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1.  [bookmark: _Toc382210343][bookmark: _Toc42848006][bookmark: _Toc104841568]Introduction

GENERAL GUIDANCE FOR RAPPORTEUR AND CO-RAPPORTEUR
The Rapporteur will insert factual data into each section.
For factual data, Co-Rapporteur only to add information if additional data are of relevance. In this case, please insert relevant boxes for Co-Rapporteur assessment as applicable. On <date>, <applicant/MAH> filed an application for <an initial marketing authorisation><an extension application> <for an extension of an indication> of the medicinal product <name of product> using the centralised procedure for the following indication<s>: 
<list of indication(s) applied>
[The AR should be updated as the indication evolves; the final AR should discuss the final indication agreed by CHMP]
The final approved indication(s) is/are: [do not delete; in early stages of the procedure use wording ‘subject to ongoing assessment’, then list approved indication(s)]
<Subject to ongoing assessment><list of approved indication(s)> 
[In case the application concerns an orphan medicinal product, please add relevant information.] 
<name of product> (INN/common name) is designated as an orphan medicinal product for the following condition:
<state the designated orphan condition> 
[bookmark: _Toc382210344][bookmark: _Toc382210540]Authorised orphan medicinal products from the start of the procedure
[Similarity is triggered by an authorised orphan product benefitting from market exclusivity from the start of the procedure regardless of whether the product being assessed is an orphan or not. The need for similarity is also independent of the legal basis of the application. Generic, Hybrid or Biosimilar products are not exempt from the assessment of their similarity vis-à-vis the orphan product.
Similarity needs to be assessed against all orphan products authorised from the start of the procedure for a condition related to the Therapeutic Indication applied for. The report should be updated throughout the procedure to reflect any new orphan products that become authorised while the assessment is ongoing. Orphan medicinal product that have received a positive CHMP opinion one month prior to the opinion for the present application should also be considered for the similarity assessment in anticipation of the Commission Decision. In those cases, add “pending” in the last column of the below enclosed table.
[In case an authorised orphan product benefiting from market exclusivity at the start of the procedure has its orphan drug designation removed from the Union Register of orphan medicinal products -under the terms of Article 5(12) or Regulation (EC) No 141/2000- prior to the adoption of the final CHMP opinion for this procedure, the similarity assessment vis a vis such orphan product should still be completed, as Article 8(1) of Regulation (EC) No 141/2000 (on market exclusivity) provides that market exclusivity blocks both the acceptance and the granting of a marketing authorisation application unless a derogation can be accepted. Further, if applicable, it should be specified in the below enclosed table that, at the time of final adoption of the similarity assessment report, the orphan designation of <name of the previously orphan product> had been removed from the Union Register of Orphan Medicinal Products.]
If necessary, create separate sections for each orphan condition (if more than one) and list all orphan medicines in the table for each condition. This could mean listing a product twice if it has two relevant ODDs.] 

	Authorised orphan medicinal products

	Name of the authorised orphan product (INN/ common name) [footnoteRef:1]  [1:  Indicate the following if applicable: <At the time of adoption of this similarity report, the orphan designation of <name of the previously orphan product> had been <removed> from the Union Register of Orphan Medicinal Products.>] 

	MAH[footnoteRef:2] [2:  Indicate the Applicant’s name in case of orphans still under assessment (e.g. in anticipation of an EC decision soon). If not applicable, please delete this footnote.  
3 Include the date in the product information from the Union Register of medicinal products for the relevant orphan condition; scroll down to the Community Register of orphan medicinal products for human use and look for the product in “active” or “Withdrawn or expired” for the products which have lost their orphan designations during the procedure. For orphan medicinal product that have only received a positive CHMP opinion and for which the EC decision is pending, add “pending”.
] 

	Designated orphan condition
	Orphan designation number
	Market Exclusivity expiry date3*

	<>
	
	
	
	

	<>
	
	
	
	


* As per the Union Register of medicinal products.

