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Abstract

Background: Brain metastases (BM) and lactate dehydrogenase (LDH) levels above the upper limit of normal (ULN)
are associated with poor prognosis in patients with melanoma. Although treatment with the BRAF inhibitor dabrafenib
and the MEK inhibitor trametinib have demonstrated long-term clinical benefit in patients with melanoma, data on their

efficacy in patients with BM are limited.

Methods: DESCRIBE Italy is an observational, retrospective, real-world study evaluating dabrafenib plus trametinib in
499 patients with BRAFY*®-mutant stage Ill unresectable or stage IV melanoma from various sites across Italy. Here,
we analyzed the clinical outcomes for the subgroup of patients receiving first-line treatment and presenting with BM
at diagnosis and assessed the impact of predictive factors such as LDH levels and the presence of other metastases on

median progression-free survival (mPFS).
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Results: Overall, 325 evaluable patients were on first-line therapy and are the focus of this analysis; of these, 76 patients
(23.4%) had BM at baseline. mPFS was lower for patients with BM at baseline compared with overall patients (8.7 months
vs 9.3 months, respectively). Patients with BM at diagnosis and LDH >ULN had a considerably shorter mPFS compared
with patients with LDH <ULN (5.3 months vs 9.9 months, respectively). mPFS was noticeably longer for patients with
cerebral metastases only compared with patients with cerebral and other metastases (15.0 months vs 8.7 months,
respectively).

Conclusions: Dabrafenib plus trametinib showed effectiveness in a real-world population of patients with advanced

BRAFY6%_muytated melanoma and BM at baseline, supporting its use in this population with poor outcomes.
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Introduction

Melanoma is a poorly differentiated malignant tumor aris-
ing from melanin-producing cells (melanocytes), primar-
ily in the skin;' incidence of melanoma has been increasing
worldwide for the past few decades.>® Cutaneous mela-
noma is the second most common cancer diagnosis in Italy
among people aged 0-49 years, with an annual average
incidence of new diagnoses of 20.4 per 100,000 for men
and 16.6 per 100,000 for women in 2020.%> Melanoma
incidence varies across Italy, with the number of new cases
decreasing from North to South; the effect of latitude is
significant even after adjusting for several demographic
and social variables.®’

Although early diagnosis has improved survival rates,
advanced melanoma management remains a challenge,
with poor prognosis for patients in the metastatic stage.®
About half of patients with advanced melanoma will
develop symptomatic brain metastases (BM), which are
associated with very poor prognosis and a median overall
survival (OS) of two to five months.”!? Before the advent
of immune checkpoint inhibitors and targeted therapies
(ipilimumab was approved by the FDA in 2011, and dab-
rafenib and trametinib in 2013), none of the available sys-
temic treatments showed clinically meaningful efficacy,
with responses only observed in approximately 10% of
patients with BM.!%!!

Lactate dehydrogenase (LDH) is a metabolic enzyme
which catalyzes the reversible conversion of lactate into
pyruvate, providing energy to rapidly proliferating cancer
cells.!? Expression of LDH is upregulated by hypoxia and
is considered a biochemical marker of tumor burden.'®
Increased LDH levels are one of the most important prog-
nostic factors for patients with malignant melanoma and
are associated with poor survival.!>!

Targeted therapies are effective against BRAF muta-
tions, which are present in 40-66% of all melanomas.'>!”
The COMBI-d and COMBI-v Phase III clinical studies
demonstrated superior efficacy for the BRAF inhibitor
(BRAFi) dabrafenib in combination with the MEK

inhibitor trametinib compared with BRAFi monotherapy
in patients with BRAFY*®-mutant metastatic mela-
noma.'®! Analysis of pooled survival data from these two
studies showed progression-free survival (PFS) rates of
19% at five years, with a five-year OS rate of 34%.2° These
results highlight the long-term clinical benefit of the dab-
rafenib/trametinib combination.

