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15 February 2021
Submission of comments on Appendix 3 to the guideline on the clinical evaluation of anticancer medicinal products – Summary of Product Characteristics for an Anticancer medicinal products – mock-up of 4.8 (EMA/593364/2020)
Comments from:
	Name of organisation or individual

	EFPIA 


Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically, in Word format (not PDF).

1.  General comments

	Stakeholder number

(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)

(To be completed by the Agency)

	
	EFPIA welcomes this Appendix which provides a helpful framework for contextualising safety data and a harmonised approach for safety data display for oncology products.

We would suggest though integrating these recommendations and proposed sentences in section 4.8 of the QRD template Product-information templates, in a specific section for anti-cancer products. This will allow to decrease the number of guidance documents to use to draft an SmPC of anti-cancer products.

It might also be helpful to mention it in the training slides for the Undesirable Effects section.
	


2.  Specific comments on text

	Line number(s) of the relevant text

(e.g. Lines 20-23)
	Stakeholder number

(To be completed by the Agency)
	Comment and rationale; proposed changes

(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Outcome

(To be completed by the Agency)

	Page 2
	
	Comment: 
Editorial comment, correct to NCI CTCAE

The most common <serious> <severe> adverse reactions are; list the most common serious adverse reactions and/or the most common severe NCI CTCAE2 Grade ≥3 adverse reactions in identifying them as such (e.g. “severe anaemia of grade 3 or more”), with their respective frequency, in the order of decreasing frequency.

	

	Page 2
	
	Proposed change: 
For comprehensiveness.
The fact that major differences in the safety profile exist for different indications, posologies or combination treatments may be briefly highlighted here, if relevant. See footnote 1. 

Footnote 1: In case the adverse reaction profiles of a product markedly differ from one indication, posology and/or combination to another, information could be presented separately for each indication in each subsection where appropriate. In other situations, common information should be presented first followed with a statement informing on any clinically relevant safety difference if any.

	

	Page 3, Tabulated list of adverse reactions
	
	Comment: 
Editorial comment: Add frequency category “not known” to 4.8 table template.

	

	Page 3, Tabulated list of adverse reactions
	
	Comment: 
The proposed template table is difficult to understand and the complete list of SOC is not useful. 

A template table with an alternative presentation could be also provided when the drug is given in monotherapy and in combination allowing to have one common table as recommended by the SmPC guidance, see below proposal:
Table: Adverse reactions in patients treated with X

X monotherapy

X in combination therapy (or in combination with Y)
Infections and infestations 

Very common 

lung infection

urinary tract infection

Common

rash pustular

Blood and lymphatic system disorders

Very common

thrombocytopenia

anaemia, thrombocytopenia, neutropenia

Common

lymphopenia 

SOC…


	

	Page 3, Tabulated list of adverse reactions
	
	Comment: 
Need for clarification 

The frequency of adverse reactions applicable to "post market" data is not cited "unknown".

Information about treatment discontinuation and dose changes could be subjective and patient dependent.

Will this annex be applicable to other non-oncological products?
	

	Page 3, Tabulated list of adverse reactions
	
	Comment:
There is reference to tabulation of ADRs in “pooled data” in this appendix, but overall, it is unclear how pooling should be carried out. In practice Summary of the safety profile and Tabulated list of adverse reactions represent results summarized from all AEs among phase 1/2/3 patients arising after at least one dose of investigational product. Description of selected adverse reactions refers to the presentation of comparative data, but it is unclear how comparator group data from multiple studies might be summarized. 

Proposed change: 
Clarify how studies may be pooled together and summarized in the SmPC, particularly for comparative summaries (which can be generated via simple pooling or meta-analysis).

	

	Page 3, Tabulated list of adverse reactions
	
	Proposed change: 
The following correction is suggested to the proposed SmPC text below:

Example of wordings 

Unless otherwise stated, the frequencies of adverse reactions 

are based on all-cause adverse event frequencies identified in 

<add total number> patients exposed to at <add INN> during 

a median duration of <add time> in clinical trial(s). <See 

section 5.1 for information on <the main characteristics of 

participants in> the main clinical trial(s).> 

	

	Page 3, footnote 3
	
	Comment: 
For grouped ADRs, the terms which have been included can be listed as a footnote under the table in 4.8; it should be clarified that this list does not need to be exhaustive, rather the most important/most frequent ones should be listed; otherwise, the list will be extensive and will not support legibility of the labelling.

	

	Page 3, footnote 4
	
	Comment: 
The QRD template does not identify the section ‘Description of selected adverse reactions’ as ‘section c’. Hence, such footnote should refer to “see Description of selected adverse reactions”.
Proposed change: 
Footnote 4: Where additional details about an adverse reaction are described in section c), the reaction concerned should be highlighted, for example with an asterisk, and, “see Description of selected adverse reactions” should be included as a footnote.

	

	Page 3, footnote 5 and 6
	
	Comment: 
It should be possible to present frequency figures in the table for all ADRs, not only common/very common ones.

	

	Page 4, Adverse reaction “A”: 

	
	Comment: 
We propose to make text highlighted in yellow optional. At least, flexibility to present this type of information would be helpful, e.g. adverse reactions leading to discontinuation may be presented in a tabular format consolidating across indications.

Adverse reaction “A”: 
In clinical trials <cross-refer to 5.1 or specify if needed>, “A” occurred in <add figure>% of patients7. Incidences of Grade 3/4 “A” were <add figure(s)>. <“A” was fatal in <add figure> % of patients>. 
Median time to <first> onset was <add time (range)>. Median duration of “A” was <add time (range)>. 
<“A” was managed with <…> (see sections 4.2 and 4.4).> 
“A” led to dose reduction/interruption in <add figure> %.  Treatment was discontinued in <add figure>%. 
A dose relationship was <not> shown to be associated with the occurrence of “A”.

	

	Page 4, footnote 8
	
	Comment: 
We suggest making footnote 8 perhaps more comprehensive in referring to other special populations as well, such as elderly, paediatric patients...

	


Please add more rows if needed.
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