From the Ministry of Health:

Regulation on Licensing for Medicinal Products for Human  Use
PART ONE

Purpose, Scope, Legal Basis, and Definitions

Purpose

Article 1 - The purpose of this regulation is to identify the rules and procedures to be applied in the licensing process in order to ensure that medicinal products for human use, which are industrially produced for marketing purposes, have required efficacy, reliability and quality, and to determine  implementation rules of the licensed medicinal products for human use.
Scope

Article 2 - This Regulation comprises the human medicinal products, which are industrially manufactured for human use or imported, and/or real and corporate persons who have applied for licensing and/or who have been given licenses.

However, the following are not included within the scope of this regulation:

a) Any medicinal product, which is prepared in a pharmacy in accordance with a medicinal prescription for an individual patient, commonly known as magistral formula,

b) Any medicinal product which is prepared in a pharmacy in accordance with the prescriptions of a pharmacopoeia and intended to be supplied directly to the patients served by the pharmacy in question, commonly known as official formulas,

c) Without prejudice to the provisions of the Regulation on Clinical Studies on Human Medicinal Products, the medicinal products intended for research and development trials 
d) Intermediate products intended for further processing by an authorized manufacturer,

e) Any radionuclides in the form of sealed sources,

f) Whole blood, plasma or blood cells of human origin.

Legal Basis

Article 3 - This Regulation aims to implement European Union legislation related to medicinal products for human use in parallel to Directive on medicinal products for human use numbered 2001/83/EC and it is based on the Law on Pharmaceutical and Medicinal Preparations (No. 1262), Article 3 (k) of the Basic Law on Medicinal Services (No. 3359), Article 8 of the Law on Blood and Blood Products (No. 2857), and Article 43 of the Ministerial Decree on Organization and Responsibilities of the Ministry of Health (No. 181).

Definitions

Article 4 – For the purpose of this Regulation the following terms shall bear the following meanings:

1) Ministry: the Ministry of Health,

2) Law: the Law on Pharmaceutical and Medicinal Preparations (No. 1262),

3) Medicinal Product for Human Use/Product: an active agent or combination of active substances with natural and/or synthetic origins administrated to a person in order to heal or prevent a disease, make diagnosis, or correct, regulate or modify a physiological function,

4) Licensed Medicinal Product for Human Use: a human medicinal product which is approved by the Ministry in accordance with the Law and this Regulation and marketed in a ready-to-use form in a special packaging and under a certain name,

5) Substance: all kinds of agents which are manufactured from human (human blood and products manufactured from human blood), animal (microorganisms, whole animals, parts of  organs, animal secretions, toxins, extracts, blood products), vegetables (microorganisms, plants, parts of plants, vegetable secretions, extracts), chemical (elements, naturally occurring chemical materials, chemical products obtained by chemical change or synthesis),

6) Immunological Product: medicinal products for human use consisting of the agents providing active immunity such as cholera vaccine, BCG, polio vaccines, smallpox vaccines, and the agents used to diagnose the level of immunity such as tuberculin and tuberculin PPD, Schick and Dick Tests and bracella tests, and all vaccines, toxins and serums containing the agents used to ensure a passive immunity such as diphtheria antitoxin, anti-smallpox globulin, anti-lymphatic globulin, and the allergenic products used to modify or define the specific immunological response achieved against an allergenic agent,

7) Radiopharmaceutical:Any medicinal which, when ready for use, contains one or more radionuclides (radioactive isotope), included for a medicinal purpose,
8) Radionuclide: the atom having radioactive qualities, which emits one or more ionizing radiation following the self-decomposition of its nucleus,

9) Radioactive Material: the materials containing radionuclides in the form of an alloy, mixture, solution or compound which emits one or more ionizing radiation following the self-decomposition of nucleuses,

10) Radionuclide Generator: Any system incorporating a fixed parent radionuclide from which is produced a daughter radionuclide, which is to be obtained by elution or by any other method and used in a radiopharmaceutical.