Safety and efficacy results from clinical trials were con-
firmed in a real-world retrospective study of patients with
BRAFV®-mutant unresectable or metastatic melanoma
who received dabrafenib plus trametinib as part of a com-
passionate use program (DESCRIBE II).?! This study also
showed lower OS for patients with known BM (9.5 months
vs 15 months in those without; 15.5 months in BRAFi-
naive patients with known BM vs 20.0 months in overall
BRAFi-naive patients); lower PFS and overall response
rates were also observed in this patient subpopulation.
Patients with BM were also included in the DESCRIBE III
study, a global real-world retrospective study in patients
with unresectable or metastatic melanoma treated with dab-
rafenib monotherapy and/or dabrafenib plus trametinib as
part of a managed access program.?? This study categorized
patients according to whether they derived long, intermedi-
ate or short-term benefit from therapy; findings showed
that although the proportion of patients with BM was simi-
lar across groups, it was largest among those patients that
derived short-term benefit from therapy (22.1% vs 18.7%
in intermediate-term and 17.3% in long-term benefit).

DESCRIBE Italy was a retrospective, real-world chart
review study evaluating the use of dabrafenib plus
trametinib in patients with BRAFV*-mutant stage III
unresectable or stage IV melanoma from various sites
across Italy.»?* The data confirmed the safety and effec-
tiveness of dabrafenib plus trametinib treatment in a real-
world setting and provided further support for the use of
this therapeutic approach in patients with metastatic
melanoma.

Here, we analyzed the clinical outcomes for the sub-
group of patients from the DESCRIBE Italy study receiv-
ing first-line treatment and presenting with BM at baseline
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and assessed the impact of predictive factors such as LDH
levels and the presence of other metastases on PFS.

Methods

Study design

The DESCRIBE Italy study was an observational, retro-
spective chart review study. Eligible patients with
BRAFV% mutation—positive unresectable or metastatic
melanoma were aged =18 years, received at least one dose
of dabrafenib/trametinib as part of the Managed Access
Program (MAP), and had provided signed written informed
consent (the latter was not required for deceased patients).
Patients were excluded from the study if they had not par-
ticipated in the MAP, were part of a dabrafenib/trametinib
clinical trial, or if their medical chart was missing, empty,
or irretrievable.

Once patients were deemed eligible, pseudonymized
retrospective data regarding baseline characteristics, treat-
ment patterns, disease progression, and survival status
were collected from the patient’s medical charts and
entered into electronic Case Report Forms (eCRFs). Data
for each patient were collected from the first dose of dab-
rafenib/trametinib until treatment discontinuation, death,
last clinical encounter or until 31 October 2017, whichever
occurred first. Only the data collected in the eCRFs was
available for analysis. Since the data were collected retro-
spectively, the start date of collection is not specified.

The overall aim of the DESCRIBE Italy study was to
describe the baseline features, treatment patterns, and effi-
cacy and safety outcomes in Italian patients with BRAFV6%0
mutation-positive unresectable or metastatic melanoma
who received dabrafenib plus trametinib during the MAP.
The present work focuses on PFS in patients treated in first
line with dabrafenib and trametinib and presenting with
BM at baseline.

Assessment of disease progression

All assessments were performed according to the investi-
gator’s judgement and in accordance with local clinical
practice. Local guidelines recommend that diagnosis of
BM is performed by cranial magnetic resonance imaging
(MRI) with and without administration of contrast agent;
computed tomography (CT) imaging is only recommended
in patients for whom MRI is contraindicated.?> Disease
progression was documented by the treating physician
based on radiographic imaging, symptoms, and perfor-
mance status.

PFS was estimated using the Kaplan-Meier product-
limit method and defined as the time (in months) from the
initiation of dabrafenib/trametinib treatment to the date of
first documented progressive disease or death due to any
cause, whichever occurred first. For patients who neither

progressed nor died, PFS time was censored at treatment
discontinuation, last clinical encounter or 31 October
2017, whichever occurred first. For patients who started a
new anticancer treatment, PFS time was censored at the
date of last adequate assessment before the start of the new
treatment. For enrolled subjects with no post-baseline dis-
ease assessments who did not die, PFS time was censored
at the date of dabrafenib/trametinib initiation; these
patients were therefore not evaluable for PFS analyses.

PFS of patients on first-line treatment with BM at base-
line was compared to that of all patients on first-line treat-
ment (Online Supplementary Figure 1, gray boxes). Two
different subgroup analyses were carried out. The first
compared the PFS of patients receiving first-line therapy
with BM and normal LDH value at baseline vs patients
with BM and LDH value > upper limit of normal (ULN)
at baseline (Online Supplementary Figure 1, blue boxes).
The second analysis compared the PFS of patients receiv-
ing first-line therapy with BM and other metastatic sites at
baseline vs patients with cerebral metastases only at base-
line (Online Supplementary Figure 1, yellow boxes).

