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[bookmark: _Toc499213135]
Recommendations
Based on the CHMP review of the data on quality, safety, efficacy and risk management plan, the CHMP considers that the application for <product name> <an orphan medicinal product> in the treatment of <claimed indication>,
<is approvable. The CHMP considers some points could be resolved after the marketing authorisation (see section VI).>
<could be approvable provided that satisfactory answers are given to the "other concerns" as detailed in the List of Questions. Failure to resolve other concerns may render the application not approvable>. <In addition, the CHMP has recommended conditions for marketing authorisation and product information (see section VI).> <However, the answers to the "other concerns" may affect the final product information and/or other conditions for the marketing authorisation.>
<is not approvable since "major objections" have been identified, which preclude a recommendation for marketing authorisation at the present time. The details of these major objections are provided in the List of Questions (see section VI).> 
<In addition, satisfactory answers must be given to the "other concerns" as detailed in the List of Questions.> 
<The major objections precluding a recommendation of marketing authorisation, pertain to the following principal deficiencies:> 
<Deficiencies arising from concerns over the confidential (ASM - Active Substance Manufacturer restricted) part of the DMF are mentioned in the appendix (this appendix is not supplied to the MAA). These concerns will be conveyed in confidence to the holder of the DMF.>
Questions to be posed to additional experts
Inspection issues
GMP inspection(s)
[For routine GMP inspections]
<A request for GMP inspection has been adopted for the following site(s) in order to verify the GMP compliance status.  The outcome of this/these inspection(s) is required for the Committee to complete its examination of the application and will be needed by Day 181.>
And/or
[For triggered GMP inspections]
<A request for GMP inspection has been adopted for the following site(s) in order to provide further product specific information.  The outcome of this/these inspection(s) is required for the Committee during its examination of the application and will be needed by Day 121.>
GCP inspection(s)
[For routine GGP inspections]
<A request for GCP inspection has been adopted for the following clinical study(ies) <enter study number(s)>.  The outcome of this inspection and the satisfactory responses to its findings are an integral part of this procedure and will be needed by Day 181.>
And/or
[For triggered GCP inspections]
<A request for GCP inspection has been adopted for the following clinical study(ies) <enter study number(s)>.  The outcome of this inspection and the satisfactory responses to its findings are part of the responses to the LoQ and will be needed by Day 121.>
[bookmark: _Toc294618654]<New active Substance status> 
[not applicable for biosimilars]
Based on the review of the data the CHMP considers that the active substance <active substance> contained in the medicinal product <product name>
<is to be qualified as a new active substance <in itself.> <in comparison to the known <isomer/mixture of isomers/complex /derivative/salt of {INN (salt) approved} previously authorised in the European Union as {name of the medicinal product approved} as it differs significantly in properties with regard to safety and efficacy from the previously authorised substance.>
<could be qualified as a new active substance <in itself> <in comparison to the known <isomer/mixture of isomers/complex /derivative/salt of {INN (salt) approved} previously authorised in the European Union as {name of the medicinal product approved}> <provided that satisfactory responses are given to the concerns as detailed in the List of Questions>
<is not to be qualified as a new active substance <in itself.> <in comparison to the known <isomer/mixture of isomers/complex /derivative/salt of {INN (salt) approved} previously authorised in the European Union as {name of the medicinal product approved} as it does not differ significantly in properties with regard to safety and efficacy from the previously authorised substance.> The concerns identified, which preclude the recommendation are detailed in the List of Questions.> 
[bookmark: _Toc499213136]Executive summary
[bookmark: _Toc499213137]Problem statement
For biosimilars: The below subsections 2.1.1 to 2.1.5 are not applicable. 
Disease or condition
•	State the claimed the therapeutic indication.
Epidemiology <and risk factors, screening tools/prevention>
•	Shortly describe the epidemiology of the disease (e.g., incidence, mortality).
<Biologic features><Aetiology and pathogenesis>
•	Focus on what is relevant for the scientific assessment (e.g., pathophysiology relevant for mechanism of action).
Clinical presentation, diagnosis <and stage/prognosis>
•	Be as specific as possible to the claimed therapeutic indication (avoid high-level textbook introduction to a particular disease).
Management
· Describe aims and main methods of treatment, incl. surgery, medical therapy, etc. Refer to clinical guidelines and other published references.
· Describe the unmet medical need.

	Notes

	The checklist above (for example “ Describe the unmet medical need.”) is provided for guidance during drafting of the report - please delete the checklist from the final report.
In some situations and therapeutic areas, deviation from the recommended content and structure is necessary (e.g., vaccines, radio-pharmaceutical precursors, analogues, bio-similar medicinal products, generic medicinal products).  
For additional guidance on content and style and an example, see the D80 assessment report - Overview Guidance.