11) Radionuclide Kit: Any preparation to be reconsitituted or combined with radionuclides in the final radiopharmaceutical usually prior to its administration,

l2) Radionuclide Precursor: Any other radionuclide produced for the radio-labelling of another substance prior to administration,

13) Blood Product: products such as albumin, immunoglobulin and coagulation factors produced through industrial methods from human blood or plasma,

14) Active Substance: pharmacological active agents used in human medicinal products,

15) Excipients: the agents, which are included in the composition of a product other than active substance or substances,

16) Starting Materials: all kinds of materials used in the production of a product other than packaging materials,

17) Finished Product: the product, which is ready for use in its final packaging after going through all production stages,

18) Licensing: process of examination and approval by the Ministry for the supply of a product,

19) License: the certificate issued by the Ministry which indicates that a product is allowed to be marketed in a certain pharmaceutical form and dosage with a certain formula and in accordance with the accepted product information,

20) Plasma: liquid part of the blood which contain only blood proteins and whose cells are separated,

21) Batch: the amount of a product, which is obtained in a single production cycle and in which homogeneity is secured during the production of a product,

22) TNEA: the Turkish Nuclear Energy Association,

23) Specific Activity: the activity intensity of a unit mass of a radioactive material expressed in terms of Curie or Becquerel.

24) Customs Union Area: The area defined in Article 3/3 of the Association Council Decision 1/95, which establishes a Customs Union between Turkey and the EC.
25) Original Product: Medicinal product for human use, which is licensed in accordance with related legislation and Article 8 of this Regulation.
26) Generic Product: Medicinal product for human use which has the same qualitative and quantitative composition in active substances and the same pharmaceutical form as the original product, and whose bioequivalence with the reference medicinal product has been demonstrated by appropriate bioavailability studies.

PART TWO

Application for License 

License

Article 5 - No medicinal product for human use shall be marketed  without a sale permission and license issued by the Ministry as per the provisions of this Regulation.

Licensing shall also be required for radionuclide generators, radionuclide kits, radionuclide precursor, radiopharmaceuticals and industrially prepared radiopharmaceuticals.

In compliance with the national legislation, license shall not be required for the radiopharmaceuticals prepared at the time of use by a person or establishment authorized to use such medicinal products exclusively licensed radionuclide generators, radionuclide kits and radionuclide precursors which are prepared in compliance with their production instructions.

Application

Article 6 - In order to obtain a license for a product which shall be marketed, resident real persons or established corporate persons operating in Turkey shall prepare and submit the information and documents stated in Annex I of this Regulation to the Ministry for each pharmaceutical form .

Persons eligible for application for a license

Article 7 – The applicant who wants to obtain a license for marketing a product as per Article 5 of the Law

a) if they are real persons, must be graduates of departments of pharmacy, medicine or chemistry, and must have the authorization to perform their profession in Turkey, or

b) if they are corporate persons, must employ an authorized person who has the qualifications stated in paragraph (a) above and who have the knowledge and experience about the product(s) in question with the title of "authorized person."

Dentists are authorized to perform their professions in Turkey are also entitled to make an application for license for a product used in dentistry.

The information and documents required for the application

Article 8 - The applicant shall apply to the Ministry with the information prepared in compliance with Annex I of this Regulation as well as the documents which indicates that the following points have been fulfilled:

a) a notary approved copy of the diploma of the applicant showing that the applicant has one of the professions specified in Article 7 hereof,

b) an approved certificate proving that the applicant is authorized to make the application,

c) in case the applicant is a corporate person, the original of the Trade Registration Gazette which shows the establishment purposes of the company, its shareholders (if any), and the titles and duties of the responsible persons,
d) Name, permanent address, telephone and fax numbers of the applicant,

e) Name, permanent address, telephone and fax numbers of the manufacturer,

f) Name of the product,

g) Apart from the empirical chemical formula, the quantitative and qualitative properties of the components of the product in usual terminology, the international non-proprietary name (INN) recommended by the World Health Organization, if any,

h) Description of the manufacturing method,

ı) Therapeutic indications, counter-indications and adverse reaction,

i) Posology, pharmaceutical form, method and route of administration and shelf life, packaging unit,

