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WHO GMP for Biological Products

3rd Draft, Version 2_2015-02-18

« The draft guidance document was proposed to replace WHO TRS
822 (1992), Annex 1 — WHO-GMPs for Biological Products.

« Biological products manufactured by these methods include
allergens, antigens, vaccines, hormones, cytokines, enzymes,
human whole blood and plasma derivatives(*), Immune sera,
Immunoglobulins (including monoclonal antibodies), products of
fermentation (including products derived from rDNA), and
diagnostic agents for In vitro use, gene therapy, cell therapy, etc.

 The 33-pages guideline applies to the manufacture, control and
testing of biological products for human use, from startlng
materials and preparations, including seed Iots cell banks, to the
finished product.

« Manufacturing procedures within the scope of the guideline
Include:
— Growth of strains of microorganisms and eukaryotic cells;

— Extraction of substances from biological tissues, including human, animal and
planttissues, and fungi;

— Recombinant DNA (rDNA) techniques;
— Hybridoma techniques; and
— Propagation of microorganisms in embryos or animals.
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USP - Draft to Water for
Pharmaceutical Purposes

e The nine specific sections:

« Changes:
e Updating the chapter to improve the

organization and clarity of the
Information and remove redundant
discussion text. This includes the
organization Into nine specific
sections.

 Removing wording redundant to
referenced monograph wording.

 Adding a detailed Outline/Table of
Contents to Improve user's topic
discussion findablility (topics will be
nyperlinked In future electronic USP

versions).

1.
2.
3.

© 0N

Introduction
Source Water Considerations

Waters Used for
Pharmaceutical
Manufacturing and Testing
Purposes

Validation and Qualification of
Water Purification, Storage,
and Distribution Systems

Design and Operation of
Purified Water and Water for
Injection Systems

Sampling
Chemical Evaluations
Microbial Considerations

Alert and Action Levels and
Specifications
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USP chapter <1> on

“Injections and Implanted Drug Products
(Parenterals)-Product Quality Tests”

- has been revised, and

- will become official May 1, 2016.
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CDER List for 2016
Guidance Documents

 Three documents are listed under the category
“Pharmaceutical Quality/Manufacturing Standards
(CGMP)":
. %5 I\/I)P Data Integrity Questions and Answers (already listed
15

o Expiration Dating of Unit-Dose Repackaged Solid Oral
Dosage Form Drug Products; Revised Draft

e Repackaging of Certain Drug Products by Pharmacies and
Outsourcing Facllities (already listed 2015)

 The related category “Pharmaceutical Quality/CMC” lists
16 additional guidances, inter alia on Microbiological
Quality Considerations in Non-sterile Drug Product
Manufacturing or a Technical Conformance Guide for
Quality Metrics.
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US FDA--Guidance for Industry

 FDA--Guidance for Industry--Immunogenicity-
Related Considerations for Low Molecular

Weight Heparin--2016-02

 FDA--Guidance for Industry--Completeness
Assessments for Type || API DMFs Under

GDUFA--2016-02

e FDA--GuUIO
Biosimilar

ance for Industry, draft--Labeling for
Products--2016-03-31

 FDA--GuicC

ance for Industry--Safety

Considerations for Product Design to Minimize

Medication Errors--2016-04
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FDA--Guidance for Industry

Contents of a Complete Submission for the Evaluation
of Proprietary Names--2016-04

* The Institute of Medicine (IOM) recommended that FDA:
1. “develop and enforce standards for the design of drug

packaging and labeling that will maximize safety in

use” and
2. “require pharmaceutical companies to test

proposed drug names to identify and remedy

potential sound-alike and look-alike confusion with

existing drug names.

FDA%T&@%@A:{ > FRIE T %ﬁ% NES
oA 2 P ’ﬁ A (G5 %D%E?T&) f%@ﬁ
FErE e o T I e T T
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Training Modules

for Q3D Elemental Impurities

 Regarding the complexity of the requirements of ICH Q3D, the modules

should serve as a tool to provide clarity on the key aspects of the

ICHQSD guideline.

