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Background: In recurrent/metastatic skin squamous cell cancer (sSCC) not amenable
to radiotherapy (RT) or surgery, chemotherapy (CT) has a palliative intent and limited
clinical responses. The role of pan-HER inhibitor dacomitinib in this setting was inves-
tigated within an Italian clinical trial.

Methods: Patients (pts) with diagnosis of sSCC not amenable to curative treatments
were treated. Oral dacomitinib was started at a dose of 30 mg qd for 15 days, followed
by 45 mg qd. Primary endpoint was response rate (RR). Tumor samples were analyzed
through Next Generation Sequencing methods (pgm, Ion torrent) using a custom
panel targeting 36 genes associated with sSCC.

Results: Forty-two pts (33 M, 9 F; median age 77 years, range 45-92) were treated.
ECOG PS was 0 in 58%, 1 in 40% and 2 in 2%. One fifth of the pts had distant metasta-
sis. Most pts (86%) received previous treatments consisting in surgery (86%), RT
(50%) and CT (14%). Overall RR was 28% (complete response CR 2%, partial response
PR 26%), disease control rate 86%. Median duration of response (DoR) and clinical
benefit (DoCB) were 10.3 months (range 0.2-20.5þ) and 3.8 months (range 0.2-
20.5þ), respectively. Median treatment duration was 4 months (range 1-26þ). Reason
for discontinuation were disease progression in 69%, adverse events (AEs) in 19%, dis-
ease-related death in 5%; 3 pts are still on treatment. Median PFS and OS were 6
months (95% CI: 5-9) and 12 months (95% CI 9-NR), respectively. Most pts (93%)
had at least one AE, mainly consisting in diarrhea and skin rash (71% each), fatigue
(36%) and mucositis (31%). AEs higher than G3 occurred in 36% of pts (diarrhea and
skin rash 17% each). Tumor material was available from 7 responding (R: 6 PR, 1 CR)
and 15 non-responding (NR: 13SD, 2PD) pts. Frequent TP53 (60%), NOTCH1/2
(60%) and FAT1 (40%) mutations were observed. NR pts showed a higher occurrence
of HRAS/BRAF/NRAS mutations (40%) than R ones (28%). Moreover, HER3 (27%)
CASP8 (27%), KMT2C (33%) and DCLK1 (27%) mutations were restricted to NR pts.

Conclusions: In sSCC dacomitinib showed activity, similar to what observed with anti-
EGFR monoclonal antibody cetuximab and panitumumab (RR 28% and 31%); safety
profile was comparable to previous experiences in other cancers. A durable clinical ben-
efit was observed as well. Molecular pt selection could improve therapeutic ratio.

ClinicalTrial.gov: NCT02268747.
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Background: One-third of patients (pts) with early melanoma experience a disease
recurrence. Previous data showed that pts with advanced melanoma (AM) treated with
BRAF and MEK inhibitors with normal lactate dehydrogenase (LDH) concentration
and fewer than three organ sites of metastases had better outcome. Furthermore, mela-
noma has been recognized as one of the most immunogenic malignancies. The lympho-
cyte-monocyte ratio (LMR) is a simple biomarker of host immune system and
inflammation and it was suggested as a prognostic factor in different cancer types.

Patients and methods: We retrospectively analyzed 165 consecutive pts with AM
between Jan 2010 and Mar 2016 treated at the Department of Oncology of Udine, Italy.
The aim of the study was to evaluate the prognostic role of disease extent and LMR at
baseline. Outcome was measured in terms of overall survival (OS).

Results: In our cohort 102 pts (62%) were male, 136 (82%) presented at baseline
ECOG PS 0-1; 42 pts (25%) received more than 2 treatment lines. Stage classification
was III, M1a, M1b and M1c in 19 (11%), 44 (27%), 18 (11%) and 84 (51%) pts, respec-
tively. BRAF was mutated in 76 (56%) of pts (missing data in 30 pts). Overall, 69 pts
(42%) received target therapy (MEK and/or BRAF inhibitors) and 43 (26%) received
immunotherapy. At a follow-up of 48 months, 129 pts (78%) were died, the median OS
was 13 months. Higher LMR was significantly associated with absence of CNS localiza-
tion (p¼ 0.011), less than 3 metastatic sites (p¼ 0.015) and normal LDH level
(p¼ 0.005). In univariate analysis, PS> 1 (HR 2.67, p¼ 0.0022), number of metastatic
sites more than 2 (HR 2.38, p< 0.0001), lung (HR 1.97, p¼ 0.0004), liver (HR 2.05,
p¼ 0.0009), and CNS localization (HR 1.62, p¼ 0.0267), elevated LDH (HR 3.27,
p< 0.0001), M1b and M1c stage (HR 2.13, p¼ 0.0271 and HR 3.70, p< 0.0001,