j) The method of disposal for the waste products, taking into consideration the product's potential risks to environment, storage conditions, administration to patients, 
k) Description of the control methods applied by the manufacturer (quantitative and qualitative analysis of the components and finished product, special tests such as sterility tests, determination of pyrogenic agents, heavy metals, stability tests, biological and toxicity tests, the controls performed during the intermediate stages of the production process),

l) Results of the physiochemical, biological or microbiological tests,

m) Results of toxicological and pharmacological tests and clinical trials,

n) In case of importation/licensed production of the product, the original summary of the product characteristics (SPC) issued by the original company with its validity period, the patient information leaflet and sample packages,

o) In case of importation of the product, the certificate issued by the original company and its Turkish translation, showing that the real or corporate person realizing the importation is the exclusive representative for the importation, licensing and marketing of the product in Turkey, if there is a co- marketing situation of the product it must be stated in the certificate, 
ö) In case of licensed production of the product, the certificate issued by the original company and its Turkish translation, showing that the real or corporate person performing the production is the exclusive representative for the production and marketing of the product in Turkey and if there is a co-marketing situation of the product it must be stated in the certificate,  
p) The certificate of Good Manufacturing Practices approved by the Ministry or the competent authority of the relevant country,

r) In case the applicant is not a manufacturer, the notary approved contract for subcontracted production concluded with a manufacturer having the qualifications set forth in the Regulation on Production Sites for Human Medicinal Products as promulgated in the Official Gazette dated 23 October 2003 and numbered 25268,

s) For the product which the application is filed, the list of other countries where such application has been made as well as the copies of approved licenses issued by competent authorities of countries where such product is marketed,

t) the definition of the risks the product may have with respect to environment in its applicable form taking into consideration the requirements of the Regulation on Radiation Security promulgated in the Official Gazette dated 07.09.1985 and numbered 18861, the Regulation on the Secure Handling of Radioactive Materials promulgated in the Official Gazette dated 10.09.1997 and numbered 23106, the Regulation on the Radiation Security promulgated in the Official Gazette dated 24.03.2000 and numbered 23999, and the Regulation on the Radioactive Wastes which do not Require Special Treatment promulgated in the Official Gazette dated 15.01.2000 and numbered 23934,

u) The application for the licensing of a radionuclide generator, in addition to the above-mentioned requirements, the detailed definition of the system and its components as well as the quantitative and qualitative properties of the eluate or the sublimate should be declared since these may have effect on the quality and composition of the nuclide preparation,

ü) The original summary of product characteristics as stated in the Regulation on the Labeling and Packaging of Human Medicinal Products and approved by competent countries of the relevant countries for the imported products or for the product produced under license, and package leaflet prepared according to this, the draft samples of internal and external packaging with the size and design for marketing, 
v) in case the application in question is rejected, withdrawn or suspended by the competent authority of the relevant country or withdrawn by the applicant, the list of such countries together with the licensed  name of the product in the country in question and the date and justification of the procedures followed,

The updated information stated in this Article, shall be notified to the Ministry.

Abridged application

Article 9 – 
Without prejudice to the provisions of the Decree on the Protection of the Patent Rights dated 24.06.1995 numbered 551,
a) In the case of abridged applications, the applicant shall not be required to provide the results of toxicological, pharmacological tests and the results of clinical trials if he can demonstrate;

1)Either that the medicinal product is essentially similar to a medicinal product licensed in Turkey and that the holder of the marketing license for the original medicinal product has consented to the toxicological, pharmacological and/or clinical references contained in the file on the original medicinal product being used for the purpose of examining the application in question,
2)Or that the constituent or constituents of the medicinal product have a well established medicinal use, with recognized efficacy and an acceptable level of safety, by means of a detailed scientific bibliography,
1) 3)Or that the medicinal product  is essentially similar to a product licensed in accordance with the provisions of legislation in force and of which data exclusivity period has expired.  Data exclusivity period foreseen in this sub-paragraph, shall apply to original products, which have been licensed in a state  within the Customs Union Area as of 1/1/2001 for the first time for which no generic licensing application was made in Turkey until 1/1/2005, and  to original products,  which will be licensed in a state  within the Customs Union Area as from 1/1/2005 for the first time and it is 6 (six) years beginning from the first licensing date  within the Customs Union Area.  The 6 (six) year data exclusivity period for products benefiting from patent protection in Turkey is limited with this patent period.”

