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Abstract: Introduction: Data on melanoma inci-
dence and mortality in Montenegro is only partially
complete. GLOBOCAN and EUCAN reports estimate
melanoma incidence in Montenegro to be between
4.6-7.3 cases/100 000.

At least 50% of all metastatic melanoma cell lines
carry an activating mutation in the BRAF oncogene.
The treatment of advanced melanoma with the selecti-
ve BRAF inhibitors, such as vemurafenib demonstra-
ted improvement in progression free interval and over-
all survival when compared to conventional chemothe-
rapy treatment. Up to 95% of patients treated with ve-
murafenib experience skin toxicity.

Material and methods: Five patients with meta-
static melanoma have been treated with vemurafenib at
the Clinic for Oncology and Radiotherapy Podgorica,
Montenegro, during the period 2013-2014. They were
treated with standard dose (960 mg twice a day, per 0s).
Data about the occurrence and management of skin si-
de-effects in these patients were retrospectively collec-
ted from medical charts. Severity of side-effects was
graded using the National Cancer Institute’s Common
Terminology Criteria for Adverse Events, version 4.0.

Results: In 2013, 41 new cases of melanoma were
registered in Montenegro, 20 (48.7%) male and 21
(51.3%) female. In 2014, 49 new cases of melanoma
were registered, 27 (55.1%) male and 22 (44.9%) fe-
male. Two out of five (40%) vemurafenib treated pati-
ents experienced photosensitivity, three (60%) had
rash eruptions, four (80%) developed alopecia, and
two (40%) had dry skin problems. Alteration in nevus
color and size occurred in one (20%) patient, and two
(40%) patients developed new pigmented lesions.

Conclusion: Skin side effects associated with ve-
murafenib are plentiful, but generally manageable with
supportive care measures. In our experience, majority
of described side-effects were of grade 1 or 2, and none
required dose modifications, or discontinuation of the
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therapy. Our experience suggests that patients taking
BRAF inhibitors should have regular full body skin as-
sessments, both prior to the beginning of the therapy
and periodically after its onset. Clinicians should be
aware of the skin related toxicities, in order to minimi-
ze their impact on treatment efficacy and patients’ qua-
lity of life.

Key words: Melanoma, vemurafenib, skin side ef-
fects.

INTRODUCTION

Melanoma accounts for less than 2% of all skin
malignancies, but it is responsible for majority of
skin-malignancy related deaths (1). Epidemiologic stu-
dies demonstrate that both the incidence and the preva-
lence of melanoma have increased steadily during last
30 years (1).

Data related to incidence and mortality of melano-
ma in Montenegro are still incomplete. GLOBOCAN
(2) and EUCAN (3) reports estimate the melanoma in-
cidence in Montenegro to be between 4.6—7.3 ca-
ses/100 000. According to the register data at the Clinic
for Oncology and Radiotherapy Podgorica in 2013, 41
new cases of melanoma were registered in Montene-
gro, 20 (48.7%) males and 21 (51.3%) females. In nine
(21.9%) patients, disease was initially metastatic. In
2014, 49 new cases of melanoma were registered, 27
(55.1%) males and 22 (44.9%) females. In 7 (14.3%)
patients disease was initially metastatic.

Activating mutation of BRAF oncogene is found
in more than 50% of all metastatic melanoma cell lines
(4, 5). Treatment of advanced melanoma with activat-
ing BRAF mutation with selective BRAF inhibitors,
such as vemurafenib, proved to be effective both in
terms of progression-free survival and overall survival,
when compared to conventional chemotherapy treat-
ment with dacarbazine (6, 7, 8).
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Although the superior efficacy when compared to
conventional chemotherapy, treatment with vemurafe-
nib is often associated with numerous adverse effects
(6,9, 10). Most common side effects of selective BRAF
inhibitors are skin side effects that occur in 92-95%
of all patients (9, 10, 11). Vemurafenib causes rush
and erythema eruptions, photosensitivity, hand foot
syndrome, squamous cell skin carcinoma, keratoa-
canthoma, and some less common adverse effects
such as erythema nodosum and toxic epidermal nec-
rolysis (9, 10, 11). Although these side effects do not
lead to the abruption of treatment, they can cause its
discontinuation, or require doses reduction. In addi-
tion, quality of life in these patients can be decreased
due to side effects. Literature shows that dose modifi-
cations or treatment discontinuation were required in
less than 10% of all vemurafenib treated patients (12).
Better understanding of skin related toxicities helps to
minimize their impact on treatment efficacy and pati-
ents’ quality of life.

AIM

Aim of this study is to analyze profile of vemura-
fenib treatment induced skin toxicity in patients with
BRAF mutation positive metastatic melanoma at the
Clinic for Oncology and Radiotherapy, Clinical Center
of Montenegro, during the period of 2013 and 2014.

