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Abstract
Background  Real-world data on extended follow-up of patients with BRAF V600-mutant metastatic melanoma are limited. 
We investigated dabrafenib plus trametinib (dab + tram) outside of a clinical trial setting (Individual Patient Program; 
DESCRIBE Italy).
Objective  To describe the baseline features, treatment patterns, efficacy, and safety outcomes in patients with BRAF V600-
mutant unresectable or metastatic melanoma who had received dab + tram as part of the Managed Access Program (MAP) 
in Italy.
Patients and methods  An observational, retrospective chart review was conducted in Italian patients with BRAF V600-
mutant unresectable stage III/IV melanoma receiving dab + tram as part of the MAP. Baseline features, treatment patterns, 
efficacy, and safety outcomes were evaluated.
Results  Overall, 499 patients were included in this analysis. BRAF V600E mutation was seen in 81.4% of patients. Overall 
response rate achieved in 243 of the 390 evaluable patients was 62.3% (95% CI 57.5–67.1). Median progression-free survival 
(PFS) was 9.3 months (95% CI 8.6–10.6). Subgroup analyses revealed that patients with normal lactate dehydrogenase (LDH) 
and ≤ three metastatic sites without brain metastases at baseline had better outcomes. With normal LDH at baseline, median 
PFS for patients with one or two metastatic sites other than cerebral was 18 months. No new safety signals were observed. 
Treatment was permanently discontinued because of treatment-emergent adverse events (TEAEs) in 9.2% of patients, and 
pyrexia (27.3%) was the most common TEAE, with a lower incidence than that in the phase 3 studies of dab + tram.
Conclusion  Treatment of BRAF V600E-mutant metastatic melanoma with dab + tram in the real-world setting was effective 
and safe, including the unselected population with several patients having a high tumor burden – concordant with the results 
of the pivotal phase 3 studies of dab + tram.
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Key Points 

The findings of this retrospective analysis are consistent 
with those from the pivotal phase 3 studies of dabrafenib 
plus trametinib (COMBI-d and COMBI-v).

The results confirm the risk/benefit balance of using the 
dabrafenib plus trametinib combination in the real-world 
setting.

The clinical benefit achieved supports the use of dab-
rafenib plus trametinib combination therapy in patients 
with metastatic melanoma in routine clinical practice.

1  Introduction

The COMBI-d and COMBI-v studies established the 
superior efficacy of dabrafenib (dab) in combination with 
trametinib (tram) compared with BRAF inhibitor monother-
apy in patients with BRAF V600-mutant metastatic mela-
noma [1, 2]. In the 5-year pooled analysis of the COMBI-d 
and COMBI-v studies, the progression-free survival (PFS) 
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rate was 19% and the overall survival (OS) rate was 34%, 
demonstrating the long-term clinical benefit of dab + tram 
in patients with BRAF V600-mutant metastatic melanoma. 
In the same analysis, a subgroup of patients with a normal 
lactate dehydrogenase (LDH) level and fewer than three 
metastatic sites at baseline reported a PFS rate of 31% and 
an OS rate of 55% at 5 years [3]. Overall, these outcomes 
suggest that patients having a lower initial tumor and disease 
burden are more likely to achieve long-term benefits from 
dab + tram combination therapy. However, the extended 
follow-up data supporting these observations are limited to 
highly controlled clinical trial settings.

Analyses from large population-based studies help extend 
and confirm the results from randomized controlled clinical 
trials. Three real-world studies (DESCRIBE I (N = 331), 
DESCRIBE II (N = 271), and DESCRIBE III (N = 509)) 
evaluated the treatment patterns and clinical outcomes in 
patients with BRAF V600-mutant unresectable or metastatic 
melanoma enrolled in the Named Patient Program who were 
treated with dab monotherapy and/or dab + tram combina-
tion therapy. The efficacy and safety outcomes in these stud-
ies were consistent with those reported in the randomized 
controlled clinical trials [4–6].

The DESCRIBE Italy study was designed to retrospec-
tively evaluate the use of dab + tram combination therapy 
in a real-world setting in patients with BRAF V600-mutant 
unresectable or metastatic melanoma in Italy.

