THE
LIFE SCIENCES
LAW REVIEW

EDITOR
RICHARD KINGHAM

LAW BUSINESS RESEARCH



THE LIFE SCIENCES
LAW REVIEW

Reproduced with permission from Law Business Research Led.

This article was first published in The Life Sciences Law Review, 1st edition
(published in April 2013 — editor Richard Kingham).

For further information please email
Adam.Sargent@lbresearch.com



THE
LIFE SCIENCES

LAW REVIEW

Editor
RicHARD KINGHAM

Law BusiNneEss RESEARCH LTD



THE LAW REVIEWS

THE MERGERS AND ACQUISITIONS REVIEW
THE RESTRUCTURING REVIEW
THE PRIVATE COMPETITION ENFORCEMENT REVIEW
THE DISPUTE RESOLUTION REVIEW
THE EMPLOYMENT LAW REVIEW
THE PUBLIC COMPETITION ENFORCEMENT REVIEW
THE BANKING REGULATION REVIEW
THE INTERNATIONAL ARBITRATION REVIEW
THE MERGER CONTROL REVIEW
THE TECHNOLOGY, MEDIA AND
TELECOMMUNICATIONS REVIEW
THE INWARD INVESTMENT AND
INTERNATIONAL TAXATION REVIEW
THE CORPORATE GOVERNANCE REVIEW

THE CORPORATE IMMIGRATION REVIEW



THE INTERNATIONAL INVESTIGATIONS REVIEW

THE PROJECTS AND CONSTRUCTION REVIEW

THE INTERNATIONAL CAPITAL MARKETS REVIEW

THE REAL ESTATE LAW REVIEW

THE PRIVATE EQUITY REVIEW

THE ENERGY REGULATION AND MARKETS REVIEW

THE INTELLECTUAL PROPERTY REVIEW

THE ASSET MANAGEMENT REVIEW

THE PRIVATE WEALTH AND PRIVATE CLIENT REVIEW

THE MINING LAW REVIEW

THE EXECUTIVE REMUNERATION REVIEW

THE ANTI-BRIBERY AND ANTI-CORRUPTION REVIEW

THE CARTELS AND LENIENCY REVIEW

THE TAX DISPUTES AND LITIGATION REVIEW

THE LIFE SCIENCES LAW REVIEW

www. TheLawReviews.co.uk



PUBLISHER
Gideon Roberton

BUSINESS DEVELOPMENT MANAGERS
Adam Sargent, Nick Barette

MARKETING MANAGERS
Katherine Jablonowska, Thomas Lee, James Spearing

PUBLISHING ASSISTANT
Lucy Brewer

PRODUCTION COORDINATOR
Lydia Gerges

HEAD OF EDITORIAL PRODUCTION
Adam Myers

CHIEF SUBEDITOR
Jonathan Allen

SUBEDITOR
Anna Andreoli

EDITOR-IN-CHIEF
Callum Campbell

MANAGING DIRECTOR
Richard Davey

Published in the United Kingdom
by Law Business Research Ltd, London
87 Lancaster Road, London, W11 1QQ, UK
© 2013 Law Business Research Ltd
www. TheLawReviews.co.uk
No photocopying: copyright licences do not apply.

The information provided in this publication is general and may not apply in a specific
situation. Legal advice should always be sought before taking any legal action based
on the information provided. The publishers accept no responsibility for any acts or

omissions contained herein. Although the information provided is accurate as of March

2013, be advised that this is a developing area.
Enquiries concerning reproduction should be sent to Law Business Research, at the
address above. Enquiries concerning editorial content should be directed
to the Publisher — gideon.roberton@lbresearch.com

ISBN 978-1-907606-60-1

Printed in Great Britain by
Encompass Print Solutions, Derbyshire
Tel: 0844 2480 112



ACKNOWLEDGEMENTS

The publisher acknowledges and thanks the following law firms for their learned
assistance throughout the preparation of this book:
ADVOKATFIRMAET BA-HR DA

BAE, KIM & LEE LLC

BAR & KARRER AG
CORPORATE LAW GROUP
COVINGTON & BURLING LLP
DIERKS + BOHLE
FAUS & MOLINER
FIEBINGER POLAK LEON & PARTNER RECHTSANWALTE
HOGAN LOVELLS
KHURSHEED KHAN & ASSOCIATES
LEE AND LI, ATTORNEYS-AT-LAW
MAPLES AND CALDER
MATTOS MURIEL KESTENER ADVOGADOS
NAGASHIMA OHNO & TSUNEMATSU
NORTON ROSE
NSN LAW FIRM
PLESNER LAW FIRM
ROSCHIER
SANCHEZ DEVANNY



