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NON-CLINICAL AND CLINICAL ASSESSMENT
	Type of application:
	Article 10(1) of Directive 2001/83/EC so called "generic application” 

	Reference product used in the bioequivalence studies:
	                                   

	Original product:
	


1. introduction

This mutual recognition/decentralised application concerns a generic version of <ACTIVE SUBSTANCE>, under X trade names. In this Assessment Report, the name <TRADENAME> is used.  

The originator product is <ORIGINATOR> (strengths, pharmaceutical form) by <INNOVATOR>, registered since <DATE OF REGISTRATION>. 

With <COUNTRY> as the Reference Member State in this Decentralized Procedure / Mutual Recognition Procedure, <APPLICANT> is applying for the Marketing Authorisations for <TRADENAME> in <LIST OF CMS>.

<Active substance> is < short introduction of the active substance and its uses.>
2. NON-CLINICAL Assessment

2.1. Critical evaluation of the Non-Clinical Overview and Summary

A non-clinical assessment should be performed focused on the new information. 

When the originator is already approved in all MSs, and no new non-clinical data have been submitted the following statement is sufficient:
Pharmacodynamic, pharmacokinetic and toxicological properties of <ACTIVE SUBSTANCE> are well known. As <ACTIVE SUBSTANCE> is a widely used, well-known active substance, the applicant has not provided additional studies and further studies are not required. Overview based on literature review is, thus, appropriate.

The non-clinical overview has been written by <Name, qualification, degree and affiliation of the expert> and dated <date>.  Report refers xx publications up to year 20xx.

<The non-clinical overview on the pre-clinical pharmacology, pharmacokinetics and toxicology is adequate.>

<The non-clinical overview on the pre-clinical pharmacology, pharmacokinetics and toxicology is not adequate, because…...>

When the originator is not approved in all MS involved, it is recommended, but not required, to add a short summary of the non-clinical data of the originator. 

When new non-clinical data have been submitted, by example to qualify impurities, to support the introduction of a new salt, or because new non-clinical data have become available, e.g. regarding pregnancy, lactation, QT, etc, which may impact the SmPC, a new non-clinical assessment has to be preformed. This chapter should be supplemented with relevant headings from the general templates of assessment report for non-clinical and clinical data.
Points of interest such as recently published and clinically relevant animal data presented in the overview may be stated and commented here if necessary.

Assessor's comment: 

Are the non-clinical sections of the SmPC acceptable? 

If there are additional non-clinical data, are these data adequately reflected in the SmPC? 
Grounds for non-providing new data justified adequately.

In most cases it is not necessary to include such comments. 
2.2 Environmental Risk Assessment (ERA)

<Since <PRODUCT NAME> is a generic product, it will not lead to an increased exposure to the environment. An environmental risk assessment is therefore not deemed necessary.> 

OR

Assessment of the ERA to be included if ERA data have been submitted by the applicant.
2.3
Conclusions

<There are no objections to approval of <TRADE NAME> from a non-clinical point of view.>
<As stated above, there are issues that need to be clarified (see list of questions,        section 5).> 

3. CLINICAL ASSESSMENT

3.1. Introduction

This assessment report represents an evaluation of the key elements of the information provided by the company in the dossier. For more details, the reader should refer to the company's clinical overview and summary and to the clinical file. 

The clinical overview has been written by <Name, qualification, degree and affiliation of the expert> and dated <date>. Report refers xx publications up to year 20xx.

Product profile: Indications and dosage (SmPC sections 4.1 and 4.2), pharmacodynamics and pharmacokinetics of the active substance PK summary of substance and formulation; absorption, distribution, metabolism, elimination data of special interest in respect of bioequivalence studies (linearity, elimination time etc.)(see e.g. text books such as Goodman & Gilman, Martindale etc) 

Comments on points of interest (especially those requested in the CTD for applications according to Article 10.1. (a)(iii)Directive 2001/83/ EC)
1. safety data in respect of contraindications, warnings, interactions, adverse effects

2. recently published clinical trials or case reports presented in the overview may be stated and commented here when necessary. Also, some important recently published data/case reports not stated in the expert report may be highlighted here. 

<The clinical overview on the clinical pharmacology, efficacy and safety is adequate.>

<The clinical overview on the clinical pharmacology, efficacy and safety is not adequate, because…...>

Assessor's comment: Is the basis of the BE study/ies justified? Is the SmPC in accordance with the innovator’s SmPC?  Other comments on the contents of the SmPC.
GCP aspects
<A statement on the application of appropriate GCP standards in the submitted study/ies has been provided.>

Prior to the start of the assessment, it should be checked if previous inspections with critical findings are known for the CRO and site(s). 
If this is not the case, during assessment of the study/ies the need for inspection of these study/ies based on the provided data should be evaluated. For BE/BA trials this evaluation should be done by referring to the “Guidance for triggers for inspections of bioequivalence trials (EMA 244111/2013)
Initial points which may be taken into consideration are as follows:
- Is there missing documentation (e.g. missing validation and/or analytical and/or clinical report(s), method SOP and other relevant SOPs, representative chromatograms)?

