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llaclar,
|
Bir veya birka¢ etken maddenin saf halde
ya da bazi yardimci maddeler kullanarak
hastanin kullanimi i¢cin uygun ve de yararli
hale getirilebilmesi amaciyla degisik
metotlarla hazirlanmis karisimlardir.
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GMP Felsefesi

llacin hazirlanmasi icin sadece bir metot belirlemek
yeterli deqildir.

Onemli olan:
v" Metodun her seferinde ayni etkinlikte uygulanmasi

v Her seferinde ayni kalitede urin elde
edilebilmesidir
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Neden GMP ?

1901 - Difteri tedavisinde antitoksin kullanan

cocuklarin tetanozdan olumu
> Yuksek kalitede hammadde

1906

1937 - sulfanilamid elixiri ile 107 kisiniolumu

Yardimci maddelerin toksisitesi, propilen glikol
yerine dietilen glikol kullanimi

Etiketi 3 kere oku-21 CFR 211




Neden GMP ?

S
1941 — insulin ile ilgili 1slah ¢alismalari, Potens farkhliklari

> FDA ureticilerin saflik ve potens kontrolunu onemsemis
» Kalite kontrol laboratuvarlarinin onemi artmis
» Validasyon temelleri dogruluk kesinlik selektivite ..vb.

1955 - 250 cocuk felci vakasi
»Asida aktif virus bulunmasi: proses validasyon

uygulamalarinin gerekliligi




Neden GMP ?

1972 - Parenteral urunun sterilizasyon sorunundan 5 olum
> EKipman validasyonu
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GMP

Give me
More

Paper ??27?7?

AnimationFactory.com
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Good Manufacturing Practice (GMP)

lyi Imalat Uygulamalari (11U):

llaclarin devamli olarak ayni sekilde Uretilmesini ve kalite

standartlarina gore kontrol edilmesini saglayan bir sistemdir.
Bu sistem bitmis urun testleri sirasinda artik onune

gecilemeyecek farmasotik tretim risklerini elimine etmek

uzere olusturulmustur.
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GMP: Good Manufacturing Practice
GLP: Good Laboratory Practice
GCP: Good Clinical Practice

GSP: Good Storage Practice
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GMP ne saglar ?

GMP; ilaclarin
m Etkinlik (Efficacy)
m Emniyet (Safety) 5055 o gogrhon
m Kalite (Quality)

acisindan her seferinde ayni sekilde Uretilmesi igin
olusturulmus kurallar dizisidir.
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Emniyet / Etkinlik

m ’
kS Peak of effect  Sde-effect
E A Adverse response
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g Thenrapeutic window
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Eo Duration of action Sbether apeutic
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Time
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ICH Safety Guideline

ICH

harmonisation for better health

ICH Guidelines / wowproucs 1 #

The ICH topics are divided into four categories and ICH topic codes are assigned according to these categories.

I
Emniyet Kilavuzu
Karsinojenite
enotoksisite
Toksikokinetiks ve farmakokinetiks
4) Toksisite testleri
5) Reproduktif toksikoloji
Biyoteknolojik urunler
Farmakolojik calismalar
Immunotoksikoloji calismalari

9) Safety/efficacy multidisipliner topik

Dog¢.Dr. Muge Kiligarslan

Quality Guidelines

Harmonisation achievements in the Quality
area include pivotal milestones such as the
conduct of stability studies, defining relevant
thresholds for impurities testing and a more
flexible approach to pharmaceutical quality
based on Good Manufacturing Practice
(GMP) risk management

Efficacy Guidelines

The work carried out by ICH under the
Efficacy heading is concered with the
design, conduct, safety and reporting of
clinical trials. It also covers novel types of

Safety Guidelines

ICH has produced a comprehensive set of
safety Guidelines to uncover potential risks
like carcinogenicity, genotoxicity and
reprotoxicity. A recent breakthrough has
been a non-clnical testing strategy for
assessing the QT interval prolongation
liability: the single most important cause of
drug withdrawals in recent years.

Multidisciplinary Guidelines
Those are the cross-cutting topics which do
not it uniquely into one of the Qualiy,
Safety and Efficacy categories. It inciudes
the ICH medical terminology (MedDRA), the

Contact Login

Q> gM

nm WorkPreducts B mm Soarch Our sto

Key Fact

“In October 2010, the U.S.
Food and Drug
Administration (FDA)
processed its 160,000th
©eCTD submission.”

Find the ICH Guidelines
on the:

EMA website

PMDA website

FDAwebsite

Health Canada website




Contact LogIn

harmonisation for better health O S E M

nm fork o : mm n Soareh Ourste

ICH Efficacy Guideline

ICH Guidelines ; worproaucs / & Key Fact
"In October 2010, the U.S.
Food and Drug
Quality Guidelines Safety Guidelines Administration (FDA)
Harmonisation achievements in the Quality ICH has produced a comprehensive set of processed its 160,000th

Etkinlik Kilavuzu
Klinik guvenlik
Klinik ¢calisma raporlari
Doz-cevap ¢alismalari
4) Etnik faktorler
5) lyi klinik uygulamalari
Klinik siniflama ile klini
rehber
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area include pivotal milestones such s the
conduct of stabilty studies, defining relevant
thresholds for impuriies testing and a more
fiexible approach to pharmaceutical quality
based on Good Manufacturing Practice
(GMP) risk management.

safety Guideiines to uncover potential isks
like carcinogenicit, genotoxicty and
reprotoxicity. A recent breakthrough has
been a non-ciiical testing strategy for
assessing the QT nterval prolongation
labilty: the single most important cause of