[bookmark: _Toc499213138]About the product
[bookmark: _Toc499213139]The development programme/compliance with CHMP guidance/scientific advice
[bookmark: _Toc499213140]General comments on compliance with GMP, GLP, GCP 
[bookmark: _Toc499213141]Type of application and other comments on the submitted dossier
1. Legal basis
1. Accelerated procedure
<The CHMP <agreed> <did not agree> to the applicant’s request for an accelerated assessment as the product was <not> considered to be of major public health interest. This was based on {include summary of reasons for accepting or rejecting accelerated assessment}.>
If the accelerated assessment is no longer appropriate the CHMP should propose to revert to standard timetable: <However, during assessment the CHMP concluded that it is no longer appropriate to pursue accelerated assessment, as {include summary of reasons for reverting to standard timetable}.>
1. Conditional approval [not applicable for biosimilars]
The benefit-risk balance is positive.
It is likely that the applicant will be able to provide comprehensive data. {Summarise in general terms the applicant’s claim that they provide comprehensive data}
Unmet medical needs will be addressed, as {include the applicant’s claim on why the product will provide major therapeutic advantage over the authorised methods}.
The benefits to public health of the immediate availability outweigh the risks inherent in the fact that additional data are still required. {Summarise the applicant’s claims}
1. Approval under exceptional circumstances [not applicable for biosimilars]
1. Biosimilarity
1. 1 year data exclusivity
1. Significance of paediatric studies [not applicable for biosimilars]
[bookmark: _Toc499213142]Scientific overview and discussion
The structure of this AR is in accordance with the Day 80 Overview and will be updated at the different stages of the CHMP review (Day 150/180/CHMP AR/EPAR) so as to constitute a self standing document. See also the Day 80 Overview Guidance.
It should therefore be sufficiently detailed to eventually be used for the CHMP (Withdrawal) AR and (W)EPAR and give sufficient justifications for the LoQ/LoOI  as appropriate.
Tables and graphs to display results are encouraged.  
[bookmark: _Toc481067088][bookmark: _Toc499213143]Quality aspects
[bookmark: _Toc481067089]Introduction
The following text may be used: 
<The finished product is presented as <pharmaceutical form(s)> containing <strength(s)> of <INN> as active substance. 
Other ingredients are: (include the list of excipients as described in section 6.1) 
The product is available in <primary packaging as described in section 6.5 of the SmPC>. 
Mention Medical Devices, if it is part of the presentation of the medicinal product.
[bookmark: _Toc481067090]Active Substance
General Information
Manufacture, process controls and characterisation 
Specification, analytical procedures, reference standards, batch analysis, and container closure
Specifications
Analytical procedures and reference standards
Batch analysis 
Container closure
Stability
[bookmark: _Toc481067096]Finished Medicinal Product
Description of the product and Pharmaceutical Development 
Description of the product
Pharmaceutical development
Manufacture of the product and process controls
Manufacture
Process controls
Process validation / verification
Product specification, analytical procedures, batch analysis
Specifications
Analytical procedures and reference standards
Batch analysis
Container closure
Stability of the product
<Biosimilarity> 
	<Insert/Delete the table as appropriate>

	Molecular parameter
	Attribute
	Methods for control and characterization
	Key findings

	Primary structure
	Amino acid sequence
	Reducing peptide mapping (MS)
	Identical primary sequence

	Higher order structure
	Secondary and tertiary structure
	CD spectroscopy 
	Comparable higher order structure

	…
	
	
	


Post approval change management protocol(s) 
Adventitious agents
GMO
[bookmark: _Toc481067104]Discussion and conclusions on chemical, pharmaceutical and biological aspects
[bookmark: _Toc498682946][bookmark: _Toc498682947][bookmark: _Toc498682948][bookmark: _Toc498682949][bookmark: _Toc498682950][bookmark: _Toc498682951][bookmark: _Toc498682952][bookmark: _Toc498682953][bookmark: _Toc498682954][bookmark: _Toc498682955][bookmark: _Toc498682956][bookmark: _Toc498682957][bookmark: _Toc498682958][bookmark: _Toc498682959][bookmark: _Toc498682960][bookmark: _Toc498682961][bookmark: _Toc498682962][bookmark: _Toc498682963][bookmark: _Toc499213144]Non clinical aspects 
Pharmacology 
Pharmacokinetics
Toxicology
Ecotoxicity/environmental risk assessment
Discussion on non-clinical aspects
Conclusion on non-clinical aspects
[bookmark: _Toc499213145]Clinical aspects
· Tabular overview of clinical studies 
Pharmacokinetics
Pharmacodynamics
Discussion on clinical pharmacology
Conclusions on clinical pharmacology
Clinical efficacy
Dose-response studies and main clinical studies
Summary of main efficacy results
The following tables summarise the efficacy results from the main studies supporting the present application. These summaries should be read in conjunction with the discussion on clinical efficacy as well as the <benefit risk assessment><biosimilarity assessment> (see later sections).
Table XXX. Summary of efficacy for trial <trial> 
	Title: <title> 

