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	Annex 1 
to Item 3.2 of the Procedure for Conducting Expert Evaluation of Materials Pertinent to Medicinal Products Submitted for the State Registration (Re-Registration) and for Expert Evaluation of Materials about Introduction of Changes to Registration Documents during Validity Period of Registration Certificate


APPLICATION

for Conducting Expert Evaluation of Materials Pertinent to Medicinal Products Submitted for the State Registration (Re-Registration) and for Expert Evaluation of Materials about Introduction of Changes to Registration Documents during Validity Period of Registration Certificate
Received:___ __________ 200__                           
   
№_______________

	
Trade name of medicinal product 


Strength

Active substance (-s)
Pharmaceutical form

Applicant 

Authorized person acting on behalf of  applicant


This is to confirm that all available data regarding quality, safety and efficacy of the medicinal product have been presented in the registration dossier (whernever applicable).

Note.  Please attach a letter of attorney authorizing negotiations/signing of documents on behalf of applicant to item 5.3.

Attach a proof of payment of registration fee and cost of expert evaluation to item 5.1.

On behalf of the applicant   _________________________________

                                     Signature (-s)

                                     _____________________________________

                                     Name

                                     _____________________________________

                                     Position

                                     _____________________________________

                                     Location                           date ( .. / .. / .... )

Annex 1, continued

1.1. Is this application a reason for introduction of changes to the registration documents?

 Note. The applicant of present application must be the same as the holder of the acting registration certificate. 

Section 1.1.1 (extension) or section1.1.2 (no extension) should be completed as per items 6.1 and 6.3 and Annex 8 to this Procedure.

○ No (complete section 1.2).

○ Yes (complete the following section and section 1.2).

For acting registration certificate please indicate:


Name of the applicant

Name, strength, pharmaceutical form 

of the registered medicinal product 


Number (-s) of registration certificate

Does this application refer to extension of usage?

○ Yes  (complete section 1.1.1)

○ No    (complete section 1.1.2)

1.1.1. If the change refers to extension of usage, please specify the change:
□ Change or addition of new pharmaceutical form

□ Addition of a new strength /quantitative change in active substance (-s)

□ Addition of a new route of administration

□ Change of pharmacokinetics (including different bioavailability)

□ Addition/change of indications in other therapeutic field

Note. Therapeutic field shall be indicated as the third ATC code level.

□ Quantitative change in proposed active substance, not defined as a new active substance

Note.  Provided there are no changes in pharmacokinetics of main moiety of the molecule and also in pharmacodynamics and toxicological characteristics which may influence the efficacy and safety of the medicinal product.

○
Replacement with a different salt/ester, complex/derivative (same        therapeutic moiety)

○
 Replacement with a different isomer, mixture of isomers, or replacement of a mixture with an isolated isomer
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○       Replacement of a biological substance or product of biotechnology 
○
Other change (specify)  ___________________________________


_______________________________________________________

1.1.2.  If the change does not refer to extension of usage, please specify the change:

     □  addition  of one or more active substance (-s)

□  deletion of one or more active substance (-s)

□ quantitative change in proposed active substance, defined as a new active substance
Note.  Provided there are some changes in pharmacokinetics of main moiety of the molecule and also in pharmacodynamics and toxicological characteristics which may influence the efficacy and safety of the medicinal product:
○ Replacement with a different salt/ester, complex/derivative (same        therapeutic moiety)

○   Replacement with a different isomer, mixture of isomers, or replacement of a mixture with an isolated isomer 

○    Replacement of a biological substance or product of biotechnology
○    Other change (specify)_______________________________________


____________________________________________________________  

1.2. This application shall be submitted according to : 

Note. This section should be completed for any application, including those referred to in section 1.1

1.2.1. A complete and independent application/stand-alone application

○ Section 6.1 of the Procedure – complete application (i.e. complete dossier with administrative, pharmaceutical, preclinical and clinical data*)
Note. For extension of usage of complete applications cross references can only be made for preclinical or clinical data.

