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Quality Overall Summary (Immunological VMPs)


a) Summary of product information:
	Non-proprietary name of the finished product (IVMP)
	

	Proprietary name of the finished product (IVMP)
	

	International non-proprietary name(s) of the active ingredient(s), including strain
	

	Pharmacological Classification
	

	Proposed indication(s)
	

	Dosage form
	

	Strength(s)
	
	
	

	Application Number(s)
	
	
	

	Applicant name and address 
	

	Contact information
	Name:
Phone:
Fax:
Email: 



b) Other Introductory information:

Related dossiers (e.g. IVMP(s) with the same immunogenic Substance(s) submitted to the MRA by the applicant):
	Registration Number 
	Registered (Y/N)
	Immunogenic substances, strength, dosage form
	Source of Master Seed
(including address)
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	SUMMARY OF QUALITY ASSESSMENT OF LABELLING AND SAMPLES 
(MRA Use Only)










	Discussion/comments on the quality components of:







	Summary of product characteristics
<insert assessment observations, comments, etc.>





	Labelling (outer and inner labels)
<insert assessment observations, comments, etc.>



	Package leaflet (product information leaflet)
<insert assessment observations, comments, etc.>

	Samples (e.g. FPP, device)
<insert assessment observations, comments, etc.>




2.3.S	IMMUNOGENIC SUBSTANCE (NAME, MANUFACTURER) 

Complete the following table for the option that applies for the submission of immunogenic substance information in accordance with applicable guideline for registration of Immunological VMPs: 
	Name of Immunogenic Substance
	

	Name of Immunogenic Substance manufacturer:
		



2.3.S.1 General Information (name, manufacturer)
Information from 3.2.S.1 should be included.

2.3.S.1.1 Nomenclature (name, manufacturer)

a) Biological Name:

b) Scientific Name:

c) Any other Approved Name:

d) For Combination Vaccines (Names of Immunogenic Substances):

e) Chemical Modifications/Conjugation of the Immunogenic Substances:

2.3.S.1.2 Structure (name, manufacturer)

a) Structural formula:
b) Schematic amino acids sequence/molecular formula:
c) Relative molecular mass:

2.3.S.1.3 General Properties (name, manufacturer)

a) Physicochemical characterisation 
b) Biological Activity
c) General description of the starting materials of biological origin used to obtain or extract the immunogenic substance
d) General description of the raw materials
e) Certificates of Analysis (signed and dated) 

2.3.S.2 Manufacture (name, manufacturer)
Information from 3.2.S.2 should be included:

2.3.S.2.1 Manufacturer(s) (name, manufacturer)
· Information on the manufacturer. 

a) Name, address and responsibility (e.g. fabrication, packaging, labelling, testing, storage) of each manufacturer, including contractors and each proposed production site or facility involved in these activities:

	Name and address
(including block(s) / unit(s))
	Responsibility 

	
	

	
	

	
	



b) Manufacturing authorization to produce the Immunogenic Substance (Active Ingredient(s)) and certificate of GMP compliance (GMP information should be provided in Module 1):

2.3.S.2.2 Description of Manufacturing Process and Process Controls (name, manufacturer)
A brief description of the manufacturing process (including, for example, reference to starting materials, critical steps, and reprocessing) and the controls that are intended to result in the routine and consistent production of material(s) of appropriate quality; as provided in 3.2.S.2.2; 

a) Flow diagram of the synthesis process(es)
b) Narrative description of the manufacturing process(es)
c) In process holding steps
d) Description of lot identification system
e) Description and validation of the inactivation or detoxification process
f) Description of propagation and harvest
g) Description of the purification process
h) Description of the conjugation process
i) Stabilization of the immunogenic substance
j) Reprocessing (if applicable)
k) Filling procedure


2.3.S.2.3 Control of Materials (name, manufacturer) 
A description of the Source and Starting Material and raw materials of biological origin used in the manufacture of the Immunogenic substance, as described in 3.2. S.2.3 


2.3.S.2.4 Controls of Critical Steps and Intermediates (name, manufacturer)
A discussion of the selection and justification of critical manufacturing steps, process controls, and acceptance criteria as described in 3.2.S.2.4 

(a) Summary of the controls performed at critical steps of the manufacturing process and on intermediates:

	Step/materials
	Test(s)/method(s)
	Acceptance criteria

	
	
	

	
	
	

	
	
	

	
	
	


(b) Description of sampling procedures


2.3.S.2.5 Process Validation and/or Evaluation (name, manufacturer)
A description of process validation and/or evaluation, as described in 3.2.S.2.5. 

