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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



 

15.9.2016
Submission of comments on 'Draft guideline on evaluation of anticancer medicinal products in man’ - EMA/CHMP/205/95 Rev. 5
Comments from:

	Name of organisation or individual

	EFPIA – Tiia Metiäinen (tiia.metiainen@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)

	
	Comment 1
EFPIA members welcome the acknowledgement by the Agency of the need for new rules adapted to new classes of compounds and welcome the opportunity to comment on this important draft revision guideline. . However, there is a need for more discussion on the methodological and statistical considerations associated with these concepts either within this document or in a separate guidance. Sections that were out of scope for this revision (such as sections on efficacy assessment) may need to be updated to be aligned and consistent with some innovative concepts brought in by this revision. Therefore EFPIA members had several comments on non revised section and would welcome an opportunity to discuss these topics. To mention a few examples: concepts of pseudoprogression and similar used in efficacy context (535, 1144, 1149), impact of pharmacokinetic studies and modelling, problem of liver impairment and 3d space. More emphasis on biomarkers (predictive versus pharmacodynamic versus efficacy biomarkers) in the context of early and later phases is desired. Innovative designs of phase I and II for including combination approaches are relevant to the efficacy assessment, speed of development and size of phase III therefore it would seem appropriate to discuss them as well in the scope of this revision or a future one in the efficacy sections. Some new sections may also need to be cross referenced in non revised sections
	

	
	Comment 3
General areas that are felt to be incompletely addressed are the area of modelling, Immune related therapies, and combination therapies
	


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)

	106-115
	
	Comment: The executive summary (line 106-115) suggests that section 6.2 contains a discussion on dose-finding processes and concept such as DLT regarding cytotoxic versus non-cytotoxic molecule.  We would appreciate to have more details as this is no very developed in the section 6.2.

Proposed change (if any): add a dedicated section considering some of the differences in terms of DLT safety window, dose delay and/or reduction, population selection

	

	314-319
	
	Comment: please add some details for intra patient-dose-escalation

How is defined minimal toxicity in such kind od pre-treated patients? How many dose-escalation are allowed in a  single patient? 
	

	393-396
	
	Comment: Please clarify the term "administered continuously". It is not clear which are the compounds that are typically administrated continuously. 
For example anti-sense could be administered only once, MAbs in few weeks intervals. Some therapies may include regular off treatment periods. DLT periods can also span weeks with aforementioned therapeutic modalities. The text also still mentions “… after multiple cycles of therapy” which seems contradictory with the notion of continuous therapy
Proposed change (if any):


	

	449 -472
	
	Comment: Although there is a recognition that traditional endpoints and design do not necessarily apply, reference is still made to the section 6.1. This appears contradictory.

We do not think that longer DLT windows would help make better/earlier assessment of safety for immunomodulators which have been used as an example here. 
Currently DLT periods are typically set at 21 days to 28 days, and increasing the DLT periods to more than 28 days will create challenge on any Phase 1 study. 

Please also consider that some onsets can be very prolonged. For example for check-point inhibitors and auto-immunity, this effect is not clear-cut dose dependant but rather an on/off event. A preferred proposal could be to keep the DLT period to 28 days, however, observe safety follow up for a longer period in each dose escalation cohort. And if longer term safety events are noted then dose could be reduced in the next cohort. These types of designs could be accomplished using adaptive dose escalation designs (modified nCRM design).

A distinction between cycle 1 acute toxicity, prolonged toxicity impacting on tolerability and late severe toxicity may be informative. Dose escalation based on first cycle adverse events (AEs) may still be reasonable thereby balancing the need to rapidly achieve active dose intensity and the possible need for later dose reductions. AEs should therefore always be  reported by treatment cycle and the RP2D should be based on an integrated assessment of likely adverse reactions.

Proposed change (if any):

Discuss specific methods that would be acceptable (Bayesian approaches, adaptive design) and still allow determination of RP2D in acceptable timelines
	

	458-465
	
	Comment: The concept of “tolerability” is used several times, including with quantitative requirements (e.g. more than 75% of patients without dose reduction). Elsewhere it is mentioned that low grade AEs on long periods of time may affect tolerability. However; tolerability can be a rather subjective definition depending on PK but also on patient’s perception.

