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« The PDG procedure is:
- Slow
- Poorly understood
- Opaque for many

« Enthusiasm has waned

The procedure

« PDG is an informal group
« Procedure is well defined hut informal

« Formal Ph Eur procedure has to he
maintained

« To ensure rapid publication of signed-off
texts:

- PDG procedure has heen woven in to the Ph Eur
procedure

« Stage 1: identification
Stage 2: investigation

Stage 3: expert committee committee review of
first draft

« Stage 4: forum publication

Stage 5: consensus

Stage 6: regional adoption and implementation
- Stage 7: inter-regional implementation




First working procedure

« Stage 3: publish in «glohalwstyle

« Stage 4: publish in Ph Eur style

« Users tended to wait for stage 4 to make
«real comments

« Time-consuming process with double
consultation

« Stage 3: expert committee review of first draft
with short deadline, by corrrespondence if
necessary

- Stage 4:

- Publish «glohaln style document in Pharmeuropa
(International harmonisation section)

~ Publish Ph Eur style in « Monographs for commentn

- Republish at stage 4 if notable change after first
publication

What we have learned

* Keys to success

- Ensure that expert committees are committed to
harmonisation

- Understand the needs of our PDG partners

- Identify major problems early

- Rssess the impact of harmonisation and non-
harmonisation

- Good liaison with licensing authorities

- Clear sign-off text




Co-operation with Tri-PEC

« Tri-PEC = IPEC Americas, IPEC Europe, JPEC
- (IPEC = International Pharmaceutical Excipients
Council
« Tri-PEC has heen an effective partner for the work
on excipients
« Represents hoth suppliers and users of
excipients
< Well-placed to contribute to the work, e.9.:
- Expert advice on available products

- Collahorative testing for resolution of sticking points
0

< Downloadahle files on PDG page of EDQM
weh site (www.pheur.org)
- Working procedure
- Work programme
— State of work
- Projected timetahle for puboication and
implementation of signed-off texts

Informing users (2)

« Chapter 5.8 Pharmacopoeial harmonisation

« Statement in General Notices

« Indication of harmonisation status in
monographs and general chapters:

- Footnote to indicate that the monograph/chapter is
harmonised

- Indication of residual difierences
- Full details in 5.8 Pharmacopoeial harmonisation




Impact of harmonisation

« Excipients: impact similar to the normal
pharmacopoeia revision
« General chapters can have significant
impact for users
« Transition period may he necessary:
- Uniformity of dosage units
- Microbiological quality test methods

Impact of harmonisation (2]

« Users often underestimate the potential
impact until Iate in the process

« Liaison with competent authorities is
maintained by Ph Eur throughout the
process

+ Comments on Pharmeuropa rarely give
data on the impact of harmonisation

Uniformity of dosage units

+ Harmonised method: Europe changes from
sample mean to label claim

« Threshold for content uniformity: 2 mg/%to
25my/%

« Potentially more content uniformity testing
for Europe

« Transition period or long-term co-
existence?




Microhiological quality

« Sign-off expected in 2005

Change in test methods including validation
requirements

< Change in expression of resuits [(hacteria and
fungi reported separately)

Ph Eur monographs will all have to he reviewed
Manufacturers will need several years to adapt

Dissolution/disintegration

« Signed-off June 2004
* Publication June 2005 in Ph Eur
* Limited impact for users

Veterinary products

< Harmonisation impacts veterinary
products in Europe

« Impact has little henefit

« Can VICH transfer the henefit to the
veterinary sector?




What we need to improve

* Respect for deadlines
« Participation hy interested parties

« Clarity at sign-ofi: Clear identification of:
- residual differences
- local requirements

+ Implementation of signed-off texts

« The PDG process has had henefits in
addition to harmonisation:
- Better mutual understanding
- Synergy in standards development

- Enhanced perception of pharmacopoeias in
the world




The Harmonization Process
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Shigeki TSUDA
PMDA (Pharmaceuticals and
Medical Devices Agency)
for QUALITY ON THE MOVE
4-6 October 2004, Budapest Hungary

Finda

What is JP: History

> First published on 25 June, 1886 by Gov.
and implemented from 1 July, 1887

» Proposal made in 1880 because of the
confusion of making use of a number of
foreign (European) pharmacopoeias

> Three Dutch and two German experts were
members of the Committee for First JP.

