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Today’s my presentation

 Concept/ Characteristics of Biologics

* New Review System for Biologics

Establishment of PMDA and its Organization

Office of Biologics’ s operations

e Current situation and Future direction
regarding Office of Biologics



Concept of Biologics




 Biologics can be expected to have new therapeutic
effects on diseases that conventional drugs and
medical devices haven’t cured so far. On the other
side, special measures preventing occurrence and
expansion of health damage such as infectious
diseases are needed.

 In genome-bio age,rapid expansion of leading edge
biologics development can be expected. Therefore,
appropriate systems and measures supporting such
development are needed.



Organization of Pharmaceutical
Safety and Research (OPSR/KIKO) \

Clinical trial consultation,
Equivalency Review, Compliance
audit, Safety information (Drug)

Pharmaceuticals and Medical
Devices Evaluation Center (PMDEC)

Substantial NDA review
excluding the duties of OPSR/KIKO

> (Pharmaceutical and Medical

Devices Agency)

Japan Association for the
Advancement of Medical Equipment /
(JAAME)

Equivalency Review (Device)

Cabinet Decision (December 19, 2001 )
“Special Service Agency Restructuring Plan”

Law for the incorporated Administrative
agency-Pharmaceuticals and Medical
Devices Agency December 2002

Approval duty and responsibility of safety
measure continue to remain within MHLW




Characteristics of PMDA
as Incorporated Administrative Agency (IAA)

Improving efficiency by outsourcing administrative works from
governmental bodies to IAA

Being not governmental body but public body applied by the same
rules as public servants’ like confidentiality obligation and requiring
transparency / accountability

Independent management bringing more flexibility and responsibility
Instructing the mid-term objectives by the competent minister

Formulation of the mid-term plan for 5 years and every fiscal year plan
and implementation under the plans

Evaluation of the performance and the objectives’ attainment degree
by the independent IAA evaluation committee

Adoption of corporate accounting method and subdivided accounts
according to the functions

Efficient management on the basis of considering cost-performance



Organizational Chart of PMDA(

Office of General Affairs/Office

Associate of Planning and Coordination
Executive Directors
Auditor Office of Relief Funds .
Review system
Auditor . . .. .
: Office of Review Administration
Associate
Senior Center :
Executive Directors Office of New Drug I -1l
Director
Director, Priority Review Director
Center for
Product Office of Biologics
Evaluation
Chief Office of OTC/Generic Drugs
Executive :
Associate Office of Medical Devices
Center
Directors
Office of Conformity Audit
_ Chief Safety Saf
Executive Officer arety measure system
Director
Office of Safety(
Executive
Director Office of Compliance and Standards
Office of R&D To be separated from PMDA

beginning April, 2005

Promotion




Comparative Chart of Review Section between New and Old organization

Office of Planning&Coordination Office of Review Administration

Office of Review Office of New Drug

Office of Review Office of New Drugs

Office of Review Office of New Drugs

O m O Z T

Office of Biologics

Office of Review Office of Medical Devices

Office of Clinical Trial Guidance

Office of OTC/Generic Drugs

Office of Product review

Office of Conformity Audit

O 0w TV O

Office of Compliance Review




Office of Biologics’ s Operation

* Approval review, Re-examination/Re-evaluation and Clinical trial
notification review _
of Biological products and Cell tissue products

« Approval review of the characteristics as bio-derived product

 Pre-review regarding confirmation based on “Guidance for
guality and safety assurance of gene-therapy drugs” and
“Guidance for quality and safety assurance of Cell tissue
derived Medical Devices and Drugs”

 Pre-review regarding approval confirmation stipulated by
“Cartagena Law”

e Clinical trial consultation and review for ADR reports during
clinical trials




Office in charge of NDA review

Office in charge

IN charge of NDA review depending
therapeutic categories

Office of New Drug

Antitumor drug, Antibacterial drug, Anti HIV drug, etc.