However, where the medicinal product is intended for a different therapeutic indication from that of the other medicinal products marketed or is to be administered by different routes or by different doses, the results of appropriate toxicological and pharmacological tests and/or of appropriate clinical trials must be provided.
b)In the case of new medicinal products containing known constituents not hitherto used in combination for therapeutic purposes, the results of toxicological and   pharmacological tests and of clinical trials relating to that combination must be provided. But it shall not be necessary to provide references relating to each individual constituent.

Annex I shall apply by analogy where, pursuant to subparagraph (2) of paragraph (a) of this Article bibliographic references to published data are submitted.




b) 

In exceptional situations seriously threatening the public health, the Ministry may consider generic product licensing applications, based on toxicological, pharmacological, and clinical data published, in the line with scientific data and practices.






Licensing in special cases

Article 10 – A license may be granted by the Ministry subject to certain specific obligations, including the carrying out of further studies following the granting of license and the notification of adverse reactions to the medicinal product in the following exceptional circumstances;

a) the therapeutic indications of the product in question are very limited so that the applicant cannot provide detailed evidence,

b) detailed information cannot be provided under the light of existing scientific information,

c) collection of such information violates ethical principles.

The packaging and package leaflet of the product must emphasize the existing situation related to the product and that the product is still insufficient in some aspects.

Summary of Product Characteristics

Article 11 - The summary of product characteristics shall include:

a) Name of the medicinal product,

b) Quantitative and qualitative composition in terms of the active substances and constituents of the excipient, knowledge of which is essential for proper administration of the medicinal product. The usual common name or chemical description shall be used,

c) Pharmaceutical form,

d) Pharmacological properties and, in so far as this information is useful for therapeutic purposes, pharmacokinetic particulars,

e) Clinical particulars:

e.1) therapeutic indications,

e.2) contra-indications,

e.3) adverse reactions including frequency and seriousness,

e.4) Special precautions for use and, in the case of immunological medicinal products, any special precautions to be taken by persons handling such products and administering them to patients, together with any precautions to be taken by the patient, 

e.5) use during pregnancy and lactation,

e.6) interaction with other medicaments and other forms of interaction,

e.7) posology, and method of administration for adults and when necessary, for children,

e.8) overdose ( symptoms, emergency procedures and antidotes),

e.9) special warnings,

e.10) effects on  ability to drive and to use machines,

f) Pharmaceutical particulars:

f.1) major incompatibilities,

f.2) shelf life, when necessary after reconstitution of the medicinal product or when the immediate  packaging is opened for the first time,

f.3) special precautions for storage,

f.4) nature and contents of the immediate packaging,

f.5) special precautions for disposal of unused medicinal products or waste materials derived from such medicinal products, if appropriate,

g) name, permanent address, telephone and fax numbers of the license holder,

h) For radiopharmaceuticals, all details of the internal radiation dosimetry,

ı) For radiopharmaceuticals, detailed instruction manual, information on preparation and quality control, when necessary, maximum storage period, the maximum storage period suitable for the ready-to-use product such eluate.

Expert Reports

Article 12 - While applying to the Ministry, the license holder shall submit expert reports undersigned by the relevant experts for each part of the chemical, pharmacological, biological, pharmacotoxicological and clinical sections of the application.

The duties of the experts according to their respective qualifications shall be :
a) To perform the duties in their disciplines (analysis, pharmacology and similar experimental sciences, clinical trials) and to define the results obtained (qualitative and quantitative) objectively,

b) To define their observations in accordance with Annex I and, to state in particular: 
1) In case of the analyst (pharmacists and chemists), whether the medicinal product is in consistent with the declared composition, using the control methods applied by the manufacturer,

2) The toxicity and pharmacological properties of the medicinal product observed,

3) In the case of the clinician, whether he has been able to ascertain effects on persons treated with the medicinal product which correspond to the particulars given by the applicant to the Ministry in accordance with the provisions of this Regulation, whether the patient tolerates the medicinal product well, the posology the clinician advises and any contra-indications and adverse reactions;


The resume of the expert and the declaration concerning his/her professional relation with the applicant.

