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Background
Cutaneous squamous cell carcinoma (CSCC)

• Surgical resection is a standard treatment option for the management of CSCC with a cure rate 
of >95%. Some patients, however, have high risk of recurrence as assessed by immune status, 
primary disease stage, extent of nodal involvement, presence of extracapsular extension, and 
prior treatment.1,2 

• Postoperative radiation therapy is recommended for patients with high-risk features, but 
relapse with locoregional recurrence or distant metastases may still occur.3 

Cemiplimab 

• Cemiplimab is an anti−programmed cell death-1 (PD-1) antibody approved in the US and Europe 
for the treatment of patients with locally advanced or metastatic CSCC who are not candidates 
for curative surgery or radiotherapy and is approved or under review by other health authorities.4–8  

• Results from the Phase 1 (NCT02383212) and Phase 2 (NCT02760498) trials of cemiplimab 
generally demonstrated clinically meaningful activity and an acceptable safety profile in 
patients with advanced CSCC consistent with other anti–PD-1 agents.9,10

• The C-POST study evaluates the efficacy of cemiplimab as adjuvant therapy for patients with 
high-risk CSCC following surgery and postoperative radiation. Here, we present the most 
recent study protocol amendment.

Methods
Study design

• C-POST is a randomized, placebo-controlled, double-blind, multicenter Phase 3 study comparing 
cemiplimab versus placebo as adjuvant therapy for patients with high-risk CSCC after surgery and 
postoperative radiation (NCT03969004). The revised study design is shown in Figure 1. 

Treatment

• The study consists of two parts: 

• Part 1: Randomized (1:1), double-blind, placebo-controlled.

• Part 2: Optional open-label cemiplimab treatment (for patients who experience disease recurrence).

Outcome measures 

• Primary endpoint: Disease-free survival.

• Secondary endpoints: Overall survival, freedom from locoregional and distant recurrence, 
cumulative occurrence of secondary primary tumors, and safety.

• Exploratory endpoints: Pattern of failures, geographic variations in administration of 
postoperative radiation, health-related quality of life, molecular characterization of  
pretreatment tumor samples, and circulating tumor DNA detection.

Summary
• Patients with high-risk CSCC often experience relapse with locoregional 

recurrence or distant metastases. There is an unmet need to reduce the  
risk of CSCC recurrence in these patients after curative surgery or radiation. 

• The C-POST study is evaluating the efficacy of cemiplimab as adjuvant therapy 
for patients with high-risk CSCC after surgery and postoperative radiotherapy.

• This study is once again open for enrollment following interruptions owing  
to the COVID-19 pandemic.

Figure 2. High-risk CSCC features

High-risk CSCC features

*Additional features:

• ≥N2b disease associated with the recurrent lesion

• Nominal ≥T3 (recurrent lesion ≥4 cm in diameter or minor bone erosion or deep invasion >6 mm measured from the granular layer of 

normal adjacent epithelium)

• Poorly differentiated histology and ≥20 mm diameter of recurrent lesion. The recurrent lesion must be documented to be within 

the area of the previously resected CSCC by radial measurement of the greatest radius of the final defect, measured from the 

estimated center of the original surgical wound
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†Defined as extension through the lymph node capsule into the surrounding connective tissue with or without associated stromal reaction. 
CSCC, cutaneous squamous cell carcinoma; ECE, extracapsular extension; HN, head and neck.

Figure 1. C-POST study design

†Cemiplimab after disease recurrence permitted if protocol-specified criteria are met.
Q3W, every 3 weeks; Q6W, every 6 weeks; RT, radiation therapy.
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Table 2. Key exclusion criteria 

• Squamous cell carcinoma arising from non-cutaneous sites (note: patients with parotid  
SCC are not excluded if impression of the investigator is that it arose from primary  
cutaneous lesion)

• Concurrent malignancy other than localized CSCC or history of malignancy other than 
localized CSCC within 3 years of date of randomization, except for tumors  
with negligible risk of metastasis or death

• Hematologic malignancies except for patients with CLL who have not required treatment 
within ≥6 months

• History of solid organ transplant except corneal transplants

CLL, chronic lymphocytic leukemia; CSCC, cutaneous squamous cell carcinoma; SCC, squamous cell carcinoma.

Table 1. Key inclusion criteria 

• ≥18 years old (in Japan only: ≥21 years old)

• Resection of pathologically confirmed CSCC, with macroscopic gross resection of all 
diseased area

• High-risk CSCC, defined by at least one of the categories presented in Figure 2

• Completion of postoperative radiation therapy (≥50 Gy) within 2–10 weeks of randomization

• ECOG performance status of 0 or 1

• Adequate hepatic, renal, and bone marrow function

CSCC, cutaneous squamous cell carcinoma; ECE, extracapsular extension; ECOG, Eastern Cooperative Oncology Group. 

Patient eligibility

Radiation therapy treatment plan analysis

• Post-operative radiation therapy (RT) is delivered following complete macroscopic resection of 
high-risk CSCC of head and neck (HN) and non-HN sites, prior to enrollment and randomization 
into the study. Some patients will enter the study after having received RT at sites that are not 
participating centers.

• A minimum set of RT details will be collected on all patients in the case report forms. Additionally, 
retrospective random RT treatment plan review will be performed on approximately 20% of 
study patients, including the first enrolled in each site whenever possible. This review will be 
performed by the Trans Tasman Radiation Oncology Group (TROG) Radiation Therapy 
Treatment Plan Review Committee (RTTPRC).

• A checklist of the source data required for each selected case will be provided by the RTTPRC. 
This checklist can also be accessed via the TROG website (www.trog.com.au).

• Intensity-modulated radiotherapy is preferable, particularly for HN sites, but all forms of RT 
including three-dimensional conformal radiotherapy and electron beam therapy are acceptable.
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