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{CH Japan Symposium 2009
Quality Topics

Q-IWG: Quality Implementation Working
Group

Yukio Hiyama, MHLW (NIHS)
Deputy Topic Leader

Abstract
Dr. Yukio Hiyama will present the overview summary of the series of
Q-IWG meetings held in Yokohama.

Dr. Hiyama is the Section Chief of the 3™ Section in the Division
of Drugs at the National Institute of Health Sciences as well as
the current Deputy Topic Leader of the Q-IWG topic at the ICH
meetings.

Questions and Answers

Question: When the idea of the Quality by Design is implemented,
we will have more flexibility than before in changing methods of
manufacturing. Inspectors or reviewers will be able to reduce the
resource for inspection, and they will be able to put more resources in
the areas that are necessary. The FDA announced a Quality by Design
pilot program last year. Regarding the Quality by Design, the industry
side will have an opportunity to have discussions with the regulatory
authorities. But, in EU and Japan, how are the regulatory authorities
trying to communicate with the industries? In EU and Japan we have
no information on that,

Hiyama: First, we have issues about the Quality by Design. You also
mentioned about how to write the submission dossier. I would like
you to read the ICH Q&A that is already published. A Quality by
Design approach is a development method, and the Q8R explains
about the method. It does not say whether you have to set up the
design space or the real time release testing. Whether it applies to
design space or not and how extensively the design space is used
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are based on the decision of the company. In my understanding, in
ICH regions, there is no expectation that submission should have a
label of the Quality by Design. In the US, the regulatory authority
has conducted a pilot program to communicate with the companies
directly. In EU, the PAT group was designed for the same purpose.
In Japan, Dr. Okuda led the MHLW-sponsored group on the Quality
by Design. The points studied were the changes expected and the
impact of real time release testing when the Quality by Design
approach is applied. What extent is in the description in the CTD, if
the real time release testing is applied, has already been published as
was mentioned elsewhere in our presentations. Before submission,
if the sponsor would like to utilize the design space or real time
release testing, the company has an opportunity to have preapproval
consultation with the PMDA, Japan. I had been involved as the
regulatory side.

Okuda: 1 think Dr. Hiyama covered them all. The industry and
government joint study has already been published on the website of
NIHS. ‘

Withers: European regulators have an EMEA PAT team which will
discuss elements of the Quality by Design and approaches you have.
You can contact them, and ask to go and discuss your Quality by
Design development particularly if it includes elements of PAT, or
you can go to a formal scientific advice process. From an industry
point of view, the biggest advantage in discussing with companies
who have started to use the Quality by Design is that they have
a better assurance of the quality of the product. The regulatory
flexibility or the ability to make changes is proving to be a secondary
effect. It is not the prime benefit of following the Quality by Design
approach.
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Implementation Working Group
on ICH Q8, Q9 and Q10

ICH Tokyo Symposium 2009
Yukio Hiyama
National Institute of Health Sciences

Objectives

* Globally consistent implementation of Q8,
Q9 and Q10

» Maximum benefit from the interaction
between the guidelines

Final Cancept Paper , ICH IWG on Q8, (8 and Q10, November1, 2007
http:livwew.ich.org/LOB/mediaMEDIA4457 pdl

Background

+ In Brussels 2003 a new quality vision was agreed
on. emphasising a risk and science-based
approaches to pharmaceuticals in an adequately
implemented quality system.

+ As a consequence, Pharmaceutical Development
(Q8),Quality Risk Management{(Q9)and
Pharmaceutical Quality System(Q10) were drafted.

