
for those that are refractory to anti-PD1/PDL1 therapy. Combination checkpoint
inhibition and the use of radiation therapy have been proposed as potentially synergis-
tic interventions to improve immunotherapy (IT) response rates (RR).

Methods: In this multi-institutional trial, we enrolled patients (pts) with metastatic or
recurrent MCC, ECOG PS 0-1, with at least 2 distinct metastatic lesions. Prior chemo-
therapy or immunotherapy was permitted. Primary endpoint was objective RR. In a
randomized design of 2 experimental arms, pts received NIVO 240mg IV q2 wks plus
IPI 1mg/kg IV q6 wks (arm A), or the same combination plus SBRT to 24Gy in 3 frac-
tions between cycles 1 and 2 (arm B). Each arm uses a Simon Mini-Max two-stage
design for futility, with total accrual of 50 assuming full accrual.

Results: To date, 16 pts have been enrolled, including 4 treatment-naı̈ve and 12 PD1/
PDL1-refractory pts. 11 pts were male and 5 pts female. Median age at enrollment was
75.5. On Arm A, the RR was 80% (1 CR, 3 PR) in 4/5 evaluable pts. On Arm B, the RR
was 17% (1 PR) among 6 evaluable pts. 4 pts are pending initial staging and 1 pt expired
prior to first evaluation. Collectively, 2/8 (25%) PD1/PDL1refractory pts and 3/3
(100%) IT-naı̈ve pts have achieved CR/PR. 7 pts experienced>G2 immune toxicity (1
G3 myocarditis, 1 G3 colitis, 1 G2 arthritis, 1 G2 cough, 3 G2 dermatitis, 1 G2 neurotox-
icity, 1 G2 blurred vision, 1 G2 abdominal pain, 2 G2 hypothyroidism, 1 G2 renal insuf-
ficiency). 1 pt was taken off the trial due to toxicity.

Conclusions: NIVOþ IPI is safe and demonstrates promising initial efficacy in
advanced MCC in both PD1/PDL1-naı̈ve and refractory cases. SBRT can be safely
added to this and its contribution to efficacy is being explored pending futility analysis.
Arm A of the trial has already met efficacy criteria to proceed to full accrual.

Clinical trial identification: NCT03071406.

Legal entity responsible for the study: H. Lee. Moffitt Cancer Center & Research
Institute.

Funding: Bristol-Myers Squibb.

Disclosure: S. Kim: Research grant / Funding (institution), IIT funded through BMS rare malig-
nancy program: BMS. N.I. Khushalani: Advisory / Consultancy: BMS. L. Harrison: Research grant /
Funding (self): Viewray. All other authors have declared no conflicts of interest.
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Background: Uveal melanoma (UM) is the most common intraocular malignancy.
The disease is clinically and genetically distinct from cutaneous melanoma and shows a
high rate of metastatic spread. As randomized clinical trials with immune checkpoint
inhibitors (ICI) have not been performed in metastatic UM patients, we analysed the
real-world outcomes in a nationwide population-based study.

Methods: Clinical data on patients with UM were extracted from the Danish Metastatic
Melanoma database, a nationwide database containing unselected records of all Danish
patients with metastatic melanoma. Diagnosis of primary UM was confirmed via the
Copenhagen Epidemiological Uveal Melanoma Study database. Survival before (2011-
2013, pre-ICI; n¼ 32) and after (2014-2018, post-ICI; n¼ 94) the approval of first-line
treatment with ICI was analysed.

Results: Treatment and survival data were available from 126 metastatic UM patients.
First-line treatment consisted of temozolomide in 28, ipilimumab in 24, pembrolizu-
mab in 43 and the combination ipilimumab/nivolumab in 19 patients. Twelve patients
did not receive any systemic treatment. No complete responses were observed. A partial
response was observed in 7.0% of patients treated with pembrolizumab and in 21.1%
treated with ipilimumab plus nivolumab. Median progression-free survival was 2.5
months for patients treated in the pre-ICI era compared to 3.7 months in the post-ICI
era (HR 0.37; 95 CI 0.24-0.59; p< 0.01). The estimated 1-year overall survival rate
increased from 25.0% to 41.9% and the median overall survival improved from 7.8
months to 10.0 months, respectively (HR 0.52; 95 CI 0.34-0.80; p< 0.01).

Conclusions: The introduction of ICI as first-line treatment appears to have signifi-
cantly improved the real-world survival of patients with metastatic UM, despite rela-
tively low response rates. With the lack of therapies proven effective in randomized
trials, these data support the current treatment with ICI in patients with metastatic
UM.

Legal entity responsible for the study: Danish Melanoma Oncology Group.

Funding: The Danish Metastatic Melanoma database is supported by BMS, Roche,
MSD and Novartis. K.F. Bol has received funding from the European Union (Marie
Sklodowska-Curie grant).