Detailed reports by the experts shall form part of the particulars accompanying the application, which the applicant submits to the Ministry.

PART THREE

Evaluation of the Application and the Licensing
Preliminary Examination

Article 13 - In the preliminary examination, the Ministry determines whether the application file submitted to the Ministry in order to obtain a license is a full and complete application with respect to the information and documents stated in this Regulation. Within 30 days following the receipt of the application file, the necessary evaluation shall be made and the result shall be notified to the applicant by the Ministry. In case the application is not complete, the applicant shall fulfill the requirements within 30 days.

Rejection of the application

Article 14 - In case the following cases are detected in the preliminary examination made to the Ministry within the scope of Article 13, the application shall be rejected and returned to the applicant:

a) the applicant does not have the qualifications stated in the Law and Article 7 of this Regulation,

b) the applications examined for the second time within 30 days following the first preliminary examination and which are still incomplete.

Licensing period

Article 15 - The Ministry shall finalize the complete license application, which has undergone through preliminary examination within 210 days. However, the periods stemming from the extraordinary situations and the activities of organizations, which are not under the Ministry, are not included in this period.

210 day period shall be stopped in these cases;
a) To verify the declaration on the control methods used by the manufacturer in the manufacturing process of the product and which are defined in the information and documents annexed to the application in accordance with paragraph (m) of Article 8, the Ministry request 
the submit of the starting materials of the product and if necessary, the intermediary products and other components for testing in a national laboratory or a laboratory assigned by the Ministry for this purpose.

c) During the licensing period, when the Ministry  request additional information and documents from the applicant within the scope of Articles 8, 9, 10 and 11, until relevant information and documents are obtained,

d) When 
e) Ministry request verbal or written explanation from the applicant, until necessary verbal or written explanation is made.
Licensing criteria

Article 16 – When a license is issued for a medicinal product for human use, the criteria considered by the Ministry concerning the product are as follows:


a) Proof of efficacy under the foreseen conditions for use,

b) Proof reliability under the foreseen conditions for use,
c) Contribution to existing treatments,

d) Evidence of appropriate technical and pharmaceutical properties,


Evaluation of applications

Article 17 - In the evaluation of the information and documents submitted, the efficacy reliability and quality of a product establishing the base of its scientific and technological examination, following points at least are taken into consideration:

a) Scientific and technological assessment of the documents submitted to prove the efficacy, safety and quality of the product
b) To verify the formulation and metods used for the control of the products, the product must be tested in a national laboratory or in a laboratuary that has been accepted by Ministry of Health,

c)



 The sources of plasma used in the preparation and the tests that have been carried for the control of viral contamination of the blood products must be declared,
d) If the radiopharmaceuticals/kits contain animal origin materials in their formulations, a letter from the imported competent authority stating that they do not contain BSE virus; if they contain blood and plasma products, then the viral contamination, AIDS, hepatitis and other tests should be requested.

Rejection of the application

Article 18 - The application made to the Ministry for the licensing of a product can be rejected if; 

a) Under normal administration conditions, potential risk is higher than the therapeutic effect,

b) The therapeutic effect is insufficient or can not proved sufficiently,

c) The necessary bioavailability studies of the product is insufficient,
d) It does not contribute to the existing treatments,


e) The qualitative and quantitative formula is not in compliance with the declaration of the applicant or no result is obtained when the declared control methods are applied or although the applicant is notified that the declared specifications are not within the acceptable limits, the noncompliance continued in the controls performed for the second time.

Notification and Appeal
Article 19 - In case the license application is rejected, the decision will be notified to the applicant together its justification. The applicant is entitled to appeal to the decision within 30 days in written form. If no appeal is filed in 30 days, the application documents will be returned to the applicant.

Any appeal made is evaluated and the decision will be notified to the applicant within 90 days. During the evaluation of the objections, the applicant may be given the right to have a hearing. The decision taken after the evaluation of the objection will be the final. 
Issuing of the license

Article 20 - A license will be issued to a product, which is found to be in compliance with the requirements of this Regulation following the examination and evaluation of the information and documents submitted by the applicant to the Ministry.