	(a)	Description of process validation and/or evaluation studies (e.g. for aseptic processing and sterilization):


2.3.S.2.6 Manufacturing Process Development (name, manufacturer)
A brief summary of major manufacturing changes made throughout development and conclusions from the assessment used to evaluate product consistency, as described in 3.2.S.2.6. The QOS should also cross-refer to the non-clinical and clinical studies that used batches affected by these manufacturing changes, as provided in the CTD-S and CTD-E modules of the dossier.

	(a)	Description and discussion of the significant changes made to the manufacturing process and/or manufacturing site of the API used in producing comparative bioavailability or biowaiver, stability, scale-up, pilot and, if available, production scale batches:

2.3.S.3 Characterisation of the Immunogenic Substance (name, manufacturer)

A description of the desired product and product-related substances and a summary of general properties, characteristic features and characterisation data (for example, primary and higher order structure and biological activity), as described in 3.2.S.3.1, should be included. The QOS should summarise the data on potential and actual impurities arising from the manufacture and/or degradation and should summarise the basis for setting the acceptance criteria for individual and total impurities. The QOS should also summarise the impurity levels in batches of the immunogenic substance used in the non-clinical studies, in the clinical trials, and in typical batches manufactured by the proposed commercial process. The QOS should state how the proposed impurity limits are qualified. A tabulated summary of the data provided in 3.2.S.3.2, where appropriate should be included.

2.3.S.3.1 Elucidation of Structure and other Characteristics (name, manufacturer)
Refer to information provided in 3.2. S.1.2 and 3.2. S.1.3 above. Any additional characterisations tests performed, but not covered in the sections above should be included in this section

2.3.S.3.2 Impurities (name, manufacturer)

	(a)	Identification of potential and actual impurities arising from the manufacture and/or degradation:

		(i)	List of immunogenic substance - related impurities (e.g. starting materials, by-products, intermediates, degradation products), including scientific/biologic name, structure, and origin:

	Immunogenic substance-related impurity (scientific or biological name or descriptor)
	Structure
	Origin

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	



		(ii)	List of process-related impurities (e.g. residual solvents, reagents, catalysts etc.), including compound names and step used in synthesis:

	Process-related impurity (compound name)
	Step used in synthesis

	
	

	
	

	
	

	
	

	
	



	(b)	Basis for setting the acceptance criteria for impurities:

		(i)	Maximum daily dose for the Immunogenic substance-related impurities and the concentration limits (ppm) for the process-related impurities (e.g. residual solvents)

		(ii)	Data on observed impurities for relevant batches (e.g. comparative bioavailability or biowaiver, stability batches)

		(iii)	Justification of proposed acceptance criteria for impurities

2.3.S.4 Control of the Immunogenic Substance (name, manufacturer)
A brief summary of the justification of the specification(s), the analytical procedures, and validation should be included. Specification from 3.2.S.4.1 should be provided. A tabulated summary of the batch analyses from 3.2.S.4.4, with graphical representation where appropriate, should be provided.

2.3.S.4.1 Specification (name, manufacturer)
Immunogenic specifications of the finished product (IVMP) manufacturer:
	Standard (e.g. Ph.Eur., House)
	

	Specification reference number and version
	

	Test
	Acceptance criteria
	Analytical procedure
(Type/Source/Version)

	Description
	
	

	Identity test
	
	

	Antigen content: virus titre etc.
	
	

	pH
	
	

	Purity 
	
	

	Etc. 
	
