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SYNOPSIS 

Study Title “A Single-Arm, Open-Label, Multicenter Phase IIIb Clinical Trial with 

nivolumab in Subjects with Recurrent or Metastatic Platinum-refractory 

Squamous Cell Carcinoma of the Head and Neck (SCCHN)” 

Study Phase IIIb 

Protocol ID NIVACTOR 

Target Patients  Histologically confirmed recurrent or metastatic SCCHN (oral 

cavity, pharynx, larynx) 

 Males and Females ≥ 18 years of age with an Eastern Cooperative 

Oncology Group (ECOG) performance status ≤ 2 

Study objectives  Primary objective  

 To determine the incidence of high-grade (CTCAE v 4.03 Grade 

3 or higher), treatment-related, select adverse events in patients 

with Recurrent or Metastatic Platinum-refractory Squamous Cell 

Carcinoma of the Head and Neck (SCCHN) treated with 

nivolumab monotherapy; 

 

Secondary objectives  

 To determine the incidence and to characterize the outcome 

(duration of serious adverse events [SAE] treatment, dose of 

immune-modulating agents [ie, steroids] dose of agents used, 

time to event onset, and event resolution, and worst grade of 

event) of all high-grade (CTCAE v4.03 Grade 3 or higher) 

adverse events; 

 To assess safety, tolerability in all treated subjects; 

 To estimate Overall Survival (OS) in all treated subjects; 

 To estimate Investigator-assessed Objective Response Rate 

(ORR) and Progression-Free Survival (PFS) in all treated 

subjects; 

 

Exploratory objectives  

 To assess safety, tolerability, Overall Survival (OS), Investigator-

assessed Objective Response Rate (ORR) in specific 

subpopulations (i.e.: patients with p16 +/-, PD-L1+/- pts > 65 

yrs, pts with comorbidity, pts with a disease history of > 2 year); 

 OS and Investigator-assessed ORR in patients who received 

previous platinum therapy in the adjuvant (i.e., with radiation 

after surgery), primary (i.e., with radiation), recurrent or 
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metastatic setting respectively; 

 To assess clinical characteristics such as time with recurrent and 

/or metastatic disease, target lesion volume, incidence of immune 

related severe adverse event, and their association with ORR and 

OS; 

 To identify pre-existing and/or treatment induced genomic 

markers associated to nivolumab response in R/M SCCHN 

patients entered into the trial and potentially useful as predictive 

surrogate markers. 

See Appendix 4 for more details on translational research. 

Endpoints Primary Endpoint 

Incidence of high-grade (CTCAE v 4.03 Grade 3 or higher), 

treatment-related, select adverse events; 

 

Secondary Endpoints 

 Incidence of all high-grade (Grades 3-5), select adverse events;  

 Median time to onset and median time to resolution (Grades 3-4) 

of select adverse events (resolution of an AE is a subject 

experiencing complete resolution or improvement to the baseline 

grade for the AE); 

 Overall Survival defined as the time from first dosing date to the 

date of death. A subject who has not died will be censored at last 

known date alive; 

 Safety and tolerability measured by the incidence of all AEs, 

treatment-related AEs, serious AEs, deaths, laboratory 

abnormalities, and select AEs such as pulmonary, 

gastrointestinal, skin, renal, hepatic, pancreatic, neurologic, 

endocrine, infusion-related, or hypersensitivity; 

 Objective Response Rate (ORR) defined as the number of 

subjects with a Best Overall Response (BOR) of a complete 

response (CR) or Partial Response (PR) divided by the number 

of all treated (at least 1 dose of nivolumab) subjects. BOR is 

defined as the best response designation, recorded between the 

date of first dose and the date of the initial objectively 

documented tumor progression by the investigator per RECIST 

v1.1 or the date of subsequent therapy, whichever occurs first. 