Editor’s Preface

Chapter 1

Chapter 2

Chapter 3

Chapter 4

Chapter 5

Chapter 6

Chapter 7

Chapter 8

Chapter 9

CONTENTS

.................................................................................................. vii
Richard Kingham

AUSTRALIA ...t 1
Bernard O’Shea

AUSTRIA ..o 20
Karina Hellbert

BELGIUM ..ottt 35
Peter Bogaert and Sarah Forest

BRAZIL ...ttt eaaae s 47
Beatriz M A Camargo Kestener and

Marco Aurélio Antas Torronteguy

CANADA . ...ttt eaaee s 60
Martha A Healey, Adrienne Blanchard and Jill Daley

CHINA .ot e e e e s eeaaanee s 73
Shaoyu Chen

DENMAREK ..ottt e e e 93
Mikkel Vittrup and Mette Hygum Clausen

EUROPEAN UNION ..ottt 107
Grant Castle and Robin Blaney

FINLAND . ..ottt et 131

Johanna Lilja, Essi Weseri and Mia Eklund



Contents

Chapter 10

Chapter 11

Chapter 12

Chapter 13

Chapter 14

Chapter 15

Chapter 16

Chapter 17

Chapter 18

Chapter 19

Chapter 20

Krishna Sarma, Manisha Singh, Riku Sarma and Bhaskar
Bbattacharya

TRELAND ...ttt seae e e eae e s eaeeas 179
Maree Gallagher
TTALY .ottt eeeeeeeeeeraeeseeneeseeaeeas 196

Jung Min Jo and Eun Soo Lim

MEXICO ..ottt ss e sbess et b s evessesserens 236
José Alberto Campos-Vargas

NORWALY .ottt ettt e eee s e e eeteeaaaraeeeseees 253
Are Stenvik, Beret Sundet, Andreas Bjornebye and
Kirsten Woien Gilhuus

PAKISTAN . ....cooiiiiiiiice e 266
Zulfiqar Khan
SOUTH AFRICA ......coviiiiiiiiccecec e 277

Andrew Parsons, Brian Wimpey, Justin Malherbe, Liesel Kok
and Rosalind Lake

iii



Contents

Chapter 21

Chapter 22

Chapter 23

Chapter 24

Chapter 25

Chapter 26

Chapter 27

Appendix 1
Appendix 2

Jordi Faus

SWEDEN ..ot

Hikan Sterner

SWITZERLAND .....ccooiiiiiiiiiiceeceeeeeeeeeeee s

Markus Schott and Markus Wang

TAIWAN ..o

Katherine Y C Juang, Jill Niu and Daisy Wang

TURKEY ..ottt sttt

Selma Unlii

UNITED KINGDOM .....cociiiiiiiiiiiiniininieecicecieieene

Grant Castle and Sarah Cowlishaw

UNITED STATES ..o

Richard Kingham

ABOUT THE AUTHORS ....cccooiiiiirinininireeeceeceeneen
CONTRIBUTING LAW FIRMS’ CONTACT DETAILS....

iv



EDITOR'S PREFACE

It is a pleasure to serve as the editor of the first edition of 7he Life Sciences Law Review,
which aims to provide an overview of legal issues of special interest to pharmaceutical,
biotechnology and medical device companies in 27 jurisdictions. The life sciences sector is
of vital importance to the health and well-being of persons around the world. Innovative
manufacturers play a key role in the discovery and development of new therapies, while
generic manufacturers serve an equally important function by ensuring availability of
inexpensive products once patents and regulatory exclusivity periods expire. Throughout
the lifespan of a drug or device — from the earliest discovery stage, through non-clinical
tests and clinical trials, the governmental approval process, and after entry to the market
— lawyers play a central role as advisers to the industry.

We have sought to organise the regulatory discussion in each national entry to
correspond roughly to the key stages of product development: the regulatory classification
of the product, which determines requirements for approval; non-clinical studies and
clinical trials; compassionate use prior to approval; product pre-clearance; regulatory
incentives for investment in drug development; post-approval controls; manufacturing;
promotion; distribution; legal status; imports and exports; special rules on controlled
substances; and enforcement.

In addition to product pre-clearance procedures, many jurisdictions impose
requirements for approval of pricing or reimbursement of pharmaceuticals and, to a
lesser extent, devices. These are addressed in the entry for each country. We also set
out basic information on administrative and judicial remedies, controls on financial
relationships with prescribers and payors, special liability systems, and transactional and
competition issues that are specific to pharmaceuticals and medical devices.

Finally, each chapter identifies issues of current interest in the jurisdiction. These
include, for example, plans to increase transparency in the regulatory process without
undermining protection of intellectual and industry property; efforts to adapt traditional
regulatory systems to new and emerging technologies, such as companion diagnostics,
gene therapy and cell processing; and implementation of regulatory pathways for
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Editor’s Preface

‘biosimilars’ as patents expire for the first generation of biotechnology-derived medicinal
properties. As these and other issues develop, we expect to devote additional attention to
them in future editions.

