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[bookmark: _bookmark0]General Principles of GMP Inspections


As you may know, a manufacturing site of medicinal products for human use refers to the site(s) of bulk production (production of the pharmaceutical form prior to primary packaging), primary packaging, secondary packaging, laboratories where quality control tests are conducted and batch release activities which constitute all the manufacturing phases until the preparation is ready for use.
Pursuant to the Regulation on the Registration of Medicinal Products for Human Use, registration holders shall be obliged to present the manufacturing site permit relating to all production phases of products to be registered/which have been registered and the GMP certificate issued by the Ministry or approved by the competent authority of the relevant country upon being issued by internationally accredited institutions, indicating that production may be conducted within the framework good manufacturing practices accepted by the Ministry.
Advanced therapeutics medicinal products and medical gasses are also subject to GMP inspections within the scope of medicinal products for human use.
Within this scope, the points and principles to be taken into account in the preparation of applications for on-site GMP inspections/applications for dossier-based inspections/applications for risk-based inspections for products produced abroad and to be imported to our country are presented below:
1. Pursuant to the current Regulation on the Registration of Medicinal Products for Human Use (Articles 7 and 8), the applications for on-site GMP inspection/ applications for dossier-based inspections/applications for risk-based inspections shall be made by the importer company established in our country and thus, in addition to the information and documents indicated in the relevant sections of this guideline, also the documents indicated in clauses a, b, c and d of Article 8 of the referred Regulation shall be submitted.
2. The cover letter included into the applications for GMP inspections/dossier-based inspections/ risk-based inspections relating to the manufacturing site located abroad, the application forms to be presented for each product, each manufacturing site and each pharmaceutical form shall be completed in full, the copies of the registration of registered products shall be submitted and all documents shall be signed. The application shall be made by selecting the adequate document type according to the type of application and the application fees shall be paid in full. In case of failure to observe this article, the application will be returned without being taken into consideration.
3. In cases where documents will be sent directly to our Agency by manufacturing companies abroad, the importer company shall first make an application and receive an e-tracking number from the application software of the Agency upon submitting an electronic application and consequently send the documents upon indicating the referred e-tracking number, name of importer company and name of product on the cover letter of the manufacturing company.
4. In case of production of a product in multiple manufacturing sites, the applications for GMP inspection/dossier-based inspection/risk-based inspection shall be made separately for each facility along with the information and documents indicated in the referred annexes, the manufacturing activities conducted in the relevant site on the cover letter of the application shall be clearly indicated for each product  (bulk production of product A, primary packaging of product B, etc.) and one application dossier shall not include more than one site.
5. In case of change in the name of product and/or manufacturing site, the forms shall be updated and sent to our Agency.
6. When submitting an application, the annexes of the application shall be named with the codes indicated in parenthesis in the relevant sections of this Guideline and be presented in full.
7. All documents to be submitted to the Agency should be signed by the quality assurance manager, production officer or responsible manager of the manufacturing company.
8. In case the technical information and documents relating to the product and manufacturing site have been prepared in a language other than English, also their Turkish or English translation shall be sent in addition to the original information.
9. The information and documents to be submitted to our Agency shall be presented in full and according to the ranking indicated in the application form.
10. In order to prevent duplication in the application dossier, declaration shall be made upon making reference to previous information where necessary.
11. In case the active substances of biotechnological/biosimilar products are manufactured in a site other than the place where inspection will be conducted, application shall be made also for the GMP inspection of the referred manufacturing site.
12. In case the active substances of biologic products with a biologically derived active substance are manufactured in a manufacturing site other than the site to be inspected, application shall be made also for the GMP inspection of the referred manufacturing site.
13. In case the solvents in products with solvents are produced in a manufacturing site other than the site where inspection will be conducted, application shall be made also for the GMP inspection of the referred manufacturing site.
14. Separate product/certificate fees shall be paid for different doses and volumes of a product.
15. The information and documents available in the manufacturing site during inspection shall be available also in English.
