametinib arm based on adverse events experienced during 

treatment. Dashed lines represent the threshold for clinically meaningful change 
from baseline. An improved score is indicated by a positive value; a worsened 

score is indicated by a negative value. *Number of patients with all available 
covariates at each timepoint. †Includes any patient who experienced the 

respective adverse event at any point during the 12-month treatment phase. 
‡Descriptive p value is below the threshold (p=0·05) between arms.
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threshold (seven points for VAS and 0·08 for the utility 
score) that has previously been shown to be the minimal 
change that is perceived by the patient as being beneficial 
or detrimental, or would result in a change in treatment. 
To assess whether adverse events experienced during 
treat ment affected patient perception of health status, 
we assessed utility and VAS scores in patients who did 
and did not have specific adverse events (pyrexia, nausea, 
headache, chills, diarrhoea, vomiting, arthralgia, and 
rash) during treatment in the dabrafenib plus trametinib 
group in a post-hoc analysis. We used SAS (version 9.3) 
for all the analyses presented in the manuscript. This 
trial is registered with ClinicalTrials.gov, number 
NCT01682083.

Role of the funding source
The study was designed by the authors in conjunction 
with representatives of the sponsor. Data were collected 
and analysed by the sponsor and analysed in collaboration 
with the authors. The sponsor was involved in the writing 

of the report and data interpretation. The corresponding 
author had full access to all the data in the study and had 
the final responsibility for the decision to submit for 
publication.

Results
Between Jan 31, 2013, and Dec 11, 2014, 870 patients were 
enrolled and randomly assigned to receive dabrafenib 
plus trametinib (n=438) or two matching placebos 
(n=432) for 12 months. Baseline characteristics and 
disease history were reported previously, and were well 
balanced between groups.9 The median follow-up was 
34 months (IQR 28–39) in the dabrafenib plus trametinib 
group and 33 months (20·5–39) in the placebo group. All 
patients were included in the assessment of patient-
reported outcomes, and the number of patients available 
for health-related quality-of-life assessment throughout 
the study is presented in the appendix (p 15). The pro-
portion of patients completing the EQ-5D-3L question-
naire, in both groups, was more than 95% at baseline, 
more than 90% at 36 months, and more than 75% at 
48 months (table). The number of patients available for 
assessment of patient-reported outcomes decreased over 
time in both groups.

At baseline, mean EQ-5D-3L VAS and utility scores 
were similar between groups (mean EQ-5D-3L VAS 79·0 
[SD 21·9] for dabrafenib plus trametinib group vs 80·4 
[19·1] for placebo group; mean utility score 0·8577 
[0·1763] vs 0·8676 [0·1707]; appendix pp 8–9). During the 
treatment phase, adjusted mean VAS scores remained 
similar to those at baseline, with no clinically meaningful 
changes between treatment groups (figure 1A; appendix 
p 10). The maximum observed difference in adjusted 
mean VAS scores between treatment groups occurred at 
the 3-month assessment (–1·86, 95% CI –4·34 to 0·61), 
with lower scores in the dabrafenib plus trametinib 
group. Adjusted mean EQ-5D-3L utility scores were 
similar between treatment groups, with no clinically 
meaningful changes from baseline observed in either 
group (figure 1B; appendix p 11). A similar proportion of 
patients in each group reported some or extreme 
problems across all five dimensions (mobility, self-care, 
usual activities, pain or discomfort, and anxiety or 
depression) at baseline (appendix p 16). At 12 months, 
a higher proportion of patients in the dabrafenib plus 
trametinib group than in the placebo group reported 

Figure 1: Change from baseline in EQ-5D-3L VAS and utility scores
Adjusted mean change (95% CI) from baseline in European Quality of Life 5-Dimensions 3-Levels visual analogue 
scale (EQ-5D-3L VAS; A) and utility (B) scores during the 12-month treatment phase and long-term follow-up 
(15–48 months). Dashed lines represent the threshold for clinically meaningful change from baseline. An improved 
score is indicated by a positive value; a worsened score is indicated by a negative value. *Number of patients with 
all available covariates at each timepoint.
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Figure 2: Effect of adverse events on EQ-5D-3L VAS scores
Adjusted mean change (95% CI) in European Quality of Life 5-Dimensions 