I wish to thank all of the contributors who have made this publication possible.
They are an impressive group, and it is a privilege to be associated with them in this
enterprise.

Richard Kingham

Covington & Burling LLP
Washington, DC
March 2013
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Chapter 15

JAPAN

Kenji Ussumi and Kensuke Suzuki'

I INTRODUCTION

The Pharmaceutical Affairs Act (‘the PA Act) is the primary law that regulates medicines,
medical devices and other medical products. Supplemental information regarding
pharmaceutical regulations is provided in cabinet orders and ministerial orders relating
to the PA Act, as well as in other related administrative orders.

The following are the main licences and approvals necessary for the manufacture
or importation and marketing of medical products in Japan:

a marketing business licence;

b manufacturing business licence;

¢ accreditation as a foreign manufacturer, for products manufactured outside Japan;
and

d marketing authorisation, required for each medical product.

The Ministry of Health, Labour and Welfare (MHLW’) is the principal regulatory
authority over medical products. However, prefectural governments (for example, the
Tokyo metropolitan government) are primarily responsible for overseeing pharmaceutical
companies, on behalf of the MHIW. The Pharmaceuticals and Medical Devices Agency
(‘PMDA), a Japanese regulatory agency, also plays an important role.

1 Kenji Utsumi and Kensuke Suzuki are partners at Nagashima Ohno & Tsunematsu.
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I1 THE REGULATORY REGIME

i Classification

Four types of medical products

Products subject to the PA Act are categorised into the following four product categories
(medical products):

a medicines;

b quasi-medicines;

c cosmetics; and

d medical devices.

Medicines

Medicines are defined as the products that are listed in the Japanese pharmacopoeia
in addition to certain other materials that, among other things, are used for the
diagnosis, treatment or prevention of disease. Distinguishing between medicines, quasi-
medicines and foods is sometimes a practical issue that depends on the advertisement
and promotion methods utilised for the relevant product, including statements of the
product’s virtues. Medicines are further classified into prescription medicines and over-
the-counter medicines.

Medical devices

Medical devices are defined as those products that are listed in the Cabinet Order of
the Pharmaceutical Affairs Act. Medical devices are divided into three classes (specially
controlled medical devices, controlled medical devices and ordinary medical devices),
depending on the magnitude of the risk to human health and life posed by the subject
device. Furthermore, the type of business licence that is required for marketing and
distributing a medical device depends on which of the above classes the subject device
falls under.

ii Non-clinical studies

In applying for a marketing authorisation for a medicine, an applicant must attach data
on the medicine obtained through a laboratory study performed in compliance with the
Ministerial Order for Good Laboratory Practice (GLP Order). The GLP Order provides,
among other things, requirements for trial facilities, equipment and trial plans, as well as
rules for animal care and breeding in relation to experimentation on animals.

iii Clinical trials
The PA Act and the Ministerial Order for Good Clinical Practice (GCP Order) are the

principal items of legislation regulating clinical trials. The MHLW and the PMDA are
the main regulatory authorities that regulate clinical trials.

Prior registration with the authority

Prior to conducting a clinical trial, a sponsor must prepare a protocol and have it
reviewed by an institutional review board of a hospital, of which at least one member
must be independent. The applicant must then register the reviewed protocol with the
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MHLW. Applicants usually consult informally with the PMDA about draft protocols
before formally registering it with the MHLW.

Compensation and insurance for injuries

If a clinical trial results in any adverse effects, the sponsor is generally liable for all damages
and losses suffered by any affected trial subjects. Due to the potential risk associated with
this liability, sponsors engaging in clinical trials always obtain insurance coverage before
a trial commences.

Informed consent

Doctors and hospitals must provide a written explanation to all trial subjects that
describes the details of the clinical trial, including the expected benefits and adverse
effects of the trial medicine, and the trial subject’s right to be removed from the trial.
Consent from a trial subject must be obtained in writing.

Safety reporting
Clinical trial results must be recorded at the hospitals conducting the clinical trial, and all
serious adverse effects from the trial medicine must be reported to the MHLW.

Investigator-initiated studies

Investigator-initiated studies are accepted. A part of the GCP requirements is not
applicable to marketer-initiated studies. This type of study is typically used for medicines
which have already been authorised in another country, but have not been subject to a
clinical study in Japan due to cost reasons.

iv Named-patient and compassionate use procedures

General probibition against marketing without authorisation
Medicines and medical devices may not generally be distributed without a marketing
authorisation.

