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Disclaimer

The views and opinions expressed in the following PowerPoint
slides are those of the individual presenter and should not be
attributed to Drug Information Association, Inc. (“DIA”), its
directors, officers, employees, volunteers, members, chapters,
councils, Special Interest Area Communities or affiliates, or any
organization with which the presenter is employed or affiliated.

These PowerPoint slides are the intellectual property of the
Individual presenter and are protected under the copyright laws of
the United States of America and other countries. Used by
permission. All rights reserved. Drug Information Association, DIA
and DIA logo are registered trademarks or trademarks of Drug
Information Association Inc. All other trademarks are the property
of their respective owners.
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Is it a Combination Product?

Australia Not defined as a separate product. CPs regulated according
to main function/purpose of the CP

Canada A therapeutic product that combines a drug and a device
component (which by themselves would be classified as a
drug or device) such that the distinctive nature of the drug
component and device component is integrated in to a
singular component

Japan No specific definition. CPs are regulated according to main
function/ purpose of the CP.

EU No general definition of combination product

us Product comprised of two or more regulated components that
are physically, chemically or otherwise combined or mixed
and produced as a single entity or co-package or as cross-
labelled product
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Case Study: Drug Eluting Stents
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European Union

MDD - Article 1.4

All devices incorporating as an integral part a substance
which, if used separately, can be considered to be a
medicinal product as defined in Article 1 of the Directive
2001/83/EC, and which is liable to act on the human body
with action ancillary to that of the devices, shall be
assessed and authorized in accordance with MDD

The primary mode of action is physical: a device.

The entire device must be assessed by a Notified Body
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Regulatory route —
the device part of the stent

Fulfillment of :

« Essential requirements

« Harmonised standards

« Design Validation and verification

* Clinical Data — Clinical trials or literature review
« QMS

« PMS
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Regulatory route —
the drug part of the stent

« Manufacturer needs to provide:

Data regarding the quality, safety and effectiveness of
the substance including the clinical benefit/risk profile of
the incorporation of the substance into the device

« The Notified Body will attain:

Scientific opinion from one of the Competent Authorities
of the EU or from European Medicines Agency (EMA)
with regards to the usefulness of the substance as part
of the medical device
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l | S A m U.S. Food and Drug Administration
r == Protecting and Promoting Your Health

Combination Products in the United States are managed through the
Office of Combination Products (OCP) and classified by primary mode of action.

The product's

_ components
The lead centre is usually will be reviewed by
assigned by the primary \ appropriate centers

mode of action following respective
of the product. approval processes.
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http://www.hhs.gov/
http://www.fda.gov/default.htm

Distribution in other countries

 Local Ownership e.g. Japan MAH
 Local Representation e.g. Australia

*Traditional distributorship e.g. Indonesia
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Regulations for
Combination Products

The differences in current regulations and regulatory body
structures require that manufacturers be prepared to follow
varying regulatory pathways in different regions:

In general these are defined by the primary mode of action
(Europe, USA) but country specific differences exist ......
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‘ h I n a smn State Food and Drug Administration,P.R.China
WWww.slIda.gov.cn

Registration of products involves:

« Applications in Chinese and English

« The certificate issued by the government agency of the Country of Origin
to authorize the Manufacturer to engage in the production and distribution
of medical devices

« In the case of combination products: approval of the medicinal element of
a combination product in the Country of Origin is required before
submission in China.

« Both drug and device elements of a combination product are clinically
evaluated, reviewed and approved in the combined form.

* Clinical Trial Data required for Class Il & Il products
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http://upload.wikimedia.org/wikipedia/commons/archive/2/2e/20091111204849!Flag_of_China.png

J ap an M Pharmaceuticals and Medical Devices Agency, Japan .

A combination product is judged by its primary mode of action on a case by case basis.
In the case that product is considered a Medical Device, Office of Medical Device leads

If the product contains a drug — the Office of New Drug participates and
the two offices work together in the approval of the medical product.

Quality system: GMP inspecition, certification
PMS requirements

Adverse event reporting
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http://www.pmda.go.jp/english/index.html

J a p a n M Pharmaceuticals and Medical Devices Agency, Japan .

Boston Scientific’s Taxus stent clears Japanese regulatory approval
March 2, 2009 (CE marked in May 2007)

Natick medical device leviathan’s Taxus Liberte drug-eluting stent approved
for sale in Japan.

Boston Scientific Corp.'s Taxus Liberte drug-eluting stent was given regulatory
approvals in Japan, clearing the way for its appearance on the Japanese
market.

The Natick medical device leviathan said March 3 that its paclitaxel-eluting
coronary stent system was approved Jan. 28 by Japan’s Ministry of Health,
Labor and Welfare. Reimbursement was granted March 2 by the country’s
National Health Insurance System.

