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The draft of this module was released for public consultation between 15 December 2015 and 29 
February 2016. The module has been revised, taking the comments received into account.  

Those who participated in the public consultation were asked to submit comments using a specific 
template.  

The comments received are published, identifying the sender’s organisation (but not name). Where a 
sender has submitted comments as an individual, the sender’s name is published. 
 

The European Medicines Agency thanks all those who participated in the public consultation 
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<February 25, 2016> 
 
 

Submission of comments on GVP Considerations – 
Product- or Population-Specific Considerations II: 
Biological medicinal products (EMA/168402/2014) 
 

Comments from: 

Name of organisation or individual 

Asociación Española de Farmacéuticos de la Industria (AEFI) 

 

Please note that these comments and the identity of the sender will be published unless a specific 
justified objection is received (please see privacy statements: 
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid and 
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf). 

When completed, this form should be sent to the European Medicines Agency electronically, in Word 
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice 
for the public consultation: 
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf).  
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1.  General comments 

Stakeholder number 

(To be completed by the 
Agency) 

General comment Outcome 

(To be completed by the Agency) 
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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) 

175-177  Comment: The appropriate regulatory term for describing the 
manufacturing changes could be either a variation or 
extension application, due to the fact that in accordance with 
Annex II of Commission Regulation (EC) No 1084/2003 the 
manufacturing change consisting on “modification of the 
vector used to produce the antigen/source material, including 
a new master cell bank from a different source” should be 
submitted as an extension application. 
 
Proposed change (if any): Manufacturing changes may be 
more complex for biologicals. They need to be supported by a 
comparability exercise and submitted by the marketing 
authorisation holder as a variation or as an extension 
application to the marketing authorization. 
 

 

554  Comment: EMA web page on the Good Pharmacovigilance 
Practice (GVP) informs that some modules stay void (module 
XII is one of them). 
 
Proposed change (if any): Remove the citation to the GVP 
module  XII (no longer available) 
 

 

623 - 627  Comment: 
The inclusion on the PSURs of all the requested details (batch 
numbers, countries/regions where such batches have been 
delivered, size of the batches and any available information on 
the number of batches that were delivered per country) 
suppose a significant administrative burden, therefore we 
suggest the pragmatic approach of providing this information 

 



 
  

 4/4 
 

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) 

on request, where needed.  
 
Proposed change: 
“Marketing authorisation holders should include in PSURs 
have available, on request, the following information on the 
batches delivered during the PSUR-reporting period: batch 
numbers, countries/regions where such batches have been 
delivered, size of the batches and any available information on 
the number of batches that were delivered per country. All 
assumptions used for calculations should be provided.” 
 

Please add more rows if needed. 
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29th February 2016 
 
 

Submission of comments on GVP Considerations – 
Product- or Population-Specific Considerations II: 
Biological medicinal products (EMA/168402/2014) 
 

Comments from: 

Name of organisation or individual 

The European Biopharmaceutical Enterprises (EBE) and  
The European Federation of Pharmaceutical Industries and Associations (EFPIA) 

 

Please note that these comments and the identity of the sender will be published unless a specific 
justified objection is received (please see privacy statements: 
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid and 
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf). 

When completed, this form should be sent to the European Medicines Agency electronically, in Word 
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice 
for the public consultation: 
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf).  
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1.  General comments 

Stakeholder number 

(To be completed by the 
Agency) 

General comment Outcome 

(To be 
completed by 
the Agency) 

 The EFPIA & EBE trade associations appreciate that many of the previous pharmaceutical industry comments to the 
2014 biological concept paper have been taken into account in this draft GVP Module document for biological 
medicinal products.  
Nevertheless, we have a number of general and specific comments for further improvements. In particular, we 
have the following key concerns on aspects of the draft guidance that do not address the realities and practicalities 
of marketing biological products both globally as well as in the European Union. These concerns take into account 
the acknowledgement that a key biological product marketed for decades by many companies is insulin for which 
many of the provisions stipulated in this draft guideline, appear to be excessive. 
 