Special procedure for importing medicines or medical devices

The PA Act provides for a special procedure for importing a medicine or medical

device that has received a foreign marketing authorisation when all of the following

requirements are met:

a the foreign marketing authorisation must have been obtained in a country that
has a marketing authorisation system equivalent to the system in Japan;

b immediate use of the medicine or medical device is necessary to prevent a disease
that can cause death or serious harm to the health of Japanese citizens from rising
to the level of a pandemic; and

c the medicine or medical device is specifically designated through an administrative
order.

Recently, this special procedure was applied to the importation of a flu vaccine produced
by a foreign manufacturer. Any disease, disorder or death that is supposedly related to
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the medicine or medical device subject to this special procedure must be reported to the
MHLW.

v Pre-market clearance

In order to market medicines or medical devices, the initial marketing entity (which
must hold a marketing business licence) must generally obtain a marketing authorisation
for each of the medicines or medical devices it intends to market.

Application

An application for a marketing authorisation must be submitted to the MHLW or,
in certain exceptional cases (for certain limited products), to the relevant prefectural
government. Where an application for a medical product must be addressed to the

MHLW or a prefectural government, the application must be submitted through the
PMDA.

Authorisation conditions
In reviewing an application, key consideration is given to the following:

a quality;

b effectiveness;

¢ safety;

d the applicant’s marketing business licence;

e the proposed manufacturer’s manufacturing business licence or accreditation as a
foreign manufacturer; and

f whether the manufacturer complies with good manufacturing practice (GMP).

Other conditions

The marketing of a medicine must be conducted by a party that has obtained both proper
authorisation to market the medicine and a marketing business licence. If the medicine is
distributed through wholesalers or retailers, the wholesalers and retailers participating in
the distribution must obtain business licences in their respective categories.

Applicants located outside Japan

Foreign marketing authorisations are not generally recognised in Japan. If a foreign
manufacturer intends to export a medical product to Japan, the manufacturer must, in
principle, obtain a marketing authorisation for a foreign-manufactured medical product.
To obtain a marketing authorisation, a foreign manufacturer must file an application
through a company located in Japan that has a marketing business licence.

Fee

The amount of the application fee for a marketing authorisation differs, depending on
the type of medical product. The application fee for a marketing authorisation for a new
medicine ranges from approximately ¥2 million to ¥50 million.
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Standard review time and special procedures for generic products and orphan medicines
Although dependent on factors such as the type of medical product, the standard time
period for reviewing an application for a new medicine approval is one year after the
official application filing.

There is an abridged procedure for generic medicines for which the examination
of an application mainly focuses on the:

a similarity between the new medicine and the generic medicine;
b the adequacy of the data attached to the application; and
¢ the proposed manufacturing facility’s compliance with GMP.

To obtain an authorisation through the abridged procedure for generic medicines, all of
the following conditions (among others) must be met:

a the re-examination period for the original medicine must have expired;

b the quality, effectiveness and safety of the generic medicine must be equivalent to
those of the original medicine;

¢ the generic medicine must be capable of being a substitute for the original
medicine; and

d the patent for the original medicine must have expired.

The review of an application for an orphan medicine, curing a rare but serious disease,
can be expedited and prioritised over applications for new medicines if the orphan
medicine is found to contribute to an apparent improvement in the quality of medical
care for the subject disease.

vi Regulatory incentives

Patent protection

Medical products and related substances can be protected by substance patents as well
as process patents. Patent protection lasts for 20 years from the date of application; this
term cannot be renewed. Payment of an annual fee is required to maintain the patent
registration.

Extending protection

For medical products, the term of a patent can be extended at the request of the patent
holder. The term of the extension, which may not exceed five years, is generally equivalent
to the period during which the patent holder was prevented from implementing the

patented product while waiting for the medical product registration required under the
PA Act.

Protection under the PA Act

In Japan, there is no explicit ‘data exclusivity’ system. However, subject to the type of
medical product, approval of a new medicine is generally subject to re-examination six years
after the initial authorisation. An applicant for a generic product as a matter of practice
cannot apply for a marketing authorisation under the PA Act until the expiration of the
original medicine’s re-examination period (see generic drug requirements in Section II, v
above). In substance, this re-examination system has an effect that is equivalent to that of
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data exclusivity. To encourage new orphan drug development, the re-examination period
for an orphan drug is set between six and 10 years. To encourage generic product market
share expansion for a medicine that is only different from another already authorised
medicine in terms of its effectiveness, the re-examination period is shorter than six years.

vii  Post-approval controls

Post-marketing commitments and pharmacovigilance obligations

After the marketing of a medicine starts, the authorisation-holding marketer must
conduct post-marketing surveillance. If any issue relating to the effectiveness or safety
of the marketed medicine is discovered during the post-marketing surveillance, the
marketer must:

a conduct a medicine recall campaign;

b report the discovery to the MHLW;

¢ issue public notices if the issue is important; and

d take other appropriate measures to prevent further damage or loss to patients.