©CTD submission.”

drug withdrawals in recent years. Find the ICH Guidelines
on the:
Efficacy Guidelines Multidisciplinary Guidelines EMA website
The work carried out by ICH under the Those re the cross-cutting topics which do PMDA website
FDAwebsite

Efficacy heading is concerned with the
design, conduct, safety and reporting of
cinicl ral. It also covers novel types of

k degerlendirme igin

ot it uniquely nto one of the Qualty,
Safety and Effcacy categories. It includes
the ICH medical terminology (MedDRA), the

Health Canada website




ICH Quality Guideline
T

Kalite Kilavuzu
1) Stabilite
Analitik Validasyon
Impuriteler
Farmakopeler
5) Biyoteknolojik urunlerin kalitesi
6) Spesifikasyonlar
lyi imalat uygulamalari
Farmasotik gelisim
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Contact Log In
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ICH Guidelines ; worproducts / & Key Fact

The ICH topics are divided into four categories and ICH topic codes are assigned according to these categories.

ICH

harmonisation for better health

Quality Guidelines

Harmonisation achievements in the Quality
area include pivotal milestones such as the
conduct of stability studies, defining relevant
thresholds for impuriies testing and a more
fiexible approach to pharmaceutical quality
based on Good Manufacturing Practice
(GMP) risk management.

Efficacy Guidelines

The work carried out by ICH under the
Efficacy heading is concerned with the
design, conduct, safety and reporting of
clinical trials. It also covers novel types of

Safety Guidelines

“In October 2010, the U.S.
Food and Drug
Administration (FDA)

its 160,000th

ICH has produced a setof
safety Guidelines to uncover potential risks
like carcinogenicity, genotoxicity and
reprotoxicity. A recent breakthrough has
been a non-clinical testing strategy for
assessing the QT interval prolongation
liability: the single most important cause of
drug withdrawals in recent years.

Multidisciplinary Guidelines

Those are the cross-cutting topics which do
not fit uniquely into one of the Quality,
Safety and Efficacy categories. It includes
the ICH medical terminology (MedDRA), the

eCTD submission.”

Find the ICH Guidelines
on the:

EMAwebsite

PMDA website

FDAwebsite

Health Canada website



GMP ile ilgili Bazi Kurulus ve Yapilanmalar
5
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GMP ile ilgili Bazi Kurulus ve Yapilanmalar

orid ' ealth ' 'rganization
ood and Drug Administration

EMA: European Medicine Agency
harmaceutical 'nspection Convention

ICH: International Conference on Harmonization
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WHO -GMP

‘\)/:" " LAAVIRIY) _nca_ull
@2‘ ¥ Organization

%) Y/
-

Health Topics v Countries v Emergencies v About Us v
Biologicals
Biologicals Good Manufacturing Practices e = f ¥ o +

Good Manufacturing Practices (GMP, also referred to as 'cGMP' or 'current Good

Manufacturing Practice’) is the aspect of quality assurance that ensures that Last update:

medicinal products are consistently produced and controlled to the quality standards 7 June 2016 11:53 CEST
appropriate to their intended use and as required by the product specification.

Vaccines
Biotherapeutics

Reference preparations
GMP defines quality measures for both production and quality control and defines

Publications general measures to ensure that processes necessary for production and testing are
clearly defined, validated, reviewed, and documented, and that the personnel,

About premises and materials are suitable for the production of pharmaceuticals and
biologicals including vaccines. GMP also has legal components, covering

Blood products and related responsibilities for distribution, contract manufacturing and testing, and responses to

biologicals product defects and complaints. Specific GMP requirements relevant to classes of

products such as sterile pharmaceuticals or biological medicinal products are
provided in a series of annexes to the general GMP requirements.
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WHO -GMP

* X % GMP SEARCH ENGINE @
* *
* ECA * ACOdemy Searchin Keyword
* x| Vourarranr Guidelines - m
tnformation Source

* 5k

GMP News Guidelines Training Certification Publications Links Interest & Working Groups About ECA a Members Area

Guidelines Detail

The following guideline can be ordered through the address listed in the "Source/Publisher"-category. In cases in which you can order through
the Internet we have established a hyperlink.

WHO Good Manufacturing Practices for
Pharmaceutical Products: Main Principles

Short Title: Annex 2, WHO Technical Report Series 986, 2014

Internet: http://www.gmp-compliance.org/guidemgr/files/TRS986ANNEX2.PDF

Origin/Publisher: WHO headquarters, Avenue Appia 20, 1211 Geneva 27, Switzerland Telephone: (+ 41 22) 791 21 11, Facsimile (fax): (+ 41
22) 791 3111, Telex: 415416, Telegraph: UNISANTE GENEVA

Content: Good Manufacturing Practices for Pharmaceutical Products: Main Principles
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World Health
Organization

WHO-GMP

1.Bolum:
llac EndUstrisinde Kalite Yénetimi: felsefesi ve ana unsurlari

2. Bolum:
Uretim ve Kalite Kontrolde lyi Uygulamalar)

3. Bolum:
Destek ve ek rehberler
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N O Ok w

WHO-GMP 1.Bslim

Kalite guvencesi

GMP, Farmasotik urunler icin iyi imalat
uygulamalari

Kalite kontrol

Sanitasyon ve Hijyen
Validasyon

Sikayetler

UrGintin geri cekilmesi................

