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Todayos Topl
New Drug Review by PMDA
A Review system and application data for new drugs
A Post-marketing safety measures for new drugs
Measures taken for overcoming Drug lag
A additional indication for off -label use
A Utilization of foreign data by bridging

A Multi-regional clinical trials (MRCT)
A Study Group on Unapproved and Off-label Drugs

Current Activities
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Main tasks of the New Drug Review Team

Consultation
® Consultation in the development stage (mainly
clinical trial consultations)
B Conducted by the review team in charge of the
product after application
Review
B Review team reviews the application data and
make scientific evaluations on approval
B Creation of review reports
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Job Assignment at the Office of New Drug

Office of Area 1l Gastrointestinal drugs, Dermatologic drugs
New Drug | Area 6-2 Hormone drugs, Drugs for metabolic disorders (including diabetes mellitus,
osteoporosis, gout, and inborn errors of metabolism)
Office of Area 2 Cardiovascular drugs, Antiparkinson drugs, Antithrombotics, Anti-
New Drug I Al zhei mer 6s drugs
Area b Reproductive system drugs, Drugs for urogenital system, Combination drugs
Radiopharmaceuticals | Radiopharmaceuticals
In-vivo Diagnostics | Contrast Media
Office of Area 3-1 Central nervous system drugs, Peripheral nervous system drugs (excluding
New Drug Il anesthetic drugs)
Area 3-2 Anesthetic drugs, Sensory organ drugs (excluding drugs for inflammatory
diseases), Narcotics
Office of Area 4 Antibacterial drugs, Vermifuge, Antifungal drugs, Antiviral drugs (excluding
New Drug IV AIDS drugs)
Respiratory  tract drugs, Anti -Allergy drugs (oral administration only),
Area 6-1 Sensory organ drugs (inflammatory diseases)
AIDS Drugs Anti-HIV Drugs

Office of New Drug V

Antineoplastic

Antineoplastic Drugs

Office of Cellular and
Tissue-based
Products

Cellular and Tissue -based
Products
Bio-CMC

Cell therapy, Regenerative medicine, Gene therapy, Quality of biological
products, confirmation of compliance to Cartagena Act

Office of Vaccines
and

Blood Products

Vaccines
Blood Products

Vaccines, Antitoxic serum
Blood products




Contents of Consultation

@ Decision on the overall development plan

# Problem solving for non-clinical toxicity studies

® Problem solving for first in human studies

# Problem solving on clinical trial design such as dose selection
studies and confirmatory studies

#Problem solving on Clinical Data Package for application

oPrior assessments on study results (Prior Assessment
Consultation)

Etc.
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Timeline of Clinical Trial Consultation and Prior Assessment Consultation
( Image : Timeline of Prior Assessment Consultation isiefoted )
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Drug Review

Confirmation of the product that it Is
not applicable to cases where an
approval shall not be granted by law.



Review and approval in terms of the PMD Act

(Law for ensuring the quality, efficacy, and
safety of drugs and medical devices)

. Article 14

Persons intending to market a drug, quasi -
drug, some of the cosmetics, or medical
devices must obtain approval of the MHLW
for marketing of each item.

. Article 14 paragraph 2

Approvals shall not be granted when any
of the following conditions apply

Y cases wihere an approval shall not be
granted ~



Caseswhere an approval shall not:be:
granted

. Article 14 paragraph 2 (3)
1 The drug, quasi-drug, or medical device Is

not shown to possess the indication or
properties indicated in the application

2 The drug, quasi-drug, or medical device In
the application is found to have no value as
the products mentioned by the harmful
actions which significantly outweigh the
Indication

3 In addition to the cases indicated in the
preceding two items, the drug, quasi -drug,
cosmetics or medical device Is designated by
MHLW Ordinance as not being appropriate as
a drug, gasi-drug, cosmetic, or medical
device.



Approved Product Information in Japan
Main Contents on Application Form

Brand Names of Pharmaceuticals
Ingredientssand-Quantities:oroNature of Pharmaceuticals

ManufacturingsMethodofPharmaceuticals

Indicationssof Pharmaceuticals

i

C

i

&)  Dosage and Administrationrof,Pharmaceuticals

¥

: Storage StatementtorShelfl Lifef ofc(Pharmaceuticals
8

Specificationssof Pharmaceuticals
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New Drug Application Review Flowchart
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Composition of Review Reports
A Review Results
Final decision of review
A Review Reporf = ~
Summary of Submitted data and
review
Main points of contents of
the Expert Discussion
A Review Reporf ~ ~
Results from the Expert Discussion

Uploaded on the PMDA Homepage after
approval



Application Data for New Drug

Common format in the US, EU, and Japan
Common Technical Document

CTD
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Structure

Module 1L
Regulatopyinitenmdation:tioipeach eauntry

Module 2
Quality| Non-clinical | Clinical

Overdll Oveniew | Overview

Module 3 Module 4 Module 5
Quiallity Non-clinical Clinical

Studly Reperf  Studly IRepert
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CTD Module 1 (Japan)

» Product application form (copy)
Origin of history of discovery and usage
conditions in foreign countries

_ist of other drugs in the class

nstruction of use (draft)

Documents on classification for

poisonous or powerful or other products

Post-Marketing Surveillance Basic

Protocol (draft)



CTD Module 2 (Summary)

Summary on data relating to quality

Summary of data on Non-clinical study
Pharmacology studies
Pharmacokinetic studies
toxicity studies

Summary of data on Clinical study
Clinical pharmacology studies

Clinical studies (efficacy, safety)
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Post-marketing System

Re-examination system

Post-marketing surveillance etc.
Re-evaluation system

Re-evaluation of quality, efficacy, and safety of

approved drugs by current scientific standards.
Adverse reaction/infection reporting system
Revision of package insert based on collected

reports providing safety information.
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Types of Post-marketing Surveillance

, Post-marketing sureveillance

Ascertain the incidence of serious adverse reactions
that require special attention and promote the proper
use of drugs for 6 months after marketing

® Use-results survey
Surveys under daily use in clinical practice
all-case surveillance : for all cases that had been
treated

® Specified use-results survey

Pediatrics, elders, pregnant/parturient women,
hepatic/renal impairment, long term use, etc.

# Post-marketing clinical study



Risk Management Plan (RMP)
Products approved after April 15t, 2013

o Safety Specificationn
Summary of important identified risks of a
drug, important potential risks, and  important
missing information

¢ Pharmacovigilance: Plan
Plan for post -marketing surveys/studies that
are conducted to collect information based on
the identified "Safety Specifications

o Risk Minimization Plann



Re-examination Period

.)rugs with new active ingredient
nnnnnnnnnn Vyrs
E Drugs with new combination, new
route of administration
nnnnnnnnnn yrs
E Drugs with new indication
NNNNNNN yrs
E Orphan drugs
nNNNNNN VIS
n Approval of generics is prohibited
during re -examination periods



