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Background: CSCC is the second most common skin cancer. While the surgical cure rate for
CSCC is> 95%, a proportion of pts are considered to have high-risk for recurrence as
assessed by immune status, primary disease stage, extent of nodal involvement, presence of
extracapsular extension, and prior treatment. Post-operative RT is recommended for pts with
high-risk features, but relapse with locoregional recurrence or distant metastases may still
occur. This study evaluates the efficacy of cemiplimab, a human anti–PD-1 monoclonal anti-
body, as an adjuvant therapy for pts with CSCC with high-risk features, after surgery and RT.

Trial design: This randomised, placebo-controlled, double-blind, multicentre, Phase III
study will evaluate cemiplimab as an adjuvant treatment for pts with high-risk CSCC,
based on surgical and clinicopathologic findings, who have completed surgery and post-
operative RT. Immunocompromised pts were excluded. The trial will enrol 412 pts from
about 100 sites in North America, Europe, and Asia-Pacific regions. Pts with at least one
of the following high-risk features are eligible: a) nodal disease with extracapsular exten-
sion b) in-transit metastases c) T4 lesion d) perineural invasion and e) recurrent CSCC
with at least one other risk factor. In Part 1 (blinded), pts will be randomised 1:1 to receive
350 mg cemiplimab or placebo intravenously every 3 weeks (Q3W) for up to 48 weeks. In
optional Part 2 (unblinded), pts in the placebo arm who experience disease recurrence or
pts in the cemiplimab arm who experience disease recurrence�3 months after comple-
tion of 48-week treatment in Part 1 will be eligible to receive open-label 350 mg Q3W
cemiplimab for up to 96 weeks. Key objectives are to compare disease-free survival (pri-
mary) as well as overall survival, freedom from locoregional relapse, and distant relapse
(secondary) of adjuvant cemiplimab vs placebo in pts with high-risk CSCC.
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Background: Tilsotolimod (IMO-2125) is a Toll-like receptor (TLR) 9 agonist with
potent immunostimulating activity. In an ongoing phase I/II clinical study in patients
with advanced melanoma who progressed on or after anti-PD-1 therapy
(NCT02644967), intratumoral (IT) tilsotolimod with ipilimumab was well-tolerated,

demonstrating durable responses (including complete response>21 months), den-
dritic cell activation, type I interferon response, CD8þ T-cell proliferation in respond-
ers, and an abscopal effect.1-2

Trial design: ILLUMINATE 301 (NCT03445533) is a randomized phase III global,
multi-center, open-label study of IT tilsotolimod (8 mg) in combination with ipilimu-
mab (3 mg/kg) versus ipilimumab monotherapy in patients with advanced melanoma
and progression on or after anti-PD-1 therapy. Eligible patients are�18 years with his-
tologically confirmed unresectable Stage III or Stage IV melanoma,�1 measurable
lesion accessible for injection (superficial or visceral, the latter with image guidance),
ECOG PS� 1, and adequate organ function. Exclusion criteria include prior TLR ago-
nists, prior ipilimumab (except adjuvant�12 weeks before progression), and CNS dis-
ease other than stable brain metastases. Patients are randomized 1:1 and stratified by
duration of prior antiPD-1 (�12 weeks vs< 12 weeks), stage (M1c vs other), and BRAF
status/prior targeted therapy (TT) (BRAF wildtype vs BRAF mutationþwith TT vs
BRAF mutationþwithout TT). Primary endpoints are overall response rate (RECIST
v1.1) by independent central review and overall survival. Secondary endpoints include
durable response rate, time to response, progression-free survival, patient-reported
outcomes, and safety. Patients are enrolling at sites in the United States, European
Union, Australia, and Canada. References 1. Haymaker C. Society for Immunotherapy
of Cancer Annual Meeting, November 2017, National Harbor, MD. 2. Diab A, et al.
European Society of Molecular Oncology Annual Meeting, October 2018, Munich,
Germany.
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Background: Melanoma patients with disease progression on immunotherapy have
very limited treatment options. Low-dose azacitidine results in demethylation and
increase in neoantigen expression and carboplatin increases DNA-damage and cellular
stress. This trial is testing if sequential treatment with azacitidine and carboplatin
“primes” for immunotherapy rechallenge with anti-PDL1 antibody Avelumab, via a
decrease in the disease burden and re-establishment of immune sensitivity. Primary
Objective: Quantify complete response (CR), partial response (PR), stable disease
(SD), overall response rate (ORR) and clinical benefit rate (CBR) after 2 cycles of pri-
ming (1 cycle¼ azacitidine x 5 days followed by Carboplatin Day 8/28 days) according
to RECIST 1.1 and 6 cycles of immunotherapy (1 cycle¼ 1 dose of Avelumab/14 days)
according to irRECIST criteria. Secondary Objectives: 1. Determine DNA methylation
levels before, and immediately after priming with azacitidine and carboplatin treatment
i.e. at study entry and after 2 months; 2. Quantify immune-response markers (PDL-1,
PD-1, CD4/CD8, and CD68) in blood, tumour and microenvironment and immune
response in blood before treatment, after 2 priming cycles and after 6 immunotherapy
cycles.