Key concerns: 
• Batch Traceability and Product Identification (how these will be handled in the PSUR/PBRER) 
• Batch Traceability and individual Member State Implementation 
• Immunogenicity and the need to link to the outcomes (how these will be handled in the RMP)  
• Collaboration between MAHs (practicalities and logistics) 
 

  

 Batch traceability and Product Identification:  
EFPIA & EBE welcome the acknowledgement of the concept of differences (“drift”) in the safety profiles between the 
originator and its biosimilar and support the steps being taken to ensure traceability throughout the lifecycle of all 
products. This Guideline emphasizes the importance of batch traceability and quite rightly so, but overall does not 
appear to acknowledge the sheer practical challenges of obtaining batch numbers when a suspected ADR is 
reported for any product and especially biological medicinal products where the reporter may not even be aware of 
the batch number. This again refers to some biological products such as insulins or even more recent products, 
which may be initiated in a hospital setting but thereafter will be prescribed in a general practice setting in many 
countries. MAHs may routinely and repeatedly request this information on follow-up (if not provided at the first 
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Stakeholder number 

(To be completed by the 
Agency) 

General comment Outcome 

(To be 
completed by 
the Agency) 

notification) but the response rate, even in the face of such follow up is very low. 
Specific considerations include the fact that biologicals, even if prescribed and/or dispensed in the hospital setting, 
may be subject to substitution (substitution: practice of dispensing one medicine instead of another equivalent and 
interchangeable medicine at the pharmacy level without consulting the prescriber) due to change in the Hospital 
Pharmacy supply. This is an issue to traceability and even determination of the product actually administered, as 
the prescriber may not be aware that the patient received a biosimilar in place of the product that was actually 
prescribed. While prescribing practices/interchangeability are responsibilities of the Member States, the document 
does not appear to take into account the enormous challenge of following up individual cases when trying to link 
biosimilars to particular patients. In certain situations, e.g. TNFis, there may be multiple biosimilars that are 
potentially used interchangeably.  
 
Implementation of the recommendations of the Falsified Medicines Directive (Directive 2011/62/EU) will provide 
additional tools (2-d barcode) to improve traceability but these are, as yet, unproven. Nevertheless, there is no 
experience yet to determine whether or not these recommendations will meet their objectives. In the interim and 
until there is a consistent system in place across the EU that reliably tracks batch numbers of medicines dispensed 
to patients and follows this throughout the entire treatment pathway, it is unrealistic to expect such information to 
be collected via current routine pharmacovigilance activities. The guideline furthermore indicates that batch 
numbers should be routinely reported in PSURs/ PBRERs when these periodic reports based (by international 
consensus) on ICH E2C (R2) and in the EU reflected in GVP Module VII are simply not designed, nor indeed are 
intended, to reflect such aspects unless they have given rise to a safety signal. In the absence of a safety signal, 
batch numbers should not routinely be included in the PSUR/PBRER. EFPIA & EBE recommend therefore further and 
better education of HCPs in this matter and support the implementation of the WHO proposal for a Biological 
Qualifier (BQ). The latter provides an additional safeguard and reflects the global challenge of PV. 
 

 Batch Traceability and Member State Implementation 
According to the new delegated act (Commission Delegated Regulation (EU) 2016/161) laying down the detailed 
rules for the safety features appearing on the packaging of medicinal products for human use, the Member States 
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Stakeholder number 

(To be completed by the 
Agency) 

General comment Outcome 

(To be 
completed by 
the Agency) 

can exempt (under certain conditions) “healthcare institutions” (defined as follows: “hospital, in- or out-patient 
clinic or health centre”) from the obligation to verify the safety features (which include the unique identifier, which 
in turn includes among its element the “name”, the “common name”, and the “batch number”) (refer to recital 25 
and article 26 at http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=uriserv:OJ.L_.2016.032.01.0001.01.ENG).  
 
Therefore, the above traceability requirement and, in particular, reliance upon bar code-scanning technology in the 
hospital will also be dependent upon the way each Member State implements the delegated act.  It is inevitable 
that it will not be possible to adopt this provision consistently and in the same frame across the Member States. As 
a result, reliance on such technology will not necessarily be sufficient to ensure proper traceability and identification 
of the biologics given to patients in the EU and additional measures are required.  
In recognition of the challenge, it needs to be assured that methods for ensuring traceability are thoroughly 
discussed and agreed with Member States to ensure that PV requirements are realised. 
In addition, EFPIA & EBE recommend adopting measures at national levels to encourage prescribing biological 
medicines by brand/invented name and/or preventing inappropriate switches (switching: decision by the treating 
physician to exchange one medicine for another medicine with the same therapeutic intent in patients who are 
undergoing treatment) and/or substitution practices.   
 
Even though prescribing practice and product interchangeability, and particularly switching and substitution 
between biologicals are beyond the scope of this GVP module, EFPIA & EBE consider that it is important to 
emphasise that not only traceability, but also keeping track of the patient’s therapeutic history, is key to assuring 
that the objectives of protecting public health are met. 
 