respectively) were significantly associated with worse OS; on the contrary, high LMR
was associated with better OS (HR 0.71, p¼ 0.0004). In multivariate analysis, ECOG
PS (HR 7.86, p¼ 0.001), LDH (HR 2.82, p¼ 0.004) and LMR (HR 0.75, p¼ 0.030)
were significantly associated with OS.

Conclusions: In our study, LMR seems to be associated with extent of AM and
increased risk of mortality. Further investigations are needed to confirm these data.

G3 Brain radiotherapy (RT) and immunotherapy (IT) for metastatic
melanoma (MM): a retrospective single institution experience

G. Galli1, S. Cavalieri2, L. Di Guardo2, C. Cimminiello2, F. Corti2, F. Nichetti2, M. Garcia3,
S. Tana3, C. Fallai3, F. de Braud2, M. Platania2, M. Del Vecchio2

1Fondazione IRCCS Istituto Nazionale dei Tumori, Milan; 2Dipartimento di Oncologia
Medica, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan; 3Dipartimento di
Diagnostica per Immagini e Radioterapia, Fondazione IRCCS Istituto Nazionale dei
Tumori, Milan

Background: Brain metastases (mts) are common in MM and their prognosis is poor,
though recent therapeutic advances. Limited preclinical and clinical evidences have
suggested a potential immune-modulatory role of RT, which may synergize with IT,
and some cases of abscopal effect (i.e. response of a distant non-irradiated site) have
been described. We aimed to investigate efficacy and toxicity of concomitant or sequen-
tial IT and RT in a single Institution experience.

Material and methods: We analyzed data about all pts treated at our Institution
between 06/12 and 11/16 with a CI, either antCTLA4 or antiPD1, and brain RT, either
stereotactic (ST) or whole brain (WB). Only cases treated with RT within 6 months
(mos) before or after IT were eligible, without any other oncologic therapies mean-
while. Progression free and overall survival (PFS and OS, respectively) were estimated
according to the Kaplan-Meier method.

Results: 36 pts were identified. IT was administered as 1st line in 21 pts, 2nd line in 22,
and 3rd line in 7. 23 pts received antiCTLA4, 13 antiPD1. 18 pts were treated with ST
RT, 18 with WB RT. Median PFS from RT was 4 and 2 mos in 1st and 2nd line respec-
tively (p .47), not evaluable in 3rd line due to very few data. No significant differences in
PFS between antiCTLA4 and antiPD1 were seen (p .58). Most pts progressed at I evalu-
ation after RT (31%). 14 pts presented extracranial progression (PD), with a median
PFS of 12 weeks (range 1-55). Brain PD occurred in 15 cases, with a median PFS of 14
weeks (range 5-56). Median OS from RT was 7 and 4 mos in 1st and 2nd line respectively
(p .37), not evaluable in 3rd line for the above mentioned reason. No differences in OS
were seen between ST and WB RT (p .15), as well as between antiCTLA4 and antiPD1
(p .89). Neither neurologic adverse events nor worsening in immune-related systemic
toxicities were observed.

Conclusions: Despite promising preclinical rationale, synergistic effect of RT and IT
does not seem to be confirmed in our experience. No cases of abscopal effect were
observed and most pts underwent early progression of systemic disease after RT.
Overall prognosis of this population was poor, without predictors of benefit from com-
bination of RT and IT. Prospective data are needed to focus on this topic, given the
acceptable tolerability of combined treatment.
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Background: Progression patterns data after BRAFþMEK inhibitors (I) could help
clinicians in choosing the treatment strategy among the multiple available options in
the BRAF v600 melanoma setting. We analysed outcomes in pts treated with
BRAFþMEK i to characterize pts with rapid progression.