Dog.Dr. Miige Kiligarslan



FDA -GMP

[ITLE 21--FOOD AND DRUGS
CHAPTER |I-FOOD AND DRUG ADMINISTRATION
DEPARTMENT OF HEALTH AND HUMAN SERVICES
SUBCHAPTER C--DRUGS: GENERAL

PART 210 CURRENT GOODMANUFACTURING
PRACTICEIN MANUFACTURING.
PROCESSING. PACKING. OR HOLDING OF
DRUGS: GENERAL

§210.1 - Status of current good manufacturing practice regulations.
§210.2 - Applicability of current good manufacturing practice regulations.
§210.3 - Definitions.

Dog.Dr. Muge Kiligarslan



ITLE 21--FOOD AND DRUGS
CHAPTER |-FOOD AND DRUG ADMINISTRATION
DEPARTMENT OF HEALTH AND HUMAN SERVICES
SUBCHAPTER C--DRUGS: GENERAL

PART 211 CURRENT GOODMANUFACTURING
PRACTICEFORFINISHED
PHARMACEUTICALS

Subpart A--General Provisions

§ 211.1-Scope.
8§ 211.3 - Definitions.

Subpart B--Organization and Personnel
§ 211,22 - Responsibilities of quality control unit.
8 211.25 - Personnel qualifications.
5 211.28 - Personnel responsibilities.
8 211.24 - Consultants.

Subpart C--Buildings and Facilities
§ 211.42 - Design and construction features.
8 211.44 - Lighting.
§ 211.46 - Ventilation, airfiltration, air heating and cooling.
8§ 211.48 - Plumbing.
§ 211.50 - Sewage and refuse.
§ 211.52 - Washing and toilet facilities.
§ 211.56 - Sanitation.

£ 2944 EO MAaimt~amnAan~n~
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ADMINISTRATION

Cosmetics

FDA -GMP

Search FDA

Home | Food | Drugs | Medical Devices | Radiation-Emitting Products | Vaccines, Blood & Biologics | Animal & Veterinary | Cosmetics | Tobacco Products

Home > Cosmetics > Guidance & Regulation > Guidance Documents

Guidance Documents

Draft Guidance for Industry:
Cosmetic Good Manufacturing
Practices

Draft Guidance for Industry: Lead
in Cosmetic Lip Products and
Externally Applied Cosmetics:
Recommended Maximum Level

Guidance for Industry: Labeling
for Cosmetics Containing Alpha
Hydroxy Acids

Guidance for Industry: Safety of
Nanomaterials in Cosmetic

Dog.Dr. Muge Kiligcarslan

Good Manufacturing Practice (GMP)
Guidelines/Inspection Checklist

f SHARE in LUNKEDIN = @ PINIT &% EMAIL & PRINT

February 12, 1997; Updated April 24, 2008

The Federal Food, Drug and Cosmetic Act prohibits the introduction or delivery for introduction into interstate
commerce of cosmetics that are adulterated or misbranded (Sec. 301).

A cosmetic may be deemed adulterated (Sec. 601) for essentially four reasons, namely:

1. It may be injurious to users under conditions of customary use because it contains, or its container is
composed of, a potentially harmful substance.

2. It contains filth.




FDA -GMP

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)

December 2018
Pharmaceutical Quality/Manufacturing Standards (CGMP)

Revision 1
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FDA-GMP

Code of Federal Regulation

21 CFR Part 210 ve 211" de GMP kurallar yer
almaktadir.

Centre for Drug Evaluation and Research’den (CDER)
FDA-GMP’ye ulasilabilir.

Dog.Dr. Muge Kiligcarslan



FDA-GMP

Adres I@ http:fjwww.fda.govfcder/dmpgfcampregs.htm v I Git
21 Code of Federal Regulations
Parts 210 and 211

Part 210 - CURRENT GOOD MANUFACTURING PRACTICE IN MANUFACTURING, PROCESSING, PACKING, OR HOLDING
DRUGS; GENERAL Part 211 - CURRENT GOOD MANUFACTURING PRACTICE FOR FINISHED PHARMACEUTICALS

Part 210 - CURRENT GOOD MANUFACTURING PRACTICE IN MANUFACTURING, PROCESSING, PACKING, OR HOLDING OF
DRUGS; GENERAL

www.fda.gov/cder/dmpq/cgmpregs.htm
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FDA-GMP Bolim 210

llaglarin iiretimi, ambalajlanmasi ve dagitiminda giincel
iyi imalat uygulamalar - Genel
210.1: Guncel iyi imalat uygulamalarina yonelik

duzenlemelerin durumu
210.2: lyi imalat uygulamalarinda giincel diizenlemelerin

uygulanabilirligi

Tanimlamalar

Doc¢.Dr. Muge Kiligarslan



FDA-GMP

Bolum 211-

Bitmis urun halindeki farmasotik urunler igin
guncel GMP

Dog.Dr. Mige Kiligarslan



FDA-GMP Bolim 211

A- Genel Hukumler
211.1- Kapsam
211.3- Tanimlar

B- Organizasyon ve Personel
211.22- Kalite Kontrol bolumunun

sorumluluklari

211.25- Personel kalifikasyonu
211.28- Personel sorumluluklari
211.34- Danismanlar....................
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Kanada - GMP
L0 D T ————————————————— ~ —

Jobs v Immigration v Travel v Business v Benefits v Health v Taxes v More services v

Home = Departments and agencies = Health Canada = Drugs and Health Products =+ Compliance and Enforcement
= Good Manufacturing Practices