+ Because concepts and principles are rather new, it
is important to provide clarity/further explanation
and to remove ambiguities and uncertainties.
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History

" Quality Strategy Meeting, Fall 2006 Chicago
* Quality Sirategy Meeting, Spring 2007 Brussels
« Quality Satellite Roundtable, Fall 2007 Rockville
+ Informal Q-IWG, October 2007 Yokohama

Final Concept Paper endorsed by Steering Commitee
* First Q-IWG Meeting, June 2008 Portiand

Three breakout sessions on Knowledge Management, Quality by
Design, Pharmaceutical Quslity Systemfinspection,
+ Second Q-IWG Meeling, November 2008 Brussels
Mors than 40 Q&A's agreed by IWG. Feedback collected.
+ Teleconference on March 11, 2009
30 Q&A’s adopled
Third Q-IWG Meeting, June 2009 Yokohama

Issues to be resolved

* Technical issues & related documentation:

Common und g of tarminology. addiess Inter-relationship bet Q8, Qs
snd Q10appReablitty to both review and inspection; final stalus afte pariial
implemenistion la established (e.g. level of detplis in the dossler)

* Additional implementation issues:

Infiuence on existing ICH guideines:

* Communication and training:
&g Q8A, briefing packs from ICH; axtemal CoRsborations: workshops

[ Firml Concept Paper , ICH WG on Q8, Q8 snd Q10, Novembert, 2007 |

Q-IWG

Q IWG operation

* Areas of Topics

Quality by Design, Knowledge Management, Phermaceutical Quality
System/inspection

* Outcome/Product from IWG

Q&AS

White papers

Examples and Case sludies

Training, Workshops

* Work processes/Collaborations

Within IWG

Proposals lo IWG at the following ICH Q-IWG web site

(http:itwww.ich.orglcache/itmir5050-272-1 himity

Collaborations with non-profit organizations
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Progress in Portland meeting

* Three Brain-storm Breakout Sessions on
Topics
Knm&!edge managemen(

Quality by Design/Criticality
Phermaceutical Quality System/inspection

* Home work on the three areas to the three
regions assigned

+ Discussion on external collaborations for
examples/case studies and for training

Progress in and after Brussels
meeting

* More than 40 draft QA's were agreed
* Regional review of draft QA’'s

+ 30 QA's were adopted at telecon on March

11,2009
http:/iwww ich.org/LOB/media/MEDIA5290.pdf

Examples: a-iwe on ICH Q8/as/Q10 Questions and Answers
adopted by QWG at telecon March 11 2009

2, Quality by Design

2.2 Real Time Release Testing

QO1:  How Is batch release affected by employing res! time
release testing?

Balch release Is the final decision to release the product to the
market regardiess whether RTR testing or end product testing is
employed. End product testing involves performance of specific
analytical procedures on a defined sample size of the final
product after complelion of all processing for a given baich of
that praduct. Results of real time release testing are handled in
the same manner as end product testing resulls in the batch
release decision. Batch releage involves an independent review
of batch conformance to predefined criteria through review of
lesting results and manufacturing records together with
appropriate GMP compliance and quality system, regardless of
which approach is used.
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Agenda for Yokohama

Additional Q&As
*10 additional Q&As adopted

Collaboration with external association
on scientific articles

Training issues / workshops

Next steps

Example: a1we on 1cH a8i09/a10 Questions and Answers
adopted by Q-IWG in Yokohama, June 10, 2008

2. Pharmaceutical Quality System
Qxx:  What information and documentation of the

development studies should be available ata -
manufacturing site?

Phanmaceutical development information (e.g. supporting
information on design space, chemometric model, ris
managernent,...) is available at the development sile.
Pharmaceutical development information which is useful to
ensure the understanding of the basis for the manufacturing
process and control strategy, including the rationale for selection
of critical process parameters and critical c‘uamy attributes
should be available at the manufacluring site

Scientific coliaboration and knowlsdgs sharing between
pharmaceutical development and manufacturing is essential ta
ensure the successful transfer to production.

Case Studies
(Articles / Position Papers)

Q-IWG findings
— Many publications, workshops etc. available

- Q-IWG will not endorse existing articles

* Resource intensive: reviewing, decision,
maintenance ete.

* Potential regulatory concerns
- Q-IWG will initiate, encourage and
collaborate on paper development consistent
with Q8, Q9, Q10 guidelines and Q&A