	Study identifier
	<code>


	Design
	<free text>


	
	Duration of main phase:
	<time>

	
	Duration of Run-in phase:
	<time> <not applicable>

	
	Duration of Extension phase:
	<time> <not applicable>

	Hypothesis
	<Superiority> < Equivalence> <Non-inferiority> <Exploratory: specify>

	Treatments groups

	<group descriptor>

	<treatment>. <duration>, <number randomized>

	
	<group descriptor>
	<treatment>. <duration>, <number randomized>

	
	<group descriptor>
	<treatment>. <duration>, <number randomized>

	Endpoints and definitions

	<Co->Primary endpoint

	<label>

	<free text> 

	
	<Secondary> <other: specify> endpoint
	<label>
	<free text> 

	
	<Secondary> <other: specify> endpoint
	<label>

	<free text> 

	Database lock
	<date>

	Results and Analysis 


	Analysis description
	Primary Analysis

	Analysis population and time point description
	<Intent to treat> <Per protocol> <other: specify>
<time point>

	Descriptive statistics and estimate variability
	Treatment group
	<group descriptor> 

	<group descriptor> 

	<group descriptor> 


	
	Number of subject
	<n>
	<n>
	<n>

	
	<endpoint> 
(<statistic>) 

	<point estimate> 
	<point estimate> 
	<point estimate> 

	
	<variability statistic> 

	<variability>
	<variability>
	<variability>

	
	<endpoint>
(<statistic>)
	<point estimate> 
	<point estimate> 
	<point estimate> 

	
	<variability statistic>
	<variability>
	<variability>
	<variability>

	
	<endpoint>
(<statistic>)
	<point estimate> 
	<point estimate> 
	<point estimate> 

	
	<variability statistic>
	<variability>
	<variability>
	<variability>

	Effect estimate per comparison

	<Co->Primary endpoint
	Comparison groups
	<group descriptors> 


	
	
	<test statistic> 
	<point estimate> 

	
	
	<variability statistic> 
	<variability>

	
	
	P-value
	<P-value>

	
	<<Co->Primary > <Secondary><other: specify> endpoint

	Comparison groups
	<group descriptors> 


	
	
	<test statistic> 
	<point estimate> 

	
	
	<variability statistic>
	<variability>

	
	
	P-value
	<P-value>

	
	<<Co->Primary > <Secondary><other: specify> endpoint

	Comparison groups
	<group descriptors> 


	
	
	<test statistic> 
	<point estimate> 

	
	
	<variability statistic>
	<variability>

	
	
	P-value
	<P-value>

	Notes
	<free text>


	Analysis description
	<Secondary analysis> <Co-primary Analysis> <Other, specify: > 

	
	


Clinical studies in special populations
Not applicable for biosimilars.
	


	Age 65-74
(Older subjects number /total number)
	Age 75-84
(Older subjects number /total number)
	Age 85+
(Older subjects number /total number)

	PK Trials


	
	

	



Analysis performed across trials (pooled analyses AND meta-analysis)
Supportive study(ies) 
Discussion on clinical efficacy
Design and conduct of clinical studies
Efficacy data and additional analyses
<Additional expert consultation>
<Assessment of paediatric data on clinical efficacy>
Conclusions on clinical efficacy
Clinical safety
Patient exposure
Adverse events
Serious adverse events and deaths
Laboratory findings
Safety in special populations
Section not applicable for biosimilars.
	MedDRA Terms
	Age <65
number (percentage) 
	Age 65-74
number (percentage) 
	Age 75-84
number (percentage) 
	Age 85+
number (percentage) 

	Total AEs
	 
	 
	 
	 

	Serious AEs – Total
	 
	 
	 
	 

	- Fatal
	 
	 
	 
	 

	- Hospitalization/prolong existing hospitalization
	 
	 
	 
	 

	- Life-threatening
	 
	 
	 
	 

	- Disability/incapacity
	 
	 
	 
	 

	- Other (medically significant)
	 
	 
	 
	 

	AE leading to drop-out
	 
	 
	 
	 

	Psychiatric disorders 
	 
	 
	 
	 

	Nervous system disorders
	 
	 
 
	 
	 

	Accidents and injuries 
	 
	 
	 
	 

	Cardiac disorders 
	 
	 
	 
	 

	Vascular disorders 
	 
	 
	 
	 

	Cerebrovascular disorders 
	 
	 
	 
	 

	Infections and infestations 
	 
	 
	 
	 

	Anticholinergic syndrome
	

	

	

	


	Quality of life decreased 
	 
	 
	 
	 

	Sum of postural hypotension, falls, black outs, syncope, dizziness, ataxia, fractures
	 
	 
	 
	 

	<other AE appearing more frequently in older patients>
	

	

	

	