Guidance Documents - Good Manufacturing Practices

Active Pharmaceutical Ingredients

¢ Consultation on the Atypical Active Pharmaceutical Ingredients List [2016-12-02]
¢ Active Pharmaceutical Ingredients - Questions and Answers
¢ Good Manufacturing Practices (GMP) Guidelines for Active Pharmaceutical Ingredients (GUI-0104)

Consultation

« Consultation and Notice to Stakeholders: Release of Guidance Documents for Consultation: Various good manufacturing

L N




Kanada -GMP

iood Manufacturing Practice

'harmaceutical Development

luality Risk Management

Pharmaceutical Quality System

Development and Manufacture of Drug Substances

Lifecycle Management

Continuous Manufacturing of Drug Substances and Drug Products
Analytical Procedure Development

s-cutting Topics

Dog.Dr. Mige Kiligarslan



Bina (C.02.004):
Ekipman (C.02.005):
Personel (C.02.006):
Sanitasyon (C.02.007):

Hammaddelerin test edilmesi (C.
02.009/010):

Uretim kontrolii (C.02.011/C.02.012)

Kalite kontrol departmani (C.02.013/C.
02.014/C.02.015):

Doc.Dr. Muge Kilicarslan



Ambalaj materyallerinin test edilmesi (C.02.016/C.
02.017)

Bitmis urun testleri (C.02.018/C.02.019):
Kayitlar (C.02.20-C.02.24):

Numuneler (C.02.025/C.02.026)
Stabilite (C.02.027/028)

Steril urunler (C.02.029.)

Ekler :

Dog.Dr. Muge Kiligarslan



JAPONYA-GMP

Japonya’da hazirlanmis olan GMP rehberi
dogu ve bati kulturleri arasindaki
- farkhliklar yansitmaktadir. Japon GMP’si
Q genel olarak FDA-GMP’ye gore daha ¢cok
pratik uygulamalara yonelik olarak
' hazirlanmistir. Burada dokumantasyon

yani sira pratik agirlikh kararlar da on
plana cikmaktadir.

<
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o Therapeutic Goods

Avustralya-GMP Gl oaes)

A s

Australian Government

Department of Health
Therapeutic Goods Administration

Home Safety information Consumers Health professionals RGLIE{"M Aboutthe TGA Newsroom
AUTU U UT.

_ Home » Industry » Manufacturing therapeutic goods » Manufacturing basics A- A+ S»Share

SMEAssice Good manufacturing practice - an overview

Regulation basics

o o 29 September 2017
Prescription medicines
. Good Manufacturing Practice (GMP) describes a set of principles and procedures that when followed helps ensure that
Over-the-counter medicines . . .
therapeutic goods are of high quality.

Complementary medicines
A basic tenet of GMP is that:

Sunscreens

) _ e quality cannot be tested into a batch of product
Medical devices & IVDs

e quality must be built into each batch of product during all stages of the manufacturing process.
Biologicals

Blood and blood components There are different codes of GMP, depending on the type of therapeutic good:

Other therapeutic goods e Good Manufacturing Practice for Medicines

v Manufacturing therapeutic goods e Good Manufacturing Practice for Human Blood and Tissues




Avustralya

Contact TGA: e info@tga.gov.au | t 1800 020 653 | More conta

Department of Health and Ageing

Therapeutic Goods Administration

Safety information | Consumers | Health professionals @ULIDGA About the TGA | News room

Industry Home > Industry » Manufacturing therapeutic goods > >

Regulation basics PIC/S guide for good manufacturing practice for medicinal products

Prescription medicines

Over-the-counter medicines Pharmaceutical Inspection Convention and Pharmaceutical Inspection Co-operation Scheme

Complementary medicines Therapeutic Goods (Manufacturing Principles) Determination No. 1 of 2009 adopts the PIC/S Guide to Good Man
_ _ for Medicinal Products, PE 009-8, published by the Pharmaceutical Inspection Convention and Pharmaceutical Insg
Medical devices & IVDs Scheme (jointly referred to as PIC/S), dated 15 January 2009. The Guide is reproduced in its entirety with the per

Blood, tissues & biologicals The PIC/S provide an active and constructive co-operation in the field of GMP (Good Manufacturing Practice). Th

Other therapeutic goods to facilitate the networking between participating authorities and the maintenance of mutual confidence, the excl
and experience in the field of GMP and related areas, and the mutual training of GMP inspectors. Australia is a mer

vManufacturing therapeutic
goods Guide to Good Manufacturing Practice for Medicinal Products - Introduction

Manufacturing basics Guide to Good Manufacturing Practice for Medicinal Products - Part I

Manufacturing medicines

Guide to Good Man I, gkl I ts - Part II

Manufacturing medical devices & ) o 3
IVDs Guide to Good Manufacturing Practice for Medicinal Products - Annexes




English @ Search

European Commission > Live, work, travel in the EU > Public Health >

Vol 4: GMP Human & Veterinary

A © Alltopics

EudralLex - Volume 4 - Good Manufacturing Practice @ State of Health ()
(GMP) guidelines = in the EU I &

Volume 4 of "The rules governing medicinal products in the European Union" contains guidance for the
interpretation of the principles and guidelines of good manufacturing practices for medicinal products for
human and veterinary use laid down in Commission Directives 91/356/EEC, as amended by Directive Pt
2003/94/EC, and 91/412/EEC respectively. 6~ AMR