 Immunogenicity and the need to link to clinical outcomes  
Per the draft immunogenicity guideline EMEA/CHMP/BMWP/14327/2006 Rev. 1 
(http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2015/10/WC500194507.pdf) 
, immunogenicity should always be related to the clinical consequences and the extent to which these constitute a 
safety concern warranting inclusion in the RMP as an important identified or potential risk. As such, the draft 
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Stakeholder number 

(To be completed by the 
Agency) 

General comment Outcome 

(To be 
completed by 
the Agency) 

immunogenicity guideline is much clearer. We therefore consider that, for the purposes of this GVP too, the concept 
of immunogenicity should be consistent. As such, it should be restricted to immunogenicity-related outcomes that 
constitute a clinical concern sufficient to warrant classification as an important risk and inclusion in the RMP with 
the need to conduct specific pharmacovigilance and risk management activities.  
 
EBE and EFPIA accept that the overall data for immunogenicity needs to be carefully evaluated prior to 
determining whether or not the outcomes of immunogenicity should be included in the safety 
specification and other sections of the RMP but, as currently written, the draft guideline appears to be 
contradictory. On the one hand it implies that the “consideration” of whether or not immunogenicity should be 
routinely included in the safety specification of the RMP but on the other hand it states that it should only be 
included if the immunogenicity is associated with safety concerns or uncertainty. We are sure that this was not 
intended but industry`s experience is that wording can be interpreted literally in circumstances such as a PV 
inspection, so it is very clear, unambiguous and not subject to individual interpretation on how immunogenicity is 
reflected in the RMP and PSUR/PBRER. 
  

 Collaboration between MAHs (practicalities and logistics) 
Whilst EFPIA and EBE appreciate that close collaboration between MAHs is important and highly desirable 
particularly in matters of public health, we would like to highlight that the logistical challenges of doing this should 
not be underestimated for many reasons but in particular for legal concerns regarding sharing of company 
confidential information.  We suggest that the approach proposed by CMDh for sharing the safety concerns of the 
innovator company with subsequent generic companies in order to promote consistency, could also be considered 
when there is a need for a biosimilar applicant to adopt the RMP of the innovator company. This could be achieved 
for example by the creation of a “safe harbour”, which is hosted by the EMA. It is acknowledged that it is possible 
to obtain an RMP document under “Access to Documents” (Policy 0043) in the EU but this is time consuming for all 
parties including EMA. We would welcome further dialogue on this matter e.g. at a future Industry Stakeholder 
platform meeting in order to develop practical and workable strategies for close collaboration between MAHs, 
including sharing of important information as safety specifications and risk minimisation tools that would be 
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Stakeholder number 

(To be completed by the 
Agency) 

General comment Outcome 

(To be 
completed by 
the Agency) 

common for their respective products. 
 

 Other General Comments  

Cross reference to other guidelines 
EBE and EFPIA acknowledge that cross reference to other guidelines in the GVP modules is usual, however, the 
number of guidelines given in cross references in this GVP module is particularly numerous and diverse and spans 
multiple disciplines including regulatory, quality, manufacturing and pharmacovigilance. Although we are clearly not 
advocating the reproduction of large sections of other guidelines (such as the final version of the immunogenicity 
guideline) in this GVP module, it should, nevertheless, aim to be as standalone a document as possible in order to 
promote a better understanding of its content and to minimise the need for frequent cross- referral to other 
guidelines. For example, it would be useful to give the main definitions in an appendix of this GVP module 
(including related biological medicinal products and similar biological medicinal products and to provide further 
clarity on certain terms to avoid subjective interpretation, such as significant and minor manufacturing changes, 
difference between related Biological medicinal products and similar biological medicinal products. 
EFPIA and EBE assume that the significant interdependencies of the final biological document with other guidelines 
and templates still in draft (e.g. the revised RMP template and draft immunogenicity guideline) will be taken into 
account and that the respective dates of coming into effect are coordinated as much as possible.  
 