MATERIALS AND METHODS

For each patient with metastatic melanoma, who-
se performance status was 0-1, BRAF mutation analy-
sis was suggested by the Clinic for Oncology and Radi-
otherapy Board for Skin Malignant Diseases. Analyses
were performed at Institute of Pathology, University of
Ljubljana, Slovenia. Patients with negative BRAF mu-
tation status were not eligible for vemurafenib treat-
ment. Medical documentation of all the patients with
confirmed BRAF V600E mutation was reexamined by
the Board of Health Insurance of Montenegro, whose
confirmation was required to initiate the treatment.

Total of five (BRAF mutation positive) metastatic
melanoma patients were treated with vemurafenib in
2013 and 2014. All of them were given standard dose
(960 mg twice a day, orally). All patients were exami-
ned by an oncologist (full body skin exam included)
prior to the onset of the BRAF inhibitor treatment, fol-
lowed by reevaluations conducted every four weeks.
We gathered data related to the occurrence and mana-
gement of skin side-effects in these patients. Severity
of side-effects was graded using the National Cancer
Institute’s Common Terminology Criteria for Adverse
Events, version 4.0 (13). Skin lesions with suspected

malignant potential were excised and submitted to pat-
hologist for examination. Treatment was interrupted in
patients with grade 3 or higher adverse effects. Vemu-
rafenib treatment was resumed after improvement of
toxicity to grade 1. For patients who experienced same
side effects more than once during the course of treat-
ment the highest recorded grade of toxicity was selec-
ted for this review.

RESULTS

Total of five metastatic melanoma patients were
treated with vemurafenib in 2013 and 2014 at the Cli-
nic for Oncology and Radiotherapy, Clinical Center
of Montenegro. Two of them were male and three fe-
male, average age 39.6 years. Treatment with vemu-
rafenib was recommended by the Board for Skin Ma-
lignancies.

Two (40%) patients experienced photosensiti-
vity. In one case, photosensitivity was mild (grade 1);
it required no treatment discontinuation. Symptoma-
tic therapy was not administered. Another patient ex-
perienced grade 3 photosensitivity, painful, burning
sensation after being exposed to UVA rays (patient
did not apply protective sun-screen). The reaction
was accompanied by face swelling. Vemurafenib had
to be discontinued for a period of seven days, with ad-
equate symptomatic treatment based on corticostero-
ids and non-steroid anti-inflammatory drugs. After
full resolution of symptoms, vemurafenib was contin-
ued in full dose. A stricter UVA protection regime was
conducted.

In three (60%) of our patients, we have noticed
rash and erythema eruptions, all appearing within the
first three months after the treatment onset. All of the
rash eruptions were of grade 1 and grade 2. These requ-
ired neither treatment interruption, nor doses modifica-
tion, only a symptomatic treatment was prescribed by
dermatologist.

Four patients (80%) acquired grade 1 and grade 2
alopecia. Two (40%) reported dry skin problems, which
were treated with topical agents.

Alteration in nevus color and size occurred in
one (20%) patient. Lesion proved to be a dysplastic
nevus in pathological examination. In two (40%) pati-
ents, new pigmented lesions appeared on healthy loo-
king skin, both compound nevi by the report of patho-
logist.

We have encountered neither keratoacanthoma,
nor squamous cell carcinoma, although literature sug-
gests they appear in more than 20% of all the patients
treated with vemurafenib, which makes them most
common de novo skin malignancies in these patients.

Results are summarized in Table 1.
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Table 1: Vemurafenib associated skin toxicities graded using the National Cancer Institute s
Common Terminology Criteria for Adverse Events, version 4.0.

M45yo F28yo F49yo F37yo M39yo

Photosensitivity Grade 3 - - - Grade 1
Rash Grade 2 Grade 1 Grade 1 - -
Erythema — Grade 2 Grade 2 — -

Alopecia Grade 2 Grade 1 Grade 2 - Grade 1

Dry skin - - Grade 1 - Grade 1

» New melanocytic lesions were found in one patient (female, 37 years old).

* In two patients (both male, 45 and 39 years old) alteration of existing nevi occured

* Other skin toxicities associated with vemurafenib treatment (kerathoacantoma, squamous cell skin carcinoma, basal cell
skin carcinoma, erythema nodosum, toxic epidermolysis and Stivens Jonson syndrome) did not occur in our five patients.

