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Comments from:

	Name of organisation or individual

	EFPIA – Sini Eskola (sini.eskola@efpia.eu)


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
	EFPIA welcomes the proposal to revise the “Guideline on the evaluation of anticancer medicinal products in man” as we agree that the world has changed considerably and that the guideline issued by the CHMP in 2012 (EMA/CHMP/205/95/Rev.4) did not take into account more recent therapies including immune modulators.  Collection and analysis of safety data has not kept pace and hence the 2012 guidelines need to be amended. However, safety only occupies a small part of the guideline overall.
The EMA may want to take into consideration that safety can also be achieved with better development plans, and for example special well-designed studies in order to answer specific questions, hence the guideline may be widened in scope to cover generating better safety data from clinical development plans.  

In addition, events outside the Dose Limiting Toxicity (DLT) window, may not ultimately be tolerable, hence the inclusion of the patient perspective should be considered, e.g. using a Patient Reported Outcome (PRO) tool.
Other aspects that are currently not covered by the guideline are:

1) Exploratory analysis of potential correlations between genetic markers and safety

2) Evaluation of the effectiveness of prophylactic/supportive measures that mitigate toxicity.

In a broader sense, it would be useful if the guideline could touch upon issues of size of the trials (amount of safety outputs versus size of the trial), multiple inference (if many different but related presentations are undertaken), and other statistical issues.
	


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)

	27 - 29
	
	Comment: This is true but may benefit from expanding to highlight that many of these drugs are used in combination. 

Proposed change (if any): The shift from conventional cytotoxic drugs to so called targeted drugs and immune modulators administered continuously and at maximum tolerated dose has changed the tolerability and toxicity profiles of anti-cancer drugs; often these drugs are used in combination which should be reflected in the analysis.  
	

	Line 28

	
	Comment:
“...administered continuously and at maximum tolerated dose” should be deleted This is a generalisation that does not apply to all targeted drugs and immune modulators (it would rather apply to the conventional cytotoxics).
Proposed change (if any):

The shift from conventional cytotoxic drugs to so called targeted drugs and immune modulators administered continuously and at maximum tolerated dose has changed the tolerability and toxicity profiles of anti-cancer drugs
Alternative proposal

The shift from conventional cytotoxic drugs, administered continuously and at maximum tolerated dose, has changed the tolerability and toxicity profiles of anti-cancer drugs
	

	33 – 34
	
	Comment: This is a true statement but may benefit from expansion

Proposed change (if any): However, the incidence, prevalence and severity of certain AEs change in time, particularly in oncology; this may reflect reasonably anticipated cycle dependent toxicities as well as those toxicities associated with cumulative exposure
	

	40
	
	Comment: It is also important to specifically consider clinical outcomes and impact on resources rather than simply comparing ADR frequencies when characterising the safety profile. 

Proposed change (if any): (new sentence) In addition, it is important to also consider clinical outcomes such as rates and duration of hospitalisation and resource utilisation (e.g. transfusions) when characterising the safety profile
	

	42 - 43
	
	Comment: to avoid confusion with expedited reporting requirements, it may be better to avoid terminology such as ‘how to report’

Proposed change (if any): The aim of this revision is to find ways on how to report AEs characterise the safety profile in order to improve the understanding of the toxicity and tolerability of medicinal products
	

	43 - 45
	
	Comment: it is important to also consider dosing schedules which may be bi/tri weekly rather than continuous

Proposed change (if any): ……………if justified based on the event profiles over time or dosing schedule
	

	Line 44
	
	Comment:
· We suggest that, when recording time to event, it may also be of value to also record time to resolution. 

· Events may recur and difficulties may occur if it becomes also necessary to distinguish between first, second or further occurrences.

Proposed change (if any):

This could include: incidence and prevalence per period of time, time to event, time to resolution, time-adjusted analyses for AEs…
	

	45 - 46
	
	Comment: Rates per 100 patient years is well described but the importance of knowing the exposure could be highlighted.

Proposed change: It is not anticipated that all AEs would need to be reported in such detail, however understanding exposure is critical.
	

	48
	
	Comment: In order to characterise the importance of events of interest, outcomes and additional data should also be explored

Proposed change (if any): (new sentences) It is important to also characterise the clinical impact of key adverse events e.g. severity of infections associated with neutropenia, hospitalisation rates and duration, resource utilisation and outcomes including recovery and fatality rates. In addition, oncology clinical trials will often routinely collect additional safety information such as severity grade of the event and, also, if applicable, laboratory confirmation data which can be used to provide greater understanding of the importance of a particular event. 
	

	50 - 51
	
	Comment: This is helpful and it is important to record the altered dose for each AE so that the effect of dose modification can be evaluated.  
Proposed change (if any): Collecting the altered dose with each AE is critical. Evaluation of longitudinal PK/PD-data, where dose adjustments are taken into account, may provide further insights.
	

	55 - 58
	
	Comment: This is an interesting concept but may not be easy to generalise if the effects of different treatment schedules and natural disease course of stage of cancer under investigation are considered because these may not be directly comparable.

Proposed change (if any): new sentence. It is appreciated, however, that individual studies may not be directly comparable in terms of several factors including nature and stage of disease under study as well as treatment regime employed so a pragmatic approach that takes the importance of facilitating cross study comparisons is recommended.  Fully acknowledging these problems of between-study comparisons, the assessment of safety data may be improved if all applications included adverse event rates at specified time and points (e.g. 3 months, 6 months and 1 year) or specified treatment cycles and disease stages on study inclusion, which may facilitate comparison across products.
	

	Line 59


	
	Proposed addition:

Additional considerations should be given for combination studies involving a chemotherapy regimen to be combined with a non-cytotoxic drug. An evaluation of the relative dose density of the selected chemotherapy regimen should be performed to answer the question if the non-cytotoxic drug is impacting delivery of the proven chemotherapy regimen.
	


Please add more rows if needed.
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