2 � Materials and Methods

2.1 � Study Design

The DESCRIBE Italy study was an observational, retro-
spective chart review conducted in adult patients (aged 
≥  18  years) with BRAF V600-mutant unresectable or 
metastatic melanoma who had received at least one dose 
of dab + tram as part of the Managed Access Program 
(MAP) and had signed the written informed consent (not 
applicable for deceased patients). Patients who had not 
participated in the MAP; who were part of a dab + tram 
investigational trial; or whose medical chart was missing, 
empty, or not retrievable were excluded from the study.

The objective of the study was to describe the baseline 
features, treatment patterns, efficacy, and safety outcomes 
in patients with BRAF V600-mutant unresectable or meta-
static melanoma who had received dab + tram combina-
tion therapy as part of the MAP in Italy.

The patients enrolled in this study were part of the MAP 
in Italy during 2013–2017. Pseudonymized retrospective 
data of baseline characteristics, treatment patterns, disease 
progression, survival status, and safety were retrieved from 

the medical charts of all patients and entered in electronic 
case report forms from 21 March 2018 to 31 December 
2018. Data were collected from the first dose of dab + 
tram until discontinuation, death, last clinical encounter, 
or 31 October 2017, whichever occurred first.

The MAP did not impose visit schedules, assessments, 
or therapeutic interventions. Assessments were performed 
according to the investigator’s judgment and in accordance 
with the local clinical practice.

2.2 � Disease Progression and Survival Assessment

Disease progression was documented by the treating phy-
sician based on radiographic imaging, symptoms, and per-
formance status. Tumor evaluation constituted the basis for 
determining the objectives, such as overall response rate 
(ORR), PFS, duration of response (DOR), clinical benefit 
rate (CBR), and OS.

ORR was defined as the proportion of enrolled patients 
with complete response (CR) or partial response (PR) 
according to the treating physician/radiological evalua-
tion per the local clinical practice. PFS was defined as 
the time from initiation of treatment to the date of the 
first documented disease progression or death from any 
cause, whichever occurred first. DOR was defined as the 
time from the first documented tumor response (CR/PR) 
until the first documented disease progression or death, 
whichever occurred first. CBR was defined as the percent-
age of patients achieving CR, PR, or stable disease for 
> 24 weeks. OS was defined as the time from initiation of 
treatment to the date of death from any cause. The pattern 
of progression was described by evaluating the number of 
sites with new lesions in patients with disease progression.

Subgroup analyses consisted of patients with a normal 
LDH level at baseline versus patients with an LDH level 
greater than the upper limit of normal (ULN) at baseline 
and patients with three or fewer metastatic sites without 
brain metastases (BM) at baseline versus patients with more 
than three metastatic sites and/or BM at baseline. Addition-
ally, PFS estimates were evaluated in various subgroups of 
patients as part of a post hoc analysis.

2.3 � Safety Assessment

Treatment-emergent adverse events (TEAEs), treatment-
emergent serious adverse events (TESAEs), and treatment-
emergent adverse events of special interest (TEAESIs) 
occurring from treatment initiation to 30 days after treatment 
discontinuation were analyzed and coded using the Medical 
Dictionary for Regulatory Activities (MedDRA) along with 
their severity.
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2.4 � Statistical Analysis

No statistical sample size calculation was performed. The 
statistical analyses were descriptive for all endpoints. Demo-
graphic and baseline disease characteristics were summa-
rized descriptively. DOR, PFS, and OS were estimated using 
the Kaplan-Meier product-limit method, and two-sided 95% 
confidence intervals (CIs) were calculated. ORR and CBR 
were summarized and presented with 95% CIs computed 
referring to the binomial distribution, and the standard Wald 
asymptotic confidence limits were calculated. All statisti-
cal analyses were performed using SAS® version 9.4 (SAS 
Institute Inc., Cary, NC, USA).

3 � Results

3.1 � Baseline Demographics and Clinical 
Characteristics

Of the 499 patients enrolled, 390 were considered evaluable. 
The excluded patients (109) had at least one non-protocol 
deviation, including initiation of tram > 90 days after the ini-
tiation of dab (71 patients), lack of any post-baseline tumor 
evaluation (42 patients), prior dab monotherapy ending < 32 
days before the initiation of dab + tram combination therapy 
(32 patients), lack of a comparable baseline metastatic evalu-
ation (five patients), and initiation of dab after the initiation 

of tram (two patients). Among the enrolled patients, 144 did 
not definitively interrupt the study therapy before 31 October 
2017, and continued the treatment later (Fig. 1). Data were 
collected from 35 Italian centers.