About 1,300 medical centers perform cardiac catheterizations in Japan,
implanting an estimated 200,000 coronary stents annually, according to
Boston Scientific.
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http://www.massdevice.com/news/�
http://www.massdevice.com/news/�
http://bostonscientific.mediaroom.com/index.php?s=43&item=806
http://www.pmda.go.jp/english/index.html

India

Central Drugs Standard Control Organization

Medical Devices regulated under the Drugs and Cosmetics Act and Rules

At submission:

» Power of Attorney: Autorisation by a manufacturer to their Agent in India.
 Certificate of Free Sale

« |SO 13485 certificate of foreign manufacturing site

« CE Full Quality Assurance Certificate

« CE Design Certificate

» Declaration of Conformity

« Copy of latest Audit Report
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Central Drugs Standard Control Organization

At submission - provide:

Device Master File (in English)

Approval received in other regulatory regions (eg USA; Canada, Japan)

Medicinal substance

 Information on the identity and source,
 Intended reason for its presence,

« Safety and performance
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http://www.mapsofworld.com/images/world-countries-flags/india-flag.gif
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gt Department of Health and Ageing
Therapeutic Goods Administration

Close similarity of the Australian requirements to the European requirements
Mutual Recognition Agreement (MRA) in place
Follows GHTF rules — Essential Principles

Must be registered on Australian Register of Therapeutic Goods (ARTG)

At submission:

Certificate of Free Sale

ISO 13485 certificate of foreign manufacturing site

CE Full Quality Assurance Certificate

CE Design Certificate

Declaration of Conformity

Copy of latest Audit Reports and close out of non conformities
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Health Canada

Canada

Has Mutual Recognition Agreements with the European Union/EEA and Switzerland

Adopted ISO 13485
Classification based on EU and US rules

Requires:

« Establishment License: Office or distributor has to be based in Brazil
» Device license required to sell or advertise medical devices

» Informtion if the device contains a drug

» Evidence of safety and effectiveness

 Attestation of drug quality, safety and effectiveness

 Vigilance reporting (in ine with EU rules)
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United Arab Emirates

Importer /Distributor is required

Follows EU rules for classification

Medicinal substance reviewed by Drug Control Dept of Ministry of Health

Quality System: ISO 13485 or GMP — certificates attested and authenticated

Design certificates CE or from, other regulatory authorities

Human Clinical Data — literature reivew or investigation

PMS and adverse event reporting
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http://www.moh.gov.ae/en

Technical information documents must be legalised by Argentine Consulate
Must show conformity with the Mercusor Technical Regulations

Argentina I s

Classification based on EU rules but close links with US regulations

Recognises ISO standards eg ISO 14971

Requires:

« Office or distributor must be registered with ANMAT to import product
» Certificate of Good Manufacturing Practise

« Declaration of Conformity according to Mercusor Rules

« Certificate of Free Sale
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http://federal.anmat.gov.ar/

ANVISA

|
— L National Health

Brazil L e

Agéncia Nacional de Vigilancia Sanitéaria

Classification based on EU rules
Accepts US product standards and certification by US testing houses

Requires:

« Office or distributor has to be based in Brazil

» Must be registered with ANVISA to import product

« Certificate of Brazilian Good Manufacturing Practise
 Clinical trials for innovative devices

« PMS and adverse event reporting

« Adopted ISO 14971

» Declaration of Conformity according to Mercusor Rules
« Certificate of Free Sale

Regulations are currently under review
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http://portal.anvisa.gov.br/wps/portal/anvisa/home/!ut/p/c5/04_SB8K8xLLM9MSSzPy8xBz9CP0os3hnd0cPE3MfAwMDMydnA093Uz8z00B_AwN_Q_1wkA48Kowg8gY4gKOBvp9Hfm6qfkF2dpqjo6IiAJYj_8M!/dl3/d3/L2dJQSEvUUt3QS9ZQnZ3LzZfQ0dBSDQ3TDAwMDZCQzBJRzVONjVRTzAwTzE!/?WCM_GLOBAL_CONTEXT=/wps/wcm/connect/Anvisa/Anvisa/Inicio
http://www.anvisa.gov.br/
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M ex | CO SALUD

SECRETARIA
DE SALUD

Majority of imports from the US; part of the North American Free Trade Agreement

Requires:

« Office or distributor based in Mexico

* Must be registered with Mexican Secretariate of Health

« Documents and certificates demonstrating Good Manufacturing Practise

* Risk Management

« Technical and scientific information to attest the safety and efficacy of device
* Vigilance system

« Certificate of Free Sale
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http://portal.salud.gob.mx/redirector?tipo=0&n_seccion=Boletines&seccion=2011-03-16_5104.html

Other Examples

Singapore — Biomatrix stent

« SINGAPORE, Jan. 18 -- International Group, Ltd. (Biosensors),
today announced that the Company has received Conformite
Europeenne (CE) Mark approval for its BioMatrix(R) drug-eluting
stent system, enabling commercialization of this product in the
European Union and the countries in Asia and Latin America that
recognize the CE Mark.

India — Infinnium Stent
« Paclitaxel Stent gains CE mark

« However - Patent restrictions in most Western countries, US,
Canada, Australia, New Zealand, Japan, China, Korea and Russia.
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Main Strategies

 EU CE Mark provides access to EU and other
countries accepting CE marking

« US Requirements which requires GMP approval

« Companies must be constantly aware of
regulatory requirements of the two halves of the
product and this is seen in Global markets such
as China

« Drawbacks: Patents restrict the sale of products
In global markets
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PREMIER RESEARCH GROUP SA
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Tel +41 24 424 26 88
Fax + 41 24 424 26 99
bernard.sweeney@premier-research.com

wWww.premier-research.com
ISO 13485 and 9001 certified
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