3-Levels visual analogue scale (EQ-5D-3L VAS) score from baseline in patients in 
the dabrafenib plus trametinib arm based on adverse events experienced during 

treatment. Dashed lines represent the threshold for clinically meaningful change 
from baseline. An improved score is indicated by a positive value; a worsened 

score is indicated by a negative value. *Number of patients with all available 
covariates at each timepoint. †Includes any patient who experienced the 

respective adverse event at any point during the 12-month treatment phase. 
‡Descriptive p value is below the threshold (p=0·05) between arms.
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Patient-reported outcomes in patients with resected, high-risk melanoma with BRAFV600E or BRAFV600K mutations treated with 
adjuvant dabrafenib plus trametinib (COMBI-AD): a randomised, placebo-controlled, phase 3 trial

Figure 3: Effect of recurrence on mean (SD) European Quality of Life 5-Dimensions 3-Levels visual analogue scale 
(EQ-5D-3L) VAS (A) and utility (B) scores

Expert comment
In the adjuvant setting, patient-reported quality of life is an important clinical trial endpoint. In the 
advanced disease setting, a reduction in disease-related symptoms may offset the impact of 
treatment toxicity on quality of life. In the setting of advanced melanoma, dabrafenib/trametinib 
is associated with an improvement in quality-of-life measures.

In the adjuvant setting, no such disease-related symptoms exist, and it is therefore reassuring 
that adjuvant dabrafenib/trametinib is not associated with a clinically meaningful difference 
in quality of life as reported via both the visual analogue scale and utility score. There was a 
non-statistically significant drop in EQ-5D-3L VAS in the dabrafenib/trametinib arm, but not the 
placebo arm, presumably related to treatment toxicity, but subsequently VAS scores returned to 
baseline and were consistent with those seen in the placebo arm. From the published results, 
it cannot be determined if this return to baseline is due to improved quality of life resulting 
from management or resolution of toxicity, or if patients with the most significant toxicities 
ceased therapy early.

It is interesting that even in patients with pyrexia, the most common dabrafenib/trametinib toxicity, 
there was not a fall in measured quality of life. This lack of difference may be explained by the 
fact that pyrexia is usually transient and managed by dose interruption, and as such not captured 
by the intermittent assessments, or the fact that patients may have interpreted such toxicity 
‘positively’ as a suggestion they were on the active treatment arm of the study, not placebo.

The results presented here confirm irrespective of treatment the most significant impact on 
patient quality of life is disease recurrence. Adjuvant therapy, be that dabrafenib/trametinib or 
immunotherapy, reduces the risk of recurrence and as such quality of life is maintained despite 
transient toxicity while on treatment.

Study interpretation
In patients with surgically resected cutaneous melanoma, disease 
recurrence is associated with a significant decline in HRQoL. 
In COMBI-AD only 5% of patients experienced disease relapse 
while on the full scheduled dose of dabrafenib plus trametinib versus 
placebo.4 Moreover, the maintained rate of relapse-free survival with 
dabrafenib plus trametinib versus placebo, out to 5 years, is particularly 
important in terms of HRQoL. These findings from the COMBI-AD 
study suggest that treatment with dabrafenib plus trametinib does not 
negatively impact patient perception of quality of life, during treatment 
or during long-term follow-up, even in patients who experience 
adverse events, including pyrexia. While treatment was associated 
with a decrease in VAS scores initially, this was not a significant or 
clinically meaningful decrease, and did not differ between patients 
receiving dabrafenib plus trametinib and those receiving placebo. 
Patient-reported outcomes during treatment with dabrafenib 
plus trametinib have been reported previously, in unresectable or 
metastatic melanoma, and improvements from baseline were seen 
in HRQoL.6, 7 The lack of improvement in HRQoL in the current study 
may be a reflection of the higher baseline HRQoL in these patients 
who had undergone complete surgical resection, as such, patients’ 
perceived health status may be similar to the general population 
at baseline.

Take home messages
• Dabrafenib plus trametinib improves relapse-free survival versus 

placebo without adversely impacting patient quality of life.
• The most common adverse effects of dabrafenib plus trametinib 

do not appear to have a significant impact on patient-reported 
quality of life.

• Disease recurrence significantly impacts HRQoL, highlighting 
the importance of the low rate of relapse with dabrafenib plus 
trametinib during treatment, and following treatment cessation, 
versus placebo.