- Are there any observations which raise concerns about the quality or validity of the sampling process or study sample analyses?

- Are there any observations which raise concerns about the quality or validity of the analytical method validation?

- Are there any observations which raise concerns about the quality or validity of the statistical analysis?

Further detailed information on the topics indicated above is provided in the Guidance on triggers for inspections of bioequivalence trials (EMA/244111/2013). 

Likewise, if concerns are raised on the topics indicated above, or for further information, this Guidance provides information allowing a more detailed evaluation of the possible triggers for inspection.
It should be noted that in case of missing information, the Applicant should first be requested to provide these data before considering this a trigger for inspection. 

Assessor's comment: The applicant should be asked – if not listed in Module 2.7.1. - to inform if the clinical and analytical sites have been inspected by a competent European authority and to provide the outcomes of this inspection
A specific comment should be made as to whether inspection of the submitted BE study/ies is needed

3.2. Clinical study reports

To support the application, the applicant has submitted as report <number> of clinical trials; <number of bioequivalence studies> or < number of therapeutic equivalence studies>.

If applicable, this chapter should be supplemented with relevant headings from the general templates of assessment report clinical data.
Assessor's comment: Comment on the number and type of BE studies. Are the conducted studies sufficient for the applied product with respect to the pharmaceutical form (immediate release, modified release, transdermal etc.)? 

3.2.1. Biowaiver

If applicable, the applicant’s justification for a BCS-based biowaiver/biowaiver for additional strength/s and the choice of strength/s to be investigated in the bioequivalence studies should be presented
Assessor's comment: 

An overall assessment of BCS-based biowaiver approach/biowaiver for additional strength/s including pharmaceuticals points (same manufacturer, same qualitative composition, same ratio between active substance and excipients, comparable in vitro dissolution profile) should be given.
In case of biowaiver for some of the strengths, this should be commented.
3.2.2. pharmacokinetic studies (Code)

Presentation of bioequivalence studies. If more than one bioequivalence study has been submitted, headings should be copied to give a separate description and assessment of all studies

3.2.2.1. Methods

Study design 
Short description of the study: design, investigator, study site, protocol number, starting and end date of the study, bioanalysis facility, biostatistician and/or biostatistical institute, drug intake procedures (fasting state or with food),meals served fed/fasted condition, constituents of meal (in fed studies), multiple/single dose, applied dose, wash-out period, blinding, crossing-over, randomization, sampling schedule, analyzed compound (parent and/or metabolites) and matrix (plasma, urine data).

Dates of the final protocol and Ethics approval should also be provided to ensure GCP. 
Assessor's comment: Is the design acceptable, wash-out long enough, sampling period long enough, sampling scheme adequate to estimate PK parameters? Comment on drug intake procedures (is the drug normally recommended with food?). In case of multiple-dose study, has steady state been reached? In cases of use of metabolite data, urine excretion data etc. the acceptability of this approach needs to be discussed in detail

Test and reference products  

<TRADE NAME + strength> by < APPLICANT> (batch No. …, exp. date …) has been compared to <REFERENCE PRODUCT + strength> (Batch No: …., from the <COUNTRY> market, exp. date ….).

The following information should be included in the assessment report on the bioequivalence study and not only in the quality part of the assessment report:

- Actual strength vs. nominal strength of the test and reference products employed in the bioequivalence study.

- Batch size of the test product employed in the bioequivalence study and commercial batch size.

- Detailed information of the formulations is found in Module 3.

Assessor's comment: Is required data given? Is the reference product correct?
Population(s) studied  

Number of subjects included in the study, number of subjects included in PK- and statistical analysis, drop-outs (reason why in detail), ethnicity, gender, age, health status, laboratory evaluation, etcetera

Assessor's comment: Is population chosen according to guidelines, Protocol deviations/violations 

Analytical methods  

Brief description of analytical methods used, with emphasis on the performance characteristics of assay validation and quality control.

Provide information regarding where the bioanalysis was performed.

In addition, it is essential to include the date of the start and finish of the bio-analytical phase to see if the long term stability data of the pre-study validation is enough. Storage conditions of the samples should be stated.

Analytical report should be provided.
Assessor's comment: Is the analytical method acceptable, validated (pre-study and within study), handling of samples adequate.  Is there a statement on GLP compliance? Protocol deviations/violations? Are reasons for reanalysis of samples acceptable?
Pharmacokinetic Variables 

Method of assessment of pharmacokinetic parameters (non-compartmental/compartmental, PK analysis software)

Choice of primary variables and secondary PK variables. 

Assessor's comment: Pharmacokinetic variables adequate?

Statistical methods  
Brief description statistical methods including prospectively defined acceptance criteria.  When relevant, describe the justification of widening of the acceptance criteria.  