Immunological events
Safety related to drug-drug interactions and other interactions
Not applicable for biosimilars.
Discontinuation due to AES
Post marketing experience
Discussion on clinical safety
<Additional expert consultation>
<Assessment of paediatric data on clinical safety>
Conclusions on clinical safety
[Apart from the overall conclusion on safety, comment also on which safety findings should be considered for inclusion in the safety specification of the RMP (See further below).]
1.1.  [bookmark: _Toc413751791][bookmark: _Toc499213146]Risk management plan
Safety concerns 
[To be filled in by the CHMP rapporteur, considering comments from the CHMP Co-Rapporteur, the PRAC rapporteur and Member States.]
[Copy here table from section 3.4 of the CHMP Rapporteur AR overview.
Specifically address the need to modify the Safety specification and the summary of safety concerns based on the assessment of non-clinical and clinical data.]
Pharmacovigilance plan 
[This section has been assessed by the PRAC rapporteur]
[Copy here the tables from the PRAC Rapporteur RMP AR “Pharmacovigilance plan”.
Comment on whether routine pharmacovigilance is sufficient or whether additional activities are warranted. Comment on whether proposed activity(ies) is(are) appropriate and proportionate to the importance of the risk proposed to be addressed and if additional activities are required.]
Risk minimisation measures
[This section has been assessed by the PRAC rapporteur]
[Copy here the table from the latest PRAC Rapporteur RMP AR “Risk minimisation measures for <product name(s)>
Comment on whether risk minimisation activities as proposed by the applicant are sufficient or whether additional risk minimisation measures are needed.]
Conclusion
[Choose one of the following options, based on the latest assessment report version.
[A) If the RMP is acceptable:
The CHMP and PRAC considered that the risk management plan version <X> is acceptable. <In addition, minor revisions were recommended to be taken into account with the next RMP update>. 
[B) If the RMP could be acceptable with revisions required before opinion.
The CHMP and PRAC considered that the risk management plan version <X> could be acceptable if the applicant implements the changes to the RMP as detailed in the endorsed Rapporteur assessment report and in the list of questions in section 6.3. 
[C) If the RMP is not acceptable.]
The CHMP and PRAC considered that the risk management plan version <X> is not acceptable. Details are provided in the endorsed Rapporteur assessment report and in the list of questions in section 6.3.
1.2.  [bookmark: _Toc413751792][bookmark: _Toc499213147]Pharmacovigilance system  
<The CHMP considers that the  pharmacovigilance system summary submitted by the applicant fulfils the requirements of Article 8(3) of Directive 2001/83/EC.>
<The CHMP, having considered the data submitted in the application was of the opinion that it was not appropriate to conclude on pharmacovigilance system at this time.> <See list of questions>.
<The CHMP having considered the data submitted in the application was of the opinion that a pre-authorisation pharmacovigilance inspection is required>.
[bookmark: _Toc419417508][bookmark: _Toc419417509][bookmark: _Toc419417510][bookmark: _Toc419417511][bookmark: _Toc419417512][bookmark: _Toc419417513][bookmark: _Toc419417514][bookmark: _Toc419417515][bookmark: _Toc419417516][bookmark: _Toc419417517][bookmark: _Toc419417518][bookmark: _Toc419417519][bookmark: _Toc419417520][bookmark: _Toc419417521][bookmark: _Toc419417522][bookmark: _Toc419417523][bookmark: _Toc419417524][bookmark: _Toc419417525][bookmark: _Toc419417526][bookmark: _Toc419417527][bookmark: _Toc419417528][bookmark: _Toc419417529][bookmark: _Toc419417530][bookmark: _Toc419417531][bookmark: _Toc419417532][bookmark: _Toc419417533][bookmark: _Toc419417534][bookmark: _Toc419417535][bookmark: _Toc419417536][bookmark: _Toc419417537][bookmark: _Toc419417538][bookmark: _Toc419417539][bookmark: _Toc419417540][bookmark: _Toc419417541][bookmark: _Toc419417542][bookmark: _Toc419417543][bookmark: _Toc419417544][bookmark: _Toc419417545][bookmark: _Toc499213148]Orphan medicinal products
Orphan designation
<N/A> Not applicable for biosimilars.
or
[For orphan products state the orphan indication and the prevalence of the condition (from COMP summary report)].
<According to the conclusion of the COMP (Opinion dated <date>) the prevalence of the “condition” <state the condition> is <> per 10000 individuals in the EU>.
Indicate if, and when the product received Orphan Drug Designation(s) related to the applied indication(s).
<Product name> was designated as an orphan medicinal product EU/../../... on <date> in the following condition:  <insert the orphan condition that relates to the indication in the MAA>. 
Special consideration has to be given to orphan designated products with regard to the scope of the orphan condition in relation to the therapeutic indication claimed by the applicant (for a product to be authorised as an orphan medicinal product, the indication has to fall within the scope of the orphan designated condition).
Similarity
<The application <did not> contain<ed> a critical report pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No 847/2000, addressing the possible similarity with authorised orphan medicinal products.> <The assessment of similarity is appended to this report.>
For medicinal products similar to an orphan medicinal product elaborations on the data supporting clinical superiority to an already authorised orphan medicinal product in the same indication (refer to Commission Regulation (EC) No 847/2000 Article 3(3)d)and on inability to supply sufficient quantities of existing orphan product are done in separate reports (Appendix).
If an orphan drug has been authorised in the same indication during the evaluation procedure, request the company to submit a report on similarity and, if applicable, the data to support derogation from orphan market exclusivity.
This section could apply to biosimilars.