[bookmark: _Toc382210345][bookmark: _Toc382210541]Potential conflict with authorised orphan-designated medicinal products protected by market exclusivity in the EU
According to Article 8(1) of Regulation (EC) No 141/2000, where a marketing authorisation in respect of an orphan medicinal product is granted, the Union and the Member States shall not, for a period of 10 years, without prejudice to intellectual property law or any other provision of European Union law,  accept another application for a marketing authorisation, or grant a marketing authorisation or accept an application to extend an existing marketing authorisation, for the same therapeutic indication in respect of a similar medicinal product. 
It is the responsibility of the <CHMP> <CAT> to give an opinion on the similarity of products submitted via the centralised procedure vis-à-vis authorised orphan medicinal products. This Assessment Report will address  the potential similarity between <name of product> (INN/common name) and <name of authorised orphan product> (INN of authorised orphan product) for the treatment of <indication>, taking into account Commission Regulation (EC) No 847/2000 and the “Guideline on aspects of the application of Article 8(1) and 8(3) of Regulation (EC) No 141/2000: Assessing similarity of medicinal products versus authorised orphan medicinal products benefiting from market exclusivity and applying derogations from that market exclusivity” (2008/C 242/08).


2.  [bookmark: _Toc382210346][bookmark: _Toc42848007][bookmark: _Toc104841569]Similarity assessment

GENERAL GUIDANCE FOR RAPPORTEUR AND CO-RAPPORTEUR
The Rapporteur will insert factual data into each section.
In this section, for the Co-Rapporteur assessment a separate box has been introduced in relevant sub-sections below. For factual data, Co-Rapporteur only to add information if additional data are of relevance. 
If the Co-Rapporteur assessment leads to new questions, removal or modification of questions proposed by the Rapporteur, including change of categorisation (MO, OC), the Co-Rapporteur should insert its assessment in the dedicated box for the relevant section but should not use strikethrough or track-changes mode in the questions from the Rapporteur. 

[Each one of the three criteria (Principal Molecular Structural Features (PMSF), Mechanism of Action and Therapeutic Indication) needs to be assessed, regardless of whether one criterion is clearly non-similar. Clear scientific rationale and unambiguous conclusions need to be provided for each criterion in the table below and in the respective sections 2.1, 2.2. and 2.3 of the report.] 
Table 1	Summary table of medicinal product under evaluation and authorised orphan medicinal product(s):
	Medicinal product under evaluation 
	Authorised orphan medicinal product  

	<Name of product>
<active substance / INN / common name>
<IUPAC:>
<Therapeutic indication>
<mechanism of action>
<Structure>
<Other important quality information:> 
[e.g. molecular formula; relative molecular mass, functional groups; molecular formula; type of atoms; etc.]

<class of biological product>
[particularly if mentioned in the legislation e.g. Article 3.3(c)2 of Regulation 847/2000]

	<Name of product>
<active substance / INN / common name>
<IUPAC:>
<Therapeutic indication>
<mechanism of action>
<Structure>
<Other important quality information:> 
[e.g. molecular formula; relative molecular mass, functional groups; molecular formula; type of atoms; etc.]
<class of biological product>
[particularly if mentioned in the legislation e.g. Article 3.3(c)2 of Regulation 847/2000]


	
	<Name of product>
<active substance / INN / common name>
<IUPAC:>
<Therapeutic indication>
<mechanism of action>
<Structure>
<Other important quality information:> 
[e.g. molecular formula; relative molecular mass, functional groups; molecular formula; type of atoms; etc.]
<class of biological product>
[particularly if mentioned in the legislation e.g. Article 3.3(c)2 of Regulation 847/2000]


	
	<Name of product>
<active substance / INN / common name>
<IUPAC:>
<mechanism of action>
<Therapeutic indication>
<Structure>
<Other important quality information:> 
[e.g. molecular formula; relative molecular mass, functional groups; molecular formula; type of atoms; etc.]
<class of biological product>
[particularly if mentioned in the legislation e.g. Article 3.3(c)2 of Regulation 847/2000]