Period of authorisation and renewals

The effective period of a marketing authorisation for a medical product is not permanent.
Subject to the type of medical product, an approval for a new medicine is generally subject
to re-examination six years after its initial authorisation. Additionally, the MHLW will
occasionally conduct a re-evaluation of a medicine.

Amendment to, transfer of and cancellation of marketing authorisations

Any amendment to a product subject to marketing authorisation (except for minor
amendments) generally requires approval from the MHLW, while a minor amendment
can be made upon notification to the MHLW. Marketing authorisations can generally
be transferred to another marketer that holds an adequate marketing business licence,
after prior notice of such transfer is submitted to the MHLW. Criminal sanctions can
be imposed, or a product recall administrative order or an order cancelling a marketing
authorisation or marketing business licence, can be issued, in response to a violation of
a marketing authorisation.

viii ~ Manufacturing controls

Application

There are two kinds of business licences related to the manufacture of medical products:

a a manufacturing business licence, which is required to manufacture the medical
product (if a manufacturer of an imported product is located outside of japan,
accreditation as a foreign manufacturer is required); and

b a marketing business licence, which is required for the initial marketing of a
manufactured or imported medical product in Japan.

A company that has obtained a manufacturing business licence, but not a marketing

business licence, cannot distribute medical products (manufactured or imported by the
company) to others, for example, a wholesaler.
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Conditions

An applicant for a manufacturing business licence must meet certain facility, stafling and

other standards, as set forth under a ministerial order of the MHIW. The manufacturer

must comply with the GMP regulations, which are set forth in another MHLW order.
In addition, an applicant for a marketing business licence must meet:

a standards for maintaining quality assurances, as provided under good quality
practice (GQP) regulations (stated in an MHLW order);
b standards for post-marketing safety management, as provided under the good

vigilance practice (GVP) regulations (stated in an MHLW order);

standards provided under other ministerial orders of the MHLW; and

d further, a marketing business operator must comply with the good post-marketing
surveillance practice (GPSP) regulations, which are set forth in an MHLW order.

S

Restrictions on foreign applicants

A foreign manufacturer of medical products must distribute its products in Japan
through a licensed marketing business operator. Accreditation requirements for a foreign
manufacturer are basically the same as those to acquire a Japanese manufacturing business
licence. Filing an application for accreditation as a foreign manufacturer can be delegated
by the foreign applicant to a marketing business operator in Japan.

ix Advertising and promotion

Restrictions

The PA Act prohibits false, excessive or misleading adverts in relation to the name,
manufacturing method, effectiveness, etc., of medical products, communicated either
explicitly or implicitly. In its effort to regulate adverts, the MHLW has issued Guidelines
for the Adequate Advertisement of Medicines, etc., together with official commentary,
that provide detailed examples of adverts that the MHLW considers to be false, excessive
or misleading,.

Internet advertising

These advert-related regulations apply equally to advertising over the internet. Internet
webpages of advertisers containing hyperlinks to other webpages are considered together
as a single advert in determining whether a violation of the advert-related regulations
exists (even where each internet webpage on its own may not explicitly violate these
regulations).

X Distributors and wholesalers

Wholesaler and retailer business licence

The marketing of medicines and medical devices must be done by a marketer that
holds both a marketing authorisation and a marketing business licence. Wholesalers
and retailers of medicines or medical devices are subject to separate business licence
requirements. Business licences for wholesalers and those for retailers are different, and a
party can apply for both types of licence.
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Marketing through internet or mail order

Under an MHLW ministerial order issued under the current PA Act implemented in
2009, non-prescription medicines are classified into three categories (category 1 through
category 3), and a recently issued Supreme Court judgment concluded that all non-
prescription medicines can now be marketed through the internet or mail order (see
Section VIII infra).

xi Classification of products

Prescription medicine and over-the-counter medicine

Among the medicines authorised in the market, the MHIW designates certain medicines
that may not be distributed or sold without a prescription. The MHIW designates
prescription medicines on a case-by-case basis upon the granting of the relevant marketing
authorisation in consideration of its prescription medicine designation standard. In order
to market a prescription medicine, a marketer is required to obtain a marketing business
licence for marketing a prescription medicine. Advertising prescription medicines is

generally prohibited.