Antimicrobial Resistance )
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O FTevIOUs Version A=< *J

e Chapter 4 - Documentation | {>--) (January 2011)

e Chapter 5 - Production E‘\ (into operation since 1 March 2015)
o See transitional arrangement for toxicological evaluation on pages 1-2 of Chapter 5
o Previous version -

e Chapter 6 - Quality Control A (into operation since 1 October 2014)

e Chapter 7 - Outsourced activities /=) {>-+] (into operation since 31 January 2013)

e Chapter 8 - Complaints and Product Recall ‘): (into operation since 1 March 2015)

e Chapter 9 - Self Inspection | {---)

Part Il - Basic Requirements for Active Substances used as
Starting Materials

e Basic requirements for active substances used as starting materials /<] (August 2014)

Part lll - GMP related documents

R
sesl

a Qita Mactar Eila 51 ¢
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EUROPEAN MEDICINES AGENCY h

SCIENCE MEDICINES HEALTH

Text size: [al a A [Site-wide search |I
Follow us: u
lome Find medicine BUCHINEIGIZA Special topics Document search News & events Partners & networks About us Quick links
- » Home p Regulatory p Human medicines p Scientific guidelines p Quality
Hurman medicines
Pre-authorisation Quality guidelines 4 Email (&) Print @ Help

Post-opini . . . . . . . . .

b b This section includes the European Medicines Agency's guidelines on the quality of medicines.
Post-authorisation ] o ) ) )
The Agency's Committee for Medicinal Products for Human Use (CHMP) prepares scientific guidelines in consultation witt

regulatory authorities in the European Union (EU) Member States, to help applicants prepare marketing-authorisation
applications for human medicines.

Product information

Scientific advice and

protocol assistance Guidelines provide a basis for practical harmonisation of how the EU Member States and the Agency interpret and apply

Scientific guidelines detailed requirements for the demonstration of quality, safety and efficacy that are in the Community directives.

Search guidelines The Agency strongly encourages applicants and marketing-authorisation holders to follow these guidelines. Applicants n
. justify deviations from guidelines fully in their applications at the time of submission. The Agency advises applicants to «
YQuality any proposed deviations with EU regulators during medicine development through scientific advice.

BT I S R Quality guidelines are provided for:
Manufacturing
> Active substance

EORA s o F e i

Impurities

Dog.Dr. Miige Kiligarslan



ICH

Contact Glossary FAQs Login

harmonisation for better health Q S E M

ﬁ m Work Products - Meetings - Training - Newsroom - Search Our Site

Welcome to the ICH official website tol 1 Shape the ICH

The International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use (ICH) Guidelines
is unique in bringing together the regulatory authorities and pharmaceutical industry of Europe, Japan and the US to discuss scientific
and technical aspects of drug registration. Since its inception in 1990, ICH has evolved, through its ICH Global Cooperation Group, to
respond to the increasingly global face of drug development, so that the benefits of international harmonisation for better global health
can be realised worldwide. ICH's mission is to achieve greater harmonisation to ensure that safe, effective, and high quality
medicines are developed and registered in the most resource-efficient manner. Download the ICH 20th Anniversary Publication

by responding to one of our
consultations. Your contribution
will then be considered by the
relevant ICH

Working Group. J

Draft Guidelines
Q8A Documents

Discover ICH Products

Quality Guidelines

Harmonisation achievements in the Quality area include pivotal
milestones such as the conduct of stability studies, defining relevant
thresholds for impurities... (more)

Recent News

3 July 2012
Press release from the ICH

- - - Steering Committee meeting
w All Quality Guidelines in Fukuoka, 6-7 June 2012

The six official ICH parties have

Dog.Dr. Mige Kiligarslan



News FAQ. Newsletter Members Area Login & Q D

Pharmaceutical Inspection
Co-operation Scheme

Leading the international development, implementation and maintenance of harmonised
GMP standards and quality systems of Inspectorates in the field of medicinal products

PIC/S Committee Meeting, April
2018

17 -18 April 2018
PIC/S Committee meeting which took place in Geneva, on
17-18 April 2018.

> more

TRt e -
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o 8

The Pharmaceutical Inspection Convention and Pharmaceutical
Inspection Co-operation Scheme (jointly referred to as PIC/S) are
two international instruments between countries and
pharmaceutical inspection authorities, which provide together an
active and constructive co-operation in the field of GMP.

PICIS’ mission is ™o lead the international development,
implementation and maintenance of harmonised Good
Manufacturing Practice (GMP) standards and quality systems of
inspectorates in the field of medicinal products.”

This is to be achieved by developing and promoting harmonised
GMP standards and guidance documents; training competent
authorities, in  particular inspectors; assessing (and
reassessing) inspectorates; and facilitating the co-operation and
networking for competent authorities and international

ArAaAanicAatiane~

Publications

Training

\, ) Expert Circle on
e Blood & Tissue
- <
e Expert Circle on Computerised
4

Systems

All the Publications

Most PIC/S publications

can be downloaded for
free

Dog.Dr. Mige Kiligarslan

Members area

Username

This area is reserved fo PIC/S
only

Accession

News
Registrafions open

2012 PIC/S SEMINAR, UKRAINE
(3-5 OCTOBER)

PICI/S EVENTS IN GENEVA,

SWITZERLAND, 7-11 MAY 2012

KOREA APPLIES FOR PIC/S
MEMBERSHIP




|2=arn | - UGl | IS VISR | TS S S S

C/S : Role : : : : Training : Publications : Accession : Links

Search by title f reference ] |All categories v | | All sections v | Reset

Document Reference Category Section

SITE MASTER FILE FOR PLASMA Pl 020-3

WAREHOUSES Ll

PICIS GMP GUIDE {INTRODUCTION) FPE 008-10 Download
{Intro) E—

PICIS GMP GUIDE {(PART I BASIC FPE 008-10 Diowniad

REQUIREMENTS FOR MEDICINAL PRODUCTS) (Partl) E—

PICIS GMP GUIDE (PART II: BASIC FPE 008-10

REQUIREMENTS FOR ACTIVE (Part 1) Download

PHARMACEUTICAL INGREDIENTS)