Proposed change (if any):

Include a recommendation that tolerability should be defined based on an assessment of benefit-risk of the product in the disease treated rather than any set quantitative threshold
	

	469-472
	
	Comment: The term “Foreseeable” does not seem optimal use of word in this context

Proposed change (if any): change to “probable” (first mention) and replace “… are foreseeable” with “should be anticipated”.
	

	708-719
	
	Comment: Combination therapy section 6.4 (particularly the safety aspects in line 708-719) does not address the starting dose selection of the combined agents and considerations while initiating a combination study. Dose finding in combination study (before phase II combination) is not mentioned. This section should also be cross referenced in section 6.2.1.

Proposed change (if any): 

Line 714: As discussed above, the optimal dose intensity of the individual compounds being part of the regimen is rarely possible to empirically identify from an efficacy or from a safety perspective. Therefore prior initiating a phase II combination, the need for a dose finding combination study to evaluate the safety, pharmacology and preliminary efficacy, could be evaluated (e.g. using a fixed dose of one partner while escalating the dose of the other partner or dose escalating both partners simultaneously).  This is particularly adapted to combinations where co-enhancement of pharmacology activities and toxicities is expected and worsening of the safety profile of the combination compare to single partner is anticipated.  
	

	708-719
	
	Comment:  A specific reference to novel-novel combination studies and how they may need to be approached differently than comparing combinations that involve a later stage or marketed product would be useful
	

	772-775
	
	“As some of the conditions are rare, it is understood that the Sponsor might wish to define the target population using alternative criteria to those commonly employed. For example, in studies investigating the activity of a compound targeting a specific, molecularly well-defined structure assumed to be pivotal for the condition(s), it might be possible to enrol patients with formally different histological diagnosis, but expressing this target

 This concept needs more details and clarification indeed some discussion on the appropriate control arm when patients with different histological subtype tumor harbouring the same molecular signature are enrolled is needed including the two 
two different scenarios 1)Investigational product active in monotherapy 2)investigational product active in combination.

Furthermore  might you clarify/confirm 
The Label indication will reflect the trial design i.the investigational product will be indicated for patients affected by tumor harbouring tumors  the “same molecular signature” 

Regardless of tumor histological subtype or tissue origin?
	

	1258-1274
	
	The purpose of the “basis concept” paragraph is not well understood. Is the purpose is to define the concept of tolerability?
Proposed change (if any): 

The concept of tolerability suggests ADRs that affect the patient’s quality of life or activities of daily living, often over a large proportion of the treatment time, e.g. diarrhoea, mucositis and neuropathy; but can also consist of ADRs (e.g. cytopenias) that are not necessarily felt by the patient, but hamper the possibility of delivering the drug at intended dose and schedule. Since Tolerability could be is reflected in other outcomes such as dose adjustments and discontinuation rate, which these should also be thoroughly scrutinised.


	

	1266-1268
	
	Comment: Toxicity, in particular tolerability, may also be further addressed by using patient-reported outcomes, including the 1CI’s PRO version of the toxicity criteria (PRO-CTCAE).

According to the Appendix 2, recently adopted by CHMP, there is no EMA/CHMP experience from the use of the NCI’s PRO 

version of the Common Terminology Criteria for Adverse Events (PRO-CTCAE) and more experience is needed before these tools can be used reliably.

Proposed change (if any): It is recommended to revise the text and capture the need for more experience on the use of these criteria

In addition, it is also recommended to add a ref to the new Appendix 2 on PRO
	

	1276-1284
	
	Comments: suggestion to address concepts introduced in previous sections: combination therapies, continuous treatment, therapies other than drugs
Proposed change (if any(

Line 1278: add “and combination therapies”

Line 1282 long-term treatment benefit of the drug
Line 1280: Furthermore, it is not uncommon that certain adverse drug reactions are most prominent during the first to second treatment cycle(s) or early in the treatment for products administered continuously, following which tolerance appears to develop
	

	1291-1293 (also applies to 1389-1391)
	
	Given the growing use of immunomodulatory agents in medical practice and the increase research focus on this relatively new treatment modality, it would be helpful if this section of the draft guideline could provide further guidance to sponsors on the potential range and severity of immune-related adverse reactions and the likely timeline for their presentation.
	