The median age of the patients was 59 years (range 23–90 
years). More than half of the patients (54.3%) had a baseline 
Eastern Cooperative Oncology Group performance status 
(ECOG PS) of 0. A majority of the patients (81.4%) had 
BRAF V600E mutations, whereas 10.6% had BRAF V600K 
mutations and 7.2% had other BRAF V600 mutations (D, R, 
and others). Among the enrolled patients, 48.1% had three 
or fewer metastatic sites without BM and 38.7% had more 
than three metastatic sites and/or BM. Elevated LDH levels 
(≥ ULN) at baseline were observed in 28.7% of the patients 
(Table 1).

Most patients (81.4%) were on first-line therapy. Nota-
bly, 15% of patients had received prior adjuvant therapy 
(Table 1). Among patients on a subsequent line of therapy 
(17.4%), the most common prior antineoplastic medications 
in the therapeutic setting were ipilimumab (43.7%), vemu-
rafenib monotherapy (32.2%), dacarbazine (14.9%), and 
temozolomide (12.6%). Prior radiotherapy was received by 
98 patients (19.6%). The most common site of prior radio-
therapy was the brain (8.8%). Forty-eight patients (88.2%) 
underwent prior antineoplastic surgery or local regional 
therapy. The most frequent surgical and medical procedures 
were skin neoplasm excision (45.5%) and lymphadenectomy 
(39.3%).

Fig. 1   Patient disposition. AE 
adverse event, dab dabrafenib, 
eCRF electronic case report 
form, MAP Managed Access 
Program, tram trametinib. aOnly 
355 patients who definitively 
interrupted the study therapy 
before 31 October 2017 are 
shown here because three 
patients were considered to not 
have completely discontinued 
the study therapy in the “End of 
treatment” page of the eCRF
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3.2 � Disease Status and Survival

Overall response rate was achieved in 243 of the 390 evalu-
able patients (62.3%; 95% CI 57.5–67.1). The median DOR 
was 9.9 months (95% CI 8.1–12.4) and CBR was 52.6% 
(95% CI 47.0–58.2; Table 2).

The median PFS was 9.3 months (95% CI 8.6–10.6) and 
the PFS rate at 1, 2, and 3 years was 41%, 24%, and 14%, 
respectively (Fig. 2). The median OS could not be esti-
mated because the cutoff for the follow-up was 31 October 
2017. The OS rate at 1, 2, and 3 years was 95%, 90%, and 
87%, respectively (Online Supplementary Material (OSM), 
Resource 1).

Among patients who had disease progression, the median 
number of sites with new lesions was 1 (range 0–11) in 240 
patients. Notably, 169 patients (70.4%) had one or more new 
metastatic site (OSM, Resource 2).

3.3 � Patients with Normal Lactate Dehydrogenase 
(LDH) (n = 178) and LDH Greater than the Upper 
Limit of Normal (n = 115) at Baseline

The ORR was higher among patients with normal LDH ver-
sus LDH > ULN at baseline: 67.4% (95% CI 60.5–74.3) ver-
sus 58.3% (95% CI 49.3–67.3). The median DOR and CBR 
were higher in the normal LDH subgroup compared with 
the LDH > ULN subgroup: 13.1 months (95% CI 9.5–23.7) 
versus 5.8 months (95% CI 3.5–8.5) and 58.7% (95% CI 
50.8–66.6) versus 38.8% (95% CI 28.1–49.4), respectively 
(Table 2).

The median PFS in patients with normal LDH at baseline 
was approximately twice the median PFS in patients with 
LDH > ULN at baseline: 12.8 months (95% CI 9.3–16.2) 
versus 5.8 months (95% CI 5.0–7.4) (OSM, Resource 3).