<Derogation(s) from market exclusivity>
Complete the following paragraph only for submissions where the product was similar to an authorised orphan medicinal product(s) and claims for derogation(s) based on Art. 8.3 was/were submitted. Where applicable, a separate AR on the derogation(s) will have to be adopted and annexed. 
<Pursuant to Article 8 of Regulation (EC) No. 141/2000 <and Article 3 of Commission Regulation (EC) No 847/2000>, the application contained a claim addressing the following derogation laid down in Article 8(3) of the  Regulation (EC) No. 141/2000 ; <the holder of the marketing authorisation for the original orphan medicinal product has given his consent to the applicant> or < the holder of the marketing authorisation for the original orphan medicinal product is unable to supply sufficient quantities of the medicinal product> or <the applicant can establish in the application that the medicinal product, although similar to the orphan medicinal product already authorised, is safer, more effective or otherwise clinically superior.>> <The assessment of the derogation claim is appended to this report.>
This section could apply to biosimilars.



Section ‘5. Benefit risk assessment’ not applicable for biosimilar. Please replace by this section by the section called ‘biosimilarity assessment’ (see further below)
[bookmark: _Toc499213149]Benefit risk assessment
(Update this section at Day 150/180). See Day 80 template/guidance for instructions; delete comment boxes from final report)
1.3.  [bookmark: _Ref431462961][bookmark: _Toc443386978][bookmark: _Toc499213150]Therapeutic Context
Disease or condition
· State the claimed indication.  If appropriate, shortly describe key aspects (if any) of the disease or condition studied that are important for the benefit-risk assessment (e.g., definitions).
· Describe the aims of therapy (e.g., to prolong survival) and key (efficacy) endpoints, if appropriate.

Available therapies and unmet medical need
· Shortly summarise the main available treatment options and the unmet need, if any (a detailed description is in section Error! Reference source not found. Error! Reference source not found.).
Main clinical studies
Briefly describe the design of the main trial(s) and the selected population(s).
	Comments

	· Describe aspects of the condition that are most relevant for the target population and the product and thus could be considered relevant key effects to evaluate in the studies. (For instance, for a product intended to prolong survival, describe mortality.) 
· The unmet medical need should be described in precise epidemiological terms (e.g., incidence, mortality) as much as possible.  Societal or public health implications of the condition (e.g., impact of poor control and prevention of an infectious disease) should also be addressed where relevant.
· The main clinical trials should be described with respect to randomisation, blinding, control, dosing and study size. 
· Describe these key aspects only briefly. These will already have been described in detail in the respective sections. 



1.4.  [bookmark: _Ref431979628][bookmark: _Toc443386979][bookmark: _Toc499213151]Favourable effects
· State the key favourable effects (i.e., primary endpoint and secondary endpoints of clinical relevance) and shortly describe them (e.g., point estimates, confidence intervals). 
· Consider describing key effects in important subgroups (e.g. as defined by age, sex, ethnicity, organ function, disease severity, or genetic polymorphism). 
· Consider describing also consistency of findings between the studies and prior knowledge (if not consistent, this should be mentioned in section 5.3.  as an uncertainty) and robustness of the data.
	COMMENTS

	· Strive for clarity, e.g., a difference in median overall survival of 6.8 months was observed for treatment X compared to treatment Y, HR=0.8 (95% C.I.: 0.6, 0.9; logrank P=.001).
· Avoid interpretation and value judgements (e.g., it was convincingly shown that overall survival was greatly improved for treatment X).
· This section should be consistent with the favourable effects described in the Effects Table and with the SmPC section 5.1. No new results should be introduced here that have not been described in detail in the previous sections 
· This section does not need to be updated during the procedure unless new key results are submitted
For more guidance on definitions of favourable effects, how to select “key” effects, and examples, see the D80 assessment report - Overview Guidance.


1.5.  [bookmark: _Ref431971956][bookmark: _Ref433177327][bookmark: _Toc443386980][bookmark: _Toc499213152]Uncertainties and limitations about favourable effects
· Describe any important uncertainties and limitations about the knowledge of favourable effects that is important for the benefit-risk balance, including issues with regard to the robustness of the results.
· This section should be updated during the procedure. If there are no remaining uncertainties and limitations that have an impact on the benefit-risk balance, this section can be completed with “There are no remaining uncertainties and limitations that have an impact on the benefit-risk balance (see section 5.7. Benefit-risk assessment and discussion).”