Prescription medicine designation standard
Based on the standard, the MHLW designates the following types of medicines as
prescription medicine:

a medicines that cannot be used effectively or safely without proper selection based
on a doctor’s diagnosis;

b medicines that require periodic medical checks in order to avoid serious adverse
effects; or

¢ medicines that can be used for other improper purposes (e.g., recreational

addictive use).

xii Imports and exports

Licences and authorisation for imports
For the importation and sale of a medicine or medical device into Japan, the following
business licences and authorisations are required:

a accreditation as a foreign manufacturer by an offshore manufacturing factory for
the products being imported;
b a manufacturing business licence held by a domestic factory (if a part of the

manufacturing process, such as packaging of the imported products, is conducted
in Japan before marketing);

¢ a marketing business licence held by a marketer, for marketing the imported
products;
d a marketing authorisation held by a marketer, for marketing the imported

products; and
e an import report from a marketer, for customs clearance.
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Licences and authorisation for exports

For the exportation of a medicine or medical device from Japan, the following business

licences and authorisations are required:

a a manufacturing business licence held by a domestic factory, for manufacturing
products for export; and

b an export report from a domestic factory for product export.

Domestic factory manufacturing products for export must be subject to GMP compliance
review by the MHIW, even if the products are solely for export and distribution outside

Japan.

xiii ~ Controlled substances

Narcotics and psychotropic drugs are heavily controlled substances in Japan. The
Narcotics and Psychotropic Control Act regulates the import, export, manufacturing,
sale and purchase, possession, use and disposition of narcotics and psychotropic drugs.
Doctors, importers, exporters, manufacturers, wholesalers, retailers, hospitals and
research institutions are required to obtain special permission in order to handle narcotics

or psychotropic drugs.

xiv  Enforcement

Monitoring compliance

The main regulator is the MHLW; however, a substantial amount of the MHILW’s
authority is delegated to local prefectural governments and the PMDA. The regulator
can monitor a licensed business operator’s business operations, to ensure compliance
with the regulations provided under the PA Act. The regulator can monitor and oversee
medical products that are subject to marketing authorisation. New medicines are subject
to re-examination after a certain period of time. In addition, an applicant that receives
authorisation must have its medical product re-evaluated upon an MHLW order.

Imposing penalties

The regulator can take the following actions (among others) against licensed business

operators:

a inspect offices and factories;

b order the disposal, recall or other appropriate treatment necessary to protect
public health;

¢ require that access be granted to the inspector designated by the regulator, who is

responsible for the subject investigation;

X

temporarily shut down pharmaceutical business operations;

<

order the replacement of certain key personnel relevant to the pharmaceutical
business;

cancel a business licence or accreditation it had previously granted; and

demand a report that includes data about adverse reactions to the medical product,
recall information, etc.

AR
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Further, criminal sanctions can be imposed in response to violations of the regulations
applicable to pharmaceutical business operators.

IIT  PRICING AND REIMBURSEMENT

Japan has had a universal health-care system since 1961, under which most legal residents
are currently covered. Costs for a substantial number of medical services provided and
prescription drugs sold, as well as certain medical supplies, are covered by this system.
Costs for prescription drugs may only be reimbursed if the subject drugs are listed on the
national health insurance price list. Costs for medical services provided using a medical
device are reimbursed if such services are covered by the national health insurance. In
addition, costs for certain expendable medical supplies can also be reimbursed if they fall
within one of the classifications of the medical supplies that are listed on the price list.
However, in the case of large medical equipment and non-expendable medical devices,
the costs of the devices themselves are not reimbursed. The scope of the medical services,
drugs and medical supplies covered by the national health insurance, and the prices
designated for each, are determined by the MHLW.

Reimbursement under the national health insurance system is generally made
through a benefit-in-kind system. A large portion of the cost of the medical services,
drugs and medical supplies covered by the health insurance is directly paid by the
health insurance to the hospitals, doctors or pharmacists providing the services, drugs or
supplies to patients. The amount of reimbursement is determined based on the prices of
the medical services, drugs and medical supplies specified on the respective price list. The
patient is required to pay the hospital, doctor or pharmacist a small portion of the cost of
such services, drugs or supplies, which is not reimbursed under this system.

IV ADMINISTRATIVE AND JUDICIAL REMEDIES

An administrative disposition made by an administrative agency (such as an administrative
remedial order or a revocation of a licence) may generally be subject to an appeal to an
administrative agency, in accordance with the Administrative Appeal Act; or a Japanese
court, in accordance with the Administrative Case Litigation Act.

Under the Administrative Appeal Act, a person affected by an administrative
disposition may file an application for review with the administrative agency that is
superior to the agency that made the disposition, or, if no such superior agency exists, file
an objection with the administrative agency that made the disposition. Such appeals must
be filed within 60 days of the day that the affected person became aware of the subject
disposition. In the case where an administrative agency renders a written disposition
which is subject to these appeals, the agency rendering the disposition must inform the
recipient in writing of the agency to which an appeal may be filed and the time limit
for filing an appeal. The trial procedures resulting from an appeal are stipulated in the
Administrative Appeal Act and are not as formal as court proceedings; therefore, the
process is generally considered to be easier and faster than litigating in court.

