
gemcitabine,�35% of mice were cured 120 days post PDT, while 35-45% developed
local recurrence without metastasis and 20-30% had both. Overall,�80% of mice in the
combined group were metastases free at the day of sacrifice (either due to local
recurrence or after 120 days of follow up). The combined treatment blocked splenic
elevation of MDSC, Tregs and TAMs and increased DC and CD8 cells populations.

Conclusions: In conclusion, the significant suppress of lung metastasis and increase in
cancer free survival in mice bearing metastatic 4T1 tumors following combination
treatment provides novel approach for the treatment of triple negative breast cancer.
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Background: Hepatotoxicity caused by immune checkpoint inhibitors is a type of
immune-related adverse event (irAE) that occurs at a frequency of about 10%. The
present retrospective analysis aims to reveal the clinical characteristics of immune
checkpoint inhibitor-induced hepatotoxicity in melanoma patients.

Methods: A retrospective analysis from patients who were administered immune
checkpoint inhibitors for melanoma treatment at the National Cancer Center Hospital,
Japan. Treatments included common practice single therapy with nivolumab (NIVO)
or ipilimumab (IPI), and combined therapy with IPI plus dacarbazine (DTIC).
Hepatotoxicity was defined as an elevation in AST or ALT hepatic enzymes (provide
range) over grade 3, occurring after immune checkpoint inhibitor administration.

Results: Of the 121 patients included in this analysis, 10 patients developed
hepatotoxicity. The patient characteristics of both groups were well matched with:
median age, 65 years with all 10 patients having a PS 0 and 5 of these patients had
received prior therapy with another immune checkpoint inhibitor. Of the 10 patients
with grade 3 hepatotoxicity, 5patients who affected during ipiþDTIC, had no
pretreatment history. Four patients who affected during monotherapy, had received
another immune checkpoint inhibitor. One patient who affected during monotherapy,
had no pretreatment history of immune checkpoint inhibitor. In all patients with
hepatotoxicity, immune checkpoint inhibitor therapy was discontinued, and they were
treated with high dose prednisolone (1 mg/kg). Six patients received mofetil in addition
to prednisolone. The median time to onset of hepatotoxicity was 41 days (range: 7-78
days). The median time needed to recover from grade3 hepatitis to grade 1 was 31 days
(range: 15-103 days).

Conclusions: Herein, we report the detailed clinical course of hepatotoxicity as an irAE
in patients treated with immune checkpoint inhibitors. Sharing this information will

help us understand irAEs and determine their optimal management and treatment
course.
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Background: The composition of intestinal flora is able to influence the development of
inflammatory gastrointestinal diseases, and the association of inflammatory diseases
with specific intestinal microbes is still unknown, because the inflammation itself and its
treatment can change the composition of the microbiota. Some bacterial species are
essential to maintain mucosal physiological tolerance, although species such as
Bacteroides, Clostridium and Faecalibacterium can induce the up-regulation of T-cells
and stimulate the production of anti-inflammatory cytokines. Ipilimumab, Nivolumab
and Pembrolizumab, a monoclonal anti-CTLA-4 antibody and inhibitors of the PD-1
receptor, respectively, are particularly involved in the up-regulation of lymphocyte
system: among their side effects, the most relevant are those immune-mediated such as
hypophysitis, thyroiditis and colitis. Within 16 weeks from the start of treatment, about
one third of patients develop intestinal inflammation as a result of dysregulation of the
immune system of the intestinal mucosa. Therefore, the high incidence of colitis in
patients treated with immunotherapy offers the possibility to characterize the intestinal
microbiota before the development of immune-mediated inflammation.

Trial design: Our study is a single-center observational study of clinical and biological
parameters prospectively stratified. Specifically, we collect from patients eligible for
immunotherapy a blood sample to analize serum cytokines levels and, at the same time,
a sample of fecal material at baseline and every 6 weeks of treatment: we plan to enroll
40 patients in 6 months. According to preliminary data already published in the
literature, we expect to find an alteration of the intestinal microbiota in patients with
metastatic melanoma treated with immunotherapy. Once we’ll identify the presence of
an alteration of the microbiota, we want to assess whether there is any correlation with
the patient’s clinical outcome.

Legal entity responsible for the study: Mario Scartozzi, Prof. University of Cagliari
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