For a product licensed by the Ministry, no second domestic production or import permission shall be issued to the same real or corporate person under a different name having the same formula and pharmaceutical form.

The names of the products licensed by the Ministry, the names of the license holders and the license numbers will be published in the Official Gazette.

Validity period of the license

Article 21 - The licenses are valid for a period of 5 (five) years. In at least 3 (three) months' before the end of the validity period of the license, the applicant shall submit the necessary pharmacovigilance data as well as the final form of the file concerning the quality, reliability and efficacy so as to include all changes since the date of issue of the license to the Ministry for the renewal of the license.

Suspension of the license

Article 22 - In one of the following cases mentioned below concerning a licensed product, the license of the product can be suspended by the Ministry:

a) Adverse effects that are seen during normal administration conditions,

b) No therapeutic effect has been achieved,

c) The product has been formulated by another formula other than stated in the application,

d) Change is made to the formula, pharmaceutical form, packaging and summary of product characteristics that form the basis of its application without notifying the Ministry and/or without obtaining approval from the Ministry,

e) The license holder does not take into consideration the scientific and technical progress with respect to production and control methods and does not make the necessary changes in order to ensure that the medicinal product is not produced and controlled using the generally accepted scientific methods, and does not submit such changes for the approval of the Ministry,

f) The warning made for the products which are found defective during the market controls  is not taken into consideration, and the defective production continues,

g) The provisions of the Regulation on the Labeling and Packaging of Human Medicinal Products are not complied with and the warnings made to the license holder are ineffective,

h) The instructions and warnings by the Ministry concerning the product is not replied by the license holder,

i) It is found out that the information and documents submitted for the licensing of the product as per the provisions of this Regulation contain false information,

j) A licensed medicinal product is not marketed actually in 3 (three) years after being licensed,

k) Although the validity period is terminated, no application for renewal is made as per Article 21,

l) Following the risk/benefit assessment made by the Ministry relying upon the reports made to the Ministry within the framework of the provisions of the Regulation on the Pharmacovigilance of the Medicinal products for human use, suspension of the license of a medicinal product can be decided.

The manufacture of a product whose license is suspended is stopped. The decision concerning the products in market and in distribution is made by the Ministry taking into consideration the justification for suspension.

Cancellation of the license

Article 23 - In one of the following cases stated below, the license of a product may be canceled:

a) in case of failure by the applicant to submit the information and documents which discredit the justification of suspension in at least 6 (six) months for the products which are suspended due to one or several reasons listed in Article 22 of this Regulation,

b) abandoning the manufacturing upon request by the license holder and approval of the Ministry.

The manufacturing of a product whose license is canceled  stopped. The decision concerning the products in market and in distribution is made by the Ministry taking into consideration the justification for cancellation.

The names of the products whose licenses are canceled, the names of the license holders and the license numbers are published in the Official Gazette.

Responsibility of the license holder

Article 24– Due to holding the product  license,  the license  holder is responsible against the Ministry for the following respects:

a) The manufacturing of the product in accordance with the specifications given in the annex of the application and accepted by Ministry,

b) Taking into consideration the scientific and technical progress with respect to manufacture and control methods and make the necessary changes in order to ensure that the medicinal product is  manufactured and controlled using the generally accepted scientific methods, and to submit such changes for the approval of the Ministry,

c) Updating the summary of product characteristics when necessary to ensure the correct and secure utilization of the product,

d) In case of any change to the product, the notification of the such changes to the Ministry within the framework of the provisions of the Regulation on the Changes to Human Medicinal Products Which are Licensed and for Which License Applications are Made,

e) Responding to the requests by the Ministry concerning the product,

f) Following the entry into market, she/he has to fulfill the obligations arising from the Regulation of Pharmacovigilance of Human Medicinal Products,


g) In case the product is a biological product, ensuring the necessary measures are taken in order to prevent the contamination of the infections,

h) Ensuring the availability of the product,

ı) Reporting immediately to the Ministry of all kinds of measures taken by him/her for the suspension of the license of the product or for the withdrawal of the product from the market along with justification if such measures related to the efficacy and safety of the product or the protection of the public health, 

i) Complying with the requirements of the regulative legislation implemented by the Ministry in connection with the product,
j) Paying the fees and charges  for the product specified with regulations.

