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 Category of 
Protocol 

Deviation 

Description of Protocol 
Deviation 

Deviation 
Code 

Clinically 
Important  

Protocol 
Section  

Proposed check / 
comment  

Exclusion criteria:  
For the subject to be eligible for inclusion, each criterion must be checked ‘NO’: 
Concurrent treatment with a non-
permitted drug 
 

Eligibility and 
Entry Criteria 

Subject met exclusion criterion 2. PDEV06  Section 5.3.2 Medical review required 

Prior therapy with any 
antibody/drug targeting T cell co-
regulatory proteins 
 

Eligibility and 
Entry Criteria 

Subject met exclusion criterion 3. PDEV07 Yes Section 5.3.2 Medical review required 

Concurrent anti-cancer treatment 
(for example, cytoreductive 
therapy, radiotherapy [with the 
exception of palliative bone-
directed radiotherapy, or 
radiotherapy administered to non-
target superficial skin lesions], 
immune therapy, or cytokine 
therapy except for erythropoietin) 
 

Eligibility and 
Entry Criteria 

Subject met exclusion criterion 4. PDEV08  Section 5.3.2 Medical review required 

Subjects with active central 
nervous system (CNS) metastases 
are excluded.  Subjects with a 
history of treated CNS metastases 
(by surgery or radiation therapy) 
are not eligible unless  they have 
fully recovered from treatment, 
demonstrated no progression for 
at least 2 months, and do not 
require continued steroid therapy 

Eligibility and 
Entry Criteria 

Subject met exclusion criterion 7. PDEV19 Yes  Section 5.3.2 Medical review required 

Previous malignant disease (other 
than MCC) within the last 5 years 
with the exception of basal or 
squamous cell carcinoma of the 
skin or cervical carcinoma in situ 

Eligibility and 
Entry Criteria 

Subject met exclusion criterion 8. PDEV09  Section 5.3.2 Medical review required 

Pregnancy or lactation Eligibility and 
Entry Criteria 

Subject met exclusion criterion 14. PDEV10  Section 5.3.2 Medical review required 
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 Category of 
Protocol 

Deviation 

Description of Protocol 
Deviation 

Deviation 
Code 

Clinically 
Important  

Protocol 
Section  

Proposed check / 
comment  

Prohibited Medication Criteria 
Non-permitted concomitant 
medication during the study 

Prohibited 
Medications 

Subject took Immunotherapy, 
immunosuppressive drugs (that is, 
chemotherapy or systemic 
corticosteroids except for short-
term treatment of allergic reactions 
or for the treatment of irAEs), or 
other experimental pharmaceutical 
products. 

PDEV11  Section 6.5.2 Medical review required 

Other criteria 
Subjects that developed 
withdrawal criteria whilst on the 
study but were not withdrawn; 
 

Other Criteria  Subject became pregnant, but 
continued on the study. 

PDEV12  Section 5.5.2  

Subjects who developed 
withdrawal criteria whilst on the 
study but were not withdrawn; 
 

Other Criteria Subjects received treatment despite 
confirmed progression and 
significant clinical deterioration. 
Subjects had ECOG>=3, did not 
resolved to <=2 by day 14 of next 
cycle, and continued on the study. 

PDEV13  Section 5.5.2 
and 5.5.3 

Medical review required 

Subjects who developed 
withdrawal criteria whilst on the 
study but were not withdrawn; 
 

Other Criteria Subject developed grade 4 ADR, 
but continued on the study. 

PDEV14  Section 5.5.2 
and 5.5.3 

Medical review required 

Subjects who developed 
withdrawal criteria whilst on the 
study but were not withdrawn; 
 

Other Criteria  Subject developed grade 3 ADR, 
but continued on the study. 

PDEV15  Section 5.1.4.2  Medical review required 

Subjects dosing error (≥ +/- 10 % 
assigned dose)  

Other Dosing error PDEV16  Section 6.2 List if relative dose 
intensity ≥1.10 or ≤ 0.90 

Subjects on avelumab treatment 
did not receive premedication 

IP compliance Subjects on avelumab treatment 
did not take mandatory 
premedication 

PDEV17  Section 6.2 Medical review required 
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 Category of 
Protocol 

Deviation 

Description of Protocol 
Deviation 

Deviation 
Code 

Clinically 
Important  

Protocol 
Section  

Proposed check / 
comment  

Any other protocol deviation 
which is deemed to be significant 
but has not been pre-specified in 
this table 

any any PDEV99  NA Medical review required 
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