Log-transformation, ANOVA or non-parametric test, factors included in ANOVA model (e.g. treatment, sequence, id), statistical software that was applied.
Assessor's comment: Is the statistics described adequately, are methods acceptable (transformations, parametric tests, handling of missing values, outliers, basis of bioequivalence (90% CI’s etc.)? Protocol deviations/violations? Has any widening of the acceptance criteria for Cmax been adequately justified by demonstrating intra-individual variability >30% for the reference product in a study of replicated design together with a clinical justification?
3.2.2.2. Results
Table 1.
Pharmacokinetic parameters (non-transformed values; arithmetic mean ± SD, tmax median, range)
	Treatment
	AUC0-t

xg/ml/h
	AUC0-∞

xg/ml/h
	Cmax

xg/ml
	tmax

h

	Test


	
	
	
	

	Reference


	
	
	
	

	*Ratio (90% CI)


	
	
	
	

	AUC0-t 
Area under the plasma concentration curve from administration to last observed concentration at time t. 
                                AUC0-72h  can be reported instead of AUC0-t, in studies with sampling period of 72 h, and where the concentration 
                                at 72 h is quantifiable. Only for immediate release products
AUC0-∞ 
Area under the plasma concentration curve extrapolated to infinite time.  
                                AUC0-∞ does not need to be reported when AUC0-72h is reported instead of AUC0-t
Cmax 
Maximum plasma concentration 

tmax                          Time until Cmax is reached


*ln-transformed values 

For modified release products, both single dose and steady state studies are needed. In these cases the following table should be added, and should include the parameters 

 AUC0-, Cmax,ss, Cmin,ss, tmax,ss.
Table 2. 
Pharmacokinetic parameters in steady-state (non-transformed values; arithmetic mean ± SD)

	Treatment
	AUC0-τ
xg/ml/h
	Cmax,ss
xg/ml
	Cmin,ss
xg/ml
	tmax,ss

h

	Test


	
	
	
	

	Reference


	
	
	
	

	*Ratio (90% CI)


	
	
	
	

	
	
	
	
	

	AUC0-τ 
Area under the plasma concentration curve during a dosage interval at steady state
Cmax,ss 
Maximum plasma concentration at steady state
Cmin,ss
Minimum plasma concentration at steady state
tmax,ss 
Time until Cmax,ss is reached



*ln-transformed values 

If applicable: food effect.

Provide information regarding size of extrapolated area. The extrapolated AUC should not higher than 20% in any subject (not only the mean extrapolation).
In the pharmacokinetic analysis is essential to indicate if pre-dose levels are detected. If tmax is observed in any subject in the first sample time, it means that the Cmax has not be characterised adequately. If Cmax is outside the validated range, the dilution of the samples needs to be validated. 

The safety results should also be commented at the end of section 3.2.2.2
Assessor's comment: Is the bioequivalence shown appropriately?
3.2.2.3. Pharmacokinetic conclusion  

<Based on the submitted bioequivalence study/ies <TRADE NAME> is considered bioequivalent with <ORIGINATOR>.>
<As stated above, there are issues that need to be clarified. List of questions are given in Section 5.>
If applicable,

<The results of study <STUDY NUMBER> with <XX mg> formulation <CAN/CAN NOT> be extrapolated to other strengths <XX mg>, according to conditions in Guideline on the Investigation of Bioequivalence CPMP/EWP/QWP/1401/98 Rev. 1/Corr*, section 4.1.6.> 
<The justification for BCS (Biopharmaceutics Classification System) - based biowaiver <CAN/CAN NOT> be accepted.>
3.2.3. Pharmacodynamic studies
If applicable, usually no new data required and given. Required, if bioequivalence cannot be shown by pharmacokinetic studies. 
3.2.4. Additional data
Dissolutions in different pH may be of importance in clinical point of view. Dissolution comparisons of products used in the BE studies. A demonstration of the discriminative power of the dissolution tests should be provided. A cross-reference to Module III should be added, if relevant.

3.3. Post marketing experience
Post-marketing data are very seldom available.
Evaluation of the PSUR <APPLICANT> has submitted (if the product has already been on the market elsewhere outside EU).
OR

<No post-marketing data is available. The medicinal product has not been marketed in any country.> 

3.4. Benefit-Risk assessment
<The application contains an adequate review of published clinical data and the bioequivalence has been shown. Approval is recommended from the clinical point of view.>
<Review of the clinical data should be updated. Bioequivalence has not been indisputably shown. List of Questions are presented in Section 4.>
4. Pharmacovigilance 

Risk management plan

· Safety Specification

· Pharmacovigilance plan

· Plans for post-authorisation efficacy studies

· Risk minimisation measures

· Summary of activities in the risk management plan by medicinal product
5. <LIST OF QUESTIONS AS PROPOSED BY THE rMS>
1. Non-clinical aspects

· Major Objections 
· Other concerns
2. Clinical aspects 

· Major Objections
· Other concerns  
Note:

Assessment of SmPC and Package leaflet in the Overview. 

Comment on whether user consultation of the PL has been performed or is foreseen, or the justification for its absence is acceptable, also in the Overview