○  New active substance 

Note. Constituent of the medicinal product has not been registered in Ukraine.

○ Known active substance – a constituent of the medicinal product registered in Ukraine

Note. A constituent of the medicinal product registered in Ukraine.


     The same or other applicant.       

    * For extension of usage of complete applications, cross references can only be made for preclinical or clinical data.
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○  Section 6.3.2 of the Procedure – so-called “bibliographic application”

Note. For extension of bibliographic application, cross references can only be made for preclinical or clinical data.

1.2.2. An abridged application
○ Section 6.3.1 of the Procedure – so-called “informed consent application”

Note. Application for a product essentially similar to the registered medicinal product where consent has been given by the existing registration certificate holder to use his data in support of this application.

Complete administrative and pharmaceutical data should be provided with consent of the holder of preclinical and clinical data. The registered product and the informed consent application may have the same or different holder of registration certificate.

Medicinal product registered in Ukraine:

· product name, strength, pharmaceutical form

· holder of registration certificate

· number (-s) of registration certificate (-s)

□ Attach letter of consent from the registration certificate holder of the registered medicinal product (annex 5.2). 

○ Section 6.3.3 of the Procedure 

Specify first or last paragraph, if necessary

○ first paragraph – so-called “generic application”
Note.  Application for a product essentially similar to a so-called reference product.  Complete administrative, pharmaceutical, preclinical and clinical data should be provided.

■   A reference product registered in Ukraine :

· product name, strength, pharmaceutical form

· holder of registration certificate

· number (-s) of registration certificate (-s) 

■ Medicinal product used for bioequivalence study (where applicable):
· product name, strength, pharmaceutical form

· holder of registration certificate
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· number (-s) of registration certificate (-s) 

○ Last paragraph – an application for a so-called “original” product (e.g., different pharmaceutical forms, different therapeutic usage…)
Note. Complete administrative and pharmaceutical data, relevant preclinical and clinical data. 

· ■   A reference product registered in Ukraine:
· product name, strength, pharmaceutical form

· holder of registration certificate 

· number (-s) of registration certificate (-s)

■ Medicinal product used for bioequivalence study (if done):
· product name, strength, pharmaceutical form

· holder of registration certificate

· number (-s) of registration certificate (-s)

■ Differences vs. a reference product:

□ other pharmaceutical form 

□ other strength (-s) (quantitative changes of active substance (-s)) 

□ other route of administration

□ other pharmacokinetics (including other bioavailability)

□ other therapeutic usage

□ other differences_____________________________________________

_____________________________________________________________

1.2.3. An application for a fixed combination

Section 6.4 of the Procedure - new product containing known active substances not used previously in combination, so-called fixed combination:
Note. Complete administrative, preclinical and clinical data pertinent to a combination only. 

For extension of fixed combination usage, cross references may only be made to preclinical and clinical data.
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2. SPECIAL PARTS OF APPLICATION  FOR STATE REGISTRATION 

2.1. Name (s) and АТС code

	2.1.1. Proposed (trade) name of medicinal product in Ukraine 


	2.1.2. Name of active substance (-s) 

       Note. Only one name should be given in the following order of priority: INN*, SPh Ukraine, European Pharmacopoeia, common name, scientific name. 

* The active substance should be indicated by its recommended INN, accompanied by its salt or hydrate form (if any)




	2.1.3. Pharmacotherapeutic group (please use current АТС code) 

АТС code                                          Group

Please indicate whether application for assigning ATC Code pending: □


2.2. Strength, pharmaceutical form, route of administration, container and pack sizes

	2.2.1. Strength and pharmaceutical form (use current list of standard terms – SPh Ukraine or European Pharmacopoeia)

Pharmaceutical form                  

 Active substance (-s)


 Strength (-s) 




	2.2.2. Routes of administration (use current list of standard terms – SPh Ukraine or European Pharmacopoeia) 
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	2.2.3 Container, closure and any administration device including description of material of which it is made (use current list of standard terms – SPh Ukraine or European Pharmacopoeia)