Processes and Mechanisms  
EFPIA and EBE consider it to be extremely important that processes and mechanisms are developed and in place 
when this guideline is finalised to facilitate sharing of important information to promote consistency where needed. 
This would certainly apply when the signal and risk assessment and risk management processes of either the MAH 
of the reference product/originator or the MAH of a biosimilar identify a change in the safety profile of the active 
substance, particularly if associated with an update to the SmPC and/or Risk Management Plan or other regulatory 
action considered to be applicable to both innovator and biosimilar(s).  
It would be most helpful, in the interests of clarity and transparency, if the guideline could specify that MAHs of 
innovators and biosimilars will be: 
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Stakeholder number 

(To be completed by the 
Agency) 

General comment Outcome 

(To be 
completed by 
the Agency) 

- Routinely informed of the outcome of the signal assessment process by other companies where this results in a 
change in the safety profile of the active substance (e.g. a new ADR, or important risk), and of any related 
recommendations e.g. for additional monitoring and regulatory actions.  

- Provided with adequate documentation to evaluate if the signal identified by another company is product specific 
or not. 
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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) 

Lines 135-136 

 

 Comment: ‘potentially clinically relevant’ would be open to interpretation. As such, it 
could be literally interpreted to include any associated adverse event, even if not 
medically serious or necessarily requiring a specific pharmacovigilance and risk 
management activities.  Per the draft immunogenicity guideline, immunogenicity 
should always be related to the clinical consequences and the extent to which they 
constitute a safety concern warranting inclusion in the RMP as an important 
identified or potential risk. As such, the draft immunogenicity guideline is much 
clearer. We therefore consider, for the purposes of this guideline too, that it should 
be restricted to immunogenicity-related events that constitute a clinical concern 
sufficient to constitute an important risk and inclusion in the RMP with the need to 
conduct specific pharmacovigilance and risk management activities. 

Proposed change: For the purpose of this Module, ‘immunogenicity’ refers to an 
unwanted immune response that is considered potentially clinically relevant and of 
sufficient safety concern to may require specific pharmacovigilance and risk 
management activities and. This may be unrelated to identified risks associated to 
the active substance, product class or common excipients. 

 

Lines 175-176  Comment: As further clarified in the text subsequent to this section, not all 
manufacturing changes require a comparability exercise.   
 
Proposed change: Addition of the following wording: “Manufacturing changes may 
be more complex for biologicals. They The marketing authorisation applicant 
should consider if these need to be supported by a comparability exercise (…)” 

 

Line 200   Comment: It would be helpful if some examples of manufacturing changes having  
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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) 

 manifested into changes in safety and/of efficacy could be added and to illustrate 
how these may be related to product handling or patient characteristics  
 
Proposed change: Please provide examples of safety and efficacy changes, which 
may be as a result of product handling and how this relates to patient 
characteristics.   

Lines 202-204  Comment: Please provide examples of innovators and biosimilars having potentially 
different profiles in the long-term post-authorisation period.   

 

Line 244-250  Comment: While EFPIA and EBE are supportive of the text emphasising traceability 
of specific products and batch numbers in pharmacovigilance, it is also important to 
emphasize a longitudinal record, especially when patients may be exposed to 
multiple versions of a biological medicinal product during the course of therapy (e.g. 
the originator product and one or more biosimilars). 
 
Proposed change: This is particularly important in cases when there is the 
potential for different products, including products with same INN, to be are 
either intentionally inappropriately switched or automatically substituted without the 
prescriber’s consent. A well-maintained record of the therapeutic history of 
the respective patient can help identify the cause of the problem faster.  

 

Lines 277-282 vs 
line 333 

 Comment: EFPIA and EBE completely agree that the potential for immunogenicity 
and associated clinical consequences should be fully evaluated as part of the initial 
marketing authorisation application. As currently written, however, the guideline 
implies that immunogenicity should be included in the safety specification, 
regardless of whether or not it is considered to be an important identified or 
potential risk based on outcomes or uncertainties. For an initial MAA, the Applicant 
should not be automatically required to discuss immunogenicity in the safety 
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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) 

specification unless it is considered to be a safety concern as there is no provision 
for this in prevailing guidelines or templates.  It is also likely that this was not the 
intent of the current wording.  
 
Where immunogenicity has been fully evaluated and found not to constitute an 
important (identified or potential) risk or where there is no clear uncertainty 
(missing information), then there should be no requirement to automatically discuss 
(include) immunogenicity in the safety specification of the EU – RMP.  This principle 
also applies to line 333, which introduces the concept of immunogenicity as a 
“theoretical risk” to be discussed in the pharmacovigilance plan when this concept is 
not otherwise defined and when the RMP is only indented to discuss important 
identified or potential risks  
 
Proposed change: The potential for immunogenicity and associated clinical 
consequences (see P.II.A.1.1.) should be fully evaluated and discussed as part of 
the initial marketing authorisation application (or variation) in the relevant 
sections of the Summary of Clinical Safety. This should only be included and 
discussed in the safety specification of the RMP when the with appropriate 
conclusions warrant their classification as an important risk (identified or 
potential) drawn on whether or not a product may pose such a risk in the post-
authorisation phase.  