> JP has been published by the Government.

Finda

PMDA , a New Agency

» a Semi-Governmental Agency
(Incorporated Administrative Agency)
established by Law on 1st April 2004

> its middle-term plan supervised by Minister

> to Conduct almost all the scientific and
technological evaluations and reviews on
pharmaceuticals and medical devices

> MHLW stays as responsible for policy
planning and decision-making




Organisation of the New Agency 'ﬂnda

Offices of General Affairs,
Planning & Coordinatig

~Office of Resear&{\
and Development !

Center for Product
Evaluation

Review:

New Drugs, Medical Devices,
Biologics, Generics and OTC

Audits: GLP, GCP e

* This unit wil be moved to
another research-oriented
agency when itis established

New Agency

Office of Relief Funds

Office of Compliance
and Standards

Office of Safety

ADR Relief

Audits: Drug GMP and MD Infectious Disease Relief
Quality System Post-market Safety (Caused by Biologics)

Standards: making JP draft Information

New System of establishing JP -ﬂm

PMDA Request

| Company’s Draft |
Draft

MHLW - Submission| Com-
; | Sosreariars D | pany
Gov. Council : T
—Basic Policies, j Expert Questions
Determination of Drugs Committees
. Answers
to be listed in JP Review
(Substances and End of Review
Dosage Forms) u
JP Draft
M
1T
MHLW Gov. Council

Adoption and Promulgation of JP
Publishing of JP (English Translation)

JP Expert Committees finda

15 Expert Committees, 1 Sub-committee
and
3 Working Groups

» About 150 experts (from National Institutes,
Universities and Others)

> Each representative from Tokyo and Osaka
Pharmaceutical Manufacturers’ Association

» Frequency: Each committee for every two
months except for WGs and some
committees




Structure of JP Expert Committees ‘ ! J

(ad hoc) Sub Committee

Chemical Drug Com.

Antibiotics Com.

Biological Drug Com.

Herbals etc. (B) Corﬁ.—{ Herbals etc. (A) Corﬂ.

Excipients Com.

i

[(FEEST=EEE T —1 Physico-Chemical Method Com.
,

Finda

International Harmonisation Com.

» Chaired by Dr.Y.Takeda

» Consists of chairpersons of relevant expert
committees and industry representatives, in
total, 12 members

» Discusses and decides horizontal issues on
international harmonisation, such as JP’s
policy on PDG, change on drafting process
of JP texts vis-a-vis international
harmonisation 8

JPF (Japanese Pharmacopoeial finda
Forum)

> Established in 1992

» Published by JSP (Society of Japanese
Pharmacopoeia) and Editorial Supervision by
Evaluation and Licensing Division, MHLW

> Quarterly journal
> Draft JP texts in Japanese and English

» Stage 4 draft harmonised texts (with Japanese
translation)

» Signed-off Harmonised Texts




Finda
Challenges to JP

> to ensure that development of JP text proceed
in line with harmonisation process

> to reduce intervals of publication (maybe in
the form of publication in National Gazette)

> to have harmonised symbols and notations
concerning international harmonisation in text
and description in general information

Finda

Goals of Ph. Harmonisation

> to contribute to global public health

> to aid medicines marketing applicants by
reducing unnecessary repetition of
pharmacopoeial tests

— for this purpose, close co-operation
with

ICH Q4B (regulatory acceptance of

pharmacopoeial interchangeability) is

indispensable




Non-Complex Active Drug Product]

Universal Tests Specific Tests

Topics

Brief Overview
Interchangeability
Science Topic
Summary

* o o0

PDG Harmonization Policy

A pharmacopeial general chapter or
other pharmacopeial document is
harmonized when a substance or
preparation tested by the harmonized
procedure yields the same result and
the same accept/reject decision is
reached.




