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Trends Impacting Europe’s Health Systems

 Epidemiology and
Demographic Changes

= The Economics of
Healthcare

= Patient-Centred
Healthcare

= Scientific Advances &
Personalised Medicines

= |IT & Data
= Rising Inequality



Fundamentals

= Growing demand
= More technology
= Healthcare costs rising above GDP growth rates

e Leading to Health system reform:
= Tertiary to primary care
= (self) management of long-term conditions

e Focus: improved productivity, quality and
outcomes,

e Integrated services



Paradoxical situations

= National healthcare ministries preach innovation
but practice budget cuts

= Payers should flexibilize but are also required to
ration(alize) the package

= Patients are now mature discussion partners but
refuse to engage in rationing/delisting debates

= Financing systems of healthcare demand
achieving quota and production volumes



“First we're going to run some tests to
help pay off the machine.”



Role of payers (it's lonely..)

= Someone must mark the boundaries and balance
public and private interests

— Industries have to realise turnover

— Insurers have to retain customers

— Doctors want to treat patients

— Patients want to have the best possible health

= Prescribers need authorities as scapegoat






The Netherlands: the land of plenty

Four years of Poli_cy regulations: four years of
paying the full price
No alternative reimbursement arrangements

— Due to the statutory environment

— Due to the existence of the policy regulations

First products have been re-assessed after 4
years:

No answer to the question: was the money well
spent?



INN name
a-galactosidase
a-glucosidase
eculizumab
galsulfase
idursulfase
laronidase

imatinib
lenalidomide
bosentan
pegvisomant
dasatinib

Big six IM and big five EM

Mill. € 2011 Estim

Trade name
(Fabrazyme®, Replagal®)
(Myozyme®)
(Soliris®)
(Naglazyme®)
(Elaprase®)
(Aldurazyme®)

(Glivec®)
(Revlimid®)
(Tracleer®)
(Somavert®)
(Sprycel®)

15.0
43.0
13.3
6.3
4.9
5.8

37.3
30.7
22.8
13.2
8.6

6.5

30

8.9 -12.2
3.6 -4.8
9.6

7.5




Figures

= Adult now cost € 4.862
= Average family € 11.000
= Family 2040

= 259 of income
= 47% of income



Conditional reimbursement.....




Assessment expensive/orphan medicines

Outcomes research
. ‘ Guidance
documm

t=0yr(2008) t=4yr(2013)

1. Therapeutic value 1. Therapeutic value

2. Cost prognosis 2. Budget impact

3. Cost-effectiveness 3. Cost-effectiveness
indication 4. Efficient

4. Proposal outcomes prescription
research

Framework for
outcomes research
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| conditional
™ reimbursement




Re-evaluations more or less completed

= Infliximab in Colitis Ulcerosa

— Ongoing negotiations but no agreement
= Infliximab in Psoriasis

— Ongoing negotiations but no agreement
= Omalizumab in persisting asthma

— No cure-no pay agreement (advice 30 aug)
= Ranibizumab in AMD

— Advice: removal form package by 2015 unless....
= Alfa-glucosidase in Pompe (nhon-classical)

— Draft advice: remove (21 sep ACP: pause)
= Alfa-galactosidase in Fabry

— Draft advice: remove (21 sep ACP: pause)



Invalidating factors

4 years not always long enough
Variable support for patient registries

Treatment algorithms evolve more rapidly than
database can be filled

In practice incomplete data

Number of included patients disappoints
QoL data mostly lacking

Outcome parameters are unsuitable
Comparator arm mostly not filled



Current situation

e Almost everything still reimbursed

e Price negotiations ministery and manufacturer:
confidential

o Cost effectiveness: accepted by society?
e In fact: stuck in the middle






http://adamsmith.files.wordpress.com/2008/11/773470nov18.jpg

Not sustainable: the
Orphan Concept




Perversion: real and less real OD

NL: — 60 OD. 40 normal, 20 perverted
High prices, little added value

Existing molecule upgraded to OD
Existing OD into Common

Magisterial formula upgraded to OD
Other treatments available

Big turnover (more indications) + profit

Inability to meet standard cost-effectiveness
thresholds



Possible solutions assessing/value Orphan
Drugs
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How to make the cost/QALY less ugly