Methods: In this multicenter retrospective analisis, data were collected from 164 con-
secutive pts affected by BRAF v600 metastatic melanoma and treated with BRAFþMEK
i from February 2012 to April 2017.

Results: 64 patients were enrolled. Baseline LDH was elevated in 68(41%)pts, baseline
number of metastatic organs were 1, 2, 3 and more in 52(32%), 52(32%), 29(18%) and
32(19%) pts. BRAFþMEK i administered were dabrafenibþtrametinib in 151 pts and
vemurafenibþcobimetinib in 13 pts, and they were adiministered in first line in
129(79%)pts. Best response was CR, PR, SD and PD in 27, 87, 17 and 2 pts. On cutoff
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date, progression was observed in 104(63%) pts - 60(37%) pts still on treatment. mPFS
was 9,83(1-54,7þ) months: significant difference in PFS was showed in pts with normal
baseline LDH or high LDH (13.2 vs 6.3 months, p< 0.0001), and in pts with number of
metastatic organs lower or higher then 2 (13,4 vs 7 months, p< 0.0001). mOS was
18.3(1-62,5þ) months: significant difference in OS was showed in pts with normal
baseline LDH or high LDH had (24,7 vs 10 months, p< 0.0006), and in pts with num-
ber of metastatic organs lower or higher then 2 (25.9 vs 10 months, p< 0.0003).
Among 104 progressed pts, 72 (69%) pts died, mOS after progression was 2,5 months
(0,5-42þmonths); Subsequent treatments were administered in 44(42%) pts.
Duration of response (DR) was defined as time from BRAFþMEK i best response to
progression of disease. Significant difference in OS after BRAFþMEK i progression was
observed in pts with DR< 6 months(77 pts) or> 6 months (27 pts) (2 vs 8,3 months,
p< 0.0023) and in pts with number of metastatic organs after progression lower or
higher then 3 (4,5 vs 2 months, p< 0.022).

Conclusion: DR and extension of progression during BRAFþMEK I are factors that
can be useful to identify pts with lower OS after progression, in addiction to known
parameters like LDH and baseline number of metastatic organs.
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Background: The incidence of MM progressively increases and today 14 cases/100,000
cases per year are expected in Italy. The screening campaigns led to the identification of

many early forms of MM, resulting in increased incidence of the disease, but have not
changed mortality. This is possibly related to the identification of MM that would have
remained silent. The visit and the dermoscopy are operator-dependent methods and
require long experience for their optimal use. Even in the most experienced hands, the
sensitivity of these methods does not exceed 85% and 90%, respectively. It would be
need to identify new effective screening methods, able to eliminate the existing limits.
MM is the skin cancer with the worst prognosis, especially when discovered at advanced
stages. Moreover, it would be clinically relevant to identify in advance the melanoma
lesions at risk of recurrence.

Subjects and methods: In 2014 we have activated an experimental study to investigate
the possible role of miRNAs in MM screening tool. All the subjects screened with der-
matoscopy by the “Lega Italiana per la Lotta contro i Tumori” (LILT) are invited to
join the study. They underwent a blood sample collection and a panel of 15 miRNAs is
analyzed. We selected miRNAs described as markers of MM diagnosis and/or to have
well supported roles in its progression.

The primary objective is to compare the level of circulating miRNAs in 100 patients
with MM and 100 subjects with non-neoplastic skin pigmented lesions, to evaluate
their diagnostic value. The study foresees to enroll 700 subjects, to create a data base, to
make a multivariate analysis including selected miRNAs, personal anamnesis and expo-
sition to known risk factors

Results: From September 2014 to December 31 2016, we accrued 633 subjects, with
doubt of MM at the screening evaluation. We found 101 MM (16%): 36 in situ MM, 59
infiltrating (20 pT1a, 22 pT1b, 7 pT2a, 2 pT2b, 1 pT3a, 4 pT3b, 2 pT4b, 1 pTXNxM1a),
2 lentigo maligna and 4 multiple MM. At the preliminary analysis miR-199a-5p, miR-
122-5p and miR-424-5p represent the most promising candidate biomarkers in terms
of diagnostic efficiency in distinguishing between MM patients and healthy subjects.

Conclusions: The study gives preliminary information about the incidence of MM in a
population clinically screened. Analysis of selected miRNAs and their role as a diagnos-
tic tools for early MM detection will be presented and correlated with clinical and
known risk factors.
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