16. During the inspection, it is essential to see the production of the product for which GMP inspection is requested and if the product for which GMP inspection is requested is not registered anywhere across the world and is not produced yet, it is necessary to carry out pilot production or to produce another product produced on the same line and with the same equipment with the product subject to inspection during the GMP inspection (to be able to see all production phases such as weighing, bulk production, primary, secondary packaging, etc.).
17. In case all phases of production are conducted in the same manufacturing site, the GMP inspection to be conducted by our Agency shall comprise all phases. In split productions, in case there is a difference in places of secondary packaging and/or quality control and/or sterilization process in the last container and/or batch release among production phases, the referred places will not be included into the scope of inspection, save for the right to carry out inspection where necessary.
18. In case the production of the product (primary packaging, bulk, etc.) is carried out in multiple sites in the variation applications relating to manufacturing site changes, on-site inspection shall be conducted if this manufacturing phase has not been previously inspected by our Agency.
19. In case the size of the site to be inspected is too large and/or the variety of the forms of the products requested to be inspected and/or the number of products is too high, the inspections may be conducted as multiple inspections. 
20. Where necessary, any kind of descriptive or supplementary information may be requested during application or evaluation phases relating to inspections.
21. The validity of the GMP Certificates to be issued shall be three (3) years as of the inspection date of the relevant site. The validity of the GMP Certificate to be issued as a result of the dossier-based inspections shall be three (3) years as of the latest inspection date comprising the building/line/equipment taken as basis in the application. The validity of the GMP Certificate to be issued as a result of Risk-Based Inspection shall be three (3) years as of the expiration of the previous certificate.
22. In case of identification of one or multiple critical deficiencies as a result of on-site inspections conducted in accordance with Article A entitled “Cases Where On-Site GMP Inspections Will Be Conducted in the Manufacturing Sites Located Abroad and General Principles” in this Guideline, the request for certificate shall be rejected and a re-application will not be accepted for a period of 6 months starting with the notification of the result to the relevant company. A new application may be submitted at the end of this period and an inspection fee has to be paid again. In addition to the documents indicated in Article A during application, the documents proving that the deficiencies identified in the inspection and the result of the recent evaluation relating to the product received from the relevant committee of our Agency shall be submitted.
23. In case of identification of one or multiple critical deficiencies in the on-site inspections conducted as per the decision adopted as a result of the evaluation of an application submitted according to Article C entitled “Cases Where Risk-Based Inspection Will Be Conducted” in this Guideline, the certificates of the relevant product(s) will be annulled and its/their import will be stopped. Once the critical deficiencies and other deficiencies to be reported to the Agency are remedied where necessary, an on-site inspection application may be submitted again within the scope of Article A of this Guideline. In the application to be made; in addition to the documents indicated in article A, the letter received from the relevant unit of our Agency specifying that non-availability of the relevant product(s) on the market will not cause patients to suffer, shall be presented along with the corrective and preventive actions documents relating to remedied deficiencies.
24. Action shall be taken according to the decision adopted by the Agency regarding other products which are produced in manufacturing sites where one deficiency or multiple deficiencies is/are identified in on-site inspections and which have been issued a certificate by our Agency.
25. The conformity granted for a product upon issuance of GMP certificate by our Agency shall apply also for a co-marketed product produced in the same manufacturing site by using the same equipment and the same formulation. However, it is necessary to issue a separate GMP certificate for the co-marketed product. A certificate will be issued upon the application to be made by the relevant company for this purpose. The applications to be made for this purpose are to be addressed within the scope of article B of this Guideline and the document type/price tariff based on the “Dossier-Based Inspection and Evaluation Fee For Each Product Subject to Registration in Good Manufacturing Practice (GMP) Abroad” shall be used (except for documentation)(if an inspection has been conducted in previously in the site on behalf of the relevant company).
26. In case an additional application is made for the addition into inspection for a product produced in the manufacturing sites where on-site inspection is planned, following an application made within the scope of article A of the Guideline, such application shall be completed in full at least 15 days prior to the inspection date.
27. In case it becomes necessary to conduct an inspection by the Agency in a site where the products are produced due to reasons related with the products subject to certification (e.g., product complaints, product defects, OOS, etc.) following the issuance of a GMP Certificate by the Agency and within the period of validity of the certificate, relevant companies shall pay an on-site inspection fee. Where the production of products subject to inspection are deemed to be GMP conformant following such an inspection, it will be possible for the relevant company to be issued a new GMP Certificate on the basis of this latest inspection date, provided that such company makes a request and pays the product/certificate fees.