Expert’s concluding remarks
It is reassuring that despite toxicity while on treatment, one year 
of treatment with adjuvant dabrafenib/trametinib does not impact 
patient-reported quality of life and is associated with a significant 
reduction in relapse-free survival.
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12-month assessments. In the placebo group, VAS scores 
were lower in patients who dis continued treatment early 
than in those who remained on treatment at the 3-month, 
6-month, and 9-month assessments (figure 3). However, 
very few patients had dis continued treatment at these 
timepoints, which limited comparison between groups. 
Assessment of VAS scores in patients in the dabrafenib 
plus trametinib group who remained on treatment 
compared with those who discontinued treatment 
showed similar adjusted mean changes from baseline 
throughout the four assessment periods (figure 3).

To investigate whether disease recurrence had an effect 
on patient perception of health status, we did a post-hoc 
analysis to compare mean EQ-5D-3L VAS and utility 
scores at the visit before diagnosis of recurrence and at 
the visit after diagnosis of recurrence. After recurrence, 
mean VAS scores significantly decreased in both the 
dabrafenib plus trametinib and placebo group (mean 
change –6·02, SD 20·57; p=0·0032) and placebo group 
(–6·84, 20·86; p<0·0001; figure 4A). Similar results were 
observed for utility scores, with a significant decrease in 
both groups after recurrence (mean change –0·0626, 
SD 0·1911, p<0·0001 in the dabrafenib plus trametinib 
group and mean change –0·0748, 0·2182, p<0·0001 in 
the placebo group; figure 4B). There were similar 
findings when we compared post-recurrence assessments 
with base line scores (appendix p 14).

To assess the psychological effect of disease recurrence, 
we assessed the effect of recurrence on patient perception 
of anxiety or depression on the EQ-5D-3L with a post-hoc 
analysis (appendix p 18). After recurrence, anxiety and 
depression scores worsened in both treatment groups, 
compared with the pre-recurrence assessment (mean 
change 0·11; p=0·028 for the dabrafenib plus trametinib 
group; 0·13; p<0·0001 for the placebo group).

Discussion
The results from this prespecified patient-reported out-
come analysis suggest that treatment with dabrafenib 
plus trametinib had no substantial effect on patients’ 
perception of their health status, as measured by 
EQ-5D-3L VAS and utility scores, either during the 
12-month treatment period or in long-term follow-up.

During the treatment phase, there was an initial 
decrease in VAS scores in patients in the dabrafenib plus 
trametinib group at 3 months, but this did not differ, 
statistically or clinically, from VAS scores at baseline or 
in the placebo group. Subsequently, VAS scores then 
returned to baseline levels by month 12. This result 
might be attributable to some patients initially experi-
encing adverse events that affected patient-reported 
health status and the subsequent improvement in 
management of adverse events over time. There were 
no clinically meaningful changes from baseline VAS 
scores at the time of discontinuation in patients who 
discontinued treatment early in the dabrafenib plus 
trametinib group.

There are some limitations to these analyses. In the 
assessment of the effect of adverse events on EQ-5D-3L 
scores, patients were divided according to whether they 
had the adverse event at any time during the treatment 
phase; thus, patients might not have been experiencing 
an adverse event at the time of the assessments and this 
could lead to recall bias. Additionally, selection bias 
might have influenced these findings, because patients 
with the most detriment to health might have withdrawn 
early from the study and therefore might not be captured 
in later assessments. The EQ-5D-3L also has some 
inherent limitations as an assessment tool, including 
limited assessment of social and psychosocial function, 
in sensitiv ity to mild health changes compared with 
disease-specific assessments, and the potential for ceiling 
effects. The EQ-5D-3L was an exploratory endpoint of the 
trial and was not adequately powered for statistical 
assessment of the effect of treatment on EQ-5D-3L 
scores.

Recently, several trials have investigated drugs as 
adjuvant treatment in patients with resected melanoma, 
including the immune checkpoint inhibitors ipilimumab, 
nivolumab, and pembrolizumab. The EORTC 18071 trial6 
showed significant improvement in relapse-free survival 

Figure 4: Effect of recurrence on EQ-5D-3L VAS and utility scores
Mean (SD) European Quality of Life 5-Dimensions 3-Levels visual analogue scale 
(EQ-5D-3L VAS) scores (A) and utility scores (B) at assessments before and after 
recurrence.
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12-month assessments. In the placebo group, VAS scores 
were lower in patients who dis continued treatment early 
than in those who remained on treatment at the 3-month, 
6-month, and 9-month assessments (figure 3). However, 
very few patients had dis continued treatment at these 
timepoints, which limited comparison between groups. 
Assessment of VAS scores in patients in the dabrafenib 
plus trametinib group who remained on treatment 
compared with those who discontinued treatment 
showed similar adjusted mean changes from baseline 
throughout the four assessment periods (figure 3).