PICIS GMP GUIDE (ANNEXES) FE 009-10 Download
(Annexes) -
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Eudralex
I TR

EUROPEAN COMMISSION

”*
:* = . ENTERPRISE AND INDUSTRY DIRECTORATE-GENERAL
¥ Consumer goods
ok dnd Pharmaceuticals

Brussels. 14 February 2008

EudraLex
The Rules Governing Medicinal Products in the European Union

Volume 4
EU Guidelines to
Good Manufacturing Practice
Medicinal Products for Human and Veterinary Use

Part I
Chapter 1 Quality Management

Document History
Revision to include concept of Product Quality Review 25 October 2005

Date of revised version coming into operation and superseding 01 July 2008
previous version dated 25 October 2005

Dog.Dr. Mige Kiligarslan



GMP Rehberleri

Guidelines

I
(8]

Conferences/Courses »
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ctice (GMP) Guidelines

Part | - Basic Requirements for Medicinal Products

Chapter 1 Pharmaceutical Quality System '@ (65 KB)into {into operation since 31 January 2013}
Chapter 2 Personnel

o Current ) (20 KB)

o Deadline for coming into operation: 16 February 2014 '@ (56 KBIWE W

Chapter 3 Premise and Equipment '@ (34 KB)

o Arevisedversion of Chapter 3 is in preparation. The public consultation on the proposed draft E (53 KB)is
currently closed.

Chapter 4 Documentation (January 2011) &) (33 KB)
Chapter 5 Production ) (50 KB)

o Arevised version of Chapter 5 is in preparation. The public consultation on the proposed draft E (84 KB)is
currently closed.

Chapter 8 Quality Control ) (33 KB)

o Arevisedversion of Chapter 6 is in preparation. The public consultation on the proposed draft @ (62 KB)is
currently closed.

Chapter 7 on Outsourced activities ‘@ (21 KB) {into operation since 31 January 2013)
Chapter 7 Contract Manufacture and Analysis (22 KB)

Chapter 8 Complaints and Product Recall '@ (18 KB)

o Arevisedversion of Chapter 8 is in preparation. The public consultation on the proposed draft @ (79 KB)is
currently closed

Chapter 9 Self Inspection ) (11 KB)
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Annex 1 Manufacture of Sterile Medicinal Products ) (122 KB)

Manufacture of Biological active substances and Medicinal Products for Human Use {171

RS KB) ({into operation since 31 January 2013)

Annex 3 Manufacture of Radiopharmaceuticals ‘@ (68 KB)

Manufacture of Veterinary Medicinal Products other than Immunological Veterinary Medicinal
Products 14 KB)

Annex 4

Annex 5 Manufacture of Immunological Veterinary Medicinal Products @ {43 KB)
Annex B Manufacture of Medicinal Gases {g) (48 KB)
Annex 7 Manufacture of Herbal Medicinal Products ) (23 KB)

Annex 8 Sampling of Starting and Packaging Materials @ (20 KB)
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Annex 9 Manufacture of Liquids, Creams and Ointments ‘@ (13 KB)

Ann

10 = Manufacture of Pressurised Metered Dose Aerosol Preparations for Inhalation (17 KB)
Annex ) o

11 Computerised Systems (revision January 2011) &) (22 KB)

Annex o L o

12 Use of lonising Radiation in the Manufacture of Medicinal Products @ {50 KB)

Annex . .

13 Manufacture of Investigational Medicinal Products ‘@ (67 KB)

Annex )

14 Manufacture of Products derived from Human Blood or Human Plasma ‘@ (50 KB) - May 2011
Annex

15 GQualification and validation (136 KB)
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Certification by a Qualified person and Batch Release ff) (41 KB)GI

Annex Arevised version of Anhnex 16 is in preparation. Stakeholders are invited to comment on this draft
186 ‘@ (150 KB) by 5 November 2013 at the latest. Comments should be sent by email to: ADM-
GMDP@ema.europa.eu and SANCO-pharmaceuticals-DEi@ec.europa.eu
Annes Parametric Release (124 KB)
7 i
Annex
15 Reference and Retention Samples (24 KB)
-» Glossary

» Glossary T (27 KB)
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Kozmetik GMP

COLIPA (Avrupa Kozmetik Ureticileri Dernegi)
Kozmetik lyi Imalat Uygulamalari- 1994

Health Science Authority’nin (HSA) Kasim 2002’de
Guidance Notes on GMP Guidelines for

Manufacturers of Cosmetic Product

Malaysia Cosmetic GMP Guidelines
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TURKIYE- GMP

Turkiye’de 1 Kasim 1982’ de
“Ispenciyari ve Tibbi Miistahzar
Imalathaneleri Yonetmeligi”
yayinlandigindan beri ciddi sekilde
uygulanmaktadir.