Transfer of  license
Article 25 - The license holder may transfer the license of a product, which is licensed by the Ministry in accordance with Article 20 to another real or corporate person. For the change of license holder transactions, the following information and documents will be submitted to the Ministry:

a) the contract concluded before the notary indicating the transfer of the right from one party to the other or the judgment by a court of law or enforcement on the change of license holder,

The contract shall contain the following:

1) The name of the product, which is subject to transfer, the date and number of the license,

2) The names and addresses of the real or corporate persons that shall give and take the license through the transfer of license ,

3) The minute indicating that the existing updated product file approved by the Ministry has been transferred to the transferee,

b) The person to whom the license is transferred shall submit the following information and documents indicating that he has the capacity to perform all responsibilities requested from the license holder:

1) The notary approved copy of the diploma showing that he has one of the professions listed in Article 7 as the professions of eligible persons,

2) In case of a corporate person, the original of the trade registration gazette which indicates that establishment purposes of the company, its shareholders (if any), and the positions and titles of the responsible people,

3) The resume, address, and telephone and fax numbers of the person in charge of the product safety officer within the scope of the Regulation on the Pharmacovigilance of Human Medicinal Products, and the certificate defining the duty of this person,

4) The certificate of the science service within the scope of the Regulation on the Promotion Activities of Human Medicinal Products, and the address, telephone and fax numbers of this service,

c) The name, address, telephone and fax numbers of the person to whom the license is transferred, the summary of product characteristics, package leaflet, copies of internal and external packaging, and the original of the license issued to the product in question.

In case the product is an imported product, in addition to the above-mentioned information and documents, the original certificate showing that the original company has changed the real or corporate person authorized for the licensing and selling of the product in question in
 Turkey, and its notary approved Turkish translation shall be attached to the application.

In case the original company changes unilaterally the real or corporate person authorized for the licensing and marketing of the product in question in Turkey, the original certificate stating the authorization given by the original company with respect to the licensing of the product in Turkey, and its notary approved Turkish translation, fulfilling all requirements of this Article along with the full and updated existing product file approved by the Ministry excluding the paragraph (a) of this Article.

For all changes to be made in connection with the products, a separate application will be made to the Ministry as per the provisions of the Regulation on the Changes to Human Medicinal Products Which are Licensed and for Which License Applications are Made. The application concerning the change will be evaluated by the Ministry after the change of license holder transactions are completed.

The Ministry will finalize the application made without missing information and documents within 60 days, and informs the applicant.

Obtaining sales permission

Article 26 - Before marketing the medicinal product for human use for the first time, the license holder shall submit two samples in their final marketing packages to the Ministry in order to obtain the sales permission. The Ministry will examine the samples of the product with respect to the correctness of the summary of product characteristics, package leaflet, the packaging and labeling information compared to the license and its price. In case of changes in the packaging and labeling information and/or properties, a new sales permission is obligatory.

If the product is manufactured from human blood or plasma, the license holder shall apply to the Ministry in order to obtain a sales permission for the requested quantity so as to be sold for each batch.

The sales permission is given to the products manufactured from human blood or plasma after the assays to be performed according to the product belonging to this batch are tested in a national laboratory or a laboratory appointed by the Ministry for this purpose.

For obtaining sales permission for the products manufactured from human blood or plasma, the following information and documents are submitted to the Ministry:

a) The name and content of the product,

b) The batch release certificate approved by the National Health Authority issued for each batch by an accredited national or international laboratory,

c) The original of the analysis certificate approved by the technical manager of the production center for each batch,

d) The original of the certificate (apostil approved) issued by the original company showing for each batch the countries in which it is licensed / produced and sold,

e) The principles observed with respect to plasma donation, the date of plasma collection and donor types (voluntary, paid), and list of donors when necessary,

f) A certificate issued by the above-mentioned laboratory stating that each donor has been tested with respect to Hepatitis B, Hepatitis C and HIV 1/2 and that HCV RNA test has been made in the plasma pool, and showing the results of these tests,

g) The original certificate (apostil approved) issued by the manufacturer company stating that for each batch, the donors are reliable with respect to the disease or the suspicion thereof for the Creutzfeld-Jacob (CJ) disease and donors are not diagnosed to have CJ disease,