28. In order to extend the validity period of the certificates which issued after the application submitted according to Article B, the application cannot be submitted in accordance with Article C of this guide entitled "Risk Based Audit Conditions". However, a new application may be submitted under item B again. Such applications may be based on on-site inspections of certificates, and the products / products for which certificates have been issued by extending the validity period within the scope of Article C of this guide. 

29. A maximum of 2 (two) consecutively applications may be submitted according to Article C for the purpose of extending the validity of a certificate issued as a result of an on-site audit conducted under Article A of this guide.
30. 
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A. [bookmark: _bookmark1]Cases Where GMP Inspections Will Be Conducted in Manufacturing Sites Located Abroad and General Principles
In the applications to be made for GMP inspections to Be Conducted in Manufacturing Sites Located Abroad according to abovementioned general principles, the forms specified in Annex 1, Annex 2, Annex 3 shall be completed, the table provided in Annex 10 shall be prepared and all documents shall be submitted in full along with the documents indicated in Annex 4.

B. [bookmark: _bookmark2]Cases Where Dossier-Based Inspections Will Be Conducted Upon Taking into Account Products Which Have Been Previously Subjected to On-Site Inspection by Our Agency and Which Received GMP Conformity and General Principles
Dossier-based inspections applications can be submitted in the following cases;
a) In case a GMP certificate is requested for different doses of the product previously subjected to on-site inspection by our Agency;
b) In case a GMP Certificate is requested for another product with another formulation, produced/to be produced on the same line and equipment with the product previously subjected to on-site inspection by our Agency,
c) In case a GMP Certificate is requested for another product produced on the same line and same equipment by another company located in Turkey in the manufacturing site previously subjected to on-site inspection by our Agency,
ç) In case a GMP Certificate is requested by the same or different company for another product produced/to be produced in the same building, but on a different line and equipment with the line and equipment producing the product previously subjected to on-site inspection by our Agency for the sterile dosage forms, solvents and non-sterile dosage forms other than biologic and biotechnological active substances and products,
d) In case of presence of a solvent produced in a manufacturing site other than the manufacturing site where the product’s production phases to be inspected within the scope of this Guideline are conducted and where the manufacturing site operates in a country with a PIC/S member authority even if such site has not been previously inspected by the Agency.
In dossier-based inspection applications, it is necessary that the 3-year period has not elapsed as of the date of on-site inspection conducted in the relevant site and to serve this purpose and designate the period of the certificate to be issued, the inspection conducted by the Agency shall be taken as basis for clauses (a), (b), (c) and (ç) and the latest inspection comprising the solvent production of the PIC/S member local authority in the country where the site is located shall be taken as basis for clause (d). However, in the dossier-based applications submitted upon taking as basis the product(s) for which a certificate issued upon extending the validity period by the Agency within the scope of article C of this Guideline, action will be taken on the basis of the validity period of the certificate. Furthermore, it is mandatory to be issued a GMP Certificate by our Agency for the product(s) included into the scope of on-site inspection taken as basis in the applications made as per clauses (a), (b), (c) and (ç) and previously conducted by our Agency. Following the on-site inspection, application shall not be made upon taking into basis the products for which the certificate request has been reject or for which a certificate has not been issued yet.
In the applications to be made for a co-marketed product at the same dose/at a different dose, produced in the same manufacturing site, by using the same equipment, at the same formulation with a product previously issued GMP conformity upon being inspected, the forms indicated in Annex 1, Annex 2 and Annex 3, the letter of commitment specified in Annex 5.1, the document issued by the original company and indicating the co-marketing authority and its Turkish translation shall be presented.
In cases where clause (a) applies, the forms indicated in Annex 1, Annex 2 and Annex 3 and the letter of commitment specified in Annex 5.1 shall be presented.
In cases where clause (b) applies, the forms indicated in Annex1, Annex 2 and Annex 3, the letter of commitment specified in Annex 5.1 and the documents specified in Annex 6 (excluding Annex 6.9) shall be presented.
In cases where clause (c) applies, the forms indicated in Annex 1, Annex 2 and Annex 3 and the letter of commitment specified in Annex 5.1 (where necessary, the letter of commitment may be sent to our Agency directly by the manufacturing company), the documents specified in Annex 6 (excluding Annex 6.9) and the letter of consent indicated in Annex 7 shall be presented. In case of failure to present the letter of consent, the documents indicated in Annex 4 will be submitted instead.
In cases where clause (ç) applies, the forms indicated in Annex 1 and Annex 3, the letter of commitment specified in Annex 5.2 (where necessary, the letter of commitment may be sent to our Agency directly by the manufacturing company) and the documents specified in Annex 6 (excluding Annex 6.9) and the document indicated in Annex 4.A.4 shall be presented. In case the application is made by a company other than the company whose products have been previously inspected, also the letter of consent indicated in Annex 7 shall be submitted. In case of failure to submit the referred letter of consent, all of the documents indicated in Annex 4 will be presented instead.
	In cases where clause (d) applies, the forms indicated in Annex 1, Annex 2 and Annex 3, the table specified in Annex 10 and the documents listed in Annex 9 shall be presented.
Following the submission of a complete application based on clauses (ç) and (d), evaluation shall be made on the risk parameters designated by the Agency. In case the risk is finalized at an acceptable level, the documents presented in the application shall be assessed in terms of their content. No certificate shall be issued in case the risk is high and this will be reported in written to the applicant company. The right of the relevant company to request for on-site inspection is reserved.