AnimationFactory.com

1 Ocak 1995 tarihinden itibaren de
kesin uygulamaya konulmustur.
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TURKIYE- GMP

T.C. Saglik Bakanlig TITCK
- TURKIYE ILAG VE TIBBI CIHAZ KURUMU
Turkiye llag ve Tibbi Cihaz Kurumu

Beseri Tibbi Uriinler imalathaneleri lyi Imalat
Uygulamalari (GMP) Kilavuzu

) 4

2018/02 versiyon
Yururluk Tarihi 01/08/2018
PIC/S GMP Kilavuzu versiyonu: PE 009-14
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Kilavuzda yer alan bazi tanimlar 1:

Bir farmasotik Urunun uretimde kullanilan
ambalajlama materyali digindaki tim maddelerdir.

Dolum ve etiketleme de dahil olmak uzere bir bulk
urunun bitmig urun haline gelebilmek i¢in gecirdigi tum islemlerdir.

Bulk urun olmadan evvel bir dizi uretim
basamaklarindan gegcmesi gereken kismen islem gormus materyal.

Tum uretim asamalarindan gegmis, ancak son ambalaji
yapiilmamis herhangi bir urundur.

Bitmis urun: Son ambalaji da dahil olmak Uzere tum Uretim
asamalarindan gecmis olan farmasotik Grunddar.
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Kilavuzda yer alan bazi tanimlar 2:

Bir baslangic maddesi veya
bir Urunun bir bagska materyal veya urun ile bulagsmasidir.

Temizlik derecesi bakimindan birbirinden farkli iki
veya daha ¢ok oda (bolum) arasinda yer alan ve odalar arasinda gegis
yapilirken odalar arasindaki hava akimini kontrol etmek amacina hizmet
eden kapall, iki veya daha ¢ok kapisi bulunan odadir. Hava kilidi kigiler
veya malzeme icin tasarimlanir.

Karantina: Baslangi¢c maddelerinin ve ambalaj malzemelerinin, ara trun,
bulk ve bitmis Urdnlerin uygunluk veya red karari alinana kadar fiziksel
ve diger etkin vasitalarla ayri tutulmalari durumudur.
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Kilavuzda yer alan bazi tanimlar 3:

Bir veya bir dizi islemden gectikten sonra homojen olmasi
beklenen, miktari belirlenmig baglangic maddesi, ambalaj malzemesi
veya islem gormus urundur.

Temiz alan: Partikuler ve mikrobiyal bulasma acisindan belirli gevresel
kontrole sahip, iceriye kontaminantlarin girmesini, bunlarin olusmasini
ve tutulumunu azaltacak sekilde insa edilen ve kullanilan alan.

llU prensiplarine uygun olarak bir proseduriin, prosesin,
ekipmanin, materyalin, sistemin veya faaliyetin beklenen sonuclari
gercekten urettigini kanitlama islemidir.
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GMP Kilavuzu Kisim ve Bolumler

1.Kisim Beseri Tibbi Uriinlerde Temel Gereklilikler

Bolum 1:
Bolum 2:
Bolum 3:
Bolum 4:
Bolum 5:
Bolum 6:
Bolum 7:
Bolum 8:
Bolum 9:

Farmasotik Kalite Sistemi
Personel

Tesisler ve Ekipman
Dokumantasyon

Uretim

Kalite Kontrol

Disardan Alinan Hizmetler
Sikayetler ve Geri Cekme

Ic Denetim
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GMP Kilavuzu Kisim ve Bolumler

2.Kisim Etkin Maddelerde Temel Gereklilikler

3. Kisim GMP ile ilgili Dokumanlar

Kilavuz Ekleri

Genel Sozluk

Tesis Ana Dosyasi Hazirlanmasina lligkin Kilavuz
Q9- Kalite Risk Yonetimi

Q10 -Farmasotik Kalite Sistemi icin Notlar
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Kilavuz Ekleri

Ek 1: Steril tibbi urunlerin imalati

Ek 2: Beseri biyolojik tibbi madde ve urunlerin imalati

Ek 3: Radyofarmasotiklerin imalat

Ek 4: Immunolojikler disindaki veteriner tibbi iiriinlerin
Imalati (kapsam disi)

Ek 5: immunolojik veteriner tibbi triinlerin imalati (kapsam
disi)

Ek 6: Medikal gazlarin uretimi

Ek 7: Bitkisel tibbi urunlerin imalati
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Kilavuz Ekleri

Ek 8: Baslangic maddeleri ve ambalaj malzemelerinden
numune alinmasi
Ek 9: Sivilarin, kremlerin ve pomatlarin imalati
Ek 10: inhalasyon yoluyla kullanilan basingh dl¢iilii doz
aerosol preparatlarinin imalati
Ek 11: Bilgisayarh sistemler
Ek 12:Tibbi urunlerin imalatinda iyonlastirici radyasyonunun
kullanimi
Ek 13: Tibbi arastirma urunlerinin imalati
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Kilavuz Ekleri

Ek 14: Insan kani veya plazmasindan elde edilen tibbi triinlerin
imalati

Ek 15: Kalifikasyon ve Validasyon (Haziran 2001)
Ek 16: QP ve seri serbest birakma (Haziran 2001)

Ek 17: Gercek zamanli serbest birakma testleri ve parametrik
serbest birakma (Haziran 2001)

Ek 18: Etkin maddelerde temel gereklilikler (Haziran 2001)
Ek 19: referans ve saklama numuneleri
Ek 20: Kalite risk yonetimi
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Ek 1
Steril Tibbi Urtinlerin Uretimi
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Genel Hususlar-Prensip

Steril Urunlerin uretiminde,
o mikrobiyolojik kontaminasyon ve

o partikul ve pirojen kontaminasyonu risklerini en aza indirebilmeyi
amaclayan ozel gereklilikler mevcuttur.