 They shall ensure a proper interpretation by industry and regulators.
Following are the eight modules at a glance:

Module 0: Overview of Training Modules

Module 1: How to A gllg Q3D Concepts to Routes of Administration,
not addressed in 8

Module 2: Justification for Elemental Impurity Levels Higher than an
Established PDE

Module 3: Developing an Acceptable Level for a Elemental Impurity
not in Q3D

Module 4: Considerations for Parenteral Products

Module 5: General Approaches to Product Risk Assessment
Module 6: Control of Elemental Impurities

Module 7: Converting between PDEs and Concentration Limits

 Two more modules are still to come and will be published at a later date:

Module 8: Case Studies lllustrating an Approach to Presenting Risk
Assessment

Module 9: FAQs 14
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Delegated Requlation on Safety Features
(Delegated Reqgulation 2016/161)

« Two elements placed on the packaging of a medicinal
product should guarantee medicine authenticity and secure
the medicine supply chain:

A unique identifier(J8EAYE%HIHE), a unique sequence carried by a
two-dimensional barcode allowing the identification and
authentication of the individual pack on which it is printed; and

* A device allowing the verification of whether the packaging of the
medicinal product has been tampered with (anti-tampering device).
« The Commission has prepared a "Questions and Answers"
document which sets out 46 frequently asked questions and
answers regarding the implementation of the rules on the
safety features for medicinal products for human use.

 The European Medicines Agency (EMA) has published an
Implementation plan that includes the regulatory
requirements to be followed to notify the EMA of the placing
of the unique Identifler and/or the anti-tampering device on
centrally authorized products.
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EU Pharmaceutical Legislation

Update

New Safety Measures
The most serious fake medicine
fraud in the European Union &
subsequent measures taken by EU




BBC News (2011-04-08)

The most serious fake medicine fraud in the

European Union & subsequent measures
taken by EU.

(B EER R B ENA S S ame Fim BT S B

(R EFTPR TR %ﬁﬁﬁ)

Peter Gillespie was
prosecuted successfully for a
£4.7m plot to bring two
million doses of counterfeit
drugs from China to the UK,
and sentenced to 8 years
Imprisonment.
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BBC News (2011-04-08)

Peter Gillespie (a former wholesaler / parallel importer),
64, from Hertfordshire, was prosecuted successfully for a
£4.7m plot to bring two million doses of counterfeit drugs
(prescription drugs for conditions ncluding prostate cancer,
heart disease and schizophrenia) from China to the UK,
and sentenced to 8 years |mpr|sonment (Peter Gillespie
R B g R B R e 7 125 84 v 7 DU |5 - T 7 (R Bt 5]
TP, 4 R T B RS AR R S\ S HAGEA])

Peter Gillespie and other 4 are accused of conspiring
together to defraud (# 32 & X 3K BEE) pharmaceutical
wholesalers, pharmacists, members of the public and
holders of intellectual property rights in pharmaceuticals
between January 1, 2006 and June 30, 2007.

19



BBC News (2011-04-08)

continued

3. The case arose from a £750,000 / three-and-a-half-year
Investigation by MHRA.

4. 72,000 packs of counterfeit medicine - with a retail
value of £4.7m - penetrated the UK supply chain
between December 2006 and May 2007.

5. Some 25,000 of these packs reached pharmacies and
were given to patients. The MHRA was able to seize (
H1#) 40,000 before they got to pharmacies, and 7,000
were recovered following recalls.

6. The counterfeit drugs contained just 50% to 80% of the
correct ingredients.
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EU Pharmaceutical Legislation Update
New Safety Measures

1. BBC News (2011-04-08): The most serious fake medicine fraud
In the European Union.

H B R EERMRS S S PR (2011-04-08) -

2. EU--Directive 2011-62-EU--2011-06-08: amending Directive
2001-83-EC - Prevention of falsified medicinal products get
Into the legal supply chain.

BR RS TH N B AR Directive 2001/83/EC B 51 1k-{k/
R E)EERK -

3. EU--Consolidated Directive 2001/83/EC_2012_en: on the
Community code relating to medicinal products for human

use. BXEE2012-B0f 2 A A& mEE S AR -
4. EU—other Acts—Guidelines of 7 March, 2013 on Good
Distribution Practice of Medicinal Products for Human Use.

BXEE NS HH AHSEGDPYES| -
5. EU—EC Guidelines of 2013-11-05 on GDP of Medicinal
Products for Human Use. &3] ZB EE# AFHZEGDPH55] -
6. EU--Commission Delegated Regulation(EU)-2016-161: Rules
for the safety features--2015-10-02-en. Az H 2019-02-09

ST A R S S B (20 2 45 OBAT)

'l

21



EU--Consolidated Directive 2001-83-EC
(2012) - TITLE | - DEFINITIONS E%:

« Article 1-33. Falsified medicinal product {£&/ZE({; 5 )&%
Any medicinal product with a false representation of:

T EA MHIA BRI S8 00:
(a) its identity, including its packaging and labelling, its name or

Its composition as regards any of the ingredients including
excipients and the strength of those Ingredients;

g ey o BIEHAEIAG RORUR ~ A REEEE AR E T A 4H Y
BTSRRI R A8 SR R \El@xéwj,

(b) its source, including its manufacturer, its country of
manufacturing, its country of origin or its marketing
authorisation holder; or

HACK > BfE R EIER ~ BUEEE ~ AR EBEIERT r 5

=t

—

(c) its_history, Including the records and documents relating to the
distribution channels used.

