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Agenda

So far, so good. Significant number of ODs are approved
Approval is not enough

Access to orphan drugs is a multi-causal case

Orphan drugs have special challenges

What has been done to tackle access issues so far?
Examples of access issues and potential options

We are in this together: It needs good will and actions from all
stakeholders
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Evolution of Orphan Drugs in the EU
Where are we now? Where do we go?
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Since 2000:
- 62 ODs approved

> 720 OD designations
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3 | Improving access to ODs - industry's perspective | Andras Fehervary | 14 May 2010 - ERDC Krakow | Business Use Only U NOVARTIS



Patients do not have timely and equitable access
to approved orphan medicines across the EU
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Countries that place a high value on social equity (e.g., France,

Sweden and Germany) also provide best access to orphan drugs
Data from EURORDIS survey 2007
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Access to Orphan Drugs: a multicausal case
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What is the elephant in the room?

The affordability issue
Opportunity cost
Budget impact (= price x number of patients)

However, budget impact of
orphan drugs is rather small:

- Germany 2.5%

- France 2.4%

ltaly 2.5%
Spain 2.5%
UK 1.8%
Poland 1%

* 2009 OD sales compared to total pharmaceutical sales; IMS data
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Access to Orphan Drugs: a multicausal case
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Challenges of drug discovery: Hard and long Selection

Challenges of Drug Discovery:
Finding one molecule that meets multiple criteria
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The special case of orphan drugs

Before approval: A Limited data set to establish significant benefit
In most cases no comparator or reference available
Risky development, often done by SMEs

Small number of patients for clinical trials; randomized clinical trials
usually not possible

After approval: A Expansion of limited data set relies on use of product
Limited clinical data set often used to deny reimbursement

However, expansion of clinical efficacy data only possible by use of
the orphan drug

Patients need access to OD
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Evolution of Orphan Drugs in the EU
Proposals to address access issues
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e.g. expertise gathering,
CAVOD proposals, pilots Endorsement of new

to assess drug technologies
effectiveness etc.
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General agreement that a comprehensive
approach is necessary

39 principles in 7
categories

European Flation for Pabents’ Organisatens,

10th EPPOSI WS
Developed 8
Recommendations

L3

EURORDIS
B Disesarsess Europe:

Roundtables

Industry

Pilot projects on
patient registries
e.g. EUTOS

Holistic
Collaborative

Innovative
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Some of the still remaining Issues

Acceptance of OD Value by member states

Price/value/affordability

Infrastructure & Information
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Issue and Options: Acceptance of OD Value

Centralized approval (EMA): National reimbursement :
Either unique or demonstration of Agencies often re-assess clinical
Asignificant bene = 0 dificaeyr(A delay)st i ng
therapy Agencies might consider data not
Assessment takes small number of enough to decide on reimbursement
patients in clinical trials into account (A no access)

Immediate reimbursement of any approved OD in all Member States
Clinical-Added Value of ODs (CAVOD)

A EMA: Use of all data available at time of approval to provide clinical added value to
inform and facilitate national pricing & reimbursement decisions; no delays

A National authorities need to accept the assessment
AFirst step of an @Ai mproved EPARO (May 20
and linked to EPAR, including discussion on the justification for significant benefit over

other authorized treatments | T———
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Issue and Options: Price/Affordability

International Reference pricing (IRP) limits flexibility of companies
IRP does not necessarily lead to lower prices *

Most countries not willing to accept to pay according to their
capability to pay

Exploring innovative pricing approaches to address affordability
and treatment gaps

Holistic and flexible approaches could include:

A Performance-based agreements (outcomes guarantee)

A Financial agreements (capping/rebates, portfolio agreements)
A Consumer oriented agreements (services, differential prices)
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*OECD Study on Pharmaceutical Pricing Policies and Danzon/Towse: Differential Pricing for Pharmaceuticals



Most Common Types of Innovative Pricing Models
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Issue and Options: Infrastructure & Information

Lack of information on rare disease therapies

Patient organisations have varying impact in individual countries

Limited medical expertise

Support for patient organizations
Implementation of national rare disease plans
Establishment of centers of excellence

Foster R&D into rare diseases

Gather expertise on EU-wide level



Issue and Options: Others

Need for holistic collaborative and innovative approaches to a
complex set of issues

ESMO 39 Recommendations and EAARC Call to Action (Nov
2009)

Swedish Presidency and 5 Projects (incl EUTOS)

EPPOSI 10th Workshop on Partnering for Rare Disease Therapy
Development Recommendations

Etc.



All stakeholders need to work together

Create awareness for medical need Identification of new pathways/targets

and patient rights Development of new, safe & effective drugs
Provide and request information Targeted therapies

Establish networks and communities$ Create competitive environment

Share knowledge mpassionate use programs

Patients &
Medical
communit

Authorities &
Regulators

Provide incentives A foster innovation
Create framework for R&D

Grant timely and equal access to treatment
Adapt regulations to high and different needs

Ensure sustainable healthcare systems ,
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