	COMMENTS

	· Focus on important uncertainties that have an impact in terms of benefit-risk assessment. The description should be factual and value judgements should be avoided. 
· Value judgments about the confidence in the decision, the impact of uncertainties on the benefit-risk balance and any actions (e.g., restriction of indication) should be described under section 5.7.1. Importance of favourable and unfavourable effects and 5.7.2. Balance of benefits and risks.
· Minor uncertainties on favourable effects that do not have an impact on the benefit-risk assessment and that can easily be managed (e.g., product information) will have been described in detail in previous sections (including Error! Reference source not found., Error! Reference source not found., Error! Reference source not found., Error! Reference source not found.) and do not need to be repeated here. If still considered worth mentioning, briefly state the uncertainty and how it will be managed.
· Examples of uncertainties and limitations;
· Indeterminate estimates, e.g., too small sample size, too broad confidence intervals, insufficient significance, withdrawal patterns that may impact on the interpretation of the results
· Statistical aspects e.g. appropriateness of statistical model, validity of assumptions, considerations, combined analyses, missing data, imputation methods, multiplicity;
· Assay sensitivity issues (non-inferiority / equivalence trials; treatment compliance);
· Representativeness  of the patient population expected to be treated with the product (external validity) 
· The chosen “key” effects are different from the aims of therapy described in 5.1. Therapeutic Context; 
· Positive findings on primary efficacy endpoint(s) are not supported by at least favourable trends in specified secondary efficacy measures; single pivotal trial;
· GCP compliance issues;
· The product used in clinical trials is not appropriately representative of the product proposed for marketing;
· Any specific aspects of formulation (composition or development) which impact the safe and effective use of the product;
· Inconsistency of findings between the studies and prior knowledge.
· Inconsistent findings in important subgroups (e.g. age, gender, disease characteristics, and concomitant treatment); differences between regions (EU vs. non-EU); 
· If relevant, mention if there are any sources of uncertainties with respect to (in-process) controls or stability, characterisation, manufacturing method, which could compromise batch to batch consistency and a constant efficacy profile (to be considered especially for negative opinions). 


1.6.  [bookmark: _Ref431972748][bookmark: _Toc443386981][bookmark: _Toc499213153]Unfavourable effects
· State the key unfavourable effects and shortly describe them (e.g., incidence, severity, duration, reversibility, dose-response relationship; incidence of adverse events leading to withdrawals and/or hospitalisations).
· Consider describing key unfavourable effects in important subgroups (e.g. as defined by age, sex, ethnicity, organ function, disease severity, or genetic polymorphism). 
	[bookmark: _Ref433178039][bookmark: _Toc443386982]COMMENTS

	· Strive for clarity (e.g., treatment X was associated with Grade 1-2 toxicity in 95% of patients);  
· Avoid interpretation and value judgements (e.g., low-grade toxicity for treatment X was significant);
· Try to avoid long lists of individual side-effects. If meaningful, try to group them (e.g., in terms of their consequences such as life-threatening reactions or by System Organ Classes). 
· This section should be consistent with the unfavourable effects described in 5.6. Effects Table, the important identified risks described in section 3.5 Risk management plan, and the SmPC Section 4.8. No new results should be introduced here that have not been described in detail in the previous sections (typically under Clinical Aspects).
· This section does not need to be updated during the procedure unless new key results are submitted
For more guidance on how to describe unfavourable effects, see the D80 assessment report - Overview Guidance.


1.7.  [bookmark: _Toc499213154]Uncertainties and limitations about unfavourable effects
· Describe any important uncertainties and limitations about the knowledge of unfavourable effects that is important for the benefit-risk balance.
· This section should be updated during the procedure. If there are no remaining limitations and uncertainties that have an impact on the benefit-risk balance, this section can be completed with “There are no remaining limitations and uncertainties that have an impact on the benefit-risk balance (see section 5.7.  Benefit-risk assessment and discussion).”
	COMMENTS

	· Focus on important uncertainties that have an impact in terms of benefit-risk assessment. The description should be factual. 
· Value judgments about the confidence in the decision, the impact of uncertainties on the benefit-risk balance and any actions (e.g., restriction of indication) should be described under 5.7.1. Importance of favourable and unfavourable effects and 5.7.2.  Balance of benefits and risks.
· Minor uncertainties that do not have an impact on the benefit-risk assessment and that can easily be managed (e.g., product information) will have been described in detail in previous sections (including Error! Reference source not found. and Error! Reference source not found.) and do not need to be repeated here. If still considered worth mentioning, briefly state the uncertainty and how it will be managed.
· Consider discussing the adequacy/limitations (as relevant) of the database in terms of:
· Sample size, duration of follow up; 
· Quality findings, non-clinical findings;
· Type of control group;
· Missing data, discontinuations;
· Adequacy of monitoring.
For a listing of common sources of uncertainty for unfavourable effects, see the D80 assessment report - Overview Guidance.