Among patients with disease progression, the median 
number of sites with new lesions was similar between the 
normal LDH and LDH > ULN subgroups: 1 (range 0–11) 
and 1 (range 0–9), respectively. Notably, one or more new 
metastatic site was noted in 73 (75.3%) and 59 (67.8%) 
patients in the normal LDH and LDH > ULN subgroups, 
respectively (OSM, Resource 2).

3.4 � Post Hoc Analysis (Progression‑Free Survival 
Estimates)

In the subgroup with LDH > ULN at baseline, the median 
PFS in patients with more than three metastatic sites and/or 
BM versus three or fewer metastatic sites without BM was 
5.1 months (95% CI 3.8–5.8) versus 7.5 months (95% CI 
5.4–10.5), respectively. In the subgroup with normal LDH 
at baseline, the median PFS in patients with one or two 
metastatic sites versus three or more metastatic sites was 

17.8 months (95% CI 12.9–29.7) versus 7.4 months (95% 
CI 6.0–9.2), respectively (Table 3).

The median PFS in patients on first-line therapy (no prior 
antineoplastic therapy at baseline) was 9.3 months (95% CI 
8.3–10.3). Tumor burden in terms of the number of meta-
static sites had a remarkable impact on the median PFS. 
Notably, in patients on first-line therapy and with normal 
LDH at baseline, the median PFS with one or two metastatic 
sites versus three or more metastatic sites was 16.7 months 
(95% CI 12.9–29.7) versus 9.1 months (95% CI 6.2–13.4), 
respectively. The median PFS in patients on first-line therapy 
and with LDH > ULN at baseline was 5.8 months (95% CI 
4.7–7.3; Table 3).

Among patients with one or two metastatic sites other 
than cerebral and normal LDH at baseline, the median PFS 
was 18.0 months (95% CI 13.0–32.0) and the PFS rate at 
1, 2, and 3 years was 67%, 49%, and 18%, respectively 
(Table 3).

3.5 � Patients with Three or Fewer Metastatic Sites 
without Brain Metastases (BM) (n = 198) 
and Those with More Than Three Metastatic 
Sites and/or BM (n = 146) at Baseline

The ORR was 65.7% (95% CI 59.0–72.3) in patients 
with three or fewer metastatic sites without BM at base-
line, whereas in patients with more than three metastatic 
sites and/or BM at baseline, the ORR was 61.6% (95% CI 
53.8–69.5). The median DOR and CBR were higher in 
patients with three or fewer metastatic sites without BM ver-
sus more than three metastatic sites and/or BM: 13.4 months 
(95% CI 9.0–23.7) versus 7.2 months (95% CI 4.7–9.5) and 
58% (95% CI 50.4–65.6) versus 46% (95% CI 36.7–55.2), 
respectively (Table 2).

Moreover, the median PFS was remarkably higher in 
patients with three or fewer metastatic sites without BM at 
baseline versus patients with more than three metastatic sites 
and/or BM at baseline: 13 months (95% CI 10.1–16.2) ver-
sus 6.9 months (95% CI 5.9–8.8; OSM, Resource 4).

3.6 � Treatment Patterns

The median duration of exposure to dab + tram combination 
was 9.4 months (range 0–48.8 months). The median average 
daily dose of dab was 300 mg (range 86–300 mg) and of 
tram was 2 mg (range 1–2 mg). Dab + tram was permanently 
discontinued in 358 patients (71.7%), and the median time 
to discontinuation was 10.3 months (95% CI 9.1–11.5). Dis-
ease progression (58.7%) was the most common reason for 
treatment discontinuation, followed by death (8.2%), adverse 
events (3.6%), and administrative problems (< 1%; Fig. 1). 
Dose adjustments were observed in 101 patients (20.2%) 
receiving dab, 41 patients (8.2%) receiving tram, and 31 
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Table 1   Baseline demographics and disease characteristics of patients

AJCC American Joint Committee on Cancer, BM brain metastases, ECOG PS Eastern Cooperative Oncology Group performance status, LDH 
lactate dehydrogenase, ULN upper limit of normal
a Excluding patients with > 3 metastatic sites (without BM; n = 78)
b Including patients with > 3 metastatic sites (without BM; n = 78)

Parameter Overall enrolled (N = 499)