	1309-1320
	
	Comment: Long term safety follow-up on AEs is not feasible for patients who have left a study and then joined another study run by a different sponsor, as the sponsor of the first study does not have access to the safety data of their competitors. It would, however, be unethical to forbid patients to join another study that might benefit their health. Also the current legislation does not allow the sponsor to continue to contact the patients after the end of the study except to collect information on overall survival (by phone). The guidance also does not specify how long such an AE monitoring would need to continue – this could potentially result in the need to collect this data for the entire survival period.
	

	1314
	
	Comment: Study design from safety perspective: bias by observation time.

Proposed change (if any): This introduces a bias by observation time if the collection of AEs is stopped at the time of study drug discontinuation or shortly thereafter. In order to decrease bias by observation time, the 100 patient year rate are more appropriate than incidences in safety comparison. However the definition of observation time has to be carefully chosen and made in accordance with the protocol (AEs reporting time).
	

	1318-1320
	
	Comment: The proposed guideline states “Such post therapy outcomes, particularly in the study arm with lower efficacy, can be of importance to the benefit-risk assessment by contextualising the risks of the experimental arm.” 

However, it is not entirely clear from this section on how one can objectively assess benefit-risk. Without having some prospectively defined statistical criteria of assessing comparable efficacy, it may be difficult to assess the risk-benefit even if differentiation on safety can be done. 
	

	1321-1325
	
	Comment: “Extended safety data collection, including off-therapy and on-new therapy, may therefore be included in the study design, even if not chosen as the primary analysis cut-off for safety outcomes. This should be considered in particular when maintenance therapy is being investigated, in situations where analysis of PFS2 will be needed, or when the reversibility of an important ADR is of interest. PRO-measures may be of additional value in these situations.“

It will generally not be feasible in practice to assess safety on-new therapy, i.e. new therapy started after the patient is off-study and possibly enrolled into another company-sponsored study with another experimental drug. It becomes also increasingly difficult to see what drug the safety is related to; particularly if at the end of a double-blind randomized trail all patients are switched to experimental drug. There must be an understanding that the PFS2 data will be heavily confounded

Proposed change (if any):

Extended safety data collection, including off-therapy and on-new therapy, may therefore be included in the study design, even if not chosen as the primary analysis cut-off for safety outcomes. This should could be considered in particular when maintenance therapy is being investigated, in situations where analysis of PFS2 will be needed or when the reversibility of an important ADR is of interest. PRO- measures may be of additional value in these situations. However, it is important to note that any end point that is captured after subsequent therapy will be confounded and hence its value can be challenged.
	

	1347-1353
	
	Comment: Please clarify in which situation EMA is advising for oncology trials to compare safety improvement over a control
	

	1355-1361
	
	Comment: “Exclusion of assumed disease related events ..... is not allowed”.  

Could it be clarified during what assessment or review of data this applies to or is it all data.  If the latter please make that clear.

Furthermore,  “is not allowed” is rather strong

Proposed change (if any):  In review of data, assumed disease-related events should be reviewed and assessed appropriately, but should not be excluded from the overall review of data.
	

	1358-1359
	
	Comment: A follow-up duration in the range of “several years” to detect late toxicities will become increasingly confounded by other factors

Proposed change: Line 1359-1360:

“.., the number of patients suffering from late toxicities may increase over time and is therefore an objective for post licensure pharmacovigilance activities, that will have to take into account the potential confounding factors.”  
	

	1366
	
	Comment: Suggest clarifying by indicating it is relationship between the AE profile and drug exposure that is critical.

Proposed change (if any):”Understanding the relationship to between the AE profile and drug exposure is critical.”
	

	1374-1378
	
	Comment: Time adjusted analysis is proposed by using different cutoffs, i.e. incidence per 100 patients years by different data cutoffs are requested to understand patter of events over time. This is certainly one way to evaluate event rate over time. However, this particular analysis has a particular deficiency as it does not incorporate censoring of events. I think here one could suggest Kaplan Meier rates (i.e. survival analysis) type of analysis for selected events may be more meaningful to see trend over time.
	