¢ Pharmacopeial Harmonization:
Declared harmonized General Chapters
and Monographs in PDG pharmacopeias
that provide a basis for regulatory
interchangeability

¢ Regulatory Interchangeability:
Acceptance by regulators of pharmacopeial
declared harmonized specifications (tests,
procedures, acceptance criteria) of other
PDG regions

¢ The Pharmacopeias now indicate the
harmonization status of monographs and
general chapters
¢ Regulatory interchangeability of harmonized
chapters and monographs has to be addressed
¢ EFPIA, JPMA, PhRMA representatives who
attended the July 16, 2003 PDG-Industry
meeting raised the regulatory interchangeability
issue with the ICH Steering Committee leading
to several meetings in Osaka
¢ PDG and ICH
» Q4 (?A)—PDG Reports Periodically to ICH
» Q6A—PDG ‘observers’
» PDG membership in ICH rejected
» Q4B PDG are ‘guests.’

¢ July 2003
» Reviewed critical issues following
public enquiry
» Reviewed the need for harmonization
of methods for clarity and color of
solution

» Discussed regulatory
interchangeability of harmonized
chapters and monographs




¢ PDG met with the ICH regulators and then
with the regulators and industry on November
9, 2003

¢ Regulators recognize the concept of
interchangeability

¢ Regulators propose to activate the ICH Q4
Expert Working Group as a mechanism to
determine the interchangeability of PDG
harmonized documents

¢ Drat PDG policy document created February
17-19, 2004

¢ Additional meeting held June 2004 in
Washington

+ Agreement on procedure for Q4B to
evaluate Regulatory Interchangeability of
PDG harmonized general chapters
connected to ICH Q6A

¢ Three chapters to be evaluated first
» Extractable volume
» Residue on Ignition
» Sterility
¢ Scheduled for Yokohama in November 2004

PDG states that harmonization is achieved when results from
different/same procedures give same accept/reject decision
Issue may relate to ‘alternative tests’—how an initial filing
and/or post-approval change filing is viewed by regulators.
Registration information should allow use of any harmonized
pharmacopeial procedure, not necessarily the one for a specific
region.

Should an alternative method be filed at all? Regulators now
say yes—is this necessary?

If General Chapter/other document is not
harmonized—company should perform additional work to
document equivalency.

National Text/Style: does it disturb the definition of
harmonization?




Brief Overview
Interchangeability

Science Topic: Same Results?
Summary
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L 2K IR 2R R 4

Observe natural phenomena
Form a hypothesis
Predict facts on the basis of that hypothesis

Perform an experiment

Accept or revise the hypothesis depending on
experimental findings

¢ Standard statistical approaches for safety
and efficacy questions usually test the null

hypothesis of no difference versus an
alternative hypothesis of difference.

¢ Standard statistical approach for

equivalence questions usually test the null
hypothesis of inequivalence versus the
alternative hypothesis of equivalence, which
is defined by a specified equivalence
criterion and limits.

¢ Equivalence considers whether a Test

outcome is ‘sufficiently similar’




Lower limit < [CRITERION] < Upper Limit

T

Confidence
Interval
(Delineates Consumer/Producer Risk)

¢ Hypothesis: Assess Similarity (are the results
similar) when generated from Three
Laboratories—USP, JP, EP, each of which used
their own procedures

¢ In USP analysis, similarity was assessed by
computing the 60% confidence intervals for the
difference of least squares means for each pair of
methods.

¢ Similarity can be concluded if the entire 90%
confidence interval falls in a range considered
unimportant.

¢ The plan for this study did not pre-specify a
difference that would be considered unimportant.

¢ Comparison
¢ 90% Confidence Interval

» USP - EP  (-1.26, 1.26)
»USP-JP  (-1.00, 1.52)
»EP -JP (-1.00, 1.52)

¢ Largest Absolute Difference: 1.52




¢ The data support a conclusion that the USP method
as conducted at the 'USP’ laboratory, the EP method
as conducted at the 'EP’ laboratory, and the JP
method as conducted at the 'JP’ laboratory are
similar to each other as long as a difference of 1.52
(< 150%) in results is not important.

¢ The question of ‘similarity of results’ was confounded
by the use of three different laboratories.

¢ The results do not generalize to the methods when
used at other laboratories.

¢ Brief Overview

¢ Interchangeability
¢ Science Topic

¢ Summary

+ Pharmacopeial harmonization
» Has been slow
» Process improvements have helped
» Industry participation has helped
» The process is resource intensive
» Links to ICH limited
¢ Interchangeability: Is it an issue?
+ Better scientific collaboration needed