DISCUSSION
Rash and erythema

Rash and erythema occur in nearly three quarters
of all vemurafenib treated patients, which makes them
the most common side effects of this therapy (8, 11,
12). There is no known correlation of vemurafenib in-
duced rush severity with treatment efficacy; this is un-
like the acneiform skin eruptions seen in EGFR inhibi-
tor treated patients that correlate positively with the
treatment outcome (14). For example, in BRIM-2 (8)
and BRIM-3 (11) trials, incidence of rash was similarly
distributed between the responders and the non-re-
sponders. Development of grade 3 rash was slightly
higher in the group of responders. This was, however
without statistical significance. Rash (that is pruritic
and maculopapular) is most likely caused by hypersen-
sitivity reaction (12). Literature shows that in most ca-
ses rash and erythema are of grade 1 and 2. Therefore,
there is no need for dose reduction or treatment discon-
tinuation (12). We have observed rash eruptions in three
of five patients treated at the Clinic for Oncology and
Radiotherapy, Clinical Center of Montenegro. In all of
the cases rush was of grade 1 or grade 2. Patients were
referred to a dermatologist, who prescribed symptoma-
tic treatment. In none of the patients dose reduction or
treatment abruption were required. Our experience is si-
milar to the findings of previous investigators, suggest-
ing that although a cautious approach is needed, major-
ity of rash outbursts are of lower to moderate severity
and are usually well tolerated by patients.

Photosensitivity

Photosensitivity is a frequent side effect in vemu-
rafenib treated patients (12). In BRIM studies 35-63%

of patients experienced photosensitivity, in majority of
cases of mild severity. Other studies on side effects of
BRAF inhibitors treatment report similar findings (15).
Taking into consideration the nature and evolution of
skin lesions, it can be concluded that BRAF inhibition
treatment is associated with UVA dependent photosen-
sitivity (16). Patients should therefore strictly follow
protection schedule and stay away from direct sun ex-
posure as much as possible. Broad spectrum sunscre-
ens, ultraviolet dense clothes and protective sunglasses
are highly recommended. It has been demonstrated
that these measures could largely help to prevent ve-
murafenib induced photosensitivity (17).

In our series of cases, two patients had photosensi-
tivity reaction. One patient experienced grade 1 pho-
to-toxicity. In this case, there was no need for sympto-
matic treatment and protection schedule was reintrodu-
ced. Other patient experienced grade 3 photosensiti-
vity, burning sensations and pain, followed by face
swelling (he did not apply sunscreen). Vemurafenib
treatment was paused until the resolution of symptoms
and corticosteroids and non-steroid anti-inflammatory
drugs were introduced. Seven days after the event, fol-
lowing another full body exam, vemurafenib treatment
(full doses) was continued and denser reexaminations
schedule and follow up was introduced. Vemurafenib
induced photosensitivity in one male patient was the
only grade 3 event we have encountered. No reduction
of doses was needed and our experience was compara-
ble to the results of previous studies.

Kerathoacantoma and squamous
cell skin carcinoma

Potential of BRAF inhibitors to cause secondary
malignancies is concerning. Literature data suggests
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that up to one third of patients treated with vemurafe-
nib develop de novo skin malignancy, kerathoacanto-
mas and squamous cell skin carcinoma in majority of
cases (6-8, 18). Squamous cell skin carcinoma was ob-
served in 79 patients (23.5%) in BRIM 3 trial (11) and
in 25.8% in BRIM 2 trial (8). These lesions usually ap-
peared between the eight and the twelfth week after the
therapy onset.

Kerathoacanthoma is a common skin lesion of
low malignant potential, which usually appears on
sun-exposed parts of the skin (19). It is considered to
be a precursor lesion of squamous cell skin carcinoma,
which develops in about 10% of all the cases (20).

Genetic and histological analysis of keratoacant-
homas and squamous cell skin carcinomas suggest
they are more aggressive in BRAF inhibitor treated pa-
tients when compared to spontaneously developed le-
sions (6). Numerous genetic alterations are deemed to
be associated with appearance of skin malignancies,
including p53 mutation (21) that was found in about
50% of all secondary squamous cell skin carcinomas in
patients treated with vemurafenib (22). Furthermore,
RAS protooncogen mutation was identified in about
40% of lesions (23). Other drugs that lead to the inhibi-
tion of RAF signaling pathway, such as sorafenib or
dabrafenib, can also cause squamous cell skin carcino-
ma in up to 10% of all treated patients (24, 25). There-
fore it has been suggested that RAF inhibition has a di-
rect role in secondary malignancy development in the-
se patients. There is no significant change in risk fac-
tors for primary squamous cell skin malignancies and
vemurafenib-induced malignant lesions; chronic sun
exposure is believed to be the most important risk fac-
tor (12). We believe that lack of chronic sun exposure
could explain lack of secondary malignancies in pati-
ents treated at the Clinic of Oncology and Radiother-
apy in Podgorica. Namely, average age of our patients
was just above 39, compared to 54 in BRIM studies (8,
11), so preexisting sun induced skin toxicity was most
probably of a lesser grade. Taking into consideration
that de novo malignancies appear in the first three
months of treatment (12), it is possible that already de-
veloped precursor lesions are of greater significance,
while BRAF inhibition plays the role of a trigger. Nu-
merous studies also show that BRAF inhibition leads
to pathologic activation of MAPK signaling pathway
in cells without BRAF mutation (26-28), which leads
to assumption that MAPK pathway is also of importan-
ce in development of secondary skin malignancies du-
ring vemurafenib treatment.

