w ¥ '2 European Directorate for the

w Quality of Medicines & HealthCare

Quality of Medicines in a
Globalised World:
Dreams and Reality

Prague, Czech Republic, 14-15 October 2010

PROCEEDINGS

- 138 —



* g

&S
* *
- * *
* 4k

Europeaq Directorate for the COUNCIL  CONSEL
Quality of Medicines & HealthCare OF EUROPE _ DE L'EUROPE

QUALITY OF MEDICINES
IN A GLOBALISED WORLD:
Dreams and Reality

International Conference

organised by the

European Directorate for the Quality of Medicines
& HealthCare (EDQM), Council of Europe |

14-15 October 2010
Prague, Czech Republic

PROCEEDINGS

— 139 —



Quality of Medicines in a Globalised World: Dreams and Reality
International perspectives — Regulatory Authorities

US Food and Drug Administration (FDA)
ObD and analytical considerations — Opportunities and challenges
Dr Moheb M. Nasr, Director of the Office of New Drug Quality Assessment (CDER/FDA)

Dr Moheb M. Nasr’s slides are available p. 2 under Products & Services, Publications,
Proceedings of International Conferences, Plenary Session, International Perspectives —
Regulatory Authorities

http://www.edgm.eu/medias/fichiers/International Perspectives Regulatory Authorities.pdf

Quality by Design (QbD) is a science based approach for pharmaceutical development and
manufacturing that begins with defining clinically relevant product attributes, designing and
implementing a process to consistently deliver desired quality product and develop a quality
control strategies based on product and process understanding. This presentation will discuss the
role of analytics in QbD focusing on unique opportunities and regulatory challenges. The role of
Public Standards in QbD will also be addressed.

Japan - National Institute of Health Sciences (NIHS)
International harmonisation and scientific development of quality practices
Dr Yukio Hiyama, Section Chief, Division of Drugs

Dr Yukio Hiyama’s slides are available p. 16 under Products & Services, Publications,
Proceedings of International Conferences, Plenary Session, International Perspectives —
Regulatory Authorities

htip://www.edgm.eu/medias/fichiers/International Perspectives Regulatory Authorities.pdf

This presentation describes how MHLW Regulatory Science studies and related groups proposed
regulatory practices and guideline under the Pharmaceutical Affairs Law-2005 with international

harmonization discussion. Opinions expressed in the presentation are personal ones and are not
from the NIHS.

Pharmaceutical Affairs Law Change-2005

For better quality control practices in globalized pharmaceutical product distribution, the
marketing authorization framework was introduced in the 2005 Law. This allows Japanese
domestic industry to contract out manufacturing activities. The framework change includes:

- Marketing Approval Holder’s responsibility for the quality management(GQP),

- Manufacturing process commitment as approval matters,

- Drug Master File system to support CTD based application,

- Consolidation of the legal positioning of GMP, and

- Revision of GMP standards.

MHLW Regulatory Science Studies to Support the Law Change and International
Harmonization

Soon after the 2005 Law was published in 2002, MHLW Regulatory Science studies were initiated
for Quality system/GMP guideline, for GMP inspection system and for Manufacturing process
commitment. ‘

At the ICH GMP workshop in 2003, MHLW representatives presented a brief report on Quality
system/GMP guideline study which indicated the need for better quality system. The workshop in
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Brussels adopted the vision statement of “Develop a harmonized pharmaceutical quality system
applicable across the life cycle of the product emphasizing an integrated approach to quality risk
management und science.”

Manufacturing process commitment study group proposed in 2004 the policy notification on
manufacturing process description in approval letter, which employed the principle from ICH QS8
discussion; the degree of regulatory flexibility is predicated on the level of relevant scientific
knowledge provided. For further technical detail discussion, the study group later wrote a case
study (Sakura Tablet) which included a design space and real time release testing scheme. The
initial data was kindly provided by AstraZeneca although the story was significantly modified by
the group. Then the case study was finalized through intemational public comment.

