
Protocol Synopsis 

Trial title A Phase II Randomized Clinical Trial Comparing Two Cycles Versus 
Four Cycles of Combination Therapy with Cetuximab, Avelumab, 
Cisplatin, and Docetaxel in Patients with Recurrent Metastatic Head 
and Neck Cancer 

Short title/protocol code AVETUX-HN 

EU trial number 2025-521738-27-00 

Rationale The current standard palliative treatment for patients with recurrent 
metastatic head and neck squamous cell carcinoma (RM-HNSCC) 
consists of two-agent chemotherapy plus immunotherapy with 
monoclonal antibodies targeting PD-1 or EGFR. Although the 
chemotherapy component is toxic, it is beneficial for the immediate 
control of symptomatic disease. The major response to 
chemotherapy is usually achieved with the initial two cycles, and the 
impact on quality of life while continuing treatment with 
chemotherapy beyond two cycles is unclear and will be addressed in 
this trial. Extended chemotherapy may impact quality of life. 
Combining PD-1 inhibition with EGFR blockade is expected to 
improve efficacy. 

Objectives Primary objective 

To determine if two cycles of combined treatment with 
avelumab/cetuximab/chemotherapy result in better quality of life 
than four cycles of the same treatment at week 18 after treatment 
initiation. To also safeguard against harmful effects, a two-sided 
approach is chosen. 

Secondary objective(s) 

To assess if PFS is not inferior between the two treatment arms. 

To determine OS in both treatment arms 

To evaluate ORR  

To determine whether the DOR is not shorter with two cycles of 
chemotherapy compared to four. 

Endpoints Primary endpoint 

The primary endpoint for this study is the assessment of quality of 
life (QoL) regarding role functioning at 18 weeks after the initiation of 
treatment, measured by the standardized QLQ-C30 questionnaire. 
This endpoint aims to determine if two cycles of combined treatment 
with avelumab/cetuximab/chemotherapy result in better quality of 
life than four cycles of the same treatment. The QLQ-C30 is a 
questionnaire for patient self-completion, composed of multi-item 
and single scales. These include 5 functional scales (physical, role, 
emotional, social, and cognitive), 3 symptom scales (fatigue, nausea 
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and vomiting, and pain), a global health status/QoL scale, and 6 single 
items (dyspnea, insomnia, appetite loss, constipation, diarrhea, and 
financial difficulties). 

Secondary endpoint(s) 

Progression-Free Survival (PFS): 

PFS is defined as the time from the date of randomization to the date 
of the first documentation of objective disease progression or death 
due to any cause, whichever occurs first. The aim is to assess if PFS is 
not inferior between the two treatment arms. 

Overall Survival (OS): OS is defined as the time from the date of 
randomization to the date of death due to any cause. This endpoint 
will compare the overall survival between the two treatment arms. 

Objective Response Rate (ORR): ORR is defined as the proportion of 
patients who have a complete response (CR) or partial response (PR) 
according to RECIST 1.1 criteria. This endpoint will evaluate if the ORR 
is increased by the combination of EGFR monoclonal antibody, PD-L1 
antibody, cisplatin, and docetaxel over historic controls (Keynote-48 
population). 

Duration of Response (DOR): DOR is defined as the time from the 
first documentation of response (CR or PR) to the date of the first 
documentation of disease progression or death due to any cause, 
whichever occurs first. This endpoint aims to determine if the 
duration of response is not shorter with two cycles of chemotherapy 
compared to four. 

Trial design Phase II, multicentric, randomized, controlled, open-label trial 

Trial population N = 126 patients to be randomized (140 patients screened) 

Main inclusion criteria 

1. Patients (male, female, divers) must be ≥18 years of age

2. Histologically or cytologically confirmed recurrent or
metastatic head and neck squamous cell carcinoma (HNSCC)
that is not amenable to curative treatment

3. Local PD-L1 CPS results for stratification with an expression
score ≥1

4. Measurable Disease based on RECIST 1.1

5. Eastern Cooperative Oncology Group (ECOG) performance
status of ≤1

6. No prior systemic therapy administered in the recurrent or
metastatic setting (prior chemoradiation for locally advanced
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disease is allowed if completed at least 3 months before 
randomization) 

Main exclusion criteria 

1. Active or untreated central nervous system (CNS) metastases
and/or carcinomatous meningitis

2. Patients not willing to assess QoL at the defined timepoints

3. Active autoimmune disease requiring systemic
immunosuppressive treatment. Patients with controlled
autoimmune disease not requiring systemic
immunosuppressive treatment including diabetes type I,
vitiligo, psoriasis, or hypo- or hyperthyroid diseases not
requiring immunosuppressive treatment are eligible. Current
use of immunosuppressive medication, EXCEPT for the
following:

a. intranasal, inhaled, topical steroids, or local steroid
injection (e.g., intra-articular injection);

b. Systemic corticosteroids at physiologic doses ≤ 10
mg/day of prednisone or equivalent;

c. Steroids as premedication for hypersensitivity
reactions (e.g., CT scan premedication).”

Interventions Arm A (2 Cycles): 

Cetuximab: 400 mg/m² initial dose, then 250 mg/m² weekly 

Avelumab: 800 mg every 2 weeks 

Cisplatin: 75 mg/m² on Day 1 

Docetaxel: 75 mg/m² on Day 1 

Arm B (4 Cycles): 

Cetuximab: 400 mg/m² initial dose, then 250 mg/m² weekly 

Avelumab: 800 mg every 2 weeks 

Cisplatin: 75 mg/m² on Day 1 

Docetaxel: 75 mg/m² on Day 1 

All listed components will be classified as IMPs as the combination of 
these medications is required to evaluate the primary endpoint. 
Avelumab will be used outside its marketing authorization (MA). All 
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other components (Cetuximab, Cisplatin, Docetaxel) will be used 
according to the actual SmPC as standard of care treatment. 

Duration and end of trial Planned start of the trial: Dec 1st 2025 

Planned start of recruitment: Dec 2nd 2025 

Planned end of recruitment: Oct 1st 2028 

End of the trial: Jan 29 2030 

 Duration of the trial: 55 months 

Duration of individual participation 
(plus Follow-up): 

Up to 24 months  

(plus Follow-up evaluations every 

 12 weeks up to two years) 
 

Risk-Benefit Assessment Summary of risk-benefit assessment: 

Previous trials have shown that therapeutic doses of cisplatin and 
docetaxel can be safely combined with cetuximab and 
checkpointinhibitors. The TPEx regimen has shown to be safe while 
demonstrating a similar effectiveness as cisplatin, 5-FU and 
cetuximab. Adding PD-1 or PD-L1 to a chemotherapeutic backbone 
has been demonstrated to be safe without substantial increase in 
toxicity. Addition of Cetuximab to chemotherapy has also a good risk-
benefit-ratio which has been previously evaluated and led to an 
approval (EMA and FDA) and the generalization of the use of this 
regimen as standard treatment in first line treatment in recurrent / 
metastatic HNSCC patients 

See also section Risk-Benefit-Assessment 
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