Age, median (range), years 59 (23–90)
Sex, n (%)
 Male 269 (53.9)
 Female 230 (46.1)

ECOG PS, n (%)
 0 271 (54.3)
 1 91 (18.2)
 2 25 (5.0)
 3 2 (0.4)
 4 1 (0.2)
 Missing 109 (21.8)

BRAF V600 mutation status, n (%)
 V600E 406 (81.4)
 V600K 53 (10.6)
 Other BRAF V600 mutations 36 (7.2)
 Missing 4 (0.8)

AJCC 7 stage at initial diagnosis, n (%)
 Stage I (IA and IB) 68 (13.6)
 Stage II (IIA, IIB, and IIC) 123 (24.6)
 Stage III 176 (35.3)
 Stage IV 110 (22.0)
 Not evaluable 2 (0.4)
 Missing 20 (4.0)

No. of metastatic sites, n (%)
 ≤ 3 (without BM) 240a (48.1)
 > 3 (and/or BM) 193b (38.7)

Patients with BM, n (%) 115 (23.0)
 ≤ 3 metastatic sites 67 (13.4)
 > 3 metastatic sites 48 (9.6)

Patients without BM, n (%) 318 (63.7)
 ≤ 3 metastatic sites 240 (48.1)
 > 3 metastatic sites 78 (15.6)

LDH at baseline, median (range), U/L 318 (76–4471)
 < ULN, n (%) 226 (45.3)
 ≥ ULN, n (%) 143 (28.7)

Missing, n (%) 130 (26.1)
Time to first recurrence, median (range), months 17.9 (0–298)
Time to the most recent relapse, median (range), months 28.2 (0–301)
Patients on first line of therapy in a metastatic setting 406 (81.4)
Patients on subsequent line of therapy in a metastatic setting 87 (17.4)
Patients with ≥ 1 prior adjuvant therapy 75 (15.0)
Patients on first line of therapy with ≥ 1 prior adjuvant therapy 58 (11.6)
Patients on subsequent line of therapy with ≥ 1 prior adjuvant therapy 12 (2.4)
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patients (6.2%) receiving the dab + tram combination. Dab 
was temporarily interrupted in 158 patients (31.7%); tram 
in 137 patients (27.5%); and the dab + tram combination in 
121 patients (24.3%; OSM, Resource 5).

3.7 � Safety

Overall, 320 patients (64.1%) reported one or more TEAE. 
Of these, 233 patients (46.7%) had drug-related TEAEs. 
Treatment was permanently discontinued because of TEAEs 
in 46 patients (9.2%). The most commonly reported TEAEs 
were pyrexia (27.3%), asthenia (7.4%), rash (7.2%), and 
nausea (7.2%). The most commonly reported drug-related 
TEAEs were pyrexia (22.7%), rash (6.0%), and asthe-
nia (5.0%). Most of the TEAEs were either grade 1 or 2. 
TESAEs were observed in 110 patients (22.0%), of whom 36 
(7.2%) had drug-related TESAEs. The most frequent TESAE 
was pyrexia (2.6%; Table 4; OSM, Resource 6). Overall, 41 
patients (8.2%) died during the study, and melanoma (n = 
24) was the most common cause. None of the deaths were 
related to the study treatment.

4 � Discussion

Compassionate-use programs provide an opportunity to 
retrospectively evaluate the treatment patterns and clinical 
outcomes in a real-world setting and are critical tools in 
extending and confirming the results derived from rand-
omized controlled clinical trials. Three real-world studies 
(DESCRIBE I, DESCRIBE II, and DESCRIBE III) assessed 
the treatment patterns and clinical outcomes of the therapies 
evaluated in the BREAK trials (dab monotherapy) and the 
COMBI-d and COMBI-v trials (dab + tram combination 
therapy) and demonstrated consistency with these previous 
pivotal clinical trials [4–6].

Similarly, the DESCRIBE Italy study retrospectively 
evaluated the real-world treatment patterns and effective-
ness of treatments as well as gathered real-life evidence 
of patients with metastatic BRAF V600-mutant melanoma 
treated with the dab + tram combination in the MAP ini-
tiated in Italy after the approval of the combination by 
the European Medicines Agency. This study analyzed the 
data of a more diverse patient population from 35 Italian 
centers. The availability of data from an unselected patient 
population treated in the MAP provided an opportunity to 
gather real-life data and insights from the medical practice 
setting in Italy.