Optimize Apply start/stop Negotiate
treatment criteria lower cost

-dose finding -monopolistic product
'anti_bOdy strategies -committee for -hardline makes limit
-dosing frequency “objectivation” of cost/QALY an issue
-outcome parameters -social responsibility
QoL experiments

-patients becoming by industry
involved

Company makes two years before registration a launchplan.
Other stakeholders should do the same, were possible together



Adaptive licensing so what?

= A vision on adaptive reimbursement is necessary
to keep up with trend of adaptive licensing and
MOCA andor VBP initiatives

= Balance outcomes research and pricing deals

= Growth model for attitude to pricing
— Reimburse earlier
— Pay less (or more!)
— Smaller target population

— Agree milestones (coordinate with EMA path) to
expand target population and in/decrease price



Some observationg®

e The more a doctor makes right choices, the more
the administration can stay away

e We cannot escape some high prices

 Cost can be controlled by smart negociation and
buying strategy

o Stakeholders which prepare (together) for new
Introductions have less risk on disasters




Moca: Mechanism of coordinated
access to orphan medicinal products

o Collaborative way to identify and assess the value
added of orphan medicinal products

e Volunteering stakeholders: industry, patients,
ﬁayers, regulaters, healthcare providers,
ealthcare authorities, Member states

e Transparent Value Framework (TVF)

e EXisting expert groups EMA (COMP), EUnetHTA,
etc are used



MoCA PILOT (lead by MEDEV)

e Payers/assessors from 8 countries, 1 company,
patient organisation

 Reducing uncertainty for payers, company and
patient

e Early dialoque, mutual understanding of
expectations, best available knowledge, test the
TVF, adaptive licensing, common price negotiation?



"New; Assessment system?




New assessment system?

Possible criteria for new assessment system

Include rarity
Disease severity

Availability other alternatives (level of unmet
medical need)

Level of impact on condition that the new
treatment offers

Can product be used in one or more indications
Level of research undertaken by the developer
Manufacturing complexity

Follow-up measures



Criteria

Price Differential

Medium

Rarity

1:2,000 - 1:20,000
or COMP figures

>3 in 10,000 (11%)

1:20,000 - 1:200,000

or COMP figures 1-3 in 10,000 (51%)

Less than 1:200,000 or COMP figures less

than 1 in 10,000 (38%)

Level of research undertaken

Literature review

Building on previous existing knowledge

"Blue-sky” — starting research &
development programme in an unknown

area

Level of uncertainty of effectiveness

Immature, but promising data

Appropriate surrogate end-points

Robust clinical end-points

Manufacturing complexity

Not complex — small molecule / classic

galenic form

Moderately complex

Highly complex biological and galenic form

Follow up measures (additional benefits and

associated costs)

Moderate to none

Designed to answer specific, defined,

delineated question

Safety and efficacy studies + size and

duration of study

Characteristics without direct cost impact

Disease severity

Morbidity

Mortality / severe invalidity in adulthood

Mortality / severe invalidity as infant

Available alternatives / unmet medical need

Alternatives with similar characteristics

Alternatives — but offering strong

innovation to the disease treatment

No alternative

Level of impact on condition / disease

modification

Low

Medium

Strong

Use in unique indication or not

[Existing orphan or non-orphan indications

for the same molecule*

Potential for multiple indications

Unique indication — no other use possible




Review of Regulation 141/2000

= No orphan designation for drugs that are known
or already In use

= Change the word or to and in the legislation
criteria

= When on the market: add threshold stating that
market exclusivity will be revoked if total revenue
of a drug exceeds a defined amount of sales.



To do

Change construct of system itself and the ability of
companies to "game” the system

If not:

Concept of orphan disease will erode, and lose its
acceptation by the EU citizen



European Reimbursement Authority (ERA) needed?