2.1.  [bookmark: _Toc169336154][bookmark: _Toc382210347][bookmark: _Toc42848008][bookmark: _Toc104841570]Therapeutic Indication
[In case there are several indications, the position of the applicant and of the Rapporteur/Committee shall be broken down for each indication]
Applicant´s position
[The applicant’s position should be summarised.]
<Rapporteur> <CHMP><CAT> position
[The Rapporteurs’ assessors and PL should progressively update this document. 
The Rapporteur/CHMP/CAT should discuss the arguments provided by the Applicant. It is not sufficient to have a sentence reading “the Applicant’s conclusions are supported”, as this does not amount to a proper discussion and it may appear as an insufficiently justified endorsement.
For the purpose of similarity, CHMP/CAT does not look at the orphan condition but at the therapeutic indications approved/applied for.
If the applicant claims to cover a different therapeutic indication, which is a different subset of the designated orphan condition for the authorised orphan medicinal product, the applicant will have to establish that the difference between the two subsets is clinically meaningful. This applies for example to different lines of treatment. To determine what a clinically relevant difference in target population is, translate differences into implications for clinical practice (“what would the doctor do?”).
If there is an overlap of the target populations of two allegedly different therapeutic indications, the second applicant would have to provide an estimate of its extent. The extent of the overlap will be a relevant factor for the Rapporteur/CAT/CHMP to establish whether the claim for two different therapeutic indications can be upheld. If the overlap is not significant, then the indications could still be considered non-similar. To determine what a significant overlap in indication is, the overlap in target populations should be considered (e.g. use in different combinations for the same target population would mean that the indications are similar) as well as the implications for clinical practice. The extent of the overlap should be quantified from the perspective of the authorised orphan product, i.e. the percentage of the target population of the authorised orphan covered by the proposed indication of the new medicinal product.
In the context of post-authorisation applications for extensions of indication, the scope of the similarity assessment of the therapeutic indication is limited to the new (extended) indication to be approved in the context of that particular procedure.]

Co-Rapporteur assessment on therapeutic indication
Please always insert the Co-Rapporteur assessment, even if there is agreement with the Rapporteur.


2.2.  [bookmark: _Toc169336155][bookmark: _Toc382210348][bookmark: _Toc42848009][bookmark: _Toc104841571]Mechanism of action
Applicant´s position
[The applicant’s position should be summarised]
<Rapporteur> <CHMP> <CAT> position
[The Rapporteurs’ assessors and PL should progressively update this document. 
[The Rapporteur/CHMP/CAT should discuss the arguments provided by the Applicant. It is not sufficient to have a sentence reading “the Applicant’s conclusions are supported”, as this does not amount to a proper discussion and it may appear as an insufficiently justified endorsement.
Two active substances should be considered to have the same mechanism of action if both share the same pharmacological target (receptor, enzyme, channel, carrier or an intracellular coupling process) and pharmacodynamics effect (primary pharmacodynamics effect of the active substance). The pharmacodynamic effect relevant to the assessment is the primary pharmacodynamic effect of the active substance that determines the therapeutic indication. In case the mechanism of action is not fully elucidated, the assessment should focus on what is known and whether that has a relation with the primary pharmacodynamic parameter.
Factors not relevant to the assessment of similarity of the mechanism of actions are differences in mode of administration, pharmacokinetic properties, potency, tissue distribution of the target, and clinical differences. Differences in the ATC and INN do not per se justify a non-similar mechanism.
For fixed-dose combinations for which there is a need to consider similarity against an orphan authorised mono-component e.g. AB vs A, the decision whether the products AB and A are considered similar or dissimilar from a mechanism of action point of view depends on whether the mechanism of action of the new component B is considered or not similar to the one of active substance A. If B is sufficiently different from A in terms of mechanism of action, then products A and AB would be considered dissimilar in this regard.]

Co-Rapporteur assessment on mechanism of action
Please always insert the Co-Rapporteur assessment, even if there is agreement with the Rapporteur.