C. [bookmark: _bookmark3]Cases Where Risk-Based Inspections Will Be Inspected and General Principles
Risk-Based Inspections can be made in the following cases;
· In case of expiration of the 3-year certificate period of the products deemed suitable upon being inspected by our Agency and for which a GMP Certificate has been issued.
It will be possible to submit Applications for Risk-Based Inspections 9 months prior to the expiration of the relevant certificate.  In applications for Risk-Based Inspections, it is necessary to complete the forms indicated in Annex 1, Annex 2 and Annex 3 and to submit all documents in full along with the ones specified in Annex 8. In case it is decided to carry out an on-site inspection in the relevant site following the evaluation made by the Agency after the application, this shall be notified in written to the relevant company. The validity period of the current GMP certificates shall be extended for 3 months as of the end of the date of validity for completing the inspections where necessary.

[bookmark: _bookmark4]ANNEXES

[bookmark: _bookmark5]Annex 1. Product Application Form
1-Name of product:
2-Pharmaceutical form:
3-Name of active substance: Burosumab
4-Dose:
5-Registration status in our country: Registered (Registration date/no)
Registration application submitted (Application date/no) 
No registration application
6- Product: 
Original
    Generic
    Biosimilar
7- If the product is a generic/biosimilar product, does it have equivalent products?
Yes No
8- Product type:
Conventional Biotechnological Biosimilar Biologic
Advanced Therapeutics Products
Traditional Herbal Medicinal Products Others (Specify briefly)
9- Production method for sterile products:
Terminal Sterilisation:
Aseptical Production:

I confirm that abovementioned information is true. 
Authorized person on behalf of the applicant:
Name & Surname:
Position:
Signature 
Date: …/…/……

 Sample Table :


	NAME OF PRODUCT: ………………………………………………………………………

	
	Name & Address 
of the Site
DUNS number
	Name & Address 
of the Site
DUNS number
	Name & Address 
of the Site
DUNS number

	Intermediate Product
	NA
	
	

	Bulk
	Kyowa Kirin Co., Ltd. (previously Kyowa Hakko Kirin Co., Ltd.)
Takasaki Plant
100-1, Hagiwara-machi, Takasaki-shi, Gunma, 370-0013, Japan
DUNS: 3007588904
	
	

	Primary Packaging
	
	
	

	Sterilization in the Final Container, where available
	NA
	
	