= Work being done in EUNetHTA and MEDEV may lay foundations
= Frees up lots of resources in both industry and payers
=  Shift from assessment to appraisal

= Adaptive licensing by EMA to be matched by adaptive
reimbursement (e.g. trade % of price temporarily for rapid
access)

= MoCA




What should stakeholders do?

= Promote outcomes research with stakeholders

= Design registries: from “let’'s make things better”
to “sense and simplicity” (Philips electronics)

= Give Qality of Life a firm foothold?

= Be honest: propose price deal instead of registry
when prospects of good results are remote

= Orphan drugs: need global t= - 4 to start
registry for natural course of disease and define
outcome parameters relevant for effect



What should stakeholders do?

= More presubmission dialogue, for current practice
IS that the registry is less important than the PE
modelSupport from all interested parties for
acceptance or active removal in exchange for
flexibility + collaboration in communicating this
approach

« Freedom is earned by accepting more
responsibility



Future challenges

= Patients: to preempt future delisting proposals,
evaluate consequences of treatment continuation
when ineffective

= Doctors: invest in better outcome measures;
start earlier with untreated patient data; apply
stop criteria

= Industry: show social responsibility by investing
after reimbursement: in dose response studies
and studies for overcoming antibody formation

= Reimbursement authorities: be more critical at
t=0



Conclusions: one way

Give payers good alibis to invest

Start dialogue before trying deals
Design better outcome measures
Start patient registries much earlier
Collect QoL data
Cooperate




Conclusions: or the other way

e Fight




Also success: Preference Policy

e Health insurers” limit reimbursement (off-patent)
ambulatory drugs to” preferred” suppliers products

e Reimbursement plan covers at least one product (label) per
active substance. E.g. insurer limits reimbursement to
Ranbaxy” s simvastatin, exlude other simvastatine labels

e Suppliers/labels become ~preferred” when they offer lowest
price in public price list (Taxe) or fall within a price range of
5% of the lowest list price (conditions apply)

e Except in the case of medical need (doctor” s decision),
patients have to pay for non-preferred labels out-of-pocket

e Preference policy does not exclude branded products, as
these can be the lowest priced label as well



Preference Policy in Practice -
historical overview

e 2005 Collective preference policy by seven insurers on
simvastatine, pravastatin and omeprazole.

e From 2005 untill 2008 all labels were preferred products as
prices fell within permitted 5% price range — no price drops

e 2008 Focus Farma (Ranbaxy) lowered price of simvastatine
and became sole preferred product supplier.

Four major health insurers introduced individual preference
policies on 33 additional actives substances by June 2008

Dramatic price reductions as of June 2008 (up to 85%)
yielding estimated savings of €355 million

o 2009Expansion preference policy with another 17 products
Insurers introduce new variations on tendering policies



Viarket Outcomes

¢385% price drop for major
generic products (2008)

eComparable figures in 2009
policy extension

¢40 mg simvastatine from €
15,76 in november 2007 to
€0,75 in july 2009

eFrom 2012 onwards annual
savings €600 min (proxy)

| gt

e(Generic penetration still
rising (up to 60%)




Preference Policy changed Market Dynamics

e Policy affects pharmaceutical supply chain;” payer
purchasing” sidelining wholesalers and pharmacist: margins
generic suppliers and wholesaler under sustained pressure

» Major loss of income for pharmacies; stand-off between
Insurers and pharmacists

e Debate on pharmacist role: a purchaser, supplier or care
provider?

e In a further deregulating market, all stakeholders (industry,
wholesalers and pharmacists) are held to demonstrate value

e Margin competition (in multi source market) is replaced by
price competition: from pharmacy discounts to low list prices



concerns raised

e Overall market dynamics / uncertainty
e Professional autonomy prescriber
e Patient inconvenience and safety

e Sustainability generic suppliers and full-line
wholesalers

e Sustainability local pharmacy availability / service
e Availability

e Substitution

e Compliance

e Uncertainty for stakeholders and distrust between
market players

e Technical and legal issues



Main Issue

Trust



. aschuurman@cvz.nl






