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Objectives

Programme

During this education course GMP requirements for a
special group of APIs - ‘APIs for use in clinical trials” - will
be discussed in detail. The course is intended to provide
guidance on

B GMP Characteristics for Phases I/1la and IIb/IlI

B Principles and practices of process validation in early
phases

B Practical aspects of qualification in development

B Cleaning and cleaning validation

B Defining the API Starting Materials

B How to deal with genotoxic impurities in early stages
of development

In 4 Workshops the participants have the opportunity to
discuss the following essential topics of the course in
more detail:

B Process validation

B Qualification in development

B Cleaning validation

B Analytical data compiling

Background

Section 19 of the internationally harmonised ICH Q7
provides specific guidance for the manufacture of APIs
for investigational use during development. According to
ICH Q7 1(...) The controls used in the manufacture of APIs for
use in clinical trials should be consistent with the stage of
development of the drug product incorporating the API (...).
Once drug development reaches the stage where the APl is
produced for use in drug products intended for clinical trials,
manufacturers should ensure that APIs are manufactured in
suitable facilities using appropriate production and control
procedures to ensure the quality of the API (...)’

In 2006 the ICH Q8 guideline “Pharmaceutical Develop-
ment” came into operation. This guideline is intended to
provide guidance on the section ‘Pharmaceutical Devel-
opment’ of Module 3 CTD (Common Technical Docu-
ment). This guideline, the Clinical Trials Directive and the
provisions of Section 19 of ICH Q7 form the legal and
regulatory framework for APl manufacturers producing
APIs for use in clinical trials.

Target Audience

The course is designed for all persons involved in R&D
departments of APl manufacturers. Furthermore, the
seminar will be of interest to personnel from quality as-
surance, regulatory affairs and contract research manu-
facturers.

Requirements for Different Development Phases - The
GMP Matrix

B Process optimisation and scale-up

B Characteristics for Phases I/lla and l1b/I1l1
- Requirements and recommendations

B Transfer to routine manufacture

B Handling deviations and OOS

Relevant Process Matters in Development

B Important principles for compiling documentation
during development

B Development of a robust process

B Determining the operating limits: The Design Space

B Process validation and change control

B Technology transfer package and development report

Process Validation - the new FDA Guidance

B General principles and regulatory requirements
B Process Design

B Process Qualification

B Continued process verification

B Concurrent validation / concurrent release

B Documentation

B Analytical methodology

Workshop |
Identifying process parameters needed for process
validation

Qualification in Development - System and Practical
Aspects

B What are the basic requirements and philosophies
B What are the basic systems?

® What should be qualified?

B How to proceed and document

B What further activities are necessary

Workshop I
Qualification in development

Defining the API Starting Material - What has to be
Considered

B The characteristics of an API-SM

B Definitions and key guidelines

B Selection criteria for API-SM

B [ssues with existing and proposed guidelines

B Some examples for discussion



Cleaning - A Big Challenge in Process Development

B Cleaning validation versus cleaning verification

B Analytical methods (specific vs non-specific methods)
B How to establish cleaning limits

B Levels of cleaning

B Documentation

B Sampling methods

Workshop 111
Collecting data necessary to set up cleaning validation

Analytical Data Requirements
B Substance chemical evidence
B Specifications

B Impurities definition

B Analytical methods

B Standards and equipment

Workshop IV
Collecting and compiling analytical data

Genotoxic Impurities in APl development

B What is genotoxic - scientific background

B Regulatory requirements

B Risk assessment approaches

B Stage dependent approach for genotoxicity

B Experiences with regulatory authorities regarding data
of potential genotoxic material

Risk management in APl development
B Risk management philosophy
- Potential threats and opportunities
B Risk management theory
- Risk assessment
- Risk control
- Risk review
B Risk management in practice - how to do
- QRM procedure
- Individual risk decision

Social Event

On 22 May, you are cordially invited to a social event.
This is an excellent opportunity to share your experienc-
es with colleagues from other companies in a relaxed at-
mosphere.

Speakers

Dr Reiner Kirrstetter

Sanofi-Aventis Deutschland GmbH, Frankfurt/Main,
Germany

Currently working in the Global Quality Organisation.
Educational Background: Chemistry, Ph.D. at the Univer-
sity of Heidelberg in 1976. Worked for more than 30
years in pharmaceutical industry (Research, PD, Produc-
tion, Quality Operations). Since 22 years experienced in
GMP and Regulatory Compliance (4 years as Site Quality
Head of API Frankfurt). Perfformed GMP audits in Europe,
US, China, India, Japan. Involved in several Regulatory
Inspections from FDA and German Authorities. Pub-
lished 20 articles related to GMP and QM Requirements

Dr Uwe Klinkhammer

F. Hoffmann-La Roche AG, Basle, Switzerland

As an organic chemist, Dr Klinkhammer is currently
working as deputy head in Kilo-Lab F. Hoffmann-La
Roche in Basle. He has been with Roche since 1990.

Peter Mungenast

Merck KGaA, Germany

Peter Mungenast studied Biology and Chemistry at the
University in Karlsruhe. Then he worked in different
functions for Merck KGaA. Since 1996 he is responsible
for cleaning validation, training and different projects in
the Quality Assurance department.

Dr Jordi Ruiz-Combalia

BIOIBERICA S.A., Barcelona, Spain

Dr Ruiz Combalia has 35 years experience in APl Indus-
try, where he has had different responsibilities. He start-
ed as R&D Director, then he moved to Quality positions.
Between 1992 and 2006 he has collaborated with the
Organic Chemistry Expert Group of the Real Farmacopea
Espanola. Since 1994, and up to 2007 he has been mem-
ber of Group of the Experts 11, Chair of the CRB Working
Party, and member of the Spanish Delegation to the Eu-
ropean Pharmacopoeia Commission. He was one of the
starting members of BPCC, actually APIC.

Dr Carsten Tiegs

F. Hoffmann-La Roche AG, Basle, Switzerland

Dr Tiegs is working as a GMP compliance manager in
the Process Research and Kilolaboratory Department,
responsible for the SOP-documentation, training, and
any further GMP-related issues. He is a SHE representa-
tive and since several years ECO delegate for the pharma
division.
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