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Date: 
This module reflects the scientific discussion for the approval of <name of the product>. The procedure was finalised at <date of day 90/210>.  For information on changes after this date please refer to the module ‘Update’.

I. Introduction

The following information can be included:

- Proposal for first statement:

“Based on the review of the quality, safety and efficacy data, the Member States have granted a marketing authorisation for <product name, pharmaceutical form and strength >, from <name MAH>. 

The product is indicated for:< include indications>.
A comprehensive description of the indications and posology is given in the SmPC.”

-Type of marketing authorisation (legal basis). The following sentence can be used:

 “The marketing authorisation has been granted pursuant to Article  of Directive 2001/83/EC.”

Please specify in case the marketing authorisation is granted under exceptional circumstances in accordance with Article 22 of Directive 2001/83/EC
- Main features of disease/condition etc. 

- Whether a discussion in CMDh took place with reference to section V.
- Reference to the conditions to the marketing authorisation pursuant to Article 21a or 22 of Directive 2001/83/EC in section V
II. Quality aspects

II.1 Introduction

Pharmaceutical form, formulation, container system, etc.
II.2 2.2
Drug Substance

INN; chemical features like chemical class, chirality, manufacturing, specifications, stability

II.3 Medicinal Product

Pharmaceutical development, manufacture of the product, product specification, stability of the product

II.4 Discussion on chemical, pharmaceutical and biological aspects

III. Non-clinical aspects

III.1 Introduction

III.2 Pharmacology

III.3 Pharmacokinetics

III.4 Toxicology

III.5 Ecotoxicity/environmental risk assessment (ERA)

The following sentence can be used in case no ERA has been submitted:

Since <PRODUCT NAME> is intended for generic substitution, this 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.

A summary of the main studies should be provided by using the following tables:

Summary of main study results

	Substance (INN/Invented Name):

	CAS-number (if available):

	PBT screening
	
	Result
	Conclusion

	Bioaccumulation potential- log Kow
	OECD107 or …
	
	Potential PBT (Y/N)

	PBT-assessment

	Parameter
	Result relevant for conclusion
	
	Conclusion

	Bioaccumulation


	log Kow 
	
	B/not B

	
	BCF
	
	B/not B

	Persistence
	DT50 or ready biodegradability
	
	P/not P

	Toxicity
	NOEC or CMR
	
	T/not T

	PBT-statement :
	The compound is not considered as PBT nor vPvB

The compound is considered as vPvB

The compound is considered as PBT

	Phase I 

	Calculation
	Value
	Unit
	Conclusion

	PEC surface water , default or refined (e.g. prevalence, literature)
	
	(g/L
	> 0.01 threshold (Y/N)

	Other concerns (e.g. chemical class)
	
	
	(Y/N)

	Phase II Physical-chemical properties and fate

	Study type
	Test protocol
	Results
	Remarks

	Adsorption-Desorption
	OECD 106 or …
	Koc =
	List all values

	Ready Biodegradability Test
	OECD 301
	
	

	Aerobic and Anaerobic Transformation in Aquatic Sediment systems
	OECD 308
	DT50, water =

DT50, sediment =

DT50, whole system =

% shifting to sediment =
	Not required if readily biodegradable

	Phase IIa Effect studies 

	Study type 
	Test protocol
	Endpoint
	value
	Unit
	Remarks

	Algae, Growth Inhibition Test/Species 
	OECD 201
	NOEC
	
	µg/L
	species

	Daphnia sp. Reproduction Test 
	OECD 211
	NOEC
	
	µg/L
	

	Fish, Early Life Stage Toxicity Test/Species 
	OECD 210
	NOEC
	
	µg/L
	species

	Activated Sludge, Respiration Inhibition Test 
	OECD 209
	EC
	
	µg/L
	

	Phase IIb Studies

	Bioaccumulation


	OECD 305
	BCF


	
	L/kg
	%lipids:

	Aerobic and anaerobic transformation in soil
	OECD 307
	DT50

%CO2
	
	
	for all 4 soils

	Soil Micro organisms: Nitrogen Transformation Test
	OECD 216
	%effect
	
	mg/kg
	

	Terrestrial Plants, Growth Test/Species
	OECD 208
	NOEC
	
	mg/kg
	

	Earthworm, Acute Toxicity Tests
	OECD 207
	NOEC
	
	mg/kg
	

	Collembola, Reproduction Test
	ISO 11267
	NOEC
	
	mg/kg
	

	Sediment dwelling organism 
	
	NOEC
	
	mg/kg
	species


NB: In case Phase I or Phase II studies or results of specific parameters have not been submitted these tables/parameters should be deleted

Conclusions on studies:

The active substance is a natural substance, the use of which will not alter the concentration or distribution of the substance in the environment. Therefore, <active substance> is not expected to pose a risk to the environment.