2.3.  [bookmark: _Toc382210349][bookmark: _Toc382210485][bookmark: _Toc382210499][bookmark: _Toc382210545][bookmark: _Toc382210563][bookmark: _Toc382210596][bookmark: _Toc382210610][bookmark: _Toc169336156][bookmark: _Toc382210350][bookmark: _Toc42848010][bookmark: _Toc104841572]Molecular Structure
Applicant´s position
[The applicant position should be summarised.
[The applicant should describe the chemical, physico-chemical-biological structure of the active substance(s) under evaluation and the orphan drugs authorised. Furthermore, the applicant should highlight the main differences between the orphan drug(s) already approved and the active substance under evaluation in terms of chemical, physico-chemical-biological features.] 

<Rapporteur> <CHMP><CAT> position>
[The Q Specialist with the Rapporteurs’ assessors should progressively update this document. 
[The Rapporteur/CHMP/CAT should discuss the arguments provided by the Applicant. It is not sufficient to have a sentence reading “the Applicant’s conclusions are supported”, as this does not amount to a proper discussion and it may appear as an insufficiently justified endorsement.
[The Rapporteurs/CHMP/CAT should describe the chemical, physico-chemical-biological structure of the active substance(s) under evaluation and the orphan drugs authorised. Furthermore, the Rapporteurs/CHMP should highlight the main differences between the orphan drug(s) already approved and the active substance under evaluation in terms of chemical, physico-chemical-biological features. 
QWP/BWP to be involved systematically. 
In the assessment, the CHMP/CAT should take into account the criteria as provided by Article 3(3) of Commission Regulation (EC) No 847/2000[footnoteRef:3]. [3:  Regulation (EC) No 847/2000 as amended by Regulation (EU) 2018/781

] 

For chemical substances similarity coefficients using different fingerprints might be used in the evaluation of the similarity of the active substances (chemicals) as supportive data. The values of similarity coefficients using different fingerprints should be discussed. The differences between the similarity coefficients provided by the applicant and obtained by the rapporteurs should be discussed.
For biologicals, the principal molecular structural features may be composed of the therapeutic moiety or the therapeutic moiety in combination with additional structural element(s) significantly contributing to the functionality of the active substance. 
In the case of advanced therapy medicinal products, for which the principal molecular structural features cannot be fully defined, the similarity between two active substances should be assessed on the basis of the biological and functional characteristics. For cell-based ATMPs, this should take into account: 
- differences in starting materials/final composition of product with significant impact on the biological characteristics and/or activity relevant for the intended therapeutic effect or safety; 
- differences in the manufacturing technology with significant impact on the biological characteristics and/or activity relevant for the intended therapeutic effect or safety. 
For fixed-dose combinations for which there is a need to consider similarity against an orphan authorised mono-component e.g. AB vs A, the same principles apply as for the assessment of similarity of the mechanism of action (see above), i.e. if B is sufficiently different from A in terms of principal molecular structural features, then products A and AB would be considered dissimilar in this regard.
The final conclusion by the Rapporteurs/CHMP/CAT should reflect the reason why the two active substances are similar or not similar i.e. they share or do not share the same principal molecular structural features (but not necessarily all of the same molecular features).]
< Table 2:	Supportive Information (Computated Quantitative Similarity Calculations)>
	Fingerprints

	Tanimoto
	Cosine
	Euclidean
	<N = other similarity coefficients >

	A
	
	
	
	

	B
	
	
	
	

	C
	
	
	
	

	D
	
	
	
	




Co-Rapporteur assessment on molecular structure
Please always insert the Co-Rapporteur assessment, even if there is agreement with the Rapporteur.


3.  [bookmark: _Toc169336157][bookmark: _Toc382210352][bookmark: _Toc42848011][bookmark: _Toc104841573]Conclusion
[The table below should be filled in including conclusions on similarity or non-similarity for each of the three criteria (principal molecular structural features, mechanism of action and therapeutic indication). As long as one of the three criteria is non-similar, overall the products are considered non-similar.]
In this section, for the Co-Rapporteur assessment separate boxes have been introduced for convenience at the end of the table.