	Secondary Packaging
	Piramal Healthcare UK Ltd.
Whalton Road
Morpeth NE61 3YA 
UK
DUNS: 345609965
	allphamed PHARBIL Arzneimittel GmbH Hildebrandstr, 10-12
37081 Göttingen
Germany

	

	Quality Control Tests
	Kyowa Kirin Co., Ltd. (previously Kyowa Hakko Kirin Co., Ltd.)
Takasaki Plant
100-1, Hagiwara-machi, Takasaki-shi, Gunma, 370-0013, Japan
DUNS: 3007588904
	
	

	Batch Release
	Kyowa Kirin Co., Ltd. (previously Kyowa Hakko Kirin Co., Ltd.)
Takasaki Plant
100-1, Hagiwara-machi, Takasaki-shi, Gunma, 370-0013, Japan
DUNS: 3007588904
	
	

	Intermediate Solvent Product
	
	
	

	Bulk Solvent
	
	
	

	Solvent Primary Packaging
	
	
	

	Sterilization in the Final Container of the Solvent, where available 
	
	
	

	Solvent Secondary Packaging
	
	
	

	Solvent Batch Release 
	
	
	

	Others
	
	
	









I hereby confirm that abovementioned information is true. Authorized person on behalf of the applicant:
Name & Surname:
Position:
Signature:
Date: …/…/……

[bookmark: _bookmark6]Annex 2. Active Substance Application Form
Application shall be made upon completing relevant sections of the following table in addition to the abovementioned table for biotechnological/biosimilar products and biologic products with biologically derived active substance.

 Sample Table:


	NAME OF ACTIVE SUBSTANCE: ………………………………………………………………

	
	Name & Address
of the Site
DUNS number
	Name & Address
of the Site
DUNS number
	Name & Address
of the Site
DUNS number

	Starting Material Active Substance
	Kyowa Kirin Co., Ltd. (previously Kyowa Hakko Kirin Co., Ltd.)
Takasaki Plant
100-1, Hagiwara-machi, Takasaki-shi, Gunma, 370-0013, Japan
DUNS: 3007588904
	
	

	Intermediate Product Active Substance
	
	
	

	Bulk Active Substance 
	
	
	

	Active Substance Primary Packaging 
	
	
	

	Active Substance Secondary Packaging, Where Available

	
	
	

	Active Substance Batch Release
	
	
	









I hereby confirm that abovementioned information is true. Authorized person on behalf of the applicant:
Name & Surname:
Position:
Signature:
Date: …/…/……

[bookmark: _bookmark7]Annex 3. Manufacturing Site Application Form


Name of Manufacturing Site:
(As Written on the Permit Issued by the Relevant Authority)


Address:
(As Written on the Permit Issued by the Relevant Authority)


Telephone: Fax:
e-mail:


Name of Responsible Personnel:


Manufacturing Site Permit Date/No: GMP GMP Certificate Date/No:


I hereby confirm that abovementioned information is true. Authorized person on behalf of the applicant:
Name & Surname:
Position:
Signature:
Date: …/…/……

[bookmark: _bookmark8]Annex 4. Documents Required to Be Submitted in the GMP Inspections to Be Conducted in the On-Site Manufacturing Sites Located Abroad

Annex 4.A. Technical Information Relating to the Manufacturing Site


Annex 4.A.1. Current Site Master File and its annexes (smf.pdf)


Annex 4.A.2. Current GMP Certificate and Manufacturing Site Permit of the site (certificate.pdf)


Annex 4.A.3. Current inspection report comprising the production line/field of the product(s) and corrective and preventive actions adopted in the manufacturing site, if any (report.pdf)

Annex 4.A.4. Declaration prepared by the manufacturing company, indicating whether a recall has been made for the products produced in the site in 5 years, the products recalled, and the product defects reported to local and international medicine authorities and their summary explanation (defect.pdf)

Annex 4.B. Technical Information on the Product


Annex 4.B.1. List comprising storage conditions (temperature, humidity) (stability reports are not requested) (storage.pdf)