	


2.3.S.4.2 Analytical Procedures (name, manufacturer)

A description of the analytical procedures according to 3.2. S.4.2 


2.3.S.4.3 Validation of Analytical Procedures (name, manufacturer)

A description of the analytical procedures’ validation according to 3.2. S.4.3 

	

2.3.S.4.4 Batch Analyses (name, manufacturer)

	(a)	Description of the batches:

	Batch number
	Batch size
	Date and
site of production
	Use (e.g. comparative bioavailability or biowaiver, stability)

	
	
	
	

	
	
	
	

	
	
	
	



	(b)	Summary of batch analyses release results of the IVMP manufacturer for relevant batches (e.g. comparative bioavailability or biowaiver, stability):

	Test
	Acceptance
Criteria
	Results

	
	
	<batch x>
	<batch y>
	etc.

	Description
	
	
	
	

	Description
	
	
	
	

	Identity test
	
	
	
	

	Antigen content: virus titre etc.
	
	
	
	

	pH
	
	
	
	

	Purity 
	
	
	
	

	Etc. 
	
	
	
	



	(c)	Summary of analytical procedures and validation information for those procedures not previously summarized in 2.3.S.4.2 and 2.3.S.4.3 (e.g. historical analytical procedures):

2.3.S.4.5 Justification of Specification (name, manufacturer)

Justification of the API specification (e.g. evolution of tests, analytical procedures and acceptance criteria, differences from officially recognized compendial standard(s))

2.3.S.5 Reference Standards or Materials (name, manufacturer)
Information from 3.2.S.5 (tabulated presentation, where appropriate) should be included.

a) Source (including lot number) of primary reference standards or reference materials (e.g. Ph.Eur., in-house)

b) Characterization and evaluation of non-official (e.g. not from an officially recognized pharmacopoeia) primary reference standards or reference materials (e.g. elucidation of structure, certificate of analysis)

c) Description of the process controls of the secondary reference standard against primary standard

2.3.S.6 Container Closure System (name, manufacturer)
A brief description and discussion of the information, from 3.2.S.6 should be included. 

	(a)	Description of the container closure system(s) for the shipment and storage of the immunogenic substance (including the identity of materials of construction of each primary packaging component and a brief summary of the specifications):

	Packaging component
	Materials of construction
	Specifications (list parameters e.g. identification (IR))

	
	
	

	
	
	

	
	
	



	
2.3.S.7 Stability (name, manufacturer)
This section should include a summary of the studies undertaken (conditions, batches, analytical procedures) and a brief discussion of the results and conclusions, the proposed storage conditions, retest date or shelf-life, where relevant, as described in 3.2.S.7.1.
A tabulated summary of the stability results from 3.2.S.7.2, should be provided.

2.3.S.7.1 Stability Summary and Conclusions (name, manufacturer)

(a) Stability Studies Protocol
(b) Summary of accelerated and long-term testing parameters (e.g. studies conducted):

	Storage condition
(◦C, % RH)
	Batch number
	Batch size
	Container closure system
	Completed (and proposed) testing intervals

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	



Summary of the stability results observed for the above accelerated and long-term studies:

	Test
	Results

	Description
	

	Moisture
	

	Impurities
	

	Antigen content
	

	purity
	

	etc.
	

	
	



	(c)	Proposed storage statement and re-test period (or shelf-life, as appropriate):

	Container closure system
	Storage statement
	Re-test period*

	
	
	

	
	
	


* indicate if a shelf-life is proposed in lieu of a re-test period, if applicable.

2.3.S.7.2 Stability Data (name, manufacturer)

	(a)	The actual stability results should be provided in Module 3.

(c) Summary of analytical procedures and validation information for those procedures not previously summarized in 2.3.S.4 (e.g. analytical procedures used only for stability studies)




2.3.P	 FINISHED PRODUCT (NAME, DOSAGE FORM) 
2.3.P.1	Description and Composition of the IVMP (name, dosage form)
Information from 3.2.P.1 should be provided. Composition from 3.2.P.1 should be provided.