In addition to appeals pursuant to the Administrative Appeal Act, a person affected
by an administrative disposition may also dispute the disposition by bringing suit in a
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Japanese court pursuant to the Administrative Case Litigation Act. The Administrative
Case Litigation Act provides for various types of administrative litigation, including an
action for a revocation of disposition and an action for a declaration of nullity. In general,
an action for a revocation of disposition must be filed, absent reasonable grounds, within
the earlier of 60 days from the day that the affected person became aware of the subject
disposition or one year from the day of the subject disposition.

\'% FINANCIAL RELATIONSHIPS WITH PRESCRIBERS AND
PAYORS

The Act against Unjustifiable Premiums and Misleading Representations (‘the Premiums
Act) prohibits the wrongful inducement of customers through the provision of excessive
gifts, incentives and other benefits. Pursuant to the authorisation granted to the Japan
Fair Trade Commission (‘JFTC’) under the Premiums Act, the Fair Trade Council of the
Ethical Pharmaceutical Drugs Marketing Industry (‘the Drugs FTC’) has established
the Fair Competition Code Concerning Restriction on Premium Offers in the Ethical
Pharmaceutical Drugs Marketing Industry, and the Japan Fair Trade Council of the
Medical Devices Industry (‘the Devices FT'C’) has established the Fair Competition
Code Concerning Restriction on Premium Offers in the Medical Devices Industry. These
codes set guidelines in relation to gifts or incentives provided to physicians and medical
institutions, and provide examples of excessive gifts or incentives that are not acceptable
under the Premiums Act. The Drugs FTC recently issued more detailed standards on
permissible gifts and incentives, including specific upper limit amounts for certain types
of benefits. The Devices FTC is reportedly planning to issue similar standards. If a gift
or incentive is offered to physicians or medical institutions in violation of these rules, the
JFTC would consider such offer to be a violation of the Premiums Act.

If a public servant (for example, a physician at a government-managed hospital)
receives excessive gifts, incentives or other benefits in relation to his or her official
function and capacity, he or she can be criminally prosecuted for bribery and the party
offering the bribe may also face criminal penalties for the violation. If an act of bribery
(for example, payment of money or an offer of excessive gifts) occurs in Japan, and the
bribe is offered to a public servant of another country, the party offering the bribe may
also face criminal penalties under Japanese law.

In January 2011, the Japan Pharmaceutical Manufacturers Association (‘JPMA),
a voluntary organisation formed by pharmaceutical companies, issued a guideline in
regard to disclosure of certain payments made to physicians and medical institutions. This
guideline recommends that in 2013, all JPMA members disclose all such payments made
in fiscal year 2012. The Japan Federation of Medical Devices Association, a voluntary
organisation formed by medical device companies, issued a similar guideline in January
2012. This guideline recommends that in 2014, members disclose all payments made in
fiscal year 2013.
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VI  SPECIAL LIABILITY OR COMPENSATION SYSTEMS

Product liability claims relating to medicines or medical devices are typically based on
the Product Liability Act, tort principles or non-performance of contractual duties.

The PMDA provides certain relief services for adverse health effects arising from
medical products. These services are funded by contributions from the pharmaceutical
industry and are partially subsidised by the Japanese government. The PMDA provides
relief benefits relating to health damage, such as diseases and disabilities requiring
hospitalisation, that were caused by adverse reactions to prescription drugs prescribed
at hospitals or clinics as well as over-the-counter drugs purchased at pharmacies or
drug stores. Health damage caused by adverse reactions to certain anti-cancer and
immunosuppressant drugs is not eligible for these benefits. The PMDA also provides
relief benefits to patients who have suffered health damage, such as diseases and disabilities
requiring hospitalisation, caused by infections acquired through biological products.
These benefits are available in cases where the relevant drugs or products were properly
used and are not available if the drugs or products were improperly used. Furthermore,
these relief benefits are supplementary to any damages awarded under civil liability, in
that if a pharmaceutical business is held liable for the injuries caused by the use of a drug
or biological product, the PMDA will not provide relief benefits or such benefits will be
reduced by the amount awarded. The PMDA does not provide relief benefits for adverse
health effects resulting from statutory vaccinations, for which a different public relief
system is available.

In addition to the above relief services, the PMDA provides the following relief
benefits:

a health-care allowances and nursing-care expenses for subacute myelo-optico-
neuropathy patients with respect to whom a settlement has been reached in court;

b health-care expenses or health-care allowances for patients who have become
infected with HIV due to treatment with blood products; and

¢ financial assistance in accordance with the Act on special measures concerning

the payment of benefits to assist individuals affected by hepatitis C through
specified fibrinogen products and specified blood coagulation factor IX products
contaminated by the hepatitis C virus.