The position of the <Rapporteur> <CHMP> <CAT> on similarity with authorised products is summarised in the table below. The position of the Co-Rapporteur is inserted in a separate box after the table summarising the Rapporteur position.:
Table 3:	Similarity assessment of <name of product> with orphan medicinal products authorised from the start of the procedure
	Medicinal product under evaluation 
	Authorised Orphan medicinal product  
	Final conclusion 

	<(Name of product>
<active substance / INN / common name>
	<Name of product>
<active substance / INN / common name>
	<SIMILAR><NOT SIMILAR> based on <therapeutic indication>< mechanism of action> <principal molecular structure>
[It should be specified if similar/ not similar for each criterion, e.g. “Similar based on therapeutic indication, Not similar based on principal molecular structure and mechanism of action”]

	
	<Name of product>
<active substance / INN / common name>
	<SIMILAR><NOT SIMILAR> based on <therapeutic indication>< mechanism of action> <principal molecular structure>


	
	<Name of product>
<active substance / INN / common name>
	<SIMILAR><NOT SIMILAR> based on <therapeutic indication>< mechanism of action> <principal molecular structure>




Co-Rapporteur position on the similarity assessment 
Please always insert the Co-Rapporteur assessment, even if there is agreement with the Rapporteur.


Having considered the arguments presented by the applicant and with reference to Article 8 of Regulation (EC) No 141/2000, <name of product> is considered <similar> <not similar> (as defined in Article 3 of Commission Regulation (EC) No 847/2000) to <name of authorised orphan product>.
[repeat paragraph per each authorised orphan product as applicable]
<Therefore, with reference to Article 8 of Regulation (EC) No 141/2000, the existence of any market exclusivity from the start of the procedure for <name of authorised orphan product> in the treatment of <orphan designation>, <prevents><does not prevent> the granting of the <marketing authorisation><extension application><extension of indication> of <name of product> unless there can be a derogation. This finding is without prejudice to the outcome of the scientific assessment of the <marketing authorisation application><extension application><extension of indication>.>
[repeat paragraph per each authorised orphan product as applicable]
[In case CHMP concludes that the medical product under evaluation is considered similar to an authorised orphan product but the MAH of this authorised orphan product has given consent to the applicant/MAH of the medicinal product under evaluation, include the below statement. No separate derogation assessment report is then required.]
<With reference to Art 8(3) of Regulation (EC) No 141/2000, the following derogation was provided:<name of MAH for the original orphan> <the holder of the marketing authorisation for the original orphan medicinal product <name of product> has given his consent to the second applicant, <name of applicant>.>
[In case CHMP concludes that the medical product under evaluation is considered similar to an authorised orphan product and the MAH of this authorised orphan product has not given consent to the applicant/MAH of the medicinal product under evaluation, include the below statement.] 
<This finding is without prejudice to the outcome of the scientific assessment of any claim for a derogation under Article 8(3) of Regulation (EC) No 141/2000 in connection with the <marketing authorisation application><extension application><extension of indication>.>


4.  [bookmark: _Toc382210353][bookmark: _Toc382210489][bookmark: _Toc382210503][bookmark: _Toc382210549][bookmark: _Toc382210567][bookmark: _Toc382210600][bookmark: _Toc382210614][bookmark: _Toc156978504][bookmark: _Toc382210354][bookmark: _Toc42848012][bookmark: _Toc104841574]<List of questions>
[Any issue that will prevent conclusion of non-similarity should be a Major Objection (as it would prevent approval of the application unless the Applicant has a valid derogation claim)]
For the Co-Rapporteur assessment: 
When there is a proposal to have new questions, remove questions proposed by the Rapporteur or amend them, such proposal must always be introduced in a separate box. Track-changes and strikethrough must not be used. These amendments should always be justified in the relevant sections of the report with a cross reference to the LoQ. 

5.  [bookmark: _Toc382207178][bookmark: _Toc382210355][bookmark: _Toc42848013][bookmark: _Toc104841575]<Assessment on the responses to the list of questions>

6.  [bookmark: _Toc382207179][bookmark: _Toc382210356][bookmark: _Toc42848014][bookmark: _Toc104841576]<Final conclusion> 
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