Suggested therapeutic approach for keratoacantho-
mas is criotherapy and surgical excision for squamous
cell carcinomas. Secondary skin malignancies are not
considered a reason for dose reduction of vemurafenib.

Alopecia, dry skin, hyperkeratosis
and pruritus

Up to 45% of vemurafenib treated patients deve-
lop grade 1 or grade 2 alopecia (8, 11). Four out of five
patients treated at our Clinic developed alopecia, two
of them grade 2 (complete alopecia). Other common
skin side effects associated with BRAF inhibition are
pruritus (10-32% of cases), hyperkeratosis (23—30%)
and dry skin (8, 11). Two out of five of our patients ex-
perienced problems with dry skin. Following recom-
mendation of dermatologist, symptomatic treatment
with topical agents was administered. In our experien-
ce, none of the mentioned adverse effects influenced
vemurafenib treatment to any degree. Experiences of
other researchers also show that melanoma treatment is
not influenced in major degree by these side effects
(11, 12, 15). Consultation of a dermatologist was nee-
ded in selected cases.

Less common side effects associated with BRAF
inhibition such as basal cell skin carcinoma, hand foot
syndrome, erythema nodosum were not observed in
any of our patients.

Melanocytic lesions

De novo melanoma and benign melanocytic lesi-
ons were observed in a number of patients treated with
vemurafenib in BRIM-2 and BRIM-3 trials. Recom-
mended approach was a surgical removal and histolo-
gical assessment. Secondary malignant melanomas
were not considered as a progression of a disease;mod-
ification of specific BRAF inhibition treatment was not
required. In our case series, we have detected changes
in size and color of melanocytic nevi in a single pati-
ent, which were further evaluated by a pathologist after
surgical excision and demonstrated to be dysplastic ne-
vi. In two patients, de novo benign pigmentations ap-
peared on the healthy looking skin. Pathological exam-
ination in these two patients verified compound nevi.
No secondary melanomas were observed.

CONCLUSION

Skin side effects associated with vemurafenib tre-
atment are plentiful, but generally manageable with
supportive care measures. In our experience, majority
of described side-effects were of grade 1 or 2 and none
required dose modifications or abruption of the treat-
ment. Our experience suggests that patients taking
BRAF inhibitors such as vemurafenib should have reg-
ular full body skin assessments, both prior to the begin-
ning of the therapy and periodically after its onset. Cli-
nicians should be aware of the skin related toxicities, in
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order to minimize their impact on treatment efficacy
and patients’ quality of life.
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DERMATOLOSKA TOKSICNOST CILJANE TERAPIJE:
VEMURAFENIB, PRVA ISKUSTVA IZ CRNE GORE
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Uvod: Jos§ uvek nema sveobuhvatnih podataka o
incidenci 1 mortalitetu melanoma u Crnoj Gori. Izve-
Staji GLOBOCAN-ai EUCAN-a procenjuju incidencu
melanoma u Crnoj Gori na 4.6-7.3 na 100 000.

Aktiviraju¢a mutacija BRAF onkogena postoji u
preko 50% celijskih linija metastatskog melanoma.
Lecenjem BRAF pozitivnog, neresektabilnog melano-
ma selektivnim BRAF inhibitorima (poput vemurafe-
niba) postize se duze ukupno prezivljavanje u porede-
nju sa konvencionalnim hemoterapijskim rezimom.
Tretman vemurafenibom je pracen brojnim nezeljenim
efektima, najée$¢e dermatoloskim, koji se javljaju u
skoro 95% obolelih.

Materijal i metode: Petoro obolelih od metastat-
skog melanoma su le¢eni Vemurafenibom na Klinici za
onkologiju Klini¢ckog centra Crne Gore 2013. 1 2014.
godine, po shemi: 960 mg dva puta dnevno, per os. Po-
daci o neZeljenim efektima su retrospektivno sakuplje-
ni iz medicinske dokumentacije. Za gradiranje nezelje-
nih efekata su kori§¢eni kriterijumi National Cancer
Institute’s - Common Terminology Criteria for Adver-
se Events.

Rezultati: Prema podacima intrahospitalnog re-
gistra Klinike za onkologiju i radioterapiju Klinickog
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