HLECSE o /B TE B R RIS BRI 4O Sk LS
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EU--Consolidated Directive 2001-83-EC

(2012) - TITLEV - LABELLING AND PACKAGE LEAFLET

 Article 54(0):

for medicinal products other than radiopharmaceuticals

referred to in Article 54a(1), safety features (ZZ4&5520)
enabling wholesale distributors and persons

authorised or entitled to supply medicinal products to

the public to:

— verify the authenticity of the medicinal product

fEse 2 B

A

- and

— identify individual packs a5 BI{[E 7l E12E, as well as

— identify a device allowing verification of

whether the outer packaging has been

tampered with (IESlE G H7 B0/ 2 S B ).
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EU--Consolidated Directive 2001-83-EC
(2012) - TITLEV - LABELLING AND PACKAGE LEAFLET

e Article 54a-2-(e):

provisions on the establishment, management
and accessibility of the repositories system (&
RLFEEEE 245 in which information on the safety
reatures (% £%1{z), enanling the verifncation of
the authenticity and identification of medicinal
products, as provided for in point (0) of Article 54,
shall be contained. The costs of the repositories
system shall be borne by the manufacturing
authorisation holders of medicinal products
bearing the safety features.
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EU—EC Guidelines of 2013-11-05
on GDP of Medicinal Products for
Human Use

 Introduction (paragraph 4):

These Guidelines lay down appropriate tools to assist
wholesale distributors in conducting their activities and to
prevent falsified medicines from entering the legal supply
chain. Compliance with these Guidelines will ensure control of
the distribution chain and consequently maintain the quality
and the integrity of medicinal products.

S [ i T B DU B S B A (T EOE D) 3

TR B (1 BB A Lo BT - 8 i 45 | i
RS PR ] T G ) B B R S
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EU—EC Guidelines of 2013-11-05
on GDP of Medicinal Products for
Human Use

e 5.2. Qualification of supplierst:fEps ~ Ef&e 0]
Wholesale distributors must obtain their supplies of medicinal
products only from persons who are themselves in possession of a
wholesale distribution authorisation, or who are in possession of a
manufacturing authorisation which covers the product in question.

L R P ORI BN VA S BOK 2 B IEH HS 4 -

 5.3. Qualification of customers% {7 o] :
Wholesale distributors must ensure they supply medicinal products
only to persons who are themselves in possession of a wholesale

distribution authorisation or who are authorised or entitled to supply
medicinal products to the public.

038 35 B P A R L 6 o R (UG R S B VA FOR 2 52 -
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EU--Commission Delegated

Regulation(EU)-2016-161
Rules for the safety features--2015-10-02-en.

o Article 4: Composition of the unique identifier
(EEHY kA hE)

e Article 5: Carrier of the unique identifier
Two-dimensional barcode

e Article 7: (unique identifier) Human-readable
format

e Article 31 ~ 39: Establishment, Management &
Accessibility of the repositories system

e Article 50: This Regulation shall enter into force on
February 9, 2019.
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END
it 5o A2

Thank you for your attention
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Article 4: Composition of the unique

identifier (J&< g i5)




Composition of the unique identifier (J&43FHY 5% 7 5)

A unique identifier which complies with the following technical
specifications:

(a) The unique identifier shall be a sequence of numeric or
alphanumeric characters that is unique to a given pack ofa medicinal

product. BB AT |
(b) The unique identifier shall consist of the following dath elements:

(i) a code allowing the identification of at least the name, the
common name, the pharmaceutical form, the strength, the
pack size and the pack type of the medicinal product
bearing the unique identifier (‘product code E WL{HE );

(ii) a numeric or alphanumeric sequence of maximum 20
characters, generated by a deterministic or a non-

deterministic randomisation algorithm (‘serial number FE71[5% );

(iii) a national reimbursement number or other national number
identifying the medicinal product, if required by the Member
State where the product is intended to be placed on the
market;

(iv) the batch number (#57%);
(v) the expiry date (R H HH).