2.3.P.1 Description and Composition of the FPP 

(a)	Description of the IVMP:

(b)	Composition of the IVMP:

(i) Composition, i.e. list of all components of the IVMP and their amounts on a per unit basis and percentage basis (including individual components of mixtures prepared in-house (e.g. adjuvants) and overages, if any):

	Component and quality standard (and grade, if applicable)
	Reference Standard
	Name of the IVMP (including strength/dose and dosage form)

	
	
	

	
	
	Function
	Quantity per unit (mg) 

	Active (immunogenic) ingredients

	
	
	
	

	
	
	
	

	
	
	
	

	Inactive ingredients (adjuvant/excipients/preservative)

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	TOTAL
	
	
	



[bookmark: aaa]		(ii)	Composition of all components purchased as mixtures (e.g. stabilisers, adjuvants):

	(c)	Description of accompanying reconstitution diluent(s), if applicable:

(a) Type of container closure system used for the IVMP and accompanying reconstitution diluent, if applicable:

2.3.P.2 IVMP Development (name, dosage form)
A discussion of the information and data from 3.2.P.2 should be presented.
A tabulated summary of the composition of the formulations used in clinical trials should be provided, where relevant.
	
2.3.P.2.1 Components of the IVMP

(a) Discussion of the compatibility of the immunogenic substances with other components 
(b) Discussion of the choice of excipients listed in 2.3.P.1 (e.g. their concentrations, their characteristics that can influence the IVMP performance)

2.3.P.2.2 Finished Product (IVMP): Formulation Development 
A Summary describing the development of the IVMP (e.g. route of administration, usage, optimization of the formulation, etc.) and justification of overages in the formulation(s) as well as the physicochemical and biological properties should be provided

2.3.P.2.3 Manufacturing Process Development 

Discussion of the development of the manufacturing process of the FPP (e.g. optimization of the process, selection of the method of sterilization) and any differences in the manufacturing process(es) for the batches used in the clinical studies and the process described in 2.3.P.3.3:

2.3.P.2.4 Container Closure System

A Discussion of the suitability of the container closure system (described in 2.3.P.7) used
for the storage, transportation (shipping) and use of the IVMP (e.g. choice of materials, protection from moisture and light, compatibility of the materials with the IVMP):

For a device accompanying a multi-dose container, a summary of the study results
demonstrating the reproducibility of the device (e.g. consistent delivery of the intended volume):

2.3.P.3 Manufacture 

2.3.P.3.1 Manufacturer(s) 

	(a)	Name, address and responsibility (e.g. fabrication, packaging, labelling, testing) of each manufacturer, including contractors and each proposed production site or facility involved in manufacturing and testing:

	Name and address
(include block(s) / unit(s))
	Responsibility

	
	

	
	

	
	

	
	



	(b)	Manufacturing authorization, marketing authorization and, where available, WHO-type certificate of GMP (GMP information should be provided in Module 1):

2.3.P.3.2 Batch Formula 

(a) List of all components of the IVMP to be used in the manufacturing process and their amounts on a per batch basis (including individual components of mixtures prepared in-house (e.g. adjuvants) and overages, if any):
	Component and quality standard (and grade, if applicable)
	Reference Standard
	Name of the IVMP (including strength/dose and dosage form)

	
	
	

	
	
	Function
	Quantity per unit
(mg) 
	 %
	Quantity per non- clinical batch (kg/l)
	%
	Quantity per clinical batch (kg/l)
	%
	Quantity per validation / stability batch (kg/l)
	%
	Quantity per production batch (kg/l)
	%

	Active (immunogenic) ingredients

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	Inactive ingredients (adjuvant/excipients/preservative)
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	TOTAL
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2.3.P.3.3 Description of Manufacturing Process and Process Controls 

	(a)	Flow diagram of the manufacturing process:
	(b)	Narrative description of the manufacturing process, including equipment type and working capacity, process parameters:

2.3.P.3.4 Controls of Critical Steps and Intermediates 

	(a)	Summary of controls performed at the critical steps of the manufacturing process and on isolated intermediates:

	Step
(e.g. propagation, inactivation, purification, filling)
	Controls (parameters/limits/frequency of testing)

	
	

	
	

	
	

	
	



2.3.P.3.5 Process Validation and/or Evaluation 
A Summary of the process validation and/or evaluation studies conducted (including
product quality review(s) where relevant) and/or a summary of the proposed process validation protocol for the critical steps or critical assays used in the manufacturing process (e.g. protocol number, parameters, results):

2.3.P.5 Control of IVMP 
2.3.P.5.1 Specification(s) of the IVMP
	Standard (e.g. Ph.Eur., In-House)
	

	Specification reference number and version
	

	Test
	Acceptance criteria
(release)
	Acceptance criteria
(shelf-life)
	Analytical procedure
(type/source/version)

	Description
	
	
	

	Identification
	
	
	

	Purity
	
	
	

	Moisture content (for lyophilised IVMP)
	
	
	

	Antigen content
	
	
	

	etc.
	