Statistical analysis

No statistical sample size calculations were performed. This
study was observational and statistical analyses were
descriptive for all endpoints. Demographic and baseline dis-
ease characteristics were summarized descriptively. PFS
was estimated using the Kaplan-Meier product-limit
method, and two-sided 95% confidence intervals (Cls) were
calculated. All statistical analyses were performed by SAS®
release 9.4 (SAS Institute, Inc, Cary, North Carolina, USA).

Ethical approvals

This study was carried out in accordance with the
Guidelines for Good Pharmacoepidemiology Practices of
the International Society for Pharmacoepidemiology
(ISPE 2016), the STROBE (Strengthening the Reporting
of Observational Studies in Epidemiology) guidelines, and
ethical principles outlined in the Declaration of Helsinki.
All patients provided signed written informed consent (the
latter was not required for deceased patients). All required
local approvals from Ethics Committees were obtained
before commencing data collection at each site (see Ethical
Approvals notes for the names of committees).

Results

Patients

Patient demographics and baseline characteristics have
been described previously?® and are presented in Online
Supplementary Figure 2. Briefly, 499 patients were
enrolled, with a median age of 59 years (range, 23-90
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Table I. PFS in patients receiving first-line treatment.

Median PFS |-y PFS rate, % 2-y PFS rate, % 3-y PFS rate, %

Subgroups N Number of Number of patients

censored patients with PFS events, n (%) (95% Cl)
First-line treatment 325 |11 214 (65.9)
First-line treatment 76 23 53 (69.7)

with BM at baseline

9.3 40 24 10
(8.3-10.3)
8.7 32 19 8
(6.8-10.1)

Cl, confidence interval; PFS, progression-free survival; y, year.

years). Almost half of the patients were female (46.1%)
and 54.3% of patients had a baseline Eastern Cooperative
Oncology Group performance status (ECOG PS) of 0.
The most frequent BRAF mutation was BRAFYS'E
recorded in 81.4% of patients, followed by BRAFY6K
(10.6%) and other BRAFV®" mutations (i.e., V600D,
V600R, and others; 7.2%). Of the 499 patients enrolled,
390 were considered evaluable (all patients in the
enrolled set who started trametinib concomitantly to
dabrafenib or within 90 days after dabrafenib initiation
with a comparable baseline metastatic evaluation).

The majority of patients (406/499, 81.4%) were on
first-line therapy. Of these patients, 58 (14.3%) had at least
one prior adjuvant therapy. Among the 87/499 (17.4%)
patients on a subsequent line of therapy, the most common
prior antineoplastic medications were ipilimumab (38/87
patients, 43.7%), vemurafenib (28/87, 32.2%), dacar-
bazine (13/87, 14.9%) and temozolomide (11/87, 12.6%).
Of the 406 patients on first-line therapy, 325 were consid-
ered evaluable.

A small proportion of enrolled patients had received
radiotherapy for brain metastases as prior therapy before
treatment with dabrafenib/trametinib (44/499 [8.8%] had
received whole brain radiotherapy and 8/499 [1.6%] had
received radiotherapy on the tumor bed in brain and sur-
rounding tissue) or concomitantly with dabrafenib/
trametinib treatment (43/499 [8.6%] had received whole
brain radiotherapy; 12/499 [2.4%] had received radiother-
apy on the tumor bed in brain and surrounding tissue, and
10/499 [2.0%] had received radiotherapy to the head). In
terms of patients receiving surgery for BM, one patient
was recorded as having undergone a brain tumor opera-
tion, one patient underwent craniotomy, and one patient
underwent neurosurgery concomitantly with dabrafenib/
trametinib treatment; surgical incomplete excision was
reported in three cases. In terms of corticosteroid use, a
number of patients were recorded as having received or
receiving ongoing concomitant systemic steroids (pred-
nisone, 56; dexamethasone sodium phosphate, 52; dexa-
methasone, 49; methylprednisolone, 13; cortisone acetate,
four; cortisone, three; beclomethasone dipropionate, two;
fluocortolone, hydrocortisone sodium succinate, methyl-
prednisolone sodium succinate, triamcinolone, one each).

