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PROCEDURE
for inspecting manufacturing site for medicinal products submitted for state registration
1. General 

1.1. This Procedure aims at providing the implementation of Item 3 of the Procedure for State Registration (Re-registration) of Medicinal Products approved by the Decree of the Cabinet of Ministers of Ukraine of May 26, 2005, № 376 (as amended), and has been elaborated with the purpose of making motivated conclusions on efficacy, safety and quality of medicinal products during expert evaluation of materials submitted for state registration through inspection of a manufacturing site for medicinal products specified in the registration dossier for compliance of the data given in these materials.
1.2. The Public Enterprise “State Pharmacological Center” MoH Ukraine (hereinafter – Center) shall inspect a manufacturing site for medicinal products for compliance with the data included in the registration dossier during its expert evaluation.
2. Definitions 

2.1. Inspection of a manufacturing site for a medicinal product during its state registration is an additional expert evaluation of data given in the registration dossier for their reproducibility during manufacture of medicinal product at the site.
2.2. Prequalification of medicinal product is a standardized procedure for assessing quality of a medicinal product by the World Health Organization (hereinafter – WHO) with the purpose of testing the acceptability of medicinal products through expert evaluation of the dossier for the given medicinal product and inspecting the manufacturing site where its production is performed. 

3. Criteria for inspecting a manufacturing site for a medicinal product submitted for state registration
3.1. The inspection of the manufacturing site for medicinal products submitted for state registration through an expert evaluation for reproducibility of data submitted in materials of the registration dossier shall be performed when:
- A manufacturer submits an application for state registration of a medicinal product in Ukraine for the first time;
- Manufacturing site for medicinal product is indicated in materials of the registration dossier for medicinal products of this manufacturer for the first time;

- In the registration dossier an applicant declares a replacement or addition of a manufacturing site for the part or all of the manufacturing process. 
3.2. The inspection of a manufacturing site for medicinal products submitted for state registration through the expert evaluation for data reproducibility shall be singly performed regardless of the quantity of registration dossiers for medicinal products where this site is listed.
3.3. The inspection of a manufacturing site for medicinal products submitted for state registration  through the expert evaluation of data reproducibility shall not be performed when:
-  Medicinal product concerned has been registered in a country with a stringent regulatory authority being, according to  the WHO definition, a member of the International Conference on Harmonization of Technical Requirements for Registration of Pharmaceuticals for Human Use (ICH) or associated with an ICH member through a legally binding mutual recognition agreement, including Australia, Norway, Iceland and Liechtenstein;
- Application for state registration specifies the Ukrainian manufacturer having a GMP compliance certificate for a site declared in the registration dossier and issued according to the procedure established by the current legislation; 

- Manufacturing site is within the territory of a country with a regulatory authority being a member of the Pharmaceutical Inspection Cooperation Scheme (PIC/S), a country where the GMP standards are legally established, or a manufacturing site is a foreign subsidiary owned by an enterprise whose principal site is located in the above countries and routinely inspected by the official authority of the country where the principal site is located;
- Medicinal product concerned has a confirmation of the inspection of the manufacturing site performed by the European Medicines Agency, the Food and Drug Administration of the USA (FDA USA) or other stringent authority listed in paragraph 2 of item 3.3 of this Procedure; 
- A confirmation from the applicant that a medicinal product manufactured at the site concerned was prequalified by WHO; 

- There is a mutual inspection recognition agreement between Ukraine and a manufacturing country, and there are positive results of the inspection in a declared manufacturing site carried out within the last three years. 