Disclosure: K.F. Bol: Travel / Accommodation / Expenses: Roche. E. Ellebaek: Honoraria (self):
BMS; Honoraria (self): Roche; Honoraria (self): Kyowa Kirin. M. Donia: Honoraria (self): BMS;
Honoraria (self): Sanofi-Genzyme; Honoraria (self): MSD; Honoraria (self): AstraZeneca; Honoraria
(self): Roche; Honoraria (self): Novartis. H. Schmidt: Honoraria (self), Advisory / Consultancy,
Research grant / Funding (self): MSD; Honoraria (self), Advisory / Consultancy: Incyte; Honoraria
(self), Advisory / Consultancy: BMS; Honoraria (self), Advisory / Consultancy: Novartis. L. Bastholt:
Advisory / Consultancy: MSD; Advisory / Consultancy: Incyte; Advisory / Consultancy: BMS;
Advisory / Consultancy: Roche; Advisory / Consultancy: Eisai; Advisory / Consultancy: Novartis;
Advisory / Consultancy: AstraZeneca; Advisory / Consultancy: Bayer; Advisory / Consultancy:
Amgen; Advisory / Consultancy: Swedish Orphan. I. Svane: Honoraria (self), Advisory / Consultancy,
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Funding (self): Novartis; Honoraria (self), Advisory / Consultancy: MSD; Honoraria (self), Advisory /
Consultancy: Celgene; Honoraria (self), Advisory / Consultancy, Research grant / Funding (self):
Incyte; Honoraria (self), Advisory / Consultancy: TILT Bio; Honoraria (self), Advisory / Consultancy:
Pfizer; Honoraria (self), Advisory / Consultancy, Research grant / Funding (self): BMS; Honoraria
(self), Advisory / Consultancy: AstraZeneca; Honoraria (self), Advisory / Consultancy, Shareholder /
Stockholder / Stock options: IO Biotech. All other authors have declared no conflicts of interest.

1323P Immune checkpoint inhibitors in a cohort of 206 metastatic uveal
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Background: Uveal melanomas (UM) are BRAF-wild type tumors associated with dis-
mal prognosis for which no systemic therapy is active. We report our experience with
immune checkpoint inhibitors (ICI) in metastatic UM patients.

Methods: Ambispective cohort of metastatic UM patients treated with ICI in eight
French centers. Response rate, progression-free survival (PFS) and overall survival were
retrieved.

Results: 206 evaluable patients started their first ICI treatment between December 2012
and January 2019. The population consisted of 98 men and 108 women. Median age
was 57.5 yo (19; 82). Seventy-four patients had been enucleated, 131 had received pro-
ton beam therapy, one had received brachytherapy. The median time to first metastasis
was 29.4 months (0-380.4). ICI were first prescribed in first-line in 68 patients, in sec-
ond-line in 79 patients, in third-line or more in 80 patients. One hundred forty-four
patients received pembrolizumab (63%), 58 nivolumab (25%) and 21 ipilimumab
(9%). Metastatic sites at initiation of ICI were liver, lung, skin, and bone for 201, three,
one and one patients, respectively. Liver was the sole metastatic site in 201 patients.
Patients received a median number of four ICI infusions (1-60þ). Treatment was sus-
pended because of immune side effects in 21 patients. Nine objective responses were
observed (four complete and five partial responses; 4.4%) including one patient with a
hypermutated, MBD4-deficient tumor. Fifty-seven patients showed stable disease as
best response (27.7%). Median PFS in the whole cohort was 4.1 months (0; 30.4) in 1st

line, 4.9 months (0; 42,6) in 2nd line and 3.1 (1; 17.,3) months in 3rd line. Median PFS
was 4.1 months in the ICI-resistant population and 27.4 months in the ICI-sensitive
population (log-rank p-test< 0.0001). Median overall survival was 25.9 months in the
ICI-resistant population (103/197 deaths) and not reached in the ICI-sensitive popula-
tion (2/9 deaths; log-rank p-test¼0.1).

Conclusions: ICI are associated with a low response rate in UM but with longer PFS
and a trend for longer overall survival in ICI-sensitive tumors. Immunotherapies
should be investigated in this disease. ICI-sensitive cases are currently being explored to
identify biomarkers of response.

Legal entity responsible for the study: The authors.

Funding: Has not received any funding.

Disclosure: All authors have declared no conflicts of interest.

1324P Incidence and survival of uveal melanoma occurring as single cancer
versus its occurrence as a first or second primary neoplasm
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University, Ulm, Germany

Background: Uveal Melanoma (UVM) is the most common ocular malignancy. Many
mutations were identified in affected patients defining genetic predisposition syn-
dromes. Previous studies discussed separately the incidence of single or second primary
ocular melanomas. However, understanding the genetic background, and relation to
other tumors requires further investigation for defining the UVM subgroups, their
shared developmental and, hence, the targeting mechanisms.

Methods: We used Surveillance Epidemiology and End Results program of the
National Cancer Institute, United States, to review patients diagnosed with UVM,
either as single primary or combined with other malignancies, between 1973 and 2015.
We have calculated standardized incidence ratios (SIR) and measured risk in the form
of Observed/Expected ratios (O/E) and Hazard Ratios (HR).

Results: We have identified 7,386 patients diagnosed with single primary UVM, besides
646 with UVM followed by another malignancy and 437 patients diagnosed with a pri-
mary UVM after other malignancies. SIR of developing another malignancy following
UVM was significant and increased most within the first 5 years following UVM
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