Office of New Drug

Cardiovascular drug, Urologic drug, Reproductive drug,
In vivo diagnostic drug, Metabolic disorder

drugs(combination drug) , Radiopharmaceuticals

Office of New Drug

Gastrointestinal drug, Metabolic disorder drug(other than
combination drug),Hormone drug, Dermatologic drug,
Central nervous drug, Peripheral drug, Sensory drug,
Respiratory drug, Antiallergic drug, Narcotic drugs

Office of Biologics

Biological products (including Blood products) Cell
tissue derived Product




The rest

The rest

> Office of New Drug )

Antitumor drug, Antibacterial drug

—» Office of New Drug ]

Cardiovascular drug, Urologic drug

Specific
therapeutic
categories

— Office of New Drug —

Gastrointestinal drug, Central nervous drug

Review of the characteristics as bio-derived product

> Office of Biologics D

Biological product, Cell tissue derived Product



Composition of review team

[ Director

4 A\

Review Director

AN J

( A\

/ Team Head \

[ Team Sub-head

Quality | Pharmacology
Non-clinical \ \Pharmacokinetics |
\( Clinical \ Biostatics J




NDA Review Process in PMDA

. : - N
Applicant PMDA External
p /lexperts
. Compliance
M e, A 4 Review Tearﬁ review report \_ J
: NDA consultation :a* #{
: 3 ( *
.................. ppasssnannanns? Review report
Interview A Special review discussion
o
J
2
Main issues to be discussed
[ Interview Review }
(0 Disclosure Special review discussion
report etc
Rewew Result
http://lwww.
pmda.go.jp) A roval l Consultatlon PAFSC
PP MHLW /AdV|ce




Office of Biologics:Current Situation
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Office of Biologics: Future Direction

*Biologics Development and Office of Biologics

sFurther Strengthening of Biologics Review System and Alliance with NIHS
and NIID

*Development of Evaluation Methods and Point to Consider regarding
Quality, Safety and Efficacy of Biologics

sImprovement of Infrastructure for Biologics such as Fostering of experts
in Biologics and Strengthening of Post-Marketing Surveillance

*Efficient Development and Speedy Review of Biologics in particular
Gene Therapy and Cell Therapy Products

Comparability Assessment of Biologics before and after Manufacturing
Process Changes

Preparedness for Biogenerics



Biologics Development and Office of Biologics

&
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ICH Q5E: Comparability of
Biotechnological/Biological Products Subject to
Changes in Their Manufacturing Process

; ’ Step 4

1.0 Introduction
1.1 Objectives of the Guideline

The objective of this document is to provide principles for assessing the comparability of
biotechnological/biological products before and after changes are made in the manufacturing process for
the drug substance or drug product. Therefore, this guideline is intended to assist in the collection of
relevant technical information which serves as evidence that the manufacturing process changes will not
have an adverse impact on the quality, safety and efficacy of the drug product. The document does not
prescribe any particular analytical, nonclinical or clinical strategy. The main emphasis of the document is
on quality aspects.

1.2 Background

Manufacturers of biotechnological/biological products frequently make changes to manufacturing
processes of products both during development and after approval. Reasons for such changes include
improving the manufacturing process, increasing scale, improving product stability, and complying with
changes in regulatory requirements. When changes are made to the manufacturing process, the
manufacturer generally evaluates the relevant quality attributes of the product to demonstrate that
modifications did not occur that would adversely impact the safety and efficacy of the drug product. Such
an evaluation should indicate whether or not confirmatory nonclinical or clinical studies are appropriate.
While ICH documents have not specifically addressed considerations for demonstrating comparability
between pre-change and post-change product, several ICH documents have provided guidance for
technical information and data to be submitted in marketing applications that can also be useful for
assessing manufacturing process changes (see Section 4.0 References). This document builds upon the
previous ICH guidelines and provides additional direction regarding approaches to:

e Comparing post-change product to pre-change product following manufacturing process changes; and
e Assessing the impact of observed differences in the quality attributes caused by the manufacturing
process change for a given product as it relates to safety and efficacy of the product.
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2.2

2.3

Drait Guidanss for Puslic Commsni



September 14, 2004
*Case Study for Comparability and Efficacy —rec FIX versus Plasma derived
*Pre-Clinical and Clinical And Potency and Surrogates for Efficacy and Safety

