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Generic Medicines: Key to
Healthcare Sustainability and
Patient Care

EGA represents over 700 companies in
34 European countries

Generic medicines companies employ
over 130,000 people in the EU

Generic medicines account for nearly
50% of packs dispensed in the EU and
18% of pharmaceutical expenditure

Generic medicines bring savings of over
€25 Billion per annum in the EU 27

Generic medicines companies cover a
full spectrum of pharmaceutical needs

Generic medicines companies also
undertake incremental innovation




Biosimilar Medicines
Europe’s New Opportunity

“Blosimilars offer new
opportunities both for
the growth of our
generic industry and for
the control of our
national health
expenditure.”

Gunter Verheugen,

Vice-President EU Commission
April 2006



‘“The Birth’
of the Legal Framework
for Biosimilar Medicines in the
European Union



European Union (EU)
27 Member States



Overview of the
EU “Institutional Triangle’

eGuardian of the
EU Treaties;

e Protects the
community
interest;

e Sole right of
legislative
initiative

EURQPEAN COMMISSION

- Main decision-
taking body;

e Representing
Member States

«Co-legislator;

eRepresenting
EU population

OPEAN PARLIAMENT  COUNCIL OF MINJSTERS



Remember!



Legal & Regulatory Pathway
Carefully Developed Over Time

Directive 2001/83/EC
Pharma Directive 2003/63/EC as amended Adopted
Review “Annex I” published: published Directive
2001 recognition of ‘biosimilars’ takes effect
Legal
progress
2001 2002 2003 2004 2005 2006
EMEA'’s biosimilar ‘quality issues’ , )
and ‘non-clinical and clinical EMEA i.pg)dl]ftd' First
issues’ draft guidelines published _Specitic dra biosimilar
guidelines released approved
for hGH, insulin, ,pp
EMEA’s EMEA EPO and G-CSF.
revised releases /)
‘comparability’ biosimilar EMEA /
guidelines ‘concept ksh /
published papers’ Workshop )/
y v v % i Regulatory
progress
2001 2002 2003 2004 2005 2006
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EU Framework for Biosimilars

Combines:
Legal certainty Flexibility
= Clear legal basis = Case by case
» Abbreviated data approach
package = General and
product specific
guidelines
—————— >key for _
investments = T > adjustments of data

requirements (science,
technology, experience)

=Art.10.4./Directive 2001/83/EC as amended (31 March 2004) 11



When Can Biosimilar Medicines
Applications Take Place?
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Maximum Market Exclusivity
for Reference Product: 15 Years

e.g. the marketing Maximum 5 years extension of
authorisation is granted to Supplementary Protection
originator inyear 12 Certificate (SPC)

10\12 20 \25

_~ 10years

(ne\h\'/ﬁ2+1)/

Data exclusivity (DE) period

of reference product biosimilar
application, .
: registration an
NO Patent Linkage ELthor <ation

«Submission of biosimilar applications only possible after DE expiry 13



Which Products are Covered?
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Legal Perspective

In principle the concept of ““similar
biological medicinal (biosimilar)
products’ applies to any biological
medicine

‘Generic approach’ is legally not
excluded
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Spectrum of Complexity
(source: Dr. John Purves/EMEA)

Science

Chemicals Recombinant DNA Blood- Immunologicals  Advanced
technology derived therapy

Legislation

N 7

_ N
Generic Biosimilar Full

(essentially similar) Dossjgr
* Future Developments ?



What are the Data
Requirements?
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Regulatory Perspective

For the type and guantity of data to be
provided, the EU legislative framework refers

to detailed guidelines

But guidelines are NOT mandatory before
submission and approval

Guidance follows science

= Guidance is built on experience gained through
scientific advice procedures and assessment of
marketing authorisation application

= Guidelines do not have legal force -buta
justification for non compliance must be provided
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Example: Omnitrope® Approved
before Somatropin Guidance

Omnitrope Positive
Scientific Opinion
26 Jan 2006

Approval of
Omnitrope

18 April 2006

EMEA/CHMP/BMWP/94528/2005

Adoption of
guideline

22 Feb 2006

Came Into effect
1 June 2006
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Defines philosophy
and principles

General guidelines

Annex guidelines -
specific data
regquirements

Current EU Biosimilar Guidelines

http://www.emea.europa.eu/htms/human/humanguidelines/
multidiscipline.htm

Insulin

Biotechnology- derived proteins

Quality

Clinical

—

Somatropin

GCSF

Clinical

Clinical

Clinical

Epoetin

under review

Clinical

Clinical

Clinical

Source: P. Richardson EMEA-EGA 6th symposium on biosimilar medicines
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EMEA