Annex 4.B.2. Production flow chart (in case production is performed in multiple sites, the site where each phase is conducted should be specified next to it) and summary information explaining all phases of the production (production.pdf)

Annex 4.B.3. Batch release specifications of the finished product (specification.pdf)


Annex 4.B.4. The conditions to be complied with during shipment: means of transportation to be used, equipment to be used (e.g., Styrofoam for products subject to cold chain, data logger, etc.) and brief backgrounder on their procurement (shipment.pdf)

[bookmark: _bookmark9]Annex 5.1 Letter of Commitment-1
It is necessary to send a letter of commitment, issued by the quality assurance officer, production officer or responsible manager of the manufacturing company, indicating the numbers of all rooms and equipment in different sections in a manner so as to comprise all production phases (weighing, bulk production, primary and secondary packaging, etc.) (comparing the numbers of the rooms and equipment used in the production of inspected products) and indicating that the referred product has been produced on the same line and equipment and the same/similar process flow. (commitment1.pdf)

 Sample table to be annexed to the letter of commitment:
Comparative Table for Room Equipment

	
	Production Step
	Building
	Room
	Equipment

	
	
	Name of product inspected
	Name of product for which dossier-based inspection is requested

	Name of product inspected
	Name of product for which dossier-based inspection is requested

	Name of product inspected
	Name of product for which dossier-based inspection is requested


	1.
	Weighing
	Building A
	Building A
	A.024
	A.024
	Scale #1
	Scale #1

	2.
	Formulation
	Building B
	Building B
	B.044
	B.044
	Mixture Tank
(ID MX###)
	Mixture tank
(ID MX###)

	3.
	Filling
	Building B
	Building B
	B.046
	B.046
	Filling equipment
(FE###)
	Filling equipment
(FE###)

	4.
	…
	…
	…
	…
	…
	…
	…



Approving authorized person:
Name & Surname:
Position:
Signature:
Date: …/…/……

[bookmark: _bookmark10]Annex 5.2 Letter of Commitment-2
It is necessary to send a letter of commitment, issued by the quality assurance officer, production officer or responsible manager of the manufacturing company, indicating the numbers of all rooms and equipment in different sections in a manner so as to comprise all production phases (weighing, bulk production, primary and secondary packaging, etc.) (comparing the numbers of the rooms and equipment used in the production of inspected products), including the table lines and equipment where/with which the referred product is produced and the tables comprising the technical information indicating that these lines and equipment avail of comparable technology and equipment with the lines and equipment used in the production of inspected products (comparing the technical information on the lines and equipment used in the production of inspected products). (commitment2.pdf)

 Sample tables to be annexed to the letter of commitment (it is mandatory to submit both tables):
A. Comparative table of rooms & equipment

	
	Production Step
	Building
	Room
	Equipment

	
	
	Name of product inspected
	Name of product for which dossier-based inspection is requested

	Name of product inspected
	Name of product for which dossier-based inspection is requested

	Name of product inspected
	Name of product for which dossier-based inspection is requested


	1.
	Weighing 
	Building A
	Building A
	A.024
	A.024
	Scale #1
	Scale #1

	2.
	Formulation
	Building B
	Building B
	B.044
	B.044
	Mixture tank (ID MX##1)
	Mixture tank (ID MX##2)

	3.
	Filling
	Building B
	Building B
	B.046
	B.048
	Filling equipment
(FE##1)
	Filling equipment
(FE##1)

	4.
	…
	…
	…
	…
	…
	…
	…



Approving authorized person:
Name & Surname:
Position:
Signature:
Date: …/…/……

B. Comparative table of technical information of lines/equipment

	Equipment 1
	Parameters
	(Equipment with which the inspected product is produced)
Mixture tank (ID
MX##2)
	(Equipment with which the product for which dossier-based inspection is requested is produced) Mixture tank (ID MX##2)

	1.
	Physical parameters (height, volume, etc.)
	
	

	2.
	Material of production
	
	

	3.
	…
	
	

	#.
	Other supportive information (e.g., is CIP/SIP applied, in-line/on-line measurements, etc.)
	