To investigate whether disease recurrence had an effect 
on patient perception of health status, we did a post-hoc 
analysis to compare mean EQ-5D-3L VAS and utility 
scores at the visit before diagnosis of recurrence and at 
the visit after diagnosis of recurrence. After recurrence, 
mean VAS scores significantly decreased in both the 
dabrafenib plus trametinib and placebo group (mean 
change –6·02, SD 20·57; p=0·0032) and placebo group 
(–6·84, 20·86; p<0·0001; figure 4A). Similar results were 
observed for utility scores, with a significant decrease in 
both groups after recurrence (mean change –0·0626, 
SD 0·1911, p<0·0001 in the dabrafenib plus trametinib 
group and mean change –0·0748, 0·2182, p<0·0001 in 
the placebo group; figure 4B). There were similar 
findings when we compared post-recurrence assessments 
with base line scores (appendix p 14).

To assess the psychological effect of disease recurrence, 
we assessed the effect of recurrence on patient perception 
of anxiety or depression on the EQ-5D-3L with a post-hoc 
analysis (appendix p 18). After recurrence, anxiety and 
depression scores worsened in both treatment groups, 
compared with the pre-recurrence assessment (mean 
change 0·11; p=0·028 for the dabrafenib plus trametinib 
group; 0·13; p<0·0001 for the placebo group).

Discussion
The results from this prespecified patient-reported out-
come analysis suggest that treatment with dabrafenib 
plus trametinib had no substantial effect on patients’ 
perception of their health status, as measured by 
EQ-5D-3L VAS and utility scores, either during the 
12-month treatment period or in long-term follow-up.

During the treatment phase, there was an initial 
decrease in VAS scores in patients in the dabrafenib plus 
trametinib group at 3 months, but this did not differ, 
statistically or clinically, from VAS scores at baseline or 
in the placebo group. Subsequently, VAS scores then 
returned to baseline levels by month 12. This result 
might be attributable to some patients initially experi-
encing adverse events that affected patient-reported 
health status and the subsequent improvement in 
management of adverse events over time. There were 
no clinically meaningful changes from baseline VAS 
scores at the time of discontinuation in patients who 
discontinued treatment early in the dabrafenib plus 
trametinib group.

There are some limitations to these analyses. In the 
assessment of the effect of adverse events on EQ-5D-3L 
scores, patients were divided according to whether they 
had the adverse event at any time during the treatment 
phase; thus, patients might not have been experiencing 
an adverse event at the time of the assessments and this 
could lead to recall bias. Additionally, selection bias 
might have influenced these findings, because patients 
with the most detriment to health might have withdrawn 
early from the study and therefore might not be captured 
in later assessments. The EQ-5D-3L also has some 
inherent limitations as an assessment tool, including 
limited assessment of social and psychosocial function, 
in sensitiv ity to mild health changes compared with 
disease-specific assessments, and the potential for ceiling 
effects. The EQ-5D-3L was an exploratory endpoint of the 
trial and was not adequately powered for statistical 
assessment of the effect of treatment on EQ-5D-3L 
scores.

Recently, several trials have investigated drugs as 
adjuvant treatment in patients with resected melanoma, 
including the immune checkpoint inhibitors ipilimumab, 
nivolumab, and pembrolizumab. The EORTC 18071 trial6 
showed significant improvement in relapse-free survival 

Figure 4: Effect of recurrence on EQ-5D-3L VAS and utility scores
Mean (SD) European Quality of Life 5-Dimensions 3-Levels visual analogue scale 
(EQ-5D-3L VAS) scores (A) and utility scores (B) at assessments before and after 
recurrence.
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12-month assessments. In the placebo group, VAS scores 
were lower in patients who dis continued treatment early 
than in those who remained on treatment at the 3-month, 
6-month, and 9-month assessments (figure 3). However, 
very few patients had dis continued treatment at these 
timepoints, which limited comparison between groups. 
Assessment of VAS scores in patients in the dabrafenib 
plus trametinib group who remained on treatment 
compared with those who discontinued treatment 
showed similar adjusted mean changes from baseline 
throughout the four assessment periods (figure 3).

