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Background: Nasopharyngeal is relatively prevalent in South East Asia and mainland
China, northern Africa and Alaska. For advanced disease, there is a greater than 50%
risk of recurrence after radiotherapy (RT) alone, and approx. half of all recurrences are
distant failures. A meta-analysis of 6 randomized trials showed that addition of chemo-
therapy (CT) to RT significantly improved disease-free/ progression-free survival rates
by 34% to 40% respectively. Epstein-Barr virus (EBV) has yielded significant insight
into pathogenesis of NPC. It is undifferentiated form of NPC that shows most consis-
tent worldwide association with EBV suggesting that targeted approaches should be
considered for preventive and therapeutic intervention. The prognostic value of pre-
treatment EBV DNA viral load for non-endemic areas proved in retrospective study
conducted in Italy, disease free survival (DFS) and over all survival (OS) were signifi-
cantly longer in patients with pre-treatment negative EBV DNA than in positive
patients. Antiviral drugs have been used to inhibit EBV replication and target viral
DNA polymerase Aim of this study is to define the efficacy of adding anti-viral treat-
ment to eliminate PCR-DNA EBV in patients with NPC. It will also be correlated with
the response rate (RR), local control, DFS, and OS.

Trial design: Patients and Methods: All patients with diagnosis of nasopharyngeal squ-
amous cell carcinoma, . Patients should have positive PCR-DNA EBV. Patients will
receive concurrent chemoradiotherapy which consisted of Cisplatin 40 mg/m2 weekly
or 100mg/m2 every 3 weeks with IMRT 70Gy/35 fractions. Randomization to antiviral
therapy acyclovir tablets 800 mg/day during the whole course of treatment Or Placebo.
We aim to enroll 100 patients for study with 2:1 randomization. Follow up with PCR-
DNA EBV will be done mid-treatment and immediately after treatment then with usual
follow up of the NPC cases.
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Background: Preclinical data suggest improved tumor growth control and survival
when radiation therapy (RT) is combined with a PD-1 inhibitor. Pembrolizumab is
effective for treatment of recurrent/metastatic HNSCC, and initial results from a phase
1b study suggest that pembrolizumab plus chemoradiation therapy (CRT) is tolerable
in patients with locally advanced (LA) HNSCC. KEYNOTE-412 (NCT03040999) is a
phase 3, randomized, placebo-controlled, double-blind trial to determine efficacy and
safety of pembrolizumab plus CRT and as maintenance therapy vs placebo plus CRT in
LA-HNSCC.

Trial design: Eligibility criteria are age�18 years; newly diagnosed, treatment-naive,
oropharyngeal p16–positive (any T4 or N3), oropharyngeal p16–negative (any T3-T4
or N2a-N3), or larynx/hypopharynx/oral cavity (any T3-T4 or N2a-N3) SCC; evaluable
tumor burden (RECIST v1.1); and ECOG performance status 0/1. Patients will be ran-
domly assigned (1:1) to receive pembrolizumab 200 mg every 3 weeks plus cisplatin-
based CRT or placebo plus cisplatin-based CRT. Treatment will be stratified by RT regi-
men (accelerated RT [56-70 Gy, 6 fractions/week for 6 weeks] or standard RT [56-
70 Gy, 5 fractions/week for 7 weeks]), tumor site/p16 status (oropharynx p16 positive
vs p16 negative or larynx/hypopharynx/oral cavity), and disease stage (III vs IV).
Priming dose of pembrolizumab or placebo will be given 1 week before CRT, followed
by 2 doses during CRT, and an additional 14 doses after CRT, for a total of 17 pembroli-
zumab or placebo infusions. Response will be assessed by MRI and CT 12 weeks after
CRT, every 3 months for 3 years, then every 6 months for years 4 and 5. Treatment will
be discontinued at time of centrally confirmed disease progression, unacceptable

toxicity, or patient/physician decision to withdraw. Patients will be evaluated to deter-
mine necessity of neck dissection 12 weeks after completion of CRT. Primary end point
is event-free survival and secondary end points are overall survival, safety, and patient-
reported outcomes. Biomarkers will be an exploratory end point. Recruitment is
ongoing in 21 countries and will continue until�780 patients are enrolled.

Clinical trial identification: NCT03040999, trial initiation date: 2/2/17.
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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 cSCC 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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