Bu gerekliliklerin cogu, konuyla ilgili personelin yeteneklerine, egitimine ve
davraniglarina baglidir.

o Kalite Guvencesi Ozellikle buyuk bir onem tasir.

o Yalnizca sterilite veya diger kalite konularinin givencesi, higbir terminal
proses veya bitmis trun testine dahil ediimemelidir.

Nacs D AAi
o0C o1

- Y-3
. V\UHC

¢:



Genel

N I —

- Steril Urunlerin Gretimi, personel
ve/veya ekipman ve materyallerin
hava Kilitleri (air lock) icinden
gecerek girebildigi temiz
alanlarda yurutulmelidir.

*Temiz alanlar, uygun temizlik
standardinda muhafaza edilmeli
ve uygun etkinlikle filtrelerden
gecirilmis hava ile beslenmelidir.
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Steril Tibbi Urlinlerin Uretimi
e ¥

Bilesenlerin hazirlanmasina iligkin gesitli islemler, urun
hazirlanmasi ve dolumu, temiz alan igerisinde yer alan
birbirinden ayriimis alanlarda yurutulmelidir.

Uretim islemleri iki kategoriye ayrilir:

... Urunun son olarak sterilize edildigi

... tUm asamalarda aseptik olarak gerceklestirilen

Islemler.
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Steril Tibbi Urtnlerin Uretimi

Hava kilidi (air-lock):Temizlik derecesi

cok oda (bolum) arasinda yer alan ve
odalar arasinda gecis yapilirken odalar
arasindaki hava akimini kontrol etmek

cok kapisi bulunan odadir. Hava kilidi
kigiler veya malzeme icin tasarimlanir.

bakimindan birbirinden farkl iki veya daha

amacina hizmet eden kapall, iki veya daha

Temiz alan: Partiktler ve mikrobiyal
bulasma acisindan belirli gcevresel kontrole
sahip, iceriye kontaminantlarin girmesini,
bunlarin olugsmasini ve tutulumunu
azaltacak sekilde insa edilen ve kullanilan
alan.




Steril Tibbi Urtnlerin Uretimi

Steril tibbi urun Uretimi icin 4 sinif olusturulabilir.

Sinif A: Yiksek riskliislemlerin yapildigi alandir. Ornegin aseptik dolum,
ampuller ve flakonlarin kapatiimasi..vb. Laminar hava akimi olmasi sart
kosulur.

Laminar hava akimi sistemleri, acik temiz oda uygulamalarinda,
calisma konumunda 0.36 — 0.54 m/s (kilavuz degeri) araliginda
homojen bir hava akimi hizi saglamalidir.

Kapali izolatorlerde ve eldivenli kabinlerde tek yonlu hava akimi ve
daha dusuk hizlar kullanilabilir.
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Steril Tibbi Urtnlerin Uretimi
e

Sinif B: Aseptik hazirlama ve dolum igin kullanilan alandir. B sinifi
alan A sinifi alanin arka planini olusturur.

Sinif C ve D: Steril Urtnlerin Uretiminde daha az kritik asamalari
gerceklestirmeye yonelik temiz alanlardir.




Temiz Oda ve Temiz hava Siniflandirmasi
69 |

Clean rooms and clean air devices should be classified in accordance with EN
ISO 14644-1. Classification should be clearly differentiated from operational
process environmental monitoring. The maximum permitted airborne particle
concentration for each grade is given in the following table:

Maximum permitted number of particles/m*
equal to or greater than the tabulated size

At rest In operation
0.5um 5.0um 0.5um 5.0um

3,520 20 3,520 20

3,520 29 352,000 2,900
352,000 3,520,000 29,000
3,520,000 not defined not defined




Temiz Oda ve Temiz hava Siniflandirmasi
o

Islem sirasinda temiz alanlarin mikrobiyolojik izlenmesi icin dnerilen sinurlar:

Mikrobival kontaminasyon icin 6nerilen smirlar (a)
Simf Hava  numunesi|Petri agma (¢ap 90 |Swabla Eldiven baskisi 5
cfu/m’ mm) cfu/4 saat (b) hazirlanmis petr1 | parmak
(cap 355 mm)|cfu/eldiven
cfu/plaka
A <1 <1 <1 <1
B 10 b 5 5
C 100 50 25 -
D 200 100 50 -
Notlar:

Bunlar, ortalama degerlerdir.

Her bir agik hava petrisi en fazla 4 saat maruz birakilabilir.

Partikiil ve mikrobiyolojik 1zleme sonuglar: igin uygun uyar ve aksiyon sinirlan belirlenmelidir. Bu sinarlar
agtldigs takdirde, galiyma prosediirlerinde diizeltici faaliyetler tanimlanmalidir.



71

IZOLATOR TEKNOLOJISI
» Proses alanlarinda insan mudahalelerini
en aza indirmek igin izolator teknolojisinin
kullanilmasi, aseptik olarak uretilen urtnlerin
ortam nedeniyle mikrobiyolojik
kontaminasyona maruz kalma riskinde
anlamli bir azalmaya neden olabilir.




Steril Tibbi Urunlerin Uretimi

S
Ayrica bu ek bolimde bulunana diger alt basliklar:
 Ufleme/Dolum/Kapatma Teknolojisi

« Son Kabinda Sterilize Edilen Urlinler
* Aseptik Preparatlar

 Personel
 Tesisler
 Ekipman

« Sanitasyon
« Aseptik uretimde validasyon
« Sterilizasyon
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