Line 305  Comments: The current wording is not sufficiently specific as it implies that any ADR 
/risk should be included and reflected in the RMP when in fact it should only be 
important risks or missing information. 
  
Proposed change: Important Risks and / or missing information relating to 
uncertainties identified from differences within the comparability exercise with 
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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) 

regard to..... 
Line 337  Comment: As currently worded, “ the MAA/MAH” implies that all the listed points are 

applicable to all circumstances and products when this may not be the case. 
 
Proposed change: In this section, the MAA/MAH should discuss, where appropriate 
and applicable:… 

 

Line 333-335  Comment: As noted above, and whilst EFPIA and EBE agree with the principle, this 
section of the guideline introduces the concept of a “theoretical risk” when this is 
neither defined nor exists as a concept in any other guideline. The RMP as a whole 
and the PV Plan specifically is not designed to address “theoretical” risks. 
  
Proposed change: Delete reference to theoretical risk altogether and move the point 
from this section of the guideline as it should not be included in the PV Plan. Move 
the concept to section P.II.B.1, which addresses general principles as this appears to 
be more appropriate. 

 

Lines 338-340  Comments: The estimation of the number of doses delivered or administered in 
each country for each batch is quite difficult to anticipate. Deviation in the estimated 
number can raise questions, such as to provide a rationale in case of higher 
delivery/ administrations. Will the MAH be required to inform CAs?  
 
Proposed change: “any additional measures introduced in collaboration with the 
national competent authorities to support traceability of the product (e.g. provision 
of “sticky” labels, bar coding, etc.) and estimate the number of doses delivered or 
administered in each country for each batch as far as possible;  

 

Lines 341-342  Comments: Providing background AESIs is important, but providing this information 
by age group is gratuitous. Patients taking biologicals are often medically complex; 
stratifying AESIs by age will be only modestly informative. Better would be a priori 
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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) 

development of an expected rate by indication (e.g. TNFis are used in several very 
different medical populations). 
 
Proposed change: ‘activities performed to measure background rates for AESIs 
preferably by indication and if possible, in the age group targeted by the 
product’  

Lines 352-354  Comment: The relevant time period should be agreed with Competent Authority at 
the time of submission of manufacturing change variation. Also it is recommended 
to include additional information on the batch-specific PV required and cross 
reference GVP Module XV and relevant sections in PII (RMP update and managing 
ADRs). 
 
Proposed change: ‘For significant changes to the manufacturing process that require 
an RMP update (see P.II.B.1.2.), given that the product name usually does not 
change, there should be a particular emphasis on batch specific pharmacovigilance 
for an relevant agreed time period at the time of submission of 
manufacturing change variation after the manufacturing change’ . This period 
of surveillance will start after approval of the variation once new 
batches are on the market. This could include communication(s) to HCPs 
in affected countries reminding them of the need to report batch number 
for biological medicines (refer to GVP Module XV for types of safety 
communications, also see P.II.B.1.2.3 and P.II.B.2). 

 

Lines 412-416  Comment: The sentence (lines 414-415) could be reworded. Further clarity is 
required on when the MAH could or should submit an updated RMP based on a 
manufacturing change. 
 
Proposed change: ‘Even minor changes to a manufacturing process can potentially 
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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) 

have unpredicted significant clinical effects. In cases when the comparability 
exercise or evaluation has not necessarily identified a potential impact of clinical 
relevance, marketing authorisation holders and/or competent authorities submission 
of an updated RMP with the variation to the manufacturing process may still be 
appropriate if a new important potential or identified risk has been identified 
based on the risk analysis or previous experience. 

Lines 479-482  Comment: EFPIA & EBE agree that Real World Data sources provide high-quality 
measures of drug utilization in actual clinical practice. 
However, EFPIA & EBE do not agree that available electronic health records (EHR) or 
health insurance claims databases provide a complete measure of patient exposure, 
to the extent that these data sources do not capture all patients exposed to a given 
product. Except for extremely rare cases, no registry with 100% patient capture 
exists.  Therefore, while it is possible to use statistical methods to make projections 
or extrapolations from EHRs or medical insurance claims databases to the whole 
population exposed to a given medicine, such methods require extensive data 
manipulation and strong assumptions.  
 