	1384-1387
	
	Comment: Listing individual adverse events is too specific as these can be very variable and cannot yet be defined for new immunomodulatory agents. 

Proposed change (if any): For immunomodulatory agents such as checkpoint inhibitors, awareness and monitoring of potential development of immune-related adverse events such as diarrhoea/colitis, rash, mucositis, liver toxicity, hypophysitis and other endocrinopathies are important.


	

	1388-1391
	
	Comment: The list of time points for collecting AEs is too proscriptive as this can vary greatly depending on the study phase and design. These time points can be suggested as an example but the guidance should refer in general to appropriate time points for the study. Also it may not be of added value to collect all AEs but rather to specify those specific AEs that have an impact on the risk management plan. In addition is would probably be more appropriate to collect competing risk events rather than cumulative events.

Proposed change (if any): All market applications should include cumulative adverse event rates from the pivotal study(ies) for AEs which impact the risk management plan at the appropriate specified time points specified in the protocol e.g. 3 months, 6 months and 1 year, in order to facilitate regulatory safety assessment. In cases where the time on therapy is significantly shorter or longer, additional or alternative time-points (e.g. 1 month, 5 years) should be considered


	

	1397
	
	Comment: It is unclear how to make company causality for an AE case with limited information. Does that mean, if an AE is reported first time, unless there are strong biological rationale or postive dechallenge and rechallenge, the company is permitted to downgrade PI's causality assessment from Yes to No? 

Further guidance would be welcome on how to  make a company causality for an AE case with limited information, in line with FDA's view [please refer to: Food Drug Administration (2012). Guidance for Industry and Investigators: Safety Reporting Requirements for INDs and BA/BE Studies – refer to page 4: “The sponsor is responsible for making the causality judgment for this rule, whereas the ICH E2A guidance recommends that the judgment be based on either the investigator’s or the sponsor’s opinion.”]

Please also clarify in which context the positive dechallenge/rechallenge is asked (large Phase III studies or only smaller Phase Is).
	

	1435-1437
	
	Comment: This statement is incorrect and needs to be removed or revised as below.

Proposed change (if any): Subjects requiring radiation therapy due to progressive disease while enrolled in a trial of a novel agent or combination of agents should normally may need to be withdrawn from study therapy, unless other predefined measures to handle such events are in place or there is a clear indication of patient benefit.


	

	1439-1442
	
	Comment: PRO-CTCAE is currently only in the experimental stage and should not be defined as a standard tool at this point as there is too little experience available.

Proposed change (if any): Patient reported outcomes (PROs), e.g. including the NCI’s Patient-Reported Outcomes version of the Common Terminology Criteria for Adverse Events (PRO-CTCAE), may be a complementary tool for assessing the tolerability of anticancer products’ safety profiles, including in the evaluation of the effect of dose-reductions on ADRs. (See PRO appendix to this guideline.)


	

	1444-1445
	
	Comment:  A recommendation to ensure that the ICF includes appropriate language to allow for genomic testing would be useful.

Proposed change (if any):
	

	1453-1456
	
	Comment: The requirements for safety reporting in paediatric population are proposed in section 8.7 whereas under section 7.7.2 reference is made to CPMP/EWP/569/02  

Proposed change (if any) Please clarify if the language will also be part of the addendum under revision or if this is to be considered as additional guidance. Please consider also to give other examples. Please cite relevant paediatric/ extrapolation guidelines in this statement and clarify the types of data gaps for which modelling and simulation can provide complementary information. Suggest that those elements should be taken into account when discussing the pediatric plan. 
	

	1472-1478
	
	Comment:

Some additional text is proposed when other drugs used in a combination may contribute to the ADR frequencies.

Proposed change (if any):

“...It should be clearly communicated in the SmPC, however, that the ADR frequencies presented may not be fully attributable to the drug alone but may contain contributions from the underlying disease or from other drugs used in a combination. Information should be included pointing out which particular ADR is usually attributable to which active substance of the combination, where known...”
	


Please add more rows if needed.
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