The results of this retrospective chart review were con-
sistent with the efficacy and safety data described in the reg-
istration trials (COMBI-d and COMBI-v) [1, 2], substanti-
ating the evidence that clinical benefit and tolerability with 
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the dab + tram combination are achievable in patients with 
BRAF V600-mutant metastatic melanoma. In addition, this 
study showed the effectiveness of this combination outside 
of a randomized controlled clinical trial setting. Unlike the 
registration trials, the population analyzed in this study was 
not entirely treatment naïve; however, the percentage of 
patients in subsequent lines of therapy was low, and the two 
populations were not comparable. Nevertheless, the clini-
cal benefit achieved in these patients further supports the 

efficacy of this combination therapy and its use in routine 
clinical practice.

The ORR (62%) was comparable to the findings reported 
in the COMBI-d (67%) and COMBI-v (64%) trials [1, 2], 
considering the real-word setting of this study. Furthermore, 
the DESCRIBE II study, a retrospective chart review study 
whose design was analogous to this study, reported an ORR 
of 67% in BRAF inhibitor-naïve patients treated with dab + 
tram [5]. Moreover, the 3- and 5-year pooled analyses data 

Fig. 2   Progression-free sur-
vival. No. number, y years

Table 3   Progression-free survival estimates for subgroups of patients

BM brain metastases, CI confidence interval, LDH lactate dehydrogenase, PFS progression-free survival, ULN upper limit of normal

Subgroups No. of patients No. (%) of 
patients with PFS 
events

Median PFS (95% CI) 1-Year 
PFS rate, 
%

2-Year 
PFS rate, 
%

3-Year 
PFS rate, 
%

Normal LDH with > 3 metastatic sites and/or BM 57 36 (63.2) 9.1 (6.7–12.8) 39 25 0
Normal LDH with ≤ 3 metastatic sites without 

BM
102 54 (52.9) 16.7 (12.9–27.9) 62 42 14

LDH > ULN with > 3 metastatic sites and/or BM 56 49 (87.5) 5.1 (3.8–5.8) 13 6 3
LDH > ULN with ≤ 3 metastatic sites without 

BM
48 38 (79.2) 7.5 (5.4–10.5) 30 – –

Normal LDH with 1 or 2 metastatic sites 93 47 (50.5) 17.8 (12.9–29.7) 64 46 10
Normal LDH with ≥ 3 metastatic sites 159 119 (74.8) 7.4 (6.0–9.2) 32 15 3
First line of therapy 325 214 (65.9) 9.3 (8.3–10.3) 40 24 10
First line of therapy, normal LDH, and 1 or 2 

metastatic sites
85 44 (51.8) 16.7 (12.9–29.7) 65 44 8

First line of therapy, normal LDH, and ≥ 3 meta-
static sites

60 39 (65.0) 9.1 (6.2–13.4) 39 23 0

First line of therapy with LDH > ULN 91 77 (84.6) 5.8 (4.7–7.3) 17 6 3
Metastatic sites different than cerebral 256 163 (63.7) 10.2 (8.7–13.0) 46 27 14
Normal LDH with 1 or 2 metastatic sites different 

than cerebral
80 39 (48.8) 18.0 (13.0–32.0) 67 49 18
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from the COMBI-d and COMBI-v trials showed ORRs of 
67% and 68%, respectively [3, 7].

The median PFS was 9.3 months (95% CI 8.6–10.6). 
The OS estimates (95%, 90%, and 87% at 1, 2, and 3 years, 
respectively) were much higher than those noted in the pre-
vious BRF112330, COMBI-d, and COMBI-v studies [2, 
7–10]. However, as most patients were censored, the OS 
probability curves should be interpreted with caution.