For each type of pack specify:

2.2.3.1. Package size (-s)
2.2.3.2. Proposed shelf life
2.2.3.3. Proposed shelf life (after first opening container)
2.2.3.4. Proposed shelf life (after dilution or reconstitution)
2.2.3.5. Proposed storage conditions 
2.2.3.6. Proposed storage conditions after first opening container 
□  Attach list of mockups/samples/specimens submitted with the application, as appropriate (Annex 5.17)


2.3. Legal status

	2.3.1. Proposed dispensing/classification:

○  subject to medical prescription

○  not subject to medical prescription


	2.3.2. For products subject to medical prescription : 

□ product on prescription which may be renewed 
□ product on prescription which may not be renewed 

□ product on special prescription
□ product on restricted prescription
Note. Applicant shall indicate dispensing categories he requests, however, the MoH Ukraine reserves the right to apply the categories as per Ukraine's legislation.


2.4. Applicant (holder of registration certificate/authorized person/company)

	2.4.1. Holder of registration certificate:

name

location (address)

country

telephone

fax

      e-mail
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	2.4.2. Person/company, authorized to negotiate/sign documents on behalf of applicant during the registration procedure :

last name, first name/ name of a company

□ if different from item 2.4.1 (see above), attach letter of attorney (annex 5.3)

location

telephone

fax

e-mail


	2.4.3. Person/company, authorized for negotiations between holder of registration certificate and competent authorities of Ukraine after the registration if different from item 2.4.2 :

last name, first name/ name of a company

□ if different from item 2.4.1 (see above), attach letter of attorney (Annex 5.3)

location

telephone

fax

e-mail


	2.4.4. Authorized person acting on behalf of applicant (representative) in Ukraine for conducting pharmacovigilance:

last name, first name 

name of a company

location

24-hour contact telephone 

fax     

e-mail

□ Attach C.V. of skilled person to conduct pharmacovigilance (Annex 5.4). 


	2.4.5. Scientific service of the holder of registration certificate in Ukraine (authorized person):

last name, first name of authorized person

name of a company

location

telephone

fax

e-mail
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2.5. Manufacturers

	2.5.1. Manufacturer(s) (or importer) responsible for batch release of a medicinal product entering Ukraine's market:

Note. If the medicinal product is produced by an enterprise having GMP certificate issued or recognized by MOH Ukraine approved procedure, a manufacturer (-s) of the medicinal product should be specified, otherwise – an authorized person responsible for batch release control of the medicinal product going to Ukrainian market

name of manufacturer (or last and first names of authorized person)

location

country

telephone/fax

e-mail

· Number of manufacturing license 

· □   Attach  a copy of manufacturing license (-s) or document issued by an authorized authority of manufacturing country  to certify the manufacturer’s right to manufacture (annex 5.5)

· □  Attach justification if more than one manufacturer responsible for batch release is proposed (Annex 5.6) 


	2.5.1.1. Authorized person in Ukraine for product defects and recalls:

last and first names

location

24-hour contact telephone

fax

e-mail


	2.5.1.2. Site for batch control/testing

Note. Performer of testing in Ukraine or country where manufacture takes place, having a GMP certificate issued or recognized as per MoH Ukraine approved procedure

name of performer

location

country

telephone/ fax

e-mail
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	2.5.2. Manufacturer (-s) of medicinal product  and site (-s) of manufacture: 

           Note. Including manufacturing sites of any diluent/solvent presented in a separate container but forming part of the medicinal product

name 

location

country

telephone/ fax

e-mail

Brief description of functions performed by manufacturer of dosage form/assembler, etc:
□ Attach flow-chart indicating the sequence of the different sites involved in the

manufacturing process of a medicinal product (annex 5.7)

· If manufacturing site is in Ukraine
Specify the number of manufacturing license 