Proposed change: Consider removing the reference to EHR or adding an appropriate 
caveat for their use as follows: 
“…. marketing authorisation holders should make every effort to obtain data on 
actual usage of the product (i.e. rather than aggregated relying exclusively on sales 
data) from available electronic health records from other ‘real-world’ data sources. 

 

Line 490-495  Comment: With regard to PSURs, EFPIA & EBE consider that each product should 
follow its own reporting cycle and should not automatically be grouped for review 
with other products, which may have differing safety profiles.  In addition, EFPIA & 
EBE consider that changes in the safety information must be made on a per product 
case-by-case basis and that it is not appropriate to suggest that ‘Unless there is 
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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) 

adequate evidence of a potential difference in safety profile between the biosimilar 
and reference product, recommendations and regulatory actions resulting from a 
PSUR assessment for biosimilar product should be in line with that for the reference 
product, and vice versa.’ It is important to assess each change individually and to 
determine if it is appropriate if the new safety finding is unique to the product/batch 
or class. 
 
Proposed change: delete However on a precautionary basis if there is inadequate 
evidence of a product specific aetiology, recommendations and regulatory actions 
resulting from a signal assessment for biosimilar or related biological medicinal 
product should be  applied to the reference product/originator, and vice versa 

Lines 492-495 /  
543-545 

 Comment: EFPIA & EBE feel that this sentence is not required here in lines 492-495 
as it is repeated in lines 543-545. 
 
Proposed change: delete this sentence: However, on a precautionary basis, if there 
is inadequate evidence or  suspicion of a product-specific aetiology, 
recommendations and regulatory actions resulting from a  signal assessment for a 
biosimilar or related biological medicinal product should be applied to the  reference 
product/originator, and vice versa 

 

Lines 504-506  Comment: It is suggested that PSUR submission dates may be amended after a 
manufacturing change. It is unclear under which circumstances the ‘merits’ of such 
a change could outweigh the major impact of desynchronising the EU PSUR from the 
rest of the world. Taking into account the global aspects of pharmaceutical 
development, it is essential that the scheduling based on a harmonized date such as 
the IBD, is not impacted. If there are concerns that the change may significantly 
impact the safety profile of the product, timely interim safety updates should be 
used. These can be agreed e.g. as post-authorisation measures of the 
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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) 

manufacturing change. 
  
Proposed change: Following a significant change to the manufacturing process, the 
cycle of submission of the PSURs will remain harmonised internationally for 
similar/related products, and interim safety updates can be used to address 
any concerns regarding the impact of the change on the risk profile of the 
product. may also be amended (and re-instated) accordingly in line with the 
updated RMP (providing that the merits of this outweigh the requirement for a 
harmonised cycle across similar/related products). 

Lines 594-599  Comment: It would be beneficial to add in additional details here on how the Agency 
expects MAHs to communicate the importance of reporting adverse events after 
long-term use. Also, consider further cross-reference with GVP Module XV. 
 
Proposed change (if any): It should be communicated to patients and healthcare 
professionals that adverse reactions may arise even if a medicinal product has 
previously been well tolerated, e.g. due to e.g. a manufacturing variability or 
changes or long-term/delayed onset effects, and that this awareness makes 
reporting of adverse reactions, even those after long term use or with not yet 
unknown/expected features, more is important. Refer to GVP Module XV for 
methods of safety communications. 

 

Lines 609-631  Comment: The importance of MAHs involvement in the preparation of the 
communication is to be highlighted. EFPIA and EBE recommend that the roles and 
responsibilities of the MAHs for signal management and safety communications need 
to be described and to add cross-reference to other sections on MAH 
responsibilities.  

 

Lines 623 - 627  Comment: The format and content of the PSUR/PBRER, which is that of ICHE2C  
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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) 

(R2), was not designed or intended to evaluate individual cases or to include the 
detailed information on batches outlined in the draft guidance (i.e. batch numbers, 
countries/regions where such batches have been delivered, size of the batches and 
any available information on the number of batches that were delivered per 
country), especially if it not relevant to the evaluation of a new safety signal or new 
information on a known important or potential risk. This aspect is also reflected in 
GVP Module VII (VII.B.5.5.2 Subsection3), which clearly states that inclusion of 
patterns of use should be on the basis that it is relevant for the interpretation of 
safety data.  With respect to batch numbers, inclusion could be appropriate if 
relevant to the evaluation of a safety signal that has been detected in the interval 
covered by the PSUR. If not relevant to the evaluation of a new signal or to any 
other evaluation contained in the PSUR, then it should not be necessary to include 
the above-mentioned long list of information stipulated in relation to batch numbers.  
 