To investigate whether disease recurrence had an effect 
on patient perception of health status, we did a post-hoc 
analysis to compare mean EQ-5D-3L VAS and utility 
scores at the visit before diagnosis of recurrence and at 
the visit after diagnosis of recurrence. After recurrence, 
mean VAS scores significantly decreased in both the 
dabrafenib plus trametinib and placebo group (mean 
change –6·02, SD 20·57; p=0·0032) and placebo group 
(–6·84, 20·86; p<0·0001; figure 4A). Similar results were 
observed for utility scores, with a significant decrease in 
both groups after recurrence (mean change –0·0626, 
SD 0·1911, p<0·0001 in the dabrafenib plus trametinib 
group and mean change –0·0748, 0·2182, p<0·0001 in 
the placebo group; figure 4B). There were similar 
findings when we compared post-recurrence assessments 
with base line scores (appendix p 14).

To assess the psychological effect of disease recurrence, 
we assessed the effect of recurrence on patient perception 
of anxiety or depression on the EQ-5D-3L with a post-hoc 
analysis (appendix p 18). After recurrence, anxiety and 
depression scores worsened in both treatment groups, 
compared with the pre-recurrence assessment (mean 
change 0·11; p=0·028 for the dabrafenib plus trametinib 
group; 0·13; p<0·0001 for the placebo group).

Discussion
The results from this prespecified patient-reported out-
come analysis suggest that treatment with dabrafenib 
plus trametinib had no substantial effect on patients’ 
perception of their health status, as measured by 
EQ-5D-3L VAS and utility scores, either during the 
12-month treatment period or in long-term follow-up.

During the treatment phase, there was an initial 
decrease in VAS scores in patients in the dabrafenib plus 
trametinib group at 3 months, but this did not differ, 
statistically or clinically, from VAS scores at baseline or 
in the placebo group. Subsequently, VAS scores then 
returned to baseline levels by month 12. This result 
might be attributable to some patients initially experi-
encing adverse events that affected patient-reported 
health status and the subsequent improvement in 
management of adverse events over time. There were 
no clinically meaningful changes from baseline VAS 
scores at the time of discontinuation in patients who 
discontinued treatment early in the dabrafenib plus 
trametinib group.

There are some limitations to these analyses. In the 
assessment of the effect of adverse events on EQ-5D-3L 
scores, patients were divided according to whether they 
had the adverse event at any time during the treatment 
phase; thus, patients might not have been experiencing 
an adverse event at the time of the assessments and this 
could lead to recall bias. Additionally, selection bias 
might have influenced these findings, because patients 
with the most detriment to health might have withdrawn 
early from the study and therefore might not be captured 
in later assessments. The EQ-5D-3L also has some 
inherent limitations as an assessment tool, including 
limited assessment of social and psychosocial function, 
in sensitiv ity to mild health changes compared with 
disease-specific assessments, and the potential for ceiling 
effects. The EQ-5D-3L was an exploratory endpoint of the 
trial and was not adequately powered for statistical 
assessment of the effect of treatment on EQ-5D-3L 
scores.

Recently, several trials have investigated drugs as 
adjuvant treatment in patients with resected melanoma, 
including the immune checkpoint inhibitors ipilimumab, 
nivolumab, and pembrolizumab. The EORTC 18071 trial6 
showed significant improvement in relapse-free survival 

Figure 4: Effect of recurrence on EQ-5D-3L VAS and utility scores
Mean (SD) European Quality of Life 5-Dimensions 3-Levels visual analogue scale 
(EQ-5D-3L VAS) scores (A) and utility scores (B) at assessments before and after 
recurrence.
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12-month assessments. In the placebo group, VAS scores 
were lower in patients who dis continued treatment early 
than in those who remained on treatment at the 3-month, 
6-month, and 9-month assessments (figure 3). However, 
very few patients had dis continued treatment at these 
timepoints, which limited comparison between groups. 
Assessment of VAS scores in patients in the dabrafenib 
plus trametinib group who remained on treatment 
compared with those who discontinued treatment 
showed similar adjusted mean changes from baseline 
throughout the four assessment periods (figure 3).

