
reporter assays. Azide-alkyne cycloaddition (“Click-it” chemistry) was used to analyze
de novo protein synthesis.

Results: BRAF-mutant melanoma cell lines exhibited low basal expression of PD-L1
that was markedly induced by IFN-c, pointing to an adaptive mechanism of PD-L1
expression. BRAF inhibitor significantly reduced IFN-c-induced PD-L1 levels. In cell
lines treated with IFN-c, vemurafenib decreased STAT1 S727 phosphorylation and
expression of PD-L1, suggesting direct regulation of STAT1 by ERK. In A375 cells with
constitutively active MEK kinase, vemurafenib had no effect on STAT1 phosphoryla-
tion and CD274 transcript level. These results indicate that RAS/RAF/MEK/ERK axis is
crucial for maintaining IFN-c-induced CD274 gene transcription. In addition, vemur-
afenib decreased activity of proteins responsible for translation regulation (pS6, p4E-
BP1), suggesting that inhibition of protein synthesis could be another mechanisms
leading to PD-L1 decrease. To test this hypothesis, we measured de novo PD-L1 synthe-
sis following BRAF inhibition, and found markedly reduced PD-L1 translation.
Importantly, we also noted decreased translation of other immunoregulatory proteins,
such as galectin-1.

Conclusions: BRAF mutations influence PD-L1 expression by modulating its tran-
scription and translation. BRAF inhibition has a potential immunomodulatory effect,
at least in part by decreasing IFN-c induced PD-L1 expression.

Legal entity responsible for the study: Institute of Hematology and Transfusion
Medicine.

Funding: Polish National Science Center.
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Background: BRAF and MEK inhibitor (BRAFþMEKi) combination therapy has
helped extend median life expectancy of BRAF mutant advanced melanoma patients to
over 2 years. Acquired resistance limits duration of benefit and treatment-related toxic-
ity can be a problem. Clinical reports suggest that intermittent dosing to manage side-
effects does not compromise efficacy and can help patients to remain on treatment lon-
ger. In a mouse model, tumour cells resistant to the BRAF inhibitor vemurafenib
appear to suffer a fitness deficit in the absence of drug, so that intermittent dosing could
delay or prevent the emergence of resistant tumours. We hypothesise that intermittent
dosing with BRAFþMEKi will sustain patients on treatment for longer, delay disease
progression and improve quality of life (QoL). However, patient and investigator
acceptance of randomisation and compliance with less treatment is uncertain.

Trial design: INTERIM is a UK national portfolio multi-centre feasibility trial devel-
oped by the NCRI Skin Cancer Clinical Studies Group. Patients with BRAFV600 mutant
stage 3 unresectable or metastatic melanoma with ECOG performance status (PS) 0-2
due to start BRAFþMEKi are randomised to receive dabrafenib (150mg bid) and tra-
metinib (2mg od) either continuously or intermittently (dabrafenib days 1-21 and tra-
metinib days 1 – 14) on a 28 day cycle. Concomitant immunotherapy is not allowed.
Randomisation is stratified for brain metastases, PS, stage and lactate dehydrogenase
level. We will recruit 150 patients (75 patients per arm) in 18 months at 20 UK sites to
provide reliable information on recruitment, treatment compliance, progression-free
survival and overall QoL (composite primary endpoint). Secondary endpoints include
safety, health-economic evaluation, patient reported outcomes focusing on skin toxic-
ity and patient experience. In addition we will explore ctDNA as a predictive biomarker
and in tracking evolution of patients’ tumours. Pharmacokinetic sampling will be per-
formed in a subset of patients to help refine the intermittent schedule. From November
2017 until April 2018, 11 patients have been randomised at 9 sites.

Clinical trial identification: EudraCT: 2016-005228-27.

Legal entity responsible for the study: Cambridge University Hospital NHS
Foundation Trust.

Funding: National Institute for Health Research (NIHR) Research for Patient Benefit
Grant.
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Background: Although advances in treatment with immune checkpoint inhibitors
(CPI) have greatly improved the survival for pts with metastatic melanoma (MM),
many still progress and ultimately die from this disease. Metastases to the Central
Nervous System (CNS) are one of the most common and devastating complications of
MM, occurring in up to 60% of pts and those with LMD have the worst prognosis
(overall survival only weeks) and limited treatment options. Our program has demon-
strated that IT administration of interleukin-2 (IL2) induces durable disease control
and prolonged survival in pts with LMD, with 1, 2, 5- year survival rates of 36%, 26%,
and 13% respectively. Given the favorable clinical activity and safety compared to sys-
temic IL2 and supported by pre-clinical data, we hypothesize that IT administration of
nivo is safe and will induce CNS immune responses in pts with LMD.

Trial design: This single center Phase I/Ib trial (NCT03025256) will treat MM LMD pts
with concurrent IT (via Ommaya) and IV nivo. The initial dose escalation phase (up to
18pts) will determine the safety and recommended dose (primary objective) followed
by an expansion cohort (12 pts) at the recommended dose to assess overall survival
(secondary objective). Cycle 1 will consist of IT nivo only at a starting flat dose of 5mg.
In subsequent cycles, IT nivo will be followed the next day by IV nivo 240mg Q2W. Pts
will be hospitalized overnight for the IT dosing and monitored for neurotoxicity,
including signs of elevated intracranial pressure. We will use the Bayesian mTPI
method to determine the recommended dose. Pts must have radiographic and/or CSF
cytopathologic (CSF) confirmed LMD. Prior therapy with systemic CPI and steroid use
(� 4 mg / 24 hrs of dexamethasone or equivalent) to control CNS symptoms is allowed.
Exploratory objectives include the evaluation of immunological effects of this treat-
ment on immune cells in the CSF versus peripheral blood and non-LMD tumors. This
is the first in human study for LMD pts to receive CPI via IT and systemic administra-
tion concurrently. This approach has great potential to be a safe and more efficacious
therapy in MM patients with LMD for which there is an urgent unmet need.

Clinical trial identification: NCT03025256.

Legal entity responsible for the study: University of Texas MD Anderson Cancer
Center.
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Background: Immune checkpoint inhibitors targeting the programmed death recep-
tor1 (PD1) and cytotoxic Tlymphocyte antigen 4 (CTLA4) pathways have provided sig-
nificant clinical benefit for patients with unresectable or metastatic melanoma.
However, a proportion of patients may not respond or may progress with current
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