Out of 499 enrolled patients, 165 (33.1%) went on to
receive second-line therapy, while 192 (38.5%) were

1.0
0.9 -
08 -
07
0.6
0.5 -
0.4 -|

PFS Probability

0.3 -
0.2+
0.1+

0.0

T T T T
0 5 10 15 20 25 30 35 40 45 50
Time from combination start (months)

————— First line
First line and BM

Number at risk
First line 325 229 17 69 39 29 18 7 4 2 [
First line and BM 76 50 25 11 6 6 4 3 1 1 0

Figure |. Kaplan-Meier estimate of PFS for patients receiving
first-line treatment.
BM, brain metastases; PFS, progression-free survival.

recorded as not being referred for second-line therapy and
142 (28.5%) had missing information regarding second-
line therapy referral.

PFS in patients receiving first-line treatment

Overall, 115/499 (23.0%) enrolled patients presented with
brain metastases. This analysis focused on evaluable
patients receiving first-line treatment, of which 76/325
(23.4%) presented with BM (Online Supplementary Figure
1). Median PFS was numerically lower for patients on
first-line therapy with BM at baseline compared with over-
all patients receiving first-line treatment (8.7 months [95%
CI: 6.8-10.1] vs 9.3 months [95% CI: 8.3—10.3], respec-
tively) (Table 1). The PFS rates at one, two and three years
were also consistently lower for patients with BM at base-
line. Kaplan-Meier estimates of PFS for these patients are
shown in Figure 1.

PFS in patients receiving first-line treatment by
LDH value at baseline
Among all enrolled patients, the median value of

LDH at baseline was 318 U/L (range: 76-4471 U/L).%
Approximately half of all patients (45.3%) had a LDH
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Table 2. PFS in patients receiving first-line treatment by LDH subgroup.

Subgroups N Number of  Number of Median PFS -y PFS rate, %  2-y PFSrate, %  3-y PFS rate, %
censored patients with PFS  (95% Cl)
patients events, n (%)
LDH within or 3213 19 (59.4) 9.9 49 31 NE
below normal range (6.9-25.6)
LDH >ULN 26 4 22 (84.6) 5.3 9 5 5
(3.9-7.3)

Survival estimates at three years for patients with LDH within or below normal range cannot be evaluated because an observation period of three
years was not reached by any patient. Cl, confidence interval; LDH, lactate dehydrogenase; NE, not estimable; PFS, progression-free survival; ULN,

upper limit of normal; y, year.

1.0 o
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First line and BM and LDH sULN

Number at risk
First line and BM and LDH >ULN 26 12 5 2 1 1 1 1 1 1 0
First line and BM and LDH SULN 32 24 12 7 3 3 2 1 0

Figure 2. Kaplan-Meier estimate of PFS for patients receiving
first-line treatment by LDH subgroup.

BM, brain metastases; LDH, lactate dehydrogenase; PFS, progression-
free survival; ULN, upper limit of normal.

value within or below the normal range at baseline, while
28.7% had a value greater than the ULN. LDH values
were not reported for 26.1% of the patients.

Median PFS for patients on first-line therapy with BM
and LDH >ULN at baseline was shorter (5.3 months [95%
CI: 3.9-7.3] vs 9.9 months [95% CI: 6.9-25.6] for patients
with BM and LDH values within or below the normal limit
at baseline) (Table 2). This was reflected in substantially
lower PFS rates at one and two years. Kaplan-Meier esti-
mates of PFS for these patient subgroups are shown in
Figure 2.

PFS in patients receiving first-line treatment by
metastatic site at baseline

Among all patients enrolled, 240/499 (48.1%) patients had
=<3 metastatic sites without BM and 78/499 (15.6%) had
>3 metastatic sites without BM, while 193/499 (38.7%)
had >3 metastatic sites and/or BM.? At baseline, BM
were present in 115/499 (23.0%) patients, of which 67
(13.4%) had =<3 metastatic sites and 48 (9.6%) had >3
metastatic sites.

For this analysis, we tried to assess the impact of addi-
tional metastatic sites to the outcomes of patients with BM
at baseline. Median PFS was noticeably longer for patients
with cerebral metastases only compared to those patients
with cerebral and other metastases at baseline (15.0 months
[95% CI: 4.4—not estimable] vs 8.7 months [95% CI: 6.2—
10.0]) (Table 3); however, it should be noted that just 13
patients presented with cerebral metastases only. PFS rates
at one, two and three years reflected this improvement in
survival. Kaplan-Meier estimates of PFS for these patient
subgroups are shown in Figure 3.

