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Patient Population 
  See protocol Section 3 for complete eligibility criteria 

 

Step 1 Registration: 

• ≥ 18 years of age, ECOG PS 0-1, adequate lab values, 

measurable disease defined per protocol 

• Biopsy-proven metastatic squamous cell  

carcinoma, originating in the oral cavity, larynx, orophar-

ynx or hypopharynx, with either 1) synchronous disease 

defined as active disease present in both the head and neck 

(H&N) and distant sites (Cohort S) or 2) metachronous 

disease defined as active disease only in distant sites with 

no evidence of locoregional recurrence with the primary 

H&N therapy completed at least 6 months prior to regis-

tration (Cohort M) 

 Note: tumor from an oropharynx primary site must 

have known p16 status; p16 positive cancer of  

unknown primary is allowed, provided the disease 

presentation is consistent with a H&N primary 

• Cohort S: Can have prior surgical resection of a primary 

cancer in the H&N at any previous time; but, residual/

recurrent disease in the H&N must be present on baseline 

imaging. Cohort S: No prior H&N radiotherapy 

• Must have ≤ 4 metastatic sites (defined by number of iso-

centers required to treat the metastatic disease) prior to 

starting any treatment, with thoracic nodal disease consid-

ered a single site if encompassable in a tolerable RT 

hypofractionated field (i.e., ≤ 15 fractions; see protocol) 

• Arm S: must have received chemoimmunotherapy  

consistent with Section 5.1 

• No active autoimmune disease that has required systemic 

treatment in the past 2 years, per criterion 3.1.16 

Step 2 Randomization: 

• ECOG PS 0-2; must have completed 3 cycles of initial sys-

temic chemotherapy 

• Arm S: must have at least stable disease after completing 3 

cycles of pembrolizumab + chemotherapy 

• No signs of progression on restaging imaging (neck, chest, 

and abdomen CT), done after Step 1/initial systemic chem-

otherapy and ≤ 7 days prior to Step 2 randomization 
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Treatment Plan 
See protocol Section 5 for complete treatment details 

 

Step 1 – Arms S & T (pembro + chemotherapy): 

• Cycle = 21 days +/- 3 days; continue same regimen 

for 3 cycles (note: dose mods permitted per Section 

5.5; if mods not sufficient, may switch regimens) 

• Option 1: Pembro 200 mg IV Day 1 or 400 mg IV 

every 6 weeks; Carboplatin AUC 5 on Day 1 or 

AUC 2 on Days 1 and 8; Paclitaxel 175 mg/m² IV on 

Day 1 or 80 mg/m² or 100 mg/m² on Days 1 and 8 

• Option 2: Pembro 200 mg IV Day 1 or 400 mg IV 

every 6 weeks; Cisplatin 100 mg/m² IV on Day 1;  

5-FU 1000 mg/m² IV/day on continuous infusion 

Days 1-4  

• Option 3: Pembro 200 mg IV Day 1 or 400 mg IV 

every 6 weeks; Carboplatin AUC 5 on Day 1; 5-FU 

1000 mg/m² IV/day on continuous infusion Days 1-4  

• After 3 cycles, restaging imaging; patients without 

progression will be randomized to Arm A or B 

Step 2 – Arm A (consolidative RT + pembro): 

• All patients will receive a 4th cycle of initial systemic 

therapy before consolidation (see Section 5.1.2) 

• Patients in Cohort S- RT per Section 5.2: 66 Gy 

total over 30 daily fractions (6 weeks); begin ≤ 3 

weeks after completion of Cycle 4  

• Pembro 200 mg or 400 mg IV until progression or 2 

years from start of chemo-immunotherapy 

Step 2 – Arm B (pembro monotherapy): 

• All patients will receive a 4th cycle of initial systemic 

therapy before consolidation (see Section 5.1.3) 

• Pembro 200 mg or 400 mg IV until progression or 2 

years from the start of chemoimmunotherapy 

 

Note: post-progression therapy is at the discretion of the treat-

ing oncologist. If all progression is within sites of disease pre-

sent at Step 1 registration, treating oncologists are encour-

aged to treat per Arm A while continuing pembro 
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