Serum LDH levels and the number of metastatic sites at 
baseline were identified as the most predictive factors for 
durable response and survival, and are indicators of poor 
prognosis in patients with cancer [11]. In the COMBI-d and 
COMBI-v studies, patients with normal LDH levels and 
fewer than three metastatic sites had the longest survival out-
comes, whereas patients with LDH levels two or more times 
the ULN had the shortest survival outcomes [7, 8]. In the 
5-year pooled analysis of COMBI-d and COMBI-v, patients 
with normal LDH levels and fewer than three metastatic sites 
at baseline with a PFS of 31% and OS of 55% were identified 
as the most favorable subgroup [3]. This finding was con-
sistent with the current study, where the subgroup analyses 
revealed that patients in the most favorable subgroups had 
better outcomes than patients in the corresponding unfavora-
ble subgroups, with patients with normal LDH levels and 
three or fewer metastatic sites achieving the greatest ben-
efit with dab + tram. The ORR was higher among patients 
with normal LDH levels (67.4%) and in patients with three 
or fewer metastatic sites without BM (65.7%) at baseline. 
The same was true for median PFS as well, with the two 
subgroups of patients with normal LDH levels or three or 
fewer metastatic sites without BM showing a longer PFS 
(12.8 and 13 months, respectively). These results are con-
sistent with those from the previous studies, where patients 
with the most favorable baseline characteristics had a better 
prognosis [3, 5, 7, 8, 10, 12].

A post hoc analysis revealed that patients with normal 
LDH levels and one or two metastatic sites at baseline and 
patients with normal LDH levels and three or fewer meta-
static sites without BM at baseline had a longer median 
PFS (17.8 months and 16.7 months, respectively). On the 
other hand, patients with normal LDH levels and three or 
more metastatic sites at baseline and patients with normal 
LDH levels and more than three metastatic sites and/or 
BM at baseline had a shorter median PFS (7.4 months 
and 9.1 months, respectively). Similarly, patients with 
LDH > ULN and three or fewer metastatic sites without 
BM at baseline and patients with LDH > ULN and more 
than three metastatic sites and/or BM at baseline had a 
shorter median PFS (7.5 months and 5.1 months, respec-
tively). These data further confirm that patients with three 
or fewer metastatic sites along with normal LDH levels at 
baseline are likely to achieve better outcomes than patients 
with an aggressive disease and dab + tram combination 
therapy is also effective in patients with BM.

PFS was similar between patients on first and subse-
quent lines of treatment (median PFS, 9.3 and 10.4 months, 
respectively). The number of patients who received sub-
sequent lines of therapy was lower (n = 61) compared 
with the number of patients who received first-line therapy 
(n = 325). Hence, direct intergroup comparisons cannot 
be made. The median PFS in the subgroup of patients on 

Table 4   Safety summary

TEAE treatment-emergent adverse event, TEAESI treatment-emergent 
adverse event of special interest, TESAE treatment-emergent serious 
adverse event

Adverse events Overall (N = 499)

Any grade Grade ≥ 3

TEAEs 320 (64.1) –
TEAEs (≥ 5%)
 Pyrexia 136 (27.3) 11 (2.2)
 Asthenia 37 (7.4) 1 (0.2)
 Rash 36 (7.2) 2 (0.4)
 Nausea 36 (7.2) 3 (0.6)
 Diarrhea 30 (6.0) 4 (0.8)
 Vomiting 29 (5.8) 6 (1.2)

Suspected drug-related TEAEs 233 (46.7) –
Suspected drug-related TEAEs (≥ 3%)
 Pyrexia 113 (22.7) 9 (1.8)
 Rash 30 (6.0) 2 (0.4)
 Asthenia 25 (5.0) 1 (0.2)
 Nausea 20 (4.0) 2 (0.4)
 Diarrhea 16 (3.2) 3 (0.6)
 Vomiting 16 (3.2) 2 (0.4)

TESAEs 110 (22.0) –
TESAEs (≥ 2%)
 Pyrexia 13 (2.6) 5 (1.0)

Suspected drug-related TESAEs 36 (7.2) –
Suspected drug-related TESAEs (≥ 2%)
 Pyrexia 11 (2.2) 3 (0.6)

TEAESIs 171 (34.3) –
TEAESIs (≥ 2%)
 Rash 36 (7.2) 2 (0.4)
 Diarrhea 30 (6.0) 4 (0.8)
 Erythema 18 (3.6) 0
 Neutropenia 15 (3.0) 7 (1.4)
 Edema peripheral 14 (2.8) 0
 Pyrexia 11 (2.2) 11 (2.2)