To investigate whether disease recurrence had an effect 
on patient perception of health status, we did a post-hoc 
analysis to compare mean EQ-5D-3L VAS and utility 
scores at the visit before diagnosis of recurrence and at 
the visit after diagnosis of recurrence. After recurrence, 
mean VAS scores significantly decreased in both the 
dabrafenib plus trametinib and placebo group (mean 
change –6·02, SD 20·57; p=0·0032) and placebo group 
(–6·84, 20·86; p<0·0001; figure 4A). Similar results were 
observed for utility scores, with a significant decrease in 
both groups after recurrence (mean change –0·0626, 
SD 0·1911, p<0·0001 in the dabrafenib plus trametinib 
group and mean change –0·0748, 0·2182, p<0·0001 in 
the placebo group; figure 4B). There were similar 
findings when we compared post-recurrence assessments 
with base line scores (appendix p 14).

To assess the psychological effect of disease recurrence, 
we assessed the effect of recurrence on patient perception 
of anxiety or depression on the EQ-5D-3L with a post-hoc 
analysis (appendix p 18). After recurrence, anxiety and 
depression scores worsened in both treatment groups, 
compared with the pre-recurrence assessment (mean 
change 0·11; p=0·028 for the dabrafenib plus trametinib 
group; 0·13; p<0·0001 for the placebo group).

Discussion
The results from this prespecified patient-reported out-
come analysis suggest that treatment with dabrafenib 
plus trametinib had no substantial effect on patients’ 
perception of their health status, as measured by 
EQ-5D-3L VAS and utility scores, either during the 
12-month treatment period or in long-term follow-up.

During the treatment phase, there was an initial 
decrease in VAS scores in patients in the dabrafenib plus 
trametinib group at 3 months, but this did not differ, 
statistically or clinically, from VAS scores at baseline or 
in the placebo group. Subsequently, VAS scores then 
returned to baseline levels by month 12. This result 
might be attributable to some patients initially experi-
encing adverse events that affected patient-reported 
health status and the subsequent improvement in 
management of adverse events over time. There were 
no clinically meaningful changes from baseline VAS 
scores at the time of discontinuation in patients who 
discontinued treatment early in the dabrafenib plus 
trametinib group.

There are some limitations to these analyses. In the 
assessment of the effect of adverse events on EQ-5D-3L 
scores, patients were divided according to whether they 
had the adverse event at any time during the treatment 
phase; thus, patients might not have been experiencing 
an adverse event at the time of the assessments and this 
could lead to recall bias. Additionally, selection bias 
might have influenced these findings, because patients 
with the most detriment to health might have withdrawn 
early from the study and therefore might not be captured 
in later assessments. The EQ-5D-3L also has some 
inherent limitations as an assessment tool, including 
limited assessment of social and psychosocial function, 
in sensitiv ity to mild health changes compared with 
disease-specific assessments, and the potential for ceiling 
effects. The EQ-5D-3L was an exploratory endpoint of the 
trial and was not adequately powered for statistical 
assessment of the effect of treatment on EQ-5D-3L 
scores.

Recently, several trials have investigated drugs as 
adjuvant treatment in patients with resected melanoma, 
including the immune checkpoint inhibitors ipilimumab, 
nivolumab, and pembrolizumab. The EORTC 18071 trial6 
showed significant improvement in relapse-free survival 

Figure 4: Effect of recurrence on EQ-5D-3L VAS and utility scores
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(EQ-5D-3L VAS) scores (A) and utility scores (B) at assessments before and after 
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12-month assessments. In the placebo group, VAS scores 
were lower in patients who dis continued treatment early 
than in those who remained on treatment at the 3-month, 
6-month, and 9-month assessments (figure 3). However, 
very few patients had dis continued treatment at these 
timepoints, which limited comparison between groups. 
Assessment of VAS scores in patients in the dabrafenib 
plus trametinib group who remained on treatment 
compared with those who discontinued treatment 
showed similar adjusted mean changes from baseline 
throughout the four assessment periods (figure 3).

To investigate whether disease recurrence had an effect 
on patient perception of health status, we did a post-hoc 
analysis to compare mean EQ-5D-3L VAS and utility 
scores at the visit before diagnosis of recurrence and at 
the visit after diagnosis of recurrence. After recurrence, 
mean VAS scores significantly decreased in both the 
dabrafenib plus trametinib and placebo group (mean 
change –6·02, SD 20·57; p=0·0032) and placebo group 
(–6·84, 20·86; p<0·0001; figure 4A). Similar results were 
observed for utility scores, with a significant decrease in 
both groups after recurrence (mean change –0·0626, 
SD 0·1911, p<0·0001 in the dabrafenib plus trametinib 
group and mean change –0·0748, 0·2182, p<0·0001 in 
the placebo group; figure 4B). There were similar 
findings when we compared post-recurrence assessments 
with base line scores (appendix p 14).