The regulatory science studies, which were carried out along with the ICH discussion (middle
column of Figure 1) produced key proposals for e.g. Approval matters, GMP guideline, or

Inspection check list (right side of Figure 1). The ploposals formed bases for the new regulations
and policy under the PAL-2005.

Figure 1

Phameceutical Affairs Law(PAL), ICH Q8/QR/Q10 and
MHLW Grant Regulatory Science Studies

PAL regulationchanges | ICH discussion Regulatory science groups
2002 2002 2002
Revised PAL published CTDQSA QS/GVP guidance

2003 e |comk |
2004 GMP workshop in Brussels App &S
PVDAestablished Q8and Q9 started Inspection Policy
New GVP standards 2004

2005 Q8 reached step 2

Approval metters policy 2005

Revised PAL enforced QOreached step 2
Inspection plicy published | Q8 and Q8 reached step4
2006 Q10 started

Product GVP guidance 2007

Sterile process guidance Q10and CBR reached step2
2008 2008

Clinical Supply GMP Q10and CBR reached stepd

QIWGand Q11 started 'O o mntsystan 1

‘__-__-_____

Government-Industry Joint Research Effort supported by Human Science Foundation

With the recognition that there are technological gaps between the desired state and current state
for pharmaceutical development and manufacturing control, a government-industry joint research
program on Evaluation Methods for Pharmaceutical and Process Development was initiated in
2004. Topics for 2009 are listed in Figure 2. Development of evaluation methods in public domain
not only helps scientific advance but also provides reality check for regulators.
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Figure 2

List of topics in the Health Science Program (2009)

Characterization of granulated powders by NIR and Raman
imaging(NIHS)

Characterization of formulations by Teraherz (NIHS)

Real time monitor of chemical reaction by P-31 NMR and Raman(Santen)

Real time monitor of MgSt in mixing process by thermal effusivity (Toho
University)

Ultra Performance Liquid Chromatography for PAT (NIHS)

Tablet hardness and distribution of MgSt in intermediate by SEM and
EDAX(Pfizer)

Development of reproducible dissolution methods with USP stationary
basket (Takeda)

Raman spectrometric application in API crystallization process (Tanabe)
Survey on bio process monitors(Nikki JGC)

Quantitative analysis of crystal forms in tablet by XRD (Shionogi)

Real time process control of coating process (Powrex)

1

Conducting those studies for regulatory practices have been educational opportunities for
everyone because of operational and technological challenges. Especially for operational
challenges, ‘learn from others’ approach worked very well.

The author would like to express sincere thanks to those (over 100 per year) who supported these
MHLW?’s studies and to the study sponsor; Pharmaceutical and Food Safety Bureau of MHLW.

International perspectives - Pharmacopoeias
United States Pharmacopeia (USP)
Dr Roger L. Williams, Chief Executive Officer

Dr Roger L. Williams® slides are available p. 2 under Products & Services, Publications, -
Proceedings of International Conferences, Plenary Session, International Perspectives —
Pharmacopoeias
http://www.edgm.cu/medias/fichiers/International_Perspectives_Pharmacopoeias.pdf

A pharmacopoeial monograph provides public tests, procedures, and acceptance that help assure,
through testing, the quality of a medicine and its ingredients in commerce. Despite its apparent
simplicity, coming to this public standard is a long and arduous process. While pharmacopoeial
harmonization has been a positive force over the last 20 years, no drug substance or product
monograph has been harmonized via pharmacopoeial harmonization, and only a small fraction of
available excipient monographs and general chapters have been harmonized. Pharmacopoeial
harmonization now focuses primarily on process, which starts with complex and lengthy
national/regional procedures and amplifies this complexity and duration through a tripartite
process that excludes important pharmacopoeias in the world. USP has considered recently two
approaches that have the capacity to accelerate pharmacopoeial harmonization and broaden
participation. One is termed the performance-based monograph (PBM), and one alludes to
horizontal standards. The former focuses on defining the framework of a monograph—the tests
for critical quality attributes (measurands) and acceptance criteria for test results. Rather than
providing specified procedures, a PBM monograph indicates what an acceptable procedure is.
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