Attach copy of GMP certificate (if available) to annex 5.5

□  Attach copy of manufacturing license of document issued by competent authority of manufacturing country which certifies the manufacturer’s right to manufacture (annex 5.5)

            specify second and first names of authorized person (if not specified in the manufacturing license)

· If manufacturing site is outside Ukraine
Attach the number of GMP certificate (if available) to Annex 5.5

or confirmed GMP certificate in compliance with the MoH Ukraine approved procedure

○  No          ○ Yes

if yes, attach an appropriate document and copy of manufacturing license  to Annex 6.5

Has the site been inspected for GMP compliance by an Ukrainian competent authority or by authorities in MRA (mutual recognition authorization) countries
               ○  No          ○ Yes

( If yes, please provide for each manufacturing site a statement/certificate from the competent authority which carried out the inspection in Annex 5.8, including:

date of last GMP inspection

name of competent authority which carried out the inspection

type of inspection (pre/post-authorization/special/re-inspection)
category of products and substances inspected
conclusions: GMP compliant:         ○  No          ○ Yes
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	2.5.3. Manufacturer (-s) of active substances

        Note: Only final manufacturer (-s) should be specified.

Substance

Name of manufacturer

Location

Country

Telephone/ fax

е-mail

· Has a Ph.Eur. Certificate of Conformance been issued for the active substance(s)?
If yes,

substance

name of manufacturer

number of document (certificate)

date of last update (year, month, day)

□  attach copy (annex 5.9)

· Is a Drug Master File for manufacture of active substance (-s) to be used or to be referenced for the active substance?

○  No          ○ Yes
If yes,

substance

name of manufacturer

registration number

date of submission (year, month, day)

date of last update (year, month, day)

□   attach letter (-s) of access to Drug Master File for manufacture of active substance (-s) for Ukrainian competent authority (annex 5.9)

         □   attach copy of written obligation from manufacturer of active substance to inform the applicant about any modification of the manufacturing process or specifications according to Annex 4 to this Procedure (Annex 5.10)

In case an active substance manufacturer has been inspected by Ukraine

□  The following information for each site should be provided in Annex 5.8: 

date of last inspection  (year, month, day)

name of competent authority which carried out the inspection

type of inspection (pre/post-authorization/special/re-inspection) 

categories of ingredients and activities inspected

outcome:  ○  positive            ○  negative
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	2.5.4. Contract companies used for bioavailability or bioequivalence trials. 

For each contract company, state where analytical tests are performed and where clinical data are collected:
name

location

country

telephone/ fax

е-mail

Duties performed according to contract 


2.6. Qualitative and quantitative composition of medicinal product

	2.6.1. Qualitative and quantitative composition of active substance (-s) and excipient (-s)
Please indicate the quantity of the estimated composition (e.g. 1 capsule)

List the active substance (-s) apart from the excipient (-s):

Name of active substance (-s)*   Quantity       Unit      Reference/monograph

1.

2.

3.

etc.

Name of excipient (-s)                  Quantity     Unit        Reference/monograph

1.

2.

3.

etc.

Note.  Only one name for each active substance should be given in the following order of priority: International non-proprietary name (INN), SPh Ukraine, European Pharmacopoeia, common name, scientific name.

Details of any overages should not be included in the formulation columns Please  state them below:
active (substance-s)

excipient (-s)
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	2.6.2 List of materials of animal origin contained or used in the manufacturing process of the medicinal product

NONE 

Name

1.

2.

3.