If the licensed product is immunological product, the license holder shall apply to the Ministry in order to obtain a sales permission for the requested quantity so as to be sold for each batch before marketing.
For obtaining sales permission for the immunological products, the following information and documents are submitted to the Ministry:

a) The Batch / Lot Release Certificate approved by the National Health Authority issued for each batch by an accredited national or international laboratory,

b) The original of the analysis certificate approved by the technical manager of the production center for each batch.

Changes related to the license

Article 27 - After a license is issued, all changes related to the product will be submitted by the license holder to the Ministry in accordance with the provisions of the Regulation on the Changes to Medicinal Products for Human Use for Which License Applications Made.

PART FOUR

Miscellaneous and Final Provisions

Confidentiality

Article 28 - All information submitted by an applicant to the Ministry in order to obtain a license is confidential and the Ministry is responsible for protecting such confidentiality.

Penal provisions

Article 29 - The provisions of the Turkish Penal Code dated 01.03.1926 No. 765 and other relevant legislation shall apply to those, who violate the provisions of this Regulation.

Legislation abolished

Article 30 - The Regulation on Radio-pharmaceutics promulgated in the Official Gazette dated 23.12.1993 and numbered 21797, the Regulation on the Licensing of Medicinal Pharmaceutical Products promulgated in the Official Gazette dated 02.03.1995 and numbered 22218, and the Regulation on the Licensing of Blood Products promulgated in the Official Gazette dated 20.05.2002 and numbered 24760 are abolished.

Provisional Article 1 - The applications for license/permission made before the entry into force of this Regulation shall be governed by the provisions of legislation in force at the time of application.
Application format laid down in the Regulation in force shall apply for abridged application made accordingly to Article 9 of this Regulation until 30/06/2005, at which provisions of this Regulation enter into force except for Article 9 of this Regulation.
Provisional Article 2 – The procedures and the guidelines that have been applied for the licensing of quasi-medicinal products will remain in force until the new legislation on the procedures for variations to the terms of a marketing authorization enters into force.

Provisional Article 3 - For making the necessary assessments concerning the biological products containing vaccines, antiserums and allergens marketed with the import permission before the entry into force of this Regulation, the import permission holders shall apply for license with the documents requested by the Ministry within 1 year beginning from the date of entry into force of this Regulation. The import permissions of the products for which licensing applications are not made within this period shall be annulled.

Provisional Article 4 - For making the necessary assessments concerning the products registered in accordance with the Regulation on Radiopharmaceuticals published in the Official Gazette No. 21797 of 23.12.1993 before the entry into force of this Regulation, the registration certificates holders shall apply for license with the documents requested by the Ministry within 1 year beginning from the date of entry into force of this Regulation. The registration certificates of the products for which licensing applications are not made within this period shall be annulled.

Entry Into Force

Article 31 –Article 9 and second paragraph of Provisional Article 1 of this Regulation shall enter into force at its publication date valid from 1/1/2005, other provisions  enters into force on 30.12.2005.

Enforcement

Article 32- The provisions of this Regulation are enforced by the Minister of Health.


























GENERAL JUSTIFICATION

As is known, "The Turkish National Program for Undertaking the Acquis of the European Union" was published in the Official Gazette dated 24 July 2003 and numbered 25178.

Concerning the medicinal products for human use which are planned to be harmonized in the National Program, preparation of a regulation on the licensing of such products in parallel to the licensing section of the European Parliament and Council Directive 2001/83/EC of 06 November 2001 on the human medicinal products is planned.

The purpose of the regulation is to identify the principles and procedures to be applied in the licensing process in order to ensure that human medicinal products which are industrially produced for marketing purposes have required efficacy, reliability and quality, and to determined the applications concerning the licensed medicinal products for human use.