	

	Equipment-2
	Parameters
	(Equipment with which the inspected product is produced) Filling equipment (FE##1)
	(Equipment with which the product for which dossier-based inspection is requested is produced) Filling equipment (FE##1)

	1.
	Dosing interval
	
	

	2.
	Height/diameter of fillable vials
	
	

	3.
	Filling speed interval
	
	

	4.
	…
	
	

	#.
	Other supportive information (e.g., is CIP/SIP applicable, in-line/on-line measurements, barrier information, where available, etc.)
	
	



Approving authorized person:
Name & Surname:
Position:
Signature:
Date: …/…/……

[bookmark: _bookmark11]Annex 6. Documents Comprising Product Specific Information Required to Be Submitted in the Applications for Dossier-Based Inspections

Annex 6.1. List comprising storage conditions (temperature, humidity), (storage.pdf)


Annex 6.2. Summary information comprising the formulation of the product, production flow chart and all phases of production (production.pdf)

Annex 6.3. Active substance and finished product specifications, (specification.pdf) 
Annex 6.4. Conditions to be complied with during shipment, (shipment.pdf) Annex 6.5. Cleaning validation report, (cleaning.pdf)
Annex 6.6. Process validation report*, (process.pdf)


Annex 6.7. Stability Report*, (stability.pdf)


Annex 6.8. In case the active substances and excipients require special conditions (such as humidity, light, etc.) which are different than those for products which have been previously inspected and received GMP conformity, documents relating to such conditions (ozel.pdf)

Annex 6.9. Operational qualification (OQ) and performance qualification (PQ) reports on the equipment and lines used in the production of products subject to application and which have not been evaluated previously within the scope of inspection (qualification.pdf)






* In cases where the process validation and stability studies cannot be completed, application shall be made to our Agency for registration or variation purposes before the introduction of the batches into the Turkish market and where the studies will be presented upon being completed within this scope, the submission of the process validation protocol and stability protocol may be accepted. This shall be declared by the relevant company and commitment shall be made.

[bookmark: _bookmark12]Annex 7. Letter of Consent
Letter of consent to be signed between the company to request for dossier-based inspection and the importer company/companies and/or manufacturing company previously inspected on behalf of the relevant company (letterofconsent.pdf)

[bookmark: _bookmark13]Annex 8. Documents Required to Be Submitted in the Application for Risk-Based Inspections

8.A. Technical Information Relating to the Manufacturing Site
Annex 8.A.1. Current Site Master File and its annexes (smf.pdf)


Annex 8.A.2. Current GMP Certificate and Manufacturing Site Permit of the site (sitecertificate.pdf)


Annex 8.A.3. If the site is operating in a country with a PIC/S member authority, the latest inspection report of the local authority covering the production line/field of the product(s) (report1.pdf) 

Annex 8.A.4. The latest report of the inspection conducted by another PIC/S member authority independent of whether it is present in one the PIC/S member countries (report2.pdf)

Annex 8.A.5. List indicating whether the inspections and the inspection findings of the site, including those conducted/identified by our Agency, have been finalized over the last 10 years (inspectionlist.pdf)

Annex 8.A.6. List of changes made in relation with the site, equipment and excipient systems since the date of inspection (changeinsite.pdf)

Annex 8.A.7. Declaration prepared by the manufacturing company, indicating whether a recall has been made for the products produced in the site following the inspection conducted by our Agency, the products recalled, and the product defects reported to local and international medicine authorities and their summary explanation (defect.pdf)

Annex 8.B. Technical Information Relating to the Product
Annex 8.B.1. Production flowchart and summary information explaining all phases of production (uretim.pdf)


Annex 8.B.2. List indicating the other products produced in the same building, room and equipment with the product subject to inspection, along with their active substances and pharmacological classes (such as hormones, cytotoxic substances, etc.) (jointequipment.pdf)

Annex 8.B.3. GMP certificate issued by our Agency (in its current version if there is an annotation on the document) (productcertificate.pdf)

Annex 8.A.4. List of changes made regarding the product since the date of inspection (change.pdf)

Annex 8.B.5. List of critical deviations and complaints regarding the product and the summary of  corrective preventive actions adopted since the date of inspection (deviation.pdf)