Function(
AS EX R

(     (     (
(     (     (
(     (     (
Animal origin susceptible to TSE

(
(
(
Other animal origin

(
(
(
Human origin

(
(
(
Certificate of suitability

(
(
(
*AS = active substance, EX = excipient (including starting materials used in manufature of active substance/excipient), R = reagent/culture medium (including those used in the preparation of master and working cell banks)

** TSE – transmissable spongiform encephalopathy

( If a Ph.Eur. certificate of conformance for TSE or a document issued by competent authority for veterinary vigilance of the country of origin of the raw materials concerning registration of TSE cases in the country (based on results of clinical and laboratory control) is available, attach it to annex 5.11


	2.6.3. Does the medicinal product contain or consist of Genetically Modified Organisms (GMO)?

                 ○ No                  ○Yes

If yes, does the product comply with acting requirements? Give appropriate reference
                ○ No                  ○Yes

□ Attach a copy of a document issued by the competent authority of manufacturing country, certifying manufacturer’s right to use GMO for research purpose (Annex 5.12)
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3. Scientific conclusions

	3.1. Are the Center’s scientific conclusions for this medicinal product available?

                     ○ No                  ○Yes
If yes: 

Date (year, month, day)

Reference to the appropriate letter

      □  Attach copy of the appropriate letter (annex 5.13)



	3.2. Were scientific recommendations given by other countries for this medicinal product?

                   ○ No                  ○Yes
 If yes:

             Country (-ies))                                          Date (-s) (year, month, day)


4. OTHER INFORMATION

	4.1. Is the medicinal product protected by invention, useful model or trade mark patents also valid in Ukraine? 
             ○ No                  ○Yes

If yes, provide the following information:

Patent number
Date of issue
Valid till
Patent holder
· attach copies of patent in Annex 5.14 


	4.2. Is trade mark protected in Ukraine ? 
             ○ No                  ○ Yes

If yes give the following information:

Document number
Date of issue
Valid till
Holder of document
· attach copies of documents to Annex 5.15 


	4.3. Has the medicinal product been registered in manufacturing country/applicant country and other countries ?

            ○ No                  ○ Yes

If yes, attach the following to Annex 5.16:

· Copy of registration certificate issued in manufacturing country/applicant country (x-rox copies of pages indicating the number, date of issue and signature by authorized person of competent authority will suffice)

· List of countries, in which the medicinal product has been registered/re-registered
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5. APPENDED DOCUMENTS (tick necessary)

· 5.1.  Proof of payment 

· 5.2. Informed consent form signed by the registration certificate holder of registered medicinal product

· 5.3. Letter of attorney authorizing to negotiate/sign documents on behalf of applicant

· 5.4. Curriculum Vitae of the skilled person to conduct pharmacovigilance

· 5.5. Copy of manufacturing license or document issued by competent authority of manufacturing country certifying the manufacturer’s right to manufacture. 
· 5.6. Justification for more than one manufacturer being responsible for batch release.
· 5.7. Flow-chart indicating manufacturing sites sequentially involved in the manufacturing process  of the medicinal product (including sites involved in sampling  and testing for batch release of the medicinal product)

· 5.8. Statement from the competent authority which carried out the inspection of the manufacturing site (-s).
· 5.9. Letter (-s) of access to Drug Master File for manufacture of active substance (-s) for MoH Ukraine or copy of European Pharmacopoeia certificate of suitability.
· 5.10. Copy of written obligation of the active substance manufacturer to inform the applicant about any modifications of manufacturing process or specifications according to Annex 4 to this Procedure.
· 5.11. European Pharmacopoeia Certificate of Conformance for TSE or a document issued by competent authority for veterinary vigilance of the country of origin of raw materials regarding registration of TSE cases in the country (based on results of clinical and laboratory control). 
· 5.12. Copy of a document issued by the competent authority of manufacturing country, certifying manufacturer’s right to use GMO for research purposes.
· 5.13. The Center’s conclusions, if available.
· 5.14. Copies of patents for invention, useful model or production prototype which are valid in Ukraine.
· 5.15. Copies of documents related to trade mark protection in Ukraine.
· 5.16. Copy of registration certificate issued in manufacturing country/applicant country (x-rox copies of pages indicating number, date of issue and signature by authorized person of competent authority will suffice), and list of countries, in which the medicinal product has been registered/re-reregistered.
· 5.17. List of mockups or samples attached to the application. 

· 5.18. Registration materials according to Annex 2 or 3 to this Procedure.
______________________________________________
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