1.8.  [bookmark: _Ref431908088][bookmark: _Toc443386983][bookmark: _Toc499213155]Effects Table
· Summarise all the key favourable and unfavourable effects, strength of evidence and uncertainties described in the previous sections.
Table X. Effects Table for [insert product name and indication]  <(data cut-off: …)>.
	Effect
	Short
Description
	Unit
	Treatment
	Control
	Uncertainties/
Strength of evidence
	References

	Favourable Effects

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	Unfavourable Effects

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	


Abbreviations:
Notes:

	COMMENTS

	· The Effects Table is entirely based on the assessment of the key favourable and unfavourable effects, strength of evidence, limitations and uncertainties described in the previous sections. As such, there is no new element in the table that has not been described elsewhere.
· Ensure consistency between the table and the favourable, unfavourable effects and strength of evidence, uncertainties and limitations described above.
· The Effects Table should not replace the textual description of effects in the respective sections (some degree of redundancy is expected) although some numerical details can appear in the table only.
· Initially, the Effects Table should appear only in the Rapporteur’s Day 80 report. Subsequently, it should be merged at Day 120 List of Questions and kept updated throughout the assessment until the CHMP Day 210 report. The Effects Table is not needed for biosimilars.
For more details and examples on the Effects Table, see the D80 assessment report - Overview Guidance.



1.9.  [bookmark: _Ref433177739][bookmark: _Toc443386984][bookmark: _Toc499213156]Benefit-risk assessment and discussion
[bookmark: _Ref431910368]Importance of favourable and unfavourable effects
· Discuss the importance (typically in terms of clinical relevance) of the favourable effects observed (as described above) in relation to the target disease and target population and the unmet medical need. Which effects are the most important ones given the objectives of therapy in this disease? What magnitude of the effect can be considered as meaningful and how do the observed effects compare to this?  
· If effects are measured in terms of surrogate endpoint(s), discuss what could be the expected outcome and importance in terms of the true clinical endpoint(s). 
· Discuss the impact of uncertainties and limitations of the data (as described above) on the importance of the favourable effects. E.g., if the true magnitude of the treatment effect could potentially be smaller than estimated due to identified uncertainties, how does this affect the clinical relevance of the effect?
· Discuss the importance of the unfavourable effects with respect to severity, reversibility, if they led to treatment withdrawals or not. How will the unfavourable effects impact on patient´s quality of life?
· Discuss the impact of uncertainties and limitations of the data (as described above) on the importance of the unfavourable effects.
· If relevant, discuss if the importance of favourable and unfavourable effects differ between subgroups of the proposed target population.
	COMMENTS

	· Whereas previous sections mainly focus on description of the data, this section focuses on interpretation of the data, typically using value judgments about the importance of the observed effects and associated uncertainties and limitations of the data. 
· In this section quantitative data and study descriptions do not need to be repeated. Instead, use value judgement to interpret the importance of the effects and the impact of any associated uncertainties and limitations of the data described in earlier sections.
· This assessment will require subjective judgements; expert and patient input (e.g., from literature or expert meetings, Scientific Advisory Groups) as well as relevant previous decisions should be taken into account and explained, if available.
For more details and examples, see the D80 assessment report - Overview Guidance.



[bookmark: _Ref431910515][bookmark: _Ref437868126]Balance of benefits and risks
· Describe the tradeoffs – do the favourable effects outweigh the unfavourable effects given the current state of knowledge, uncertainties and limitations? Explain.
· If applicable, discuss any actions needed to address important limitations or uncertainties, such as warnings in the product information, restriction of indication, contraindication, need for future studies (unless already described above).
	COMMENTS

	· This section can be relatively short unless the impact of remaining uncertainties that have impact on the confidence in the benefit-risk balance and any limitations needs to be described in detail. Wordings like “the benefit/risk balance is currently negative” or “the benefit/risk balance is currently undetermined” may be the most adequate choice during the first phases of the assessment procedure.
· Consider explaining the reason for the proposed indication (restriction or generalisation compared to trial data; major deviations from previous wordings of the indications within the same therapeutic area). The place in therapy and duration of treatment may also warrant further discussion.
For detailed guidance on how to express tradeoffs and examples, see the D80 assessment report - Overview Guidance.



[bookmark: _Ref431911098]Additional considerations on the benefit-risk balance
· Discuss regulatory options for approval (standard marketing authorisation, conditional marketing authorisation, authorisation under exceptional circumstances). If applicable, elaborate on the detailed reasons (scope, requirements) for conditional approval or an approval under exceptional circumstances.
· Discuss what is recommended to advance knowledge (e.g., recommended further studies, if not already described in earlier sections).
· If there are no additional considerations that apply to this benefit-risk assessment, this section can be completed with “Not applicable.”
	COMMENTS

	· Do not repeat previous sections. In particular, do not use this section to re-state important benefits, risks, uncertainties, their impact on the decision; these should have been described in previous sections. 
· Consider discussing the consistency of this benefit-risk assessment with similar past assessments, and explain any differences. 
· Is the benefit-risk balance expected to be the same over the time of treatment?