For subjects without documented progression or subsequent 

therapy, all available response designations will contribute to the 

BOR determination; 

 Investigator-assessed Progression Free Survival (PFS) defined as 

radiological evidence of progression, significant clinical 

symptomatic progression, the need to introduce a non-study drug 

therapy or death from any cause; 
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Exploratory Endpoints 

 Safety, tolerability, Overall survival (OS), Investigator-assessed 

Objective Response Rate (ORR) in specific subpopulations (i.e.: 

patients with p16 +/-, PD-L1+/-, pts > 65 yrs, pts with 

comorbidity, pts with a disease history of > 2 year); 

 OS and Investigator-assessed ORR in patients who received 

previous platinum therapy in the adjuvant (ie, with radiation after 

surgery), primary (ie, with radiation), recurrent or metastatic 

setting respectively; 

 Time to recurrent and /or metastatic disease, target lesion 

volume, incidence of immune related severe adverse event, ORR 

and OS; 

 Pre-existing and/or treatment induced genomic markers 

associated to nivolumab response in R/M SCCHN patients 

entered into the trial and potentially useful as predictive 

surrogate markers (see Appendix 4). 

Number of Sites Approximately 20 

Number of patients 120  

Countries Italy 

Background and 

study rationale 

Head and neck carcinomas (HNC) are the fifth most common cancer in 

the world, with increasing incidence. For recurrent or refractory disease, 

the 1-year survival rate is 5% - 33% by various estimates with a median 

OS of 6 to 9 months.  

Substantial clinical activity of nivolumab monotherapy has been 

observed in a variety of solid tumors as well as in Squamous Cell 

Carcinoma of the Head and Neck (SCCHN)1,2. 

CheckMate-141 was a randomized, phase III clinical trial designed to 

determine whether the PD-1 inhibitor nivolumab could improve OS for 

patients with platinum-refractory recurrent or metastatic SCCHN 

compared with treatment of the investigator’s choice (docetaxel, 

methotrexate or cetuximab). Of the 361 patients enrolled in the clinical 

trial, 240 were randomly assigned to nivolumab and 121 to single-agent 

chemotherapy of investigator’s choice. Median overall survival was 7.5 

months for those assigned nivolumab versus 5.1 months for those 

assigned therapy of investigator’s choice. At 12 months, 36 percent of 

the patients treated with nivolumab were alive compared with 17 percent 

of those assigned therapy of investigator’s choice. Median progression-

free survival was 2.0 months (95% CI, 1.9-2.1) and 2.4 months (95% CI, 

2.0-3.1), respectively (P=.303). The objective response rate was 11.7% 
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with nivolumab vs 7.4% with chemotherapy. Safety profile for 

nivolumab was favorable compared to investigator’s choice therapy, and 

consistent with prior studies. Any grade treatment-related AEs (TRAEs) 

occurred in 59.3% and 77.5% of pts on nivo or IC, respectively. Grade 

3/4 TRAEs occurred in 13.6% and 35.1% of pts.  

This clinical trial has established head and neck squamous cell 

carcinoma as responsive to immunotherapy and nivolumab as a new 

potential SOC for these patients. 

As concern safety, high-grade (CTCAE v4.03 Grade 3 or higher), 

treatment-related, select adverse events occur with a low frequency in 

patients with Recurrent or Metastatic Platinum-refractory Squamous 

Cell Carcinoma of the Head and Neck (SCCHN) treated with nivolumab 

monotherapy.  

Nonetheless, this observation arises from patients treated in clinical trial 

and selected according to clear inclusion and exclusion criteria. 

Therefore they may not precisely reflect the clinical practice. 

Using a single large study is warranted in order to expand the safety 

database and to improve the knowledge on estimated incidence of 

uncommon, select, high-grade AEs. 

Inclusion and 

exclusion criteria 

Inclusion criteria 

 Signed Written Informed Consent; 

 Willing and able to comply with scheduled visits, treatment 

schedule, laboratory testing, and other requirements of the study 

 Males and Females, 18 years of age; 

 Histologically confirmed recurrent or metastatic SCCHN (oral 

cavity, pharynx, larynx) not amenable to local therapy with 

curative intent (surgery or radiation therapy with or without 

chemotherapy), p16 positive SCCHN of unknown primary; 

 Eastern Cooperative Oncology Group (ECOG) performance 

status ≤ 2; 

 Tumor progression or recurrence within 6 months of last dose of 

platinum therapy in the adjuvant (ie, with radiation after 

surgery), primary (ie, with radiation or prior to it or to surgery as 

induction chemotherapy), recurrent, or metastatic setting; 

 Subjects must have measurable disease by CT or MRI per 

RECIST 1.1 criteria; 

 Documentation of p16-positive or p16-negative disease to 

determine human papillomavirus (HPV) status of oropharyngeal 

cancer  

 Tumor tissue (archival or fresh biopsy specimen) must be 

available; 