To assess the psychological effect of disease recurrence, 
we assessed the effect of recurrence on patient perception 
of anxiety or depression on the EQ-5D-3L with a post-hoc 
analysis (appendix p 18). After recurrence, anxiety and 
depression scores worsened in both treatment groups, 
compared with the pre-recurrence assessment (mean 
change 0·11; p=0·028 for the dabrafenib plus trametinib 
group; 0·13; p<0·0001 for the placebo group).

Discussion
The results from this prespecified patient-reported out-
come analysis suggest that treatment with dabrafenib 
plus trametinib had no substantial effect on patients’ 
perception of their health status, as measured by 
EQ-5D-3L VAS and utility scores, either during the 
12-month treatment period or in long-term follow-up.

During the treatment phase, there was an initial 
decrease in VAS scores in patients in the dabrafenib plus 
trametinib group at 3 months, but this did not differ, 
statistically or clinically, from VAS scores at baseline or 
in the placebo group. Subsequently, VAS scores then 
returned to baseline levels by month 12. This result 
might be attributable to some patients initially experi-
encing adverse events that affected patient-reported 
health status and the subsequent improvement in 
management of adverse events over time. There were 
no clinically meaningful changes from baseline VAS 
scores at the time of discontinuation in patients who 
discontinued treatment early in the dabrafenib plus 
trametinib group.

There are some limitations to these analyses. In the 
assessment of the effect of adverse events on EQ-5D-3L 
scores, patients were divided according to whether they 
had the adverse event at any time during the treatment 
phase; thus, patients might not have been experiencing 
an adverse event at the time of the assessments and this 
could lead to recall bias. Additionally, selection bias 
might have influenced these findings, because patients 
with the most detriment to health might have withdrawn 
early from the study and therefore might not be captured 
in later assessments. The EQ-5D-3L also has some 
inherent limitations as an assessment tool, including 
limited assessment of social and psychosocial function, 
in sensitiv ity to mild health changes compared with 
disease-specific assessments, and the potential for ceiling 
effects. The EQ-5D-3L was an exploratory endpoint of the 
trial and was not adequately powered for statistical 
assessment of the effect of treatment on EQ-5D-3L 
scores.

Recently, several trials have investigated drugs as 
adjuvant treatment in patients with resected melanoma, 
including the immune checkpoint inhibitors ipilimumab, 
nivolumab, and pembrolizumab. The EORTC 18071 trial6 
showed significant improvement in relapse-free survival 

Figure 4: Effect of recurrence on EQ-5D-3L VAS and utility scores
Mean (SD) European Quality of Life 5-Dimensions 3-Levels visual analogue scale 
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12-month assessments. In the placebo group, VAS scores 
were lower in patients who dis continued treatment early 
than in those who remained on treatment at the 3-month, 
6-month, and 9-month assessments (figure 3). However, 
very few patients had dis continued treatment at these 
timepoints, which limited comparison between groups. 
Assessment of VAS scores in patients in the dabrafenib 
plus trametinib group who remained on treatment 
compared with those who discontinued treatment 
showed similar adjusted mean changes from baseline 
throughout the four assessment periods (figure 3).

To investigate whether disease recurrence had an effect 
on patient perception of health status, we did a post-hoc 
analysis to compare mean EQ-5D-3L VAS and utility 
scores at the visit before diagnosis of recurrence and at 
the visit after diagnosis of recurrence. After recurrence, 
mean VAS scores significantly decreased in both the 
dabrafenib plus trametinib and placebo group (mean 
change –6·02, SD 20·57; p=0·0032) and placebo group 
(–6·84, 20·86; p<0·0001; figure 4A). Similar results were 
observed for utility scores, with a significant decrease in 
both groups after recurrence (mean change –0·0626, 
SD 0·1911, p<0·0001 in the dabrafenib plus trametinib 
group and mean change –0·0748, 0·2182, p<0·0001 in 
the placebo group; figure 4B). There were similar 
findings when we compared post-recurrence assessments 
with base line scores (appendix p 14).

To assess the psychological effect of disease recurrence, 
we assessed the effect of recurrence on patient perception 
of anxiety or depression on the EQ-5D-3L with a post-hoc 
analysis (appendix p 18). After recurrence, anxiety and 
depression scores worsened in both treatment groups, 
compared with the pre-recurrence assessment (mean 
change 0·11; p=0·028 for the dabrafenib plus trametinib 
group; 0·13; p<0·0001 for the placebo group).