Discussion

Our results confirm the effectiveness of dabrafenib/
trametinib treatment for patients with advanced BRAFY6%°-
mutated melanoma and BM at baseline outside of the clini-
cal trial setting. Moreover, clinical benefit was observed in
this population, which has been previously reported as
having very poor prognosis and limited survival.®!°

The median PFS for patients receiving first-line treat-
ment was very similar to that reported in the ADMIRE ret-
rospective study including 382 Russian patients with
advanced BRAFY%°-mutant melanoma who received com-
bination therapy with a BRAFi and a MEK inhibitor as
first-line treatment in a real-world setting (9.3 months vs
9.2 months).2® Although in our study the median PFS for
patients in the first-line treatment setting with BM at base-
line was shorter than that for all patients in first-line ther-
apy (8.7 months vs 9.3 months), the difference was
minimal. Median PFS for this population was also similar
to the median PFS for all patients included in the
DESCRIBE Italy study (9.3 months).?

A pooled analysis of 563 treatment-naive patients with
BRAFV*FX_mutant metastatic melanoma who received
dabrafenib/trametinib in the COMBI-d and COMBI-v tri-
als revealed a median PFS of 11.1 months and PFS rates of
48%, 30% and 23% at one, two and three years, respec-
tively.2” These results suggest slightly longer PFS in clini-
cal trials compared with that observed in our study.
However, although patients with BM were included in the
clinical trials, only those patients with asymptomatic BM
that had been treated and remained stable for at least 12
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Table 3. PFS in patients receiving first-line treatment by metastatic site.

Subgroups N Number of Number of patients Median PFS |-y PFS rate, % 2-y PFS rate, % 3-y PFS rate, %
censored patients with PFS events, n (%) (95% Cl)

Cerebral 13 6 7 (53.8) 15.0 51 38 19

metastases only (4.4-NE)

Cerebral and 63 17 46 (73.0) 8.7 28 I5 6

other metastases (6.2-10.0)

Cl, confidence interval; NE, not estimable; PFS, progression-free survival; y, year.

1.0 4
0.9 +

0.8 - H
0.7 +

06 -| j

0.5 -

0.4 -

PFS Probability

0.3 -
0.2 4
0.1 4

0.0 ~

T T T T T T T T T T T
0 5 10 15 20 25 30 35 40 45 50

Time from combination start (months)

First line and BM and other metastases

First line and BM only

Number at risk

First line and BM and other metastases 63 43 19 7 4 4 2 1 1 1 0
First line and BM only 13 7 6 4 2 2 2 2 [

Figure 3. Kaplan-Meier estimate of PFS for patients receiving
first-line treatment by metastatic site.
BM, brain metastases; PFS, progression-free survival.

weeks were eligible to participate. The inclusion of patients
with active BM could explain, at least in part, the shorter
median PFS observed in our study. It is also worth pointing
out that patients in the real-world setting are usually in
poorer health than those recruited for clinical trials; for
example, the DESCRIBE Italy study included patients
with ECOG PS of 2 and 3.3

The COMBI-MB study specifically assessed the effec-
tiveness of dabrafenib/trametinib in patients with
BRAFV*_mutant metastatic melanoma and active BM.?
Median PFS ranged from 4.2 to 7.2 months across the four
different study cohorts; median PFS was 5.6 months in
cohort A, which included 76 patients with BRAFY60E-
mutant, asymptomatic melanoma BM without previous
local brain-directed therapy, and an ECOG performance
status of 0 or 1. This is considerably lower than the median
PFS reported here for patients with BM at baseline receiv-
ing first-line treatment (8.7 months); however, it should be
noted that patients with up to two previous systemic thera-
pies for metastatic melanoma (except for BRAF or MEK
inhibitors), previous temozolomide therapy for brain
metastases, adjuvant interferon and/or previous systemic
treatment in the adjuvant setting were all eligible for
COMBI-MB, while the present work focused on patients
in the first-line treatment setting.