 Patients with CNS metastases: 
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o Patients are eligible if CNS metastases are treated and 

subjects are neurologically returned to baseline (except 

for residual signs or symptoms related to the CNS 

treatment) for at least 2 weeks prior to enrollment. In 

addition, patients must be either off corticosteroids or on 

a stable or decreasing dose ≤ 10 mg daily prednisone (or 

equivalent) 

OR 

o Patients are eligible if they have previously untreated 

CNS metastases and are neurologically asymptomatic. In 

addition, patients must be either off corticosteroids or on 

a stable or decreasing dose of ≤ 10 mg daily prednisone 

(or equivalent); 

 Immunosuppressive doses of systemic medication, such as 

steroids or absorbed topical steroids (doses > 10 mg/day 

prednisone or equivalent) must be discontinued at least 2 weeks 

before study drug administration; 

 Prior curative radiation therapy must have been completed at 

least 4 weeks prior to study drug administration. Prior focal 

palliative radiotherapy must have been completed at least 2 

weeks before study drug administration 

 Women of childbearing potential (WOCBP) must have a 

negative serum or urine pregnancy test; 

 Screening laboratory values must meet the following criteria 

(using CTCAE v4.03) and should be obtained within 14 days 

prior to the initial administration of study drug: 

o WBC ≥ 2000/μL 

o Neutrophils ≥1500/μL 

o Platelets ≥100 x10
3
/μL 

o Hemoglobin ≥ 9.0 g/dL 

o Serum creatinine ≤ 1.5 x ULN or creatinine clearance 

(CrCl) > 40 mL/min (using the Cockcroft-Gault formula): 

 

Female CrCl = (140 - age in years) x weight in kg x 0.85  

72 x serum creatinine in mg/dL 

Male CrCl = (140 - age in years) x weight in kg x 1.00  

72 x serum creatinine in mg/dL 

 

o AST/ALT ≤ 3 x ULN 

o Total Bilirubin ≤ 1.5 x ULN (except subjects with Gilbert 

Syndrome, who can have total bilirubin < 3.0 mg/dL). 

o Calcium levels must be normalized and maintained within 

normal limits for study entry and on treatment. Medical 

management of calcium levels is permitted. Note: Normal 

calcium levels may be based on ionized calcium or 
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adjusted for albumin. 

o Subjects with an initial magnesium < 0.5 mmol/L (1.2 

mg/dL) may receive corrective magnesium 

supplementation but should continue to receive either 

prophylactic weekly infusion of magnesium and/or oral 

magnesium supplementation (eg, magnesium oxide) at 

the investigator’s discretion. 

 Women must not be breastfeeding.  

 WOCBP must agree to follow instructions for method(s) of 

contraception from the time of enrollment for the duration of 

treatment with study drug(s) plus 5 half-lives of study drug(s) 

plus 30 days (duration of ovulatory cycle) for a total of 23 weeks 

post treatment completion; 

 Males who are sexually active with WOCBP must agree to 

follow instructions for method(s) of contraception for the 

duration of treatment with study drug(s) plus 5 halflives of study 

drug(s) plus 90 days (duration of sperm turnover) for a total of 

31 weeks post treatment completion. 

 

Exclusion criteria: 

 Patients with untreated, symptomatic CNS metastases are 

excluded; 

 Histologically confirmed recurrent or metastatic carcinoma of the 

nasopharynx, p16 negative squamous cell carcinoma of unknown 

primary, and salivary gland or non-squamous histologies (eg, 

mucosal melanoma) are not allowed; 

 Any serious or uncontrolled medical disorder that, in the opinion 

of the investigator, may increase the risk associated with study 

participation or study drug administration, impair the ability of 

the subject to receive protocol therapy, or interfere with the 

interpretation of study results; 

 Prior treatment with an anti-PD-1, anti-PD-L1, anti-PD-L2, anti-

CTLA-4 antibody, or any other antibody or drug specifically 

targeting T-cell co-stimulation or immune checkpoint pathways; 

 Prior malignancy active within the previous 3 years except for 

locally curable cancers that have been apparently cured, such as 

basal or squamous cell skin cancer, superficial bladder cancer, or 

carcinoma in situ of the prostate, cervix, or breast; 

 Subjects with active, known or suspected autoimmune disease. 