Follow-on Protein Products that are as safe and
efficacious as the originator product can be developed
based on a comparability approach entailing all relevant
levels — If the strategy is chosen correctly and if the
science is done properly. <The Novartis Group>

«Scientific Considerations Related to Developing “Follow-On Protein” Products
*Structural Signatures for Comparability

*Characterization of Protein Pharmaceutical Products

*The Manufacturing Process is a Significant Determinant of the Therapeutic
Protein Product

«Scientific Considerations Related to Developing Follow-On Protein Products
*Scientific Considerations for the Development of Follow-On Protein Products
*Scientific Considerations Related to Developing Follow-On Protein Products
*Manufacture of Follow-on Protein Products

*Comparability Exercises Limitations for Follow-On Biologics (FOBs) The
European Perspective

*Statement of ~~~

*Terminology Considerations: Scientific Considerations Related to Developing
Generic Biopharmaceutical Products FDA Workshop

*Use of Analytical and Characterization Technology for the Development of
Follow-On Protein Products

*Scientific Considerations Related to Developing Follow-On Protein Products:
Manufacturing Issues

*Testifying on behalf of the Biotechnology Industry Organization Before the
Food and Drug Administration, HHS

*Human Growth Hormone A case study of a biopharmaceutical generic
*Pre-Clinical Development for Biopharmaceutical Generics
*Biopharmaceutical Generics Clinical Development Plan

*Relevant Terminology

*Hydrogen/Deuterium Exchange to Quantitate Protein Structure Similarity
*Structure-Activity Relationships (SAR): Uses and Limitations in Follow-On
Biologics

September 15, 2004

esImmunogenicity of Therapeutic Proteins: A Case Report

*Draft PPTA FoIIow -on Protein Products Presentation

ST | OB ETIBTIGS RSB G WD DDV IErNECBU
product?

*Scientific Considerations Related to Developing Follow-On Protein Products
*Product Life Cycle

«Scientific Considerations Related to Developing Follow-On Protein Products
*Enabling drug discovery development and manufacture realizing the future

*Scientific Considerations Related to Follow-On Biologics

<AMGEN>
Heals FolloiFOrProtainr Produsis——

Our Goals

To determine the scientifically relevant factors that
should be considered to assure the safety, efficacy,
and utility of follow-on products.<FDA>




PMDA'’s Future Plan

« TO create more reinforced review system by increasing expert reviewers and
arranging infrastructure for information technology assisted review

« TO continue improvement and maintenance of the reviewers’ expertise
« To implement the revised pharmaceutical affairs law properly
« To decrease the total review processing time

e TO increase transparency of the entire process from application to approval

L
To create “speedy” and “more reliable” review system
for “innovative” drugs & devices

o=
To ensure faster accessibility to

better and safer drugs/devices for the public



Communication Means related to NDA

Explanation and/or discussion through guidelines/guidance and Disclosure of NDA review

explanatory meetings, academic conferences and journals

report and submitted data

/Confirmation of\ 4 N
Quality and _
Safety Assurance First
gene-therapy clinical trial
drug cell tissue notification
derived drug

\ RN )

NDA Consultation
( Clinical trial consultation)

Interview and
interview review
after NDA

LI

Approval

Response to inquiry about
the progress of NDA review

L

NDA



PMDA'’s Future Plan

« TO create more reinforced review system by increasing expert reviewers and
arranging infrastructure for information technology assisted review

« TO continue improvement and maintenance of the reviewers’ expertise
« To implement the revised pharmaceutical affairs law properly
« To decrease the total review processing time

e TO increase transparency of the entire process from application to approval

L
To create “speedy” and “more reliable” review system
for “innovative” drugs & devices

o=
To ensure faster accessibility to

better and safer drugs/devices for the public
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Thank you for your attention!

You further support-and'cooperation for Office of Biologics
will be much appreciated.

b AR R |

(EESMMHIL EREAEZanmmE5HRE ol A mBEHFiEE]

Lo
).
PR BRAVEDER