Discussion
The results from this prespecified patient-reported out-
come analysis suggest that treatment with dabrafenib 
plus trametinib had no substantial effect on patients’ 
perception of their health status, as measured by 
EQ-5D-3L VAS and utility scores, either during the 
12-month treatment period or in long-term follow-up.

During the treatment phase, there was an initial 
decrease in VAS scores in patients in the dabrafenib plus 
trametinib group at 3 months, but this did not differ, 
statistically or clinically, from VAS scores at baseline or 
in the placebo group. Subsequently, VAS scores then 
returned to baseline levels by month 12. This result 
might be attributable to some patients initially experi-
encing adverse events that affected patient-reported 
health status and the subsequent improvement in 
management of adverse events over time. There were 
no clinically meaningful changes from baseline VAS 
scores at the time of discontinuation in patients who 
discontinued treatment early in the dabrafenib plus 
trametinib group.

There are some limitations to these analyses. In the 
assessment of the effect of adverse events on EQ-5D-3L 
scores, patients were divided according to whether they 
had the adverse event at any time during the treatment 
phase; thus, patients might not have been experiencing 
an adverse event at the time of the assessments and this 
could lead to recall bias. Additionally, selection bias 
might have influenced these findings, because patients 
with the most detriment to health might have withdrawn 
early from the study and therefore might not be captured 
in later assessments. The EQ-5D-3L also has some 
inherent limitations as an assessment tool, including 
limited assessment of social and psychosocial function, 
in sensitiv ity to mild health changes compared with 
disease-specific assessments, and the potential for ceiling 
effects. The EQ-5D-3L was an exploratory endpoint of the 
trial and was not adequately powered for statistical 
assessment of the effect of treatment on EQ-5D-3L 
scores.

Recently, several trials have investigated drugs as 
adjuvant treatment in patients with resected melanoma, 
including the immune checkpoint inhibitors ipilimumab, 
nivolumab, and pembrolizumab. The EORTC 18071 trial6 
showed significant improvement in relapse-free survival 

Figure 4: Effect of recurrence on EQ-5D-3L VAS and utility scores
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(EQ-5D-3L VAS) scores (A) and utility scores (B) at assessments before and after 
recurrence.

70

M
ea

n 
(S

D)
 E

Q
-5

D 
VA

S 
sc

or
e

75

80

85

90

95

100
A

Dabrafenib plus trametinib
Placebo

Pre-recurrence Post-recurrence
0·75

M
ea

n 
(S

D)
 E

Q
-5

D 
ut

ili
ty

 sc
or

e

0·80

0·85

0·90

0·95

1·00

1·05

1·10
B

Study Reviews are prepared with an independent commentary from relevant specialists. To become a reviewer please email geoff@researchreview.com.au.
Research Review Australia Pty Ltd is an independent Australian publisher. Research Review receives funding from a variety of sources including Government depts., health product companies, insurers and other organisations with an interest in health. 
Journal content is created independently of sponsor companies with assistance from leading local specialists. Privacy Policy: Research Review will record your email details on a secure database and will not release them to anyone without your prior 
approval. Research Review and you have the right to inspect, update or delete your details at any time. Disclaimer: This publication is not intended as a replacement for regular medical education 
but to assist in the process. The reviews are a summarised interpretation of the published study and reflect the opinion of the writer rather than those of the research group or scientific journal.  
It is suggested readers review the full trial data before forming a final conclusion on its merits. 
Research Review publications are intended for Australian health professionals.

Australian Research Review subscribers can claim CPD/CME points for time spent reading our reviews from a wide range of local medical and nursing colleges. Find out more on our CPD page.  

http://www.researchreview.com.au
https://www.ebs.tga.gov.au/ebs/picmi/picmirepository.nsf/pdf?OpenAgent&id=CP-2013-PI-02126-1&d=202105191016933
https://www.ebs.tga.gov.au/ebs/picmi/picmirepository.nsf/pdf?OpenAgent&id=CP-2014-PI-01394-1
https://www.ebs.tga.gov.au
http://www.researchreview.com.au
https://www.nccn.org/professionals/physician_gls/pdf/cutaneous_melanoma.pdf
mailto:geoff%40researchreview.com.au?subject=Research%20Review%20Enquiry
http://www.researchreview.com.au/cpd?site=au

