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Background: There are no approved treatments or standard of care for recurrent or
metastatic cSCC. Effectiveness of common therapies for cSCC is limited. Regimens effec-
tive for SCC of the head and neck (HNSCC) may also be effective for cSCC.
Pembrolizumab is a programmed death 1 (PD-1) inhibitor that directly blocks the inter-
action between PD-1 and its ligands, PD-L1 and PD-L2. Evidence of pembrolizumab
efficacy and safety has been shown in patients with recurrent or metastatic HNSCC in
the phase 1b KEYNOTE-012 study. The single-arm, open-label phase 2 KEYNOTE-629
trial will be conducted to evaluate the efficacy and tolerability of pembrolizumab in
patients with previously treated recurrent or metastatic cSCC (NCT03284424).

Trial design: Patients will be given pembrolizumab 200 mg every 3 weeks by intrave-
nous infusion, continued for 35 doses (~2 years) or until disease progression, unac-
ceptable toxicity, intercurrent illness, nonadherence, or investigator or patient decision
to withdraw. Radiographic imaging will be performed every 6 weeks for year 1 and
every 9 weeks thereafter. Adverse events will be monitored and graded per National
Cancer Institute Common Terminology Criteria for Adverse Events, version 4.0. Key
inclusion criteria are age >18 years; histologically confirmed ¢SCC as the primary site
of malignancy; metastatic disease or locally recurrent disease not curable by surgery or
radiation; measurable disease per RECIST v1.1; and Eastern Cooperative Oncology
Group performance status 0/1. There is no requirement for prior chemotherapy or bio-
logical systemic treatment for incurably recurrent/metastatic disease. Primary end
point is objective response rate per RECIST v1.1 assessed by blinded independent cen-
tral review. Secondary end points are duration of response, disease control rate (com-
plete or partial response or stable disease for >12 weeks), progression-free survival per
RECIST v1.1, overall survival, safety, and tolerability. Pharmacokinetics, biomarkers,
and health-related quality of life will be evaluated as exploratory end points.
Recruitment is ongoing in 10 countries and will continue until 100 patients are
enrolled.

Clinical trial identification: NCT03284424. Trial initiated September 15, 2017.
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