VII TRANSACTIONAL AND COMPETITION ISSUES

i Competition law

Among the various restrictions provided under the Antimonopoly Act, prohibition against
resale price maintenance often becomes an issue for drug manufacturers of prescription
drugs. In the case where a prescription drug is supplied from a drug manufacturer to a
distributor, and then to a wholesaler, the respective sales price of the drug is generally
determined based on the price of the drug specified on the price list (see also Section
III). The price list is reviewed periodically (typically every two years), and the price for a
prescription drug may be lowered if, for example, the price at which wholesalers purchase
and sell the drug decreases during the two-year period. Accordingly, in order to prevent
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the drug price in the price list from being lowered, drug manufacturers have an interest
in maintaining the price at which wholesalers purchase and sell their drugs.

In this connection, the Antimonopoly Act prohibits a business entity from
supplying goods to another party while, without justifiable grounds, causing the said
party to maintain the selling price of the goods as determined by the business entity,
or otherwise restricting the said party’s ability to freely decide on the sales price of the
goods. Indicating a non-binding reference price is generally considered not to violate
such prohibition. However, if the manufacturer seeks to restrict the resale price of the
distributors by causing them to comply with the reference price, the manufacturer may
be regarded as having violated the Antimonopoly Act. Whether or not resale prices have
been restricted is generally determined based on whether any artificial means are taken
to effectively ensure that the distributors will comply with the sales price indicated by the
manufacturer. Such artificial means may include, for example, imposing, or suggesting
the imposition of; an economic disadvantage if sales are not made at the manufacturer’s
indicated price. Price indications by a manufacturer may be made not only by indicating
a specific price, but also by indicating a specific price range or by requiring that a resale
price be approved by the manufacturer in advance.

ii Transactional issues

The JFTC has established guidelines setting forth its views on antitrust aspects relating
to joint research and development (‘R&D’), and use of intellectual property such as
patents. It is important to be mindful of the provisions in these guidelines in conducting
licensing and collaboration transactions in respect of drugs and medical devices in Japan.

The Guidelines concerning Joint Research and Development under the
Antimonopoly Act (‘the Joint R&D Guidelines’) are applicable to transactions that
may affect the Japanese market, irrespective of whether the participants are domestic
or foreign business entities. According to the Joint R&D Guidelines, if an arrangement
made in respect of an implementation of a joint R&D project unjustly restricts the
business activities of a participant, which may thereby impede fair competition, the
arrangement may constitute an unfair trade practice prohibited under the Antimonopoly
Act. For example, in the case of contractual arrangements imposing restrictions
on R&D with third parties, it is generally not considered an unfair trade practice to
restrict R&D with third parties on the same theme as the joint R&D project during the
implementation period of the joint R&D project. However, restrictions on R&D after
completion of the joint R&D project are, in principle, considered to be impermissible
under the Antimonopoly Act because they would unjustly restrict the R&D activities of
the participants and may significantly impede fair competition. Having said that, such
restrictions may be permissible if the subject restriction is imposed on the same theme
only for a reasonable period after completion of the joint R&D project, provided that
the restriction is necessary to prevent a breach of faith or to ensure acquisition of rights.

The Guidelines concerning Use of Intellectual Property under the Antimonopoly
Actare applicable to intellectual property related to technology, such as those technologies
protected by patents and copyrights under Japanese law. These Guidelines stipulate the
principles by which the Antimonopoly Act is applied to restrictions pertaining to the use
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of technology, including, among others, grant back and assignment back arrangements
under licensing agreements.

VIII CURRENT DEVELOPMENTS

The Supreme Court of Japan recently rendered a judgment on the validity of the
provisions of the MHLW ministerial ordinance issued under the PA Act, which restricted,
effective from June 2009, the scope of drugs permitted to be marketed on the internet or
through mail order, by excluding category 1 and category 2 non-prescription drugs and
limiting the scope to category 3 non-prescription drugs (see also Section 1I, ix supra).
The litigation was brought by companies that had been marketing non-prescription
drugs on the internet, which had been permissible until the implementation of the said
provisions of the ministerial ordinance in 2009. This Supreme Court judgment, rendered
on 11 January 2013, concluded that the aforementioned provisions of the ministerial
ordinance are void. The Supreme Court found the subject provisions to be too restrictive
in that they stipulate an outright prohibition on any and all marketing of category 1
and category 2 non-prescription drugs on the internet or by mail order, and therefore,
these provisions exceed the scope authorised by the PA Act. The Supreme Court upheld
the Tokyo High Court’s decision confirming that the plaintiff companies have the
right to market category 1 and category 2 non-prescription drugs on the internet or by
mail order, notwithstanding the provisions in the MHIW ministerial ordinance. This
Supreme Court decision will have a substantive impact on marketing business for non-
prescription drugs, as a substantial number of consumer health-care drugs are categorised
as category 1 or category 2.
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