High Level Scientific Evaluation
by EMEA
and European Commission Approval

European Commission
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INN
International Non-proprietary
Name
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P‘}rﬁ\IONse @ World Health
0 (3 Organization

= Classification / nomenclature
= |dentification of pharmaceutical substances

= WHO Guidance on INN - broad scope

= Pharmacopoeia, labelling, product
Information, drug regulation, basis for
product names (generics)...
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INN is NOT...

ldentification of a drug product or Its
Impurities

Statement of therapeutic equivalence
and/or substitution

Means of managing the practice of
medicine

Traceability and pharmacovigilance apply
to drug products
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Current INN Policy

INNs for glycosylated rDNA proteins
= Core name based on Amino Acid sequence

= Greek letter added: ‘differences In
glycosylation’

Difficult to define “‘differences’
= eg, batch to batch differences
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INNs for Biologicals

EU reflections for consideration at WHO

level:

= INNs should have “high level’ utility - identification
= Up to Regulatory Authorities to assess Benefit /7 Risk
= AA sequence basis for INN

* Presence/absence of glycosylation compared to
native protein

Discussions continue
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Nomenclature: Same INN
Decision lies with
Regulators

Wil regard 0 the nomenclaur of biosmlrs, we o nof endorse the idea tha
any ifference m glycosyaton antomatically eads to 2 difernt INW. We v
enous doubts fhat s stnce could be senieally sttied. We are als

concerndthatthe WHO 1 promoting a double-standard poleyon bosimlas

G.Lalis/Director General EC -Statement on WHO INN Policy at
EGA Annual Conference Paris 2 June



Post-Authorisation
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Pharmacovigilance

Company Risk Management System must
be In place

= Risk Management Plan

- Pharmacovigilance activities

Routine pharmacovigilance
PASS

- Risk minimisation activities
Labelling (counter-indication, advice, warning)

29



Traceability of ALL Biologics

All biological drugs need to be monitored

= An adverse reaction report for any
biological drug should always include

- full name of the biological drug
- batch number

» Where information is missing, Member
States/MAHSs should ensure that reports
are followed up for completion
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G. Lalis/Director General EC

on Pharmacovigilance for Biosimilars
EGA Annual Conference Paris 6/08

Furthermore we have written to Member States' regulatory authorties to take

LECESSALY NICASUIES 10 ensure

o 2 method to lmk suspected adverse reaction reports to spectfic products

(stuch as a unique product 1dentifrer) and
o to ensure that prescribmg doctors know which glycoprotemn has been given

to thetr patient.



Biosimilar Medicines In the
Market Place
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Biosimilar Drugs In the
EU Market Place

National pricing approvals and
reimbursement have been agreed without
any major barriers

Market Iin-roads are made

Patients and healthcare professionals are
catching up

But scare tactics still ongoing by certain
Interested parties
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Understand the Environment for
Biosimilar Medicines...

Demand-
side
policies

Bio
similar
Market

Supply-
side
policies

Regulatory
pathway
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The Market
Players

N

Supply-side

Demand-
side
policies

Bio
similar
Market

DOCTORS

Regulatory
pathway

Regula-
tors

Ministries

of Health

Price &
reimburse
ment

AUtherities
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Message from the
European Commission

............ .we are confident that if a
product goes through all the steps and
meets all the requirements and gets at
the end an approval through a
Commission Decision, It means that this
product Is as safe and efficacious as
any other product authorised by the
European Commission in the EU’.

N. Rossignol at 6th EGA symposium on biosimilar medicines 2008
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EGA Vision
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Global Development
for Biosimilars

Streamlining the development process
Avolds repetition of unnecessary trials

Increases access through affordable
medicines

Increases competition

Market competition from biosimilar drugs will
drive the biotechnology industry to do what it
does best - discover new drugs that enhance,

sustain, and save lives.
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bl s ) T XET

Thank you very much.
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Acronyms

EGA European Generic medicines Association
EU European Union

EMEA European Medicines Agency

CHMP Committee for Medicinal Products for Human Use
EC European Commission

WHO World Health Organization

MS Member State

MAA Marketing Authorisation Application
MAH Marketing Authorisation Holder

DE Data Exclusivity

ME Market Exclusivity

INN International Non-Proprietary Name

ADR Adverse Drug Reaction

RMP Risk Management Plan

PASS Post Autorisation Safety Study
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