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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.

Legal entity responsible for the study: Radiation Oncology Department, Kuwait
Cancer Control Center.
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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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Background: Definitive cisplatin-based chemoradiotherapy (CRT) in patients (pts)
with locoregionally advanced head and neck SCC is associated with acute and long-term
toxicities. Immune checkpoint inhibitors, such as anti-PD1/L1 and anti-CTLA4 anti-
bodies, are actively being investigated in this disease setting. HN.9 evaluates a chemo-
sparing approach in pts with HPVþ intermediate risk LA-OSCC (defined by AJCC 8th
edition as: T1-2N1 smokers; T3N0-N1 smokers and T1-3N2 any smoking history).

Trial design: CCTG HN.9 is a non-comparative, randomized phase II study in intermedi-
ate risk HPVþ LA-OSCC. Pts will be randomized at a 1:1:1 ratio to: CRT (arm A); immu-
noradiotherapy (IRT) with durvalumab (durva) followed by durva maintenance (Arm B);
IRT followed by durva and tremelimumab (treme) maintenance (Arm C). Treatment
schedule: 70 Gy/35 over 7 weeks (RT)þ cisplatin 100mg/m2 d1, 22, 43 (Arm A); RTþ
durva 1500 mg d-7, 22 (IRT) followed by Q4W for 6 doses (Arm B); IRT followed by
durva Q4W for 6 dosesþ treme Q4W for 4 doses (Arm C). Key eligibility criteria: inter-
mediate risk HPVþ LA-OSCC; adequate organ function; no autoimmune disorders; no
immunosuppressive therapy. Pts will be stratified by smoking status, age, ECOG PS and
TNM classification. The primary objective is to estimate the efficacy of the 3 treatment
arms in terms of event-free survival (EFS). Secondary objectives: overall survival; loco-
regional control; distant metastasis-free survival; quality of life and swallowing assess-
ments; economic evaluation. Correlative studies include: immunophenotyping, radiomic,
ctDNA, microbiome analyses. The planned sample size is 240 pts over 2.5 years with 3
years follow-up. Assuming the new treatment will improve 3-years EFS from 83 to 91%,
with one-sided type I error of 0.1, 80 pts/arm, the study will have 80% of power to reject
the null hypothesis (3-year EFS rate is 83% or lower). Study activation: April 2018.

Clinical trial identification: NCT03410615.
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Background: Cetuximab, an anti-EGFR monoclonal antibody (mAb), is approved for
R/M HNSCC but only a minority benefits. c-Met and EGFR signaling converge at the
PI3K/Akt and MAPK nodes. Preclinical evidence shows that c-Met can drive tumor-
intrinsic resistance to EGFR inhibition. Ficlatuzumab is an IgG1 mAb against HGF, the
sole ligand for cMet. We recently completed a phase Ib study evaluating ficlatuzumab
and cetuximab in pts with cetuximab-resistant, R/M HNSCC (Bauman JE et al, ASCO

2017). Twelve pts were treated; 11 were platinum-refractory. Grade 3 adverse events
included edema, hypoalbuminemia, infection, and thromboembolism. No DLTs were
seen. Median progression-free survival (PFS) at the recommended phase II dose (RP2D)
was 6.0 mos (90% CI¼ 2 mos – not reached). Confirmed overall response rate (ORR)
was 17% (90% CI¼ 0-28%). Clinical benefit rate was 67%. Serum Veristrat, a proteomic
classifier predictive of differential treatment benefit from anti-EGFR therapy, did not
correlate with PFS. We designed a randomized phase II trial evaluating ficlatuzumab
with or without cetuximab in patients with cetuximab-resistant, R/M HNSCC. The
combination arm follows the hypothesis that continued anti-EGFR blockade may over-
come reciprocal compensation between the EGFR and cMet pathways.

Trial design: This is a multicenter phase II trial with a randomized, non-comparative, 2-
arm design (Arm A: ficlatuzumab and Arm B: ficlatuzumabþ cetuximab) in pts with R/
M HNSCC after failure of cetuximab. Key eligibility criteria include: R/M HNSCC;
cetuximab resistance (recurrence during or within 6 mos of cetuximab-radiation or pal-
liative cetuximab); ECOG 0-1; mandatory baseline research biopsy. The primary objec-
tive is to assess the efficacy of ficlatuzumab, with or without cetuximab, as measured by
PFS. To test the hypothesis that either regimen improves historical PFS from 2 months
to 3.33 months requires 66 eligible patients. Key secondary endpoints are ORR and sur-
vival. Biomarkers to be correlated with efficacy include tumor HGF/cMet dimers, phos-
phoproteins, and immunoscores and serum Veristrat. Two of 66 patients have enrolled.

Legal entity responsible for the study: University of Arizona Cancer Center.
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Background: Definitive treatment of locally advanced squamous cell carcinoma of the
head and neck (LA SCCHN) often incorporates concurrent chemoradiotherapy.
Platinum agents have been the backbone of systemic therapy in combined modality
approaches. However, the addition of cisplatin to radiotherapy (RT) results in a modest
survival benefit and is associated with multiple acute and late toxicities. The study of
alternative approaches is warranted. Nivolumab (nivo), a fully human anti-pro-
grammed cell death-1 (PD-1) monoclonal antibody (mAb), has demonstrated a sur-
vival advantage when compared with standard treatment in patients with platinum-
refractory recurrent or metastatic SCCHN. Combination of nivo with the CTLA-4
directed mAb ipilimumab (ipi) has yielded improvements in antitumor activity in mel-
anoma and is under investigation in multiple other solid tumor types including
SCCHN. Similarly, the combination of RT and immunotherapy leads to synergistic
effects in the laboratory and has promise in early phase clinical trials. This clinical trial
combines immunotherapy and RT to build upon these observations.

Trial design: This is a single arm pilot trial that enrolls previously untreated patients
with LA SCCHN who are candidates for curative intent, including stage IVA-B tumors
of the oral cavity, oropharynx, hypopharynx, and larynx. HPVþ oropharyngeal tumors
must be staged as T4, or N2c or N3 by AJCC 7th edition. Nivo and ipi are initiated 2
weeks prior to the beginning of RT. Nivo 3 mg/kg is administered every 2 weeks IV for a
total of 17 doses and ipi 1 mg/kg is administered every 6 weeks for a total of 6 doses. RT
(using IMRT) is prescribed as 2 Gy/fraction/day to a total dose of 70 Gy. The primary
objective is the safety of the combination of nivo and ipi with RT with a focus on in-
field toxicities (mucositis, dermatitis, edema, bleeding) with secondary endpoints of 1-
year PFS, ORR, and OS. Exploratory correlative studies include tumor PD-L1 expres-
sion, tumor immune bias via the Th1/Th2 ratio, and exosome quantity and composi-
tion. The sample size is 24 patients following a two-stage design with 12 patients
enrolled in the first stage and 12 more in the expansion cohort. Enrollment began in
May 2017 and is ongoing.

Clinical trial identification: NCT03162731.

Legal entity responsible for the study: Thomas Jefferson University - Sidney Kimmel
Cancer Center.
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