1.10.  [bookmark: _Toc443386985]Conclusions
The overall B/R of <name of product> <is positive> <provided general statement on conditions>; is negative>.
[For a biosimilar: replace the section ‘5. Benefit risk assessment’ by the following section ‘Biosimilarity assessment’]
2.  [bookmark: _Toc499213157]Biosimilarity assessment 
2.1.  [bookmark: _Toc499213158]Comparability exercise and indications claimed
2.2.  [bookmark: _Toc499213159]Results supporting biosimilarity
2.3.  [bookmark: _Toc499213160]Uncertainties and limitations about biosimilarity
2.4.  [bookmark: _Toc499213161]	Discussion on biosimilarity
2.5.  [bookmark: _Toc499213162]Extrapolation of safety and efficacy
2.6.  [bookmark: _Toc499213163]Additional considerations 
2.7.  [bookmark: _Toc499213164]Conclusions on biosimilarity and benefit risk balance
Based on the review of the submitted data, <name of product> is considered <not> biosimilar to <reference product>. Therefore, a benefit/risk balance comparable to the reference product <can><cannot> be concluded.

[bookmark: _Toc449541474][bookmark: _Toc449541475][bookmark: _Toc449541476][bookmark: _Toc449541477][bookmark: _Toc449541478][bookmark: _Toc449541479][bookmark: _Toc449541480][bookmark: _Toc449541481][bookmark: _Toc449541493][bookmark: _Toc449541501][bookmark: _Toc449541509][bookmark: _Toc449541519][bookmark: _Toc449541527][bookmark: _Toc449541535][bookmark: _Toc449541543][bookmark: _Toc449541544][bookmark: _Toc449541545][bookmark: _Toc449541546][bookmark: _Toc449541547][bookmark: _Toc449541548][bookmark: _Toc449541549][bookmark: _Toc449541550][bookmark: _Toc499213165]CHMP list of questions to be addressed in writing <and/or in an Oral Explanation*>
[*in case of accelerated assessment]
(Make cross-references from the actual question to what is stated in the scientific discussion. Try to limit the “other concerns” to what is needed to know.)
[bookmark: _Toc449541552][bookmark: _Toc499213166]Quality aspects
Major objections
Drug substance [related to additional data provided by applicant only]
Drug substance [applicant’s part as provided by ASMF holder]
Note: In case the ASMF procedure is used the following should be stated in case potential serious risks to public health are being raised on the restricted part of the ASMF:
“For potential serious risks to public health on the restricted part of the ASMF see separate Appendix on the ASMF”
Drug product
Other concerns
Drug substance [related to additional data provided by applicant only]
Drug substance [applicant’s part as provided by ASMF holder]
Note: When applicable: “For Other concerns on the restricted part of the ASMF see separate Appendix on the ASMF”
Drug product
[bookmark: _Toc499213167]Non clinical aspects
Major objections
Pharmacology
Pharmacokinetics
Toxicology
Other concerns
Pharmacology
Pharmacokinetics
Toxicology
[bookmark: _Toc499213168]Clinical aspects
Major objections
Pharmacokinetics
Pharmacodynamics
Clinical efficacy
Clinical safety
Risk management plan
· Safety specification 
· Pharmacovigilance plan
· Risk minimisation measures
Pharmacovigilance system  
Other concerns
Pharmacokinetics
Pharmacodynamics
Clinical efficacy
Clinical safety
Risk management plan
· Safety specification 
· Pharmacovigilance plan
· Risk minimisation measures
· Public Summary of RMP 
The Applicant should update the Part VI “Summary of activities in the risk management plan by medicinal product”, in line with the issues raised in other parts of the RMP. 
Pharmacovigilance system  
2.8.  [bookmark: _Toc450645634][bookmark: _Toc450645855][bookmark: _Toc454443998][bookmark: _Toc499213169]New active substance status

[bookmark: _Toc499213170] Recommended conditions for marketing authorisation and product information
[bookmark: _Toc499213171]Conditions for the marketing authorisation
[bookmark: _Toc499213172]Summary of product characteristics (SmPC)
[bookmark: _Toc499213173]Labelling 
[bookmark: _Toc499213174]Package leaflet (PL)
User consultation
(for guidance please see D80AR Overview guidance)
Conclusion from the checklist for the review of user consultation
<Quick Response (QR) code>

<The review of the QR code request submitted by the MAH is presented in a separate attachment to this report (checklist available for download here: Quick Response (QR) code). >
[bookmark: _Toc499213175]Appendix (as appropriate)
CHMP questions on the ASM (active substance manufacturer) restricted part of the DMF
NOTE that this annex should not be sent to the MAH but only to the holder of the DMF.


 

CHMP questions on the ASM restricted part of the DMF
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