DESCRIBE II was a retrospective chart review of 271
patients with BRAFV%-mutated unresectable stage I[I/IV
melanoma receiving dabrafenib/trametinib in a compas-
sionate-use setting, in multiple sites around the world.?!
Among patients receiving first-line dabrafenib/trametinib,
median PFS was 8.1 months, which is slightly lower than
that observed in the DESCRIBE Italy study (9.3 months).
Median PFS was 7.5 months among all BRAFi-naive
patients participating in DESCRIBE 1II (n=162), while
median PFS was 6.2 months for BRAFi-naive patients
with known BM (n=62) and 8.0 months for those without
BM (n=100). It should be noted that the median PFS for all
BRAFi-naive patients was quite similar to that of BRAFi-
naive patients without BM. Interestingly, a German obser-
vational retrospective study of 672 patients with BM from
malignant melanoma reported an OS of 5.0 months,”
which is considerably shorter than that observed in our
study. Since the German study included patients diagnosed
between 1986 and 2007, the improvement in survival
could reflect the advent of targeted therapies, which had
not been approved at the time. Of note, a retrospective
analysis of 531 Italian and Polish patients with melanoma
brain metastases showed that prognosis for these patients
has improved since 2017, the year when systemic thera-
pies (BRAF-targeting and immunotherapy) became widely
available for patients with melanoma.’® Furthermore, the
longest median OS in this study was achieved by patients
harboring BRAF mutations; this result suggests that
BRAF-targeting therapies can dramatically improve out-
comes for this patient population.

Recent studies have shown improvement in OS for
patients with melanoma and BM following treatment
with immunotherapy, particularly in combination with
other approaches such as surgery or chemotherapy.3*-33
Ipilimumab and nivolumab may be an attractive thera-
peutic option for patients with melanoma and BM, and
further studies are warranted to assess their efficacy and
safety in combination with BRAF-targeted therapies.

Our results showed that patients with BM and elevated
LDH levels or metastases other than cerebral at baseline
showed decreased PFS rates. These factors had already
been reported as predictors of poor prognosis in pooled
analyses of patients from the COMBI-d and COMBI-v
clinical trials.?®?’ Furthermore, another pooled analysis
including patients from the BRF113220, COMBI-d and
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COMBI-v studies found that patients with LDH levels
within normal limits and metastases located in fewer than
three organ sites at baseline had the longest PFS.3* In terms
of real-world patients, results from the Danish Metastatic
Melanoma Database showed that both LDH <ULN and no
extracranial disease were associated with significantly
improved overall survival in patients with melanoma
BM;* improved overall survival was also longer for
patients with LDH <ULN in the ADMIRE retrospective
study.?® These results are in agreement with our observa-
tions, which showed that patients with LDH levels below
the ULN or cerebral metastases only at baseline had better
outcomes in terms of median PFS. However, LDH values
were missing for 26.1% of patients in this study and the
number of patients with cerebral metastases only was very
low, so our results should be interpreted cautiously.

Both of these predictive factors reflect widespread dis-
ease, since high LDH levels are associated with hypoxia
(given that glycolytic activity is enhanced under hypoxic
conditions) and tumor necrosis, which in turn is associated
with tumor burden.'33¢ Our results therefore highlight the
importance of early diagnosis of late-stage melanoma,
which may result in improved clinical benefit for patients.
Furthermore, our results may indicate that elevated LDH
levels at baseline are associated with decreased response to
systemic therapy in melanoma patients with BM; this sug-
gests that stratification of patients with BM according to
LDH levels may provide a more accurate assessment of
response.

Limitations of this study are typical of observational, ret-
rospective studies. The data collected in the eCRFs were
limited and did not include information on intracranial
responses or BM response to local/locoregional treatment; it
is therefore not possible to assess the effects of dabrafenib/
trametinib treatment on BM progression. Furthermore,
information on health services received outside of the MAP
setting was not collected. Assessment of progression was
carried out by attending physicians according to local guide-
lines and was not uniform across patients as it would have
been in a clinical trial. Moreover, given that brain imaging at
baseline was not mandatory, it is possible that some of the
enrolled patients had asymptomatic brain metastases at
diagnosis that went undetected. Information on known
prognostic factors for patients with melanoma and brain
metastases such as size, number of lesions, presence of lep-
tomeningeal disease and presence of symptoms was not
available, which hinders interpretation of our results. Patient
numbers in subgroups were low because of censoring, par-
ticularly at the three-year mark; for this reason, survival
curves and estimates should be interpreted cautiously.
However, it should be noted that many patients were still
receiving treatment at data cut-off.

In conclusion, our results confirm the activity of dab-
rafenib/trametinib in patients with advanced BRAFY%-
mutated melanoma and BM at baseline, given the

effectiveness observed in a real-world setting for this pop-
ulation with poor outcomes.
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