Suspected drug-related TEAESIs 124 (24.9) –
Suspected drug-related TEAESIs (≥ 2%)
 Rash 30 (6.0) 2 (0.4)
 Diarrhea 16 (3.2) 3 (0.6)
 Neutropenia 12 (2.4) 5 (1.0)
 Erythema 12 (2.4) 0
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first-line therapy with normal LDH levels and one or two 
metastatic sites at baseline was 16.7 months compared 
with 9.1 months in patients with three or more metastatic 
sites. A notable observation from this analysis was that 
the subgroup of patients with one or two metastatic sites 
different than cerebral and normal LDH levels at baseline 
had the longest median PFS of 18.0 months. All these find-
ings confirm that patients having a lower initial tumor and 
disease burden are more likely to achieve a benefit from 
dab + tram combination therapy.

The safety data in this study were similar to those 
described in previous clinical studies of dab + tram. Nota-
bly, treatment was permanently discontinued because of 
TEAEs in 9.2% of patients, and pyrexia (27.3%) was the 
most common TEAE, with a lower incidence compared with 
that in the phase 3 studies of dab + tram (AEs leading to 
discontinuation of treatment, 18%; pyrexia, 58%) [3]. This 
finding is noteworthy and suggests that these drugs have 
good handling and tolerance that are growing with clini-
cal experience. Besides, the rules for treatment discontinu-
ation are less rigorous in real-world practice compared with 
the clinical studies, which in turn favors the maintenance 
of treatment in responding patients when AEs are not life-
threatening. The most frequent AEs reported in this study, 
such as pyrexia, asthenia, rash, nausea, diarrhea, and vomit-
ing, were consistent with the AEs reported in the summary 
of product characteristics and previous clinical studies of 
dab + tram. No new findings related to the safety of dab 
+ tram combination therapy were reported. Therefore, the 
results of this study are in line with the risk/benefit ratio 
of this combination treatment, making this combination 
therapy a safe option for use in the real-world population in 
a compassionate-use setting.

As this was a retrospective observational study, poten-
tial limitations need to be considered while interpreting 
the results. The information captured in the electronic case 
report form was limited to that available in the medical 
records held by physicians at the participating centers and 
did not include data related to health-care services received 
outside the physician’s care setting. The response criteria not 
being dictated by an interventional protocol and assessments 
(such as imaging studies) not being necessarily performed 
on a uniform schedule were additional limitations of this 
study. The physicians performed the assessments and used 
response criteria per the local clinical practice. There is also 
a possibility that the physicians from the practice settings 
may have used varying and possibly subjective criteria to 
assess clinical responses. Additionally, the patient popula-
tion in this study differed in their baseline characteristics 
from those in the clinical trials. For example, fewer patients 
in this study had favorable characteristics at baseline com-
pared with the pooled analysis of COMBI-d and COMBI-v 
studies: ECOG PS 0 (54% vs. 72%) and normal LDH level 

(45% vs. 65%) [3]. This variation is expected as this unse-
lected patient population was from the real-world clinical 
practice setting with aggressive disease compared with the 
patients selected based on predefined eligibility criteria in 
the controlled clinical trial setting. Most patients were cen-
sored in the OS estimates; hence, the OS results should be 
interpreted cautiously, and there would be no further follow-
up. However, these limitations are inherent and expected of 
retrospective chart reviews but did not impact the overall 
findings of this study.

5 � Conclusions

Treatment of BRAF V600E-mutant metastatic melanoma 
with a dab + tram combination in the real-world setting was 
effective and safe, including the unselected population, with 
several patients having a high tumor burden and BM. The 
real-world data from this retrospective analysis are concord-
ant with the results of the pivotal phase 3 studies of dab + 
tram and confirm the efficacy and safety of this combination 
in patients with metastatic melanoma. It is noteworthy that 
even though the analyzed population was not entirely treat-
ment naïve, a clinical benefit was achieved. Therefore, the 
results confirm the risk/benefit balance of using the dab + 
tram combination and further support the use of this com-
bination therapy in patients with metastatic melanoma in 
routine clinical practice.
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