Furthermore, the requirement to routinely include such information is deviating from 
content and format of a document that is not only based on international consensus 
but is also submitted to multiple regulatory authorities internationally. Finally, 
routinely including in the PSUR all batch related details such as “batch numbers, 
countries/regions where such batches have been delivered, size of the batches and 
any available information on the number of batches that were delivered per country” 
is a significant administrative burden for the marketing authorisation holder in the 
absence of any benefit to the evaluation of safety, when such information is not 
relevant. This information should be held by the marketing authorisation holder and 
should be used when relevant for the evaluation of safety, including any new 
signals. Ongoing signalling processes should be able to sufficiently cover the 
evaluation of batch related issues. 
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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) 

Proposed change: “Only where relevant to the interpretation of safety data, 
including a new safety signal that has been detected in the interval covered 
by the PSUR, Marketing authorisation holders should include in PSURs the following 
a summary of relevant information on the batches delivered during the PSUR-
reporting period: batch numbers, countries/regions where such batches have been 
delivered, size of the batches and any available information on the number of 
batches that were delivered per country. All assumptions used for calculations 
should be provided.” 

Lines 698-700  Comment: The sentence should be reworded for a better clarity: 

Proposed change: “...provide advice on the RMP subject to their review, .  In 
particular, for biosimilar RMPs the PRAC should ensure as appropriate that the 
pharmacovigilance plan and risk minimisation plan of the RMP for a biosimilar 
include similar activities as for the reference medicinal product.” 

 

Lines 702-715  Comment: The information included in this section is acknowledged though no 
specific reference is made to raising awareness on the use of biosimilars in relation 
to inform patients and tracking of the product name and batch number for biological 
medicinal products. In addition, it should be clarified how benefit-risk can vary 
between EU member states for a centralised approved product.   

Proposed change: e.g. “(...) and should support healthcare professionals (incl. 
pharmacists and alternative drug dispensers) with communication materials in 
order to facilitate timely communication with patients with a view to ensuring 
informed therapeutic choice (including eventual change of treatment), 
adequate risk minimisation and reporting of suspected adverse reactions and the 
importance of traceability of batch and product name.” 

 

Please add more rows if needed. 
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1.  General comments 

Stakeholder number 

(To be completed by the 
Agency) 

General comment Outcome 

(To be completed by the Agency) 

 IPHA welcomes this guidance to support traceability of 
biologics in the context of pharmacovigilance. In that 
context, it would be helpful to state in the introduction 
that biosimilars are not generics and that this should be 
remembered when considering pharmacovigilance 
activities. 
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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) 

141  Comment: delete the word 'rare' as immunogenicity may occur 
more frequently than rarely. 

Proposed change (if any): However, on rare occasions, 
immunogenicity could result in serious and life-threatening 
reactions. 

 

160  Comment: amend to read: '....demonstrated and accepted 
biosimilarity of quality...' 

Proposed change (if any): For biosimilars in particular, initial 
marketing authorisation is based on demonstrated and 
accepted similarity biosimilarity of quality, safety and 
efficacy 

 

170-171  Comment: discussion regarding the lack of clinical safety data, 
particularly in indication extrapolation should be included here. 
The only reference to 'extrapolation' in the document is on line 
581. 

Proposed change (if any): 

 

193  Comment: replace do with 'should'.  

To read: 'Most manufacturing changes should result in a 
comparable product,...' 

Proposed change (if any): Most manufacturing changes do 
should result in a comparable product 
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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) 

232  Comment: Add the following at the end of the paragraph:  

Proposed change (if any): To enhance traceability, the product 
name, as per the EU Cross Border Directive (201/24/EU), should 
be used at the point of prescription.  

 

 

248-250  Comment: This sentence should be removed as beyond the 
scope of this guideline; also, in some countries e.g. Ireland, 
automatic substitution is not permitted. 

Proposed change (if any): This is particularly important in 
cases when different products with the same INN are either 
intentionally switched or automatically substituted without the 
prescriber’s consent. 

 

276  Comment: there should be a reference to the risks associated 
with the lack of clinical safety data where there has been 
indication extrapolation.  

Proposed change (if any): important potential risks and 
missing information e.g. clinical safety data where indications 
have been extrapolated. 