4. Inspection of a manufacturing site for medicinal products submitted for state registration

4.1. The inspection of a manufacturing site for medicinal products submitted for state registration shall be performed through an expert evaluation for reproducibility of data related to the manufacture of a medicinal product, and shall be conducted to confirm data given in the registration dossier. 
4.2. The inspection of a manufacturing site for medicinal products submitted for state registration  through an expert evaluation for data reproducibility concerns only a manufacturing site declared in the registration dossier, and a site of batch quality control  which is responsible  for batch release of the given medicinal product.
4.3. An appropriate decision taken during the specialized expert evaluation on the need of an additional expert evaluation of data given in registration materials for their reproducibility during the manufacture of a medicinal product by a manufacturer is a reason for inspecting a manufacture site of medicinal products submitted for state registration. Following this decision, the inspection plan and program specifying its purpose, subjects, dates shall be approved and an expert or an expert team shall be appointed.
4.4. The Center shall send to the address of an applicant (or his representative in Ukraine) a plan and program of the expert evaluation for data reproducibility within 20 days before the date of this expert evaluation.
4.5. Qualified experts shall inspect the manufacturing site for medicinal products submitted for state registration through  expert evaluation  for data reproducibility .

4.6. During expert evaluation for data reproducibility the experts shall:
- Evaluate the reproducibility of data given in the registration dossier;
- Assess the compliance of the manufacturing process with the information given in the registration dossier concerning premises and equipment, control of critical stages and intermediate production, batch size;
- Determine an ability of the manufacturer’s Quality Control Laboratory to perform in full analyses/testing of active substances, excipients, intermediate products and finished medicinal product.
4.7. An expert must keep information obtained from the manufacturer confidential.
4.8. An expert is responsible for unbiased, full and valid results of the expert evaluation for data reproducibility. 

4.9. The term of an expert evaluation for data compliance shall be established by mutual agreement of the applicant and the Center. Such expert evaluation shall not exceed 5 days. 
4.10. Report on the expert evaluation for data reproducibility shall be prepared within ten working days from the day of termination of the expert evaluation according to the form given in annex to the Procedure in duplicate. One copy of the report shall be issued to the applicant (or applicant’s authorized representative in Ukraine), the other shall be added to materials of registration dossier.
4.11. Expert shall consider the results of the additional expert evaluation performed for data reproducibility while drawing out expert conclusions.
4.12.The Center shall arrange for the expert or expert team trip aimed at inspecting the manufacture of medicinal products submitted for state registration.
4.13. The applicant shall pay the expenses related to the inspection of a manufacturing site of medicinal products submitted for state registration through expert evaluation for data reproducibility according to agreement between the applicant and the Center.
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	Annex to Procedure for inspecting manufacturing site for medicinal products, submitted for state registration


Report about expert evaluation of data reproducibility
	Applicant’s name and address______________________________________________________________ 

Manufacturer’s name and address, country____________________________________________________
_____________________________________________________________________________________
_____________________________________________________________________________________ 

Name and address of manufacturing site_____________________________________________________
_____________________________________________________________________________________ 

Name of medicinal product, pharmaceutical form_______________________________________________
_____________________________________________________________________________________ 

Registration dossier №, date of submission to the Center_________________________________________
_____________________________________________________________________________________ 

Date of start of expert evaluation __________________________________________________ 

Expert evaluation end-date_____________________________________________________________ 

Experts: 

_____________________________________________________________________________________
                                                                                         (Full name) 

_____________________________________________________________________________________
                                                                                         (Full name) 

Last name of applicant (applicant’s representative) being present at expert evaluation, signature 
_____________________________________________________________________________________ 

Signatures: 

Expert _________________________________ 

Expert _________________________________ 


	№ 

	Activity inspected 
	Compliance with the data presented in dossier 
	Expert’s signature

	1 
	2 
	3 
	4 

	1 
	Name and address of all manufacturing sites, engaged in the manufacture of the finished medicinal product. 
	  
	  

	2 
	Pharmaceutical development.
Development of the manufacturing process.
Storage place for samples of medicinal product for stability study.
Microbiological parameters.
Manufacturing process of medicinal product:
Manufacturing formula;
Stages of manufacturing process and process control;
Control of critical stages and intermediate products;
Process validation and/or its evaluation.
	  
	  

	3 
	Premises and equipment.
Site responsible for batch release of medicinal product (quality control unit).
Storage place for starting material, intermediates and finished medicinal product. 
	  
	  