Subjects with experienced GVH disease. Subjects with vitiligo, 

type I diabetes mellitus, residual hypothyroidism due to 

autoimmune condition or previous neck RT only requiring 

hormone replacement, psoriasis not requiring systemic treatment, 

or conditions not expected to recur in the absence of an external 

trigger are permitted to enroll. 

 Subjects with a condition requiring systemic treatment with 
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either corticosteroids (> 10 mg daily prednisone equivalents) or 

other immunosuppressive medications within 14 days of study 

drug administration. Inhaled or topical steroids and adrenal 

replacement doses > 10 mg daily prednisone equivalents are 

permitted in the absence of active autoimmune disease; 

 All toxicities attributed to prior anti-cancer therapy other than 

alopecia and fatigue must have resolved to Grade 1 (NCI 

CTCAE version 4.03) or baseline before administration of study 

drug. Subjects with toxicities attributed to prior anti-cancer 

therapy which are not expected to resolve and result in long 

lasting sequelae, such as neuropathy after platinum-based 

therapy, are permitted to enroll.  

 Positive test for hepatitis B virus surface antigen (HBV sAg) or 

hepatitis C virus ribonucleic acid (HCV antibody) indicating 

acute or chronic infection. Subjects who test positive for HCV 

antibody but negative for HCV ribonucleic acid are permitted to 

enroll; 

 Known history of testing positive for human immunodeficiency 

virus (HIV) or known acquired immunodeficiency syndrome 

(AIDS); 

 Any Grade 4 laboratory abnormalities; 

 History of allergy to study drug components; 

 History of severe hypersensitivity reaction to any monoclonal 

antibody; 

 Prisoners or subjects who are involuntarily incarcerated. 

 Subjects who are compulsorily detained for treatment of either a 

psychiatric or physical (eg, infectious disease) illness. 

Treatment Subjects will receive treatment with nivolumab monotherapy at 240mg 

flat dose as a 30-minute IV infusion on Day 1 of a treatment cycle every 

2 weeks (14 days) until confirmed progression of disease, unacceptable 

toxicity, death or withdrawal of consent. 

Summary 

Statistical 

Statements 

This study is designed to better evaluate the safety profile of nivolumab 

in a large series of patients with Recurrent or Metastatic (R/M) 

Squamous Cell Carcinoma of the Head and Neck. 

The primary endpoint of this study is the incidence of high-grade 

(CTCAE v 4.03 Grade 3 or higher), treatment-related, select adverse 

events; 

According to Checkmate 141 study, we assume that the incidence of  

rate of high-grade (CTCAE v4.03 Grade 3 or higher), treatment-related, 

adverse event is 13%. A sample size of 120 patients will allow estimation 

of the two-sided 95% confidence interval with a semi-width equal to 6% of 

the incidence of the rate of high-grade (CTCAE v4.03 Grade 3 or higher), 
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treatment-related, select adverse event when the expected percentage is 

equal to 13%. The Wilson’s score has been used for the confidence 

interval formula. 

The analysis population defined for this study is the Evaluable 

Population (EP), which will include all patients enrolled in the study 

who take at least one dose of the study treatment. 

The default summary statistics for quantitative variables will be the 

number of observations (n), mean, standard deviation (SD), median, 

minimum (min) and maximum (max), for those patients with data.   

For qualitative variables, the number (n) and percentage (%) of patients 

will be calculated. 

Number and percentage of patients experiencing at least one CTCAE 

v4.03 Grade 3 or higher over the study will be presented and the two-

sided 95% confidence interval will be calculated using Wilson score 

intervals (CIs for a single proportion). 

Time-dependent variables such as OS, PFS, time to onset and time to 

resolution of Grade 3-4 select adverse events will be analyzed according 

to the survival analysis methods. The quartiles will their 95% confidence 

interval (estimated using Kaplan-Meier methods and Greenwood's 

formula (via Proc Lifetest in SAS) will be presented. Kaplan-Meier plots 

with 95% CI will be prepared. 

Number and percentage of ORR will be presented and the 95% 

confidence interval will be calculated using Wilson score intervals (CIs 

for a single proportion). Patients without a post-baseline tumor 

assessment will be considered as non responders (No ORR). 

Planned study 

timelines 

Enrolment period: 12 months 

Treatment period: till disease progression, approx. 6 months (estimation) 

Follow-up period: 24 months 

Total study duration: 3.5 years 

 