Trial design: Interventional early phase II study that consists of 2 cycles of azacitidine
40mg/m2 IV/day for 5 days followed by Carboplatin AUC 4.5 IV on D8/ 28 day cycle
and RECIST1.1 after completion of priming; followed by Avelumab 10mg/kg IV/14 day
cycle until disease progression according to irRECIST. A favourable or stable response
in 20% patients and no grade 4 or persistent (>4 weeks) grade 3 treatment-related
adverse events (TRAEs) is required for continuation of the trial. This early phase II
study will assess the feasibility and determine outcome measures required to calculate
sample sizes and develop a statistical plan for multi-centre Phase II study. This study
has been approved by the Northern Sydney Local Health District HREC, reference
number HREC/17/HAWKE/55’.

Clinical trial identification: ACTRN12618000053224; registered 16th January 2018.
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Background: Pembro, a PD-1 inhibitor, has shown effective antitumor activity, dura-
ble responses, and survival benefit in pts with advanced melanoma. Len—a potent
inhibitor of VEGF receptors 1-3, FGF receptors 1-4, PDGF receptor a, RET, and KIT—
plus a PD-1 inhibitor showed superior antitumor efficacy to either agent alone in a
murine tumor model. Lenþ pembro showed antitumor activity and was well tolerated
in pts with advanced melanoma in the phase Ib/II KEYNOTE-146 trial. LEAP-003 will
compare the efficacy and safety of pembro 6 len in advanced melanoma
(NCT03820986).

Trial design: Eligibility criteria include�18 y, histologically/cytologically confirmed
unresectable untreated stage III-IV melanoma, documented BRAFV600 status, ECOG
performance status 0/1, toxicity resolution from most recent therapy, and provision of
baseline tumor sample. Prior first-line standard of care targeted therapy allowed only if
pt has BRAFV600-mutant disease. Prior targeted therapy or immunotherapy (as adju-
vant/neoadjuvant) allowed if relapse did not occur during treatment or� 6 mo after

discontinuation. Pts will be randomized 1:1 to pembro 200 mg every 3 weeks (Q3W) IV
plus len 20 mg or placebo QD PO. Randomization will be stratified by BRAF status
(mutant/WT), prior adjuvant therapy (PD-1 inhibitor, yes/no), geographic region
(China, yes/no). Pembro will continue for up to�2 y; len or placebo may continue
beyond 2 y in cases of clinical benefit, until progression, unacceptable toxicity, or inves-
tigator/pt decision. Response will be assessed per RECIST v1.1 Q9W until wk 54,
Q12W until wk 102, and Q24W thereafter. Pts with a CR can discontinue treatment
after�24 wk of pembro and�2 pembro doses after initial CR. Eligible pts can continue
treatment beyond initial RECIST-defined PD. AEs will be assessed for�90 d and
graded per NCI CTCAE v4.0. Survival follow-up will be Q12W. Primary end points are
PFS by blinded independent central review (BICR) per modified RECIST v1.1 (max
target lesions: 10; 5 per organ) and OS. Secondary end points are ORR and DOR (by
BICR per modified RECIST v1.1), safety, and pt-reported health outcomes.
Exploratory biomarker and PK analyses of len plus pembro are planned.
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Background: The clinical benefit of combined treatment with BRAF- and MEK-inhibi-
tors (BRAFi; MEKi) in BRAFV600 mutant (BRAFm) melanoma is limited due to resist-
ance after 6-14 months, associated with emerging secondary mutations. Withholding
of treatment leads to reversible hyperactivation of the MAPK pathway, causing transi-
ent growth arrest and increase in Reactive Oxygen Species (ROS) in preclinical studies.
Treatment of BRAFi/MEKi resistant melanoma cells with vorinostat leads to a further
increase in ROS, effectively killing BRAFi resistant cells. In vivo, switch from BRAFi to
vorinostat in BRAFi resistant BRAFm melanoma resulted in a decline in tumor volume.
Six patients with resistant BRAFm melanoma were treated with vorinostat 360 mg QD
continuously. These patients revealed regression of mutant clones and progression of
BRAFi sensitive clones. Tumor biopsies showed newly developed secondary MAPK
pathway mutations, e.g. NRASQ61H and KRASG12C amplifications at start and a com-
plete absence of these resistant mutations after two weeks of vorinostat. Based on these
findings we postulate that BRAFi resistant BRAFm melanoma cells can be eliminated
by a short treatment with vorinostat due to killing of tumor cells harboring a secondary
mutation in the MAPK pathway. In vitro experiments confirmed this hypothesis.
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