	
	


2.3.P.5.3 Validation of Analytical Procedures  

A summary of the validation information (e.g. validation parameters and results):

2.3. P.5.4. Lot -to -Lot Consistency and analysis 
Description of the lots:

	IVMP Name, Strength, Dosage Form

	batch number
	Batch size
	Date of Production
	Use of Batch (clinical studies etc.)

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	



A Summary of batch analyses release results of the IVMP manufacturer for relevant batches
(e.g. comparative bioavailability or biowaiver, stability):

	Test
	Acceptance
Criteria
	Results

	
	
	<batch x>
	<batch y>
	etc.

	Description
	
	
	
	

	Description
	
	
	
	

	Identity test
	
	
	
	

	Antigen content: virus titre etc.
	
	
	
	

	pH
	
	
	
	

	Purity 
	
	
	
	

	Etc. 
	
	
	
	



2.3.P.6 Reference Standards or Materials
 Source (including lot number) of primary reference standards or reference materials:

2.3.P.7 Container Closure System  

	(a)	Description of the container closure systems, including unit count or fill size, container size or volume:
	Description
(including materials of construction)
	Strength
	Unit count or fill size
	Container size

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	



(b) Summary of specifications of each primary and functional secondary (e.g. foil pouches) packaging components:


	Packaging component
	Specifications 
(list parameters e.g. identification (IR))

	HDPE bottle
	

	PP cap
	

	Induction sealed liners
	

	Type 1 Glass vial etc.
	

	
	



	(c)	Other information on the container closure system(s):

2.3.P.8 Stability (name, dosage form)
A summary of the studies undertaken (conditions, batches, analytical procedures) and a brief discussion of the results and conclusions of the stability studies and analysis of data should be included. Conclusions with respect to storage conditions and shelf-life and, if applicable, in- use storage conditions and shelf-life should be given.
A tabulated summary of the stability results from 3.2.P.8.3, with graphical representation where appropriate, should be included. The post-approval stability protocol, as described in 3.2.P.8.2, should be provided.

2.3.P.8 Stability  

2.3.P.8.1 Stability Summary and Conclusions  

	(a)	Summary of stress testing and results (e.g. photostability studies, cyclic studies, freeze-thaw studies):

	(b)	Summary of accelerated and long-term testing parameters (e.g. studies conducted):

	Storage conditions (◦C, % RH)
	Strength and batch number
	Batch size
	Container closure system
	Completed (and proposed) test intervals

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	



Summary of the stability results observed for the above accelerated and long-term studies:

	Test
	Results

	Description
	

	Moisture
	

	Impurities
	

	Assay
	

	etc.
	

	
	



	(c)	Proposed storage statement and shelf-life (and in-use storage conditions and in-use period, if applicable):

	Container closure system
	Storage statement
	Shelf-life

	
	
	

	
	
	




2.3.R.1 Production Documentation  

2.3.R.1.1Executed Production Documents  

	(a)	List of batches (including strengths) for which executed production documents have been provided (e.g. comparative bioavailability or biowaiver batches):

2.3.R.1.2 Master Production Documents  

	(a)	The blank master production documents for each strength, proposed commercial batch size and manufacturing facility should be provided in Module 3.



NOTES TO THE ASSESSOR

Points to be communicated to the Manufacturer
Please copy all relevant observation and information to be communicated to the manufacturer in the corresponding letter and save it accordingly

Immunogenic Substances:

IVMP:

Overall recommendation:
Please fill in the relevant recommendation (registration/rejection), based on the review of the data on quality, nonclinical and clinical studies.

Outstanding commitments:
Please list the outstanding commitments, which should be answered before the product can be listed on the registration list.

Recommendations for inspection:

	Evaluator:

	Date:

	Reviewer:

	Date:
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