Annex 8.B.6. List indicating the active substances, excipients and primary packaging materials and suppliers used in the production of the product subject to inspection and the latest actual supplier inspections (supplier.pdf)

Annex 8.B.7. Annex 11 table prepared for the production phases, buildings, rooms and equipment of the products subject to application seen in the last on-site inspection, and the production phases, buildings, rooms and equipment have been used during the application period / will be used after the application period (all sections comprising weighing, bulk production, primary and secondary packaging, etc.) (comparison.pdf)

Annex 8.B.8. List comprising the deviations experienced in the shipments made to our country in cases requiring cold chain shipment and the measures adopted (coldchain.pdf)

[bookmark: _bookmark14]Annex 9. Documents Required to Be Submitted Within the Scope of Article B, Clause d


Annex 9.1. Current GMP Certificate and Production Site Permit of the Site (certificate.pdf)


Annex 9.2. Latest inspection report of the PIC/S member local authority, including also solvent production (report1.pdf)

Annex 9.3. Latest report on the inspection conducted by another PIC/S member authority other than the local authority independent from the scope of inspection (report2.pdf)

[bookmark: _GoBack]Annex 9.4. Declaration prepared by the manufacturing company, indicating whether a recall has been made comprising all products produced in the site within the last 5 years, the countries of recall, if any, and the product defects reported to local and international medicine authorities, the products recalled, and the product defects reported to local and international medicine authorities and their summary explanation (defect.pdf)

Annex 9.5. List comprising storage conditions of the solvent (temperature, humidity) (no stability report is requested), (storage.pdf)

Annex 9.6. Production flowchart and summary information explaining all phases of production (production.pdf)

Annex 9.7. Batch release specifications of the finished product (specification.pdf)


Annex 9.8. The conditions to be complied with during shipment: means of transportation to be used, equipment to be used (e.g., Styrofoam for products subject to cold chain, data logger, etc.) and brief backgrounder on their procurement (shipment.pdf)

Annex 9.9. Current Site Master File and its annexes (smf.pdf)

[bookmark: _bookmark15]Annex.10 Table on Production Steps, Buildings, Rooms and Equipment
A separate table shall be prepared starting with the weighing phase for each product/active substance and solvent and be approved by the quality assurance officer, production officer or responsible manager of the manufacturing company.

 Sample Table:


	
	Name of Product:
	…. mg … vial

	
	Production Step
	Building 
	Room
	Equipment

	1.
	Weighing
	Building A
	A.024
	Scale #1

	2.
	Formulation
	Building B
	B.044
	Mixture tank (ID MX###)

	3.
	Filling
	Building B
	B.046
	Filling equipment (FE###)

	4.
	…
	…
	…
	…



Approving authorized person:
Name & Surname:
Position:
Signature:
Date: …/…/……













Annex.11 Comparative Table on Production Steps, Buildings, Rooms and Equipment
A separate table shall be prepared starting with the weighing phase for each product/active substance and solvent and be approved by the quality assurance officer, production officer or responsible manager of the manufacturing company.

 Sample Table:

	
	Name of Product:

	
	Production Step
	Building 
	Room
	Equipment

	
	
	In which the production made during on-site inspection at the date of .…/…./….
	In which the production made during Period of Article C application and thereafter

	In which the production made during on-site inspection at the date of .…/…./….
	In which the production made during Period of Article C application and thereafter

	In which the production made during on-site inspection at the date of .…/…./….
	In which the production made during Period of Article C application and thereafter


	1.
	Weighing
	Building A
	Building A
	A.024
	A.024
	Scale #1
	Scale #1

	2.
	Formulation
	Building B
	Building B
	B.044
	B.044
	Mixture tank
(ID MX##1)
	Mixture tank (ID MX##2)

	3.
	Filling
	Building B
	Building B
	B.046
	B.046
	Filling equipment (FE###)
	Filling equipment (FE###)

	4.
	…
	…
	…
	…
	…
	…
	…



Approving authorized person:
Name & Surname:
Position:
Signature:
Date: …/…/……
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