OR

<Active substance> PEC surface water value is below the action limit of 0.01 µg/L and is not a PBT substance as log Kow does not exceed 4.5.

OR

<Active substance> is not a PBT substance or if PBT add a specific conclusion according to the PBT assessment.

- Considering the above data, <active substance> is not expected to pose a risk to the environment.

- Considering the above data, <active substance> should be used according to the precautions stated in the SmPC in order to minimise any potential risks to the environment.

(If applicable:) The applicant committed to perform the following studies as follow-up measures: [list of tests to be performed]
III.6 Discussion on the non-clinical aspects

For generics: brief explanation that abridged applications avoid the need for repetitive tests on animals and humans.  Reference to the reference medicinal product

IV. Clinical aspects

IV.1 Introduction

IV.2 Pharmacokinetics

In case of generic applications:

Biowaiver
Assessment of justification for biowaiver

Bioequivalence studies

Summary of assessment bioequivalence studies. The following table may be used/included
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 

Conclusion on bioequivalence studies:

Based on the submitted bioequivalence study/ies <TRADE NAME> is considered bioequivalent with <Reference medicinal product.>

If applicable,

The results of study <STUDY NUMBER> with <XX mg> formulation can 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 be accepted.

IV.3 Pharmacodynamics

IV.4 Clinical efficacy

IV.5 Clinical safety

IV.6 Risk Management Plan

The following introductory statement may be used
“The MAH has submitted a risk management plan, in accordance with the requirements of Directive 2001/83/EC as amended, describing the pharmacovigilance activities and interventions designed to identify, characterise, prevent or minimise risks relating to (insert name of medicinal product).”

Insert summary table of proposed pharmacovigilance activities and proposed risk minimisation activities by safety concern (see below)
OR (in exceptional cases)
Justification of absence of risk management plan.

The following tables can be included (taken from the final overview AR/clinical AR/approved RMP as submitted by applicant)

- Summary table of safety concerns as approved in RMP
	Important identified risks
	

	Important potential risks
	

	Missing information
	


- Summary of Safety Concerns and Planned Risk Minimisation Activities as approved in RMP
	Safety Concern
	Routine Risk Minimisation Measures
	Additional Risk Minimisation Measures

	Important Identified Risks

	
	
	

	
	
	

	Important Potential Risks

	
	
	

	
	
	

	Missing Information

	
	
	

	
	
	


- If applicable: Table of Ongoing and Planned Additional Pharmacovigilance Studies / Activities in the Pharmacovigilance Plan as approved in RMP
IV.7 Discussion on the clinical aspects
For generics: brief explanation that abridged applications avoid the need for repetitive tests on animals and humans.  Reference to the reference medicinal product.  For these applications the bioequivalence studies are pivotal and should be described in section IV.2. 

V. User consultation
Include a clear statement whether the readability test was accepted or not.  The following could be used

1) The package leaflet has been evaluated via a user consultation study in accordance with the requirements of Articles 59(3) and 61(1) of Directive 2001/83/EC.  The language used for the purpose of user testing the PIL was <language tested>. 

The results show that the package leaflet meets the criteria for readability as set out in the Guideline on the readability of the label and package leaflet of medicinal products for human use.

NB: It is recommended, but not mandatory to give a short description of the readability test if a test has been performed e.g.:

The test consisted of: <a pilot test with X participants, followed by>> two rounds with 10 participants each.  The questions covered the following areas sufficiently: traceability, comprehensibility and applicability.

OR

2) A user consultation with target patient groups on the package information leaflet (PIL) has been performed on the basis of a bridging report making reference to <name of the product, DCP/MRP number>.  The bridging report submitted by the applicant has been found acceptable.

VI. Overall conclusion, benefit/risk assessment and recommendation

Discussion in CMDh, Recommendations not falling under Article 21a/22 of Directive 2001/83, Conditions pursuant to Article 21a or 22 of Directive 2001/83/EC, if applicable.
For recommendations not falling under Article 21a/22 of Directive 2001/83 and conditions pursuant to Article 21a or 22 of Directive 2001/83/EC the respective text included in the final Overview AR can be included.
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