 

310  Comment: Amend 'comparability' to read 'biosimilarity'  

Proposed change (if any): outcome of the comprehensive 
comparability biosimilarity exercise 

 

396  Comment: recording the product name and batch number 
should be the default requirement, not just recommended. 

Proposed change (if any): should include a statement strongly 
recommending that the name and batch number of the 
administered product should be clearly recorded in the patient 
file. 
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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) 

558-608  Comment: this section seems out of place and is written in a 
different style to the rest of the document. 

 

564-565  Comment: Not in scope for this GVP module 

Proposed change (if any): Social risk amplification may also 
occur with other technologies used in biologicals like 
nanotechnology. 

 

567-569  Comment: Not in scope for this GVP module 

Proposed change (if any): depriving them from therapeutic 
choice, non-adherence to prescribed therapy or inadequate 
compliance to risk minimisation measures. 

 

571  Comment: replace considered with 'well understood and the 
patient well informed.' 

Proposed change (if any): possible residues should be 
considered well understood and the patient well informed. 

 

578-579  Comment: This statement should be removed - what purpose 
does it serve but to heighten concerns. 

Proposed change (if any): As regards blood- and plasma-
derived products, patients may be concerned over 
transmission of infectious agents. 

 

592-593  Comment: Delete as not appropriate. 

Proposed change (if any): Honest information over areas of 
scientific uncertainty may be required for building confidence. 

 

648  Comment: Amend to read: 

Proposed change (if any): ..product name (brand name or, as 
appropriate, INN accompanied by the name of the marketing 
authorisation holder). 
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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) 

 

Please add more rows if needed. 
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1.  General comments 

Stakeholder number 

(To be completed by the 
Agency) 

General comment Outcome 

(To be completed by the Agency) 

 PHARMIG, the association of the Austrian pharmaceutical 
industry welcomes the opportunity to comment on the 
draft GVP Considerations – Product- or Population-
Specific Considerations II: Biological medicinal products. 
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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) 

140 and 
throughout the 
document 

 Comment: 
please use benefit-risk (balance) in a consistent way 
(sometimes it's risk-benefit, then benefit-risk) 
 
Proposed change (if any): 
 

 

246-248  Best clinical practice dictates that the product name and batch 
number of an administered biological should always be 
recorded by healthcare professionals (and 
 ideally provided to the patient) (see P.II.B.1.4.). 
 
Comment: 
This is not strong enough just by mentioning 'best clinical 
practice dictates'.... Documentation of product name and 
batch number shall be a MUST to physicians, HCPs or whoever 
is administering etc. a product. Moreover the traceability of 
biological products is a legal requirement of the new EU PHV 
legislation (Art. 102e Dir. 2001/83) 
 
Proposed change (if any): 
 
Best clinical practice Art. 102e Dir. 2001/83 dictates that the 
product name and batch number of an administered biological 
should always be recorded by healthcare professionals (and 
 ideally provided to the patient) (see P.II.B.1.4.). 
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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) 

 
323  In this context, the pharmacovigilance plan should include a 

discussion around clinical settings of product use and how this 
may impact on routine product name and batch recording and 
reporting (e.g. whether used in primary or tertiary care, if 
non-prescribed use) and what additional activities or risk 
minimisation measures may be required to support product 
traceability (e.g. provision of ‘sticky’ labels, bar coding). 
 
Comment: 
We would rather appreciate the word 'ensure' instead of 
'support' to emphasize relevance 
 
Proposed change (if any): 
… may be required to support ensure product traceability (e.g. 
provision of ‘sticky’ labels, bar coding). 
 

 

621  When reporting suspected adverse reactions, marketing 
authorisation holders shall provide all available information on 
each individual case, including, for biologicals, the name and 
batch number(s) of the administered product [IR Art 
28(3)(h)]. 
 
Comment: 
Please use either 'product name' or 'brand name' to have a 
clear differentiation from INN / substance name  
 

 



 
  

 5/5 
 

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) 

Proposed change (if any): 
 

644  … with due regard to the name of the medicinal product 
 
Comment: 
Please use either 'product name' or 'brand name' to have a 
clear differentiation from INN / substance name  
 
Proposed change (if any): 
 

 

698-700  provide advice on RMP subject to their review, in particular, 
for biosimilar should ensure as appropriate that the 
pharmacovigilance plan and risk minimisation plan of the RMP 
for a biosimilar should include similar activities as for the 
reference medicinal product 
 
Comment: 
The wording of this paragraph is confusing. Please consider 
rewording. 
 
Proposed change (if any): 
 

 

Please add more rows if needed. 
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