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The Netherlands

Role of economics in reimbursement in NL

e (Case study from NL
« Economic evaluations and challenges

« Orphan drugs and HTA
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Health care costs

Pharmaceutical care Health care
__________________________________________ .- BB spenditure:
€5392 per
inhabitant
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Costs of pharmaceuticals

Aandeel uitgaven aan farmaceutische hulp binnen totale zorg-
uitgaven in 2009 (in procenten)

Frankrijk 15,7

ltalie 13,8
Finland 13,1
lerland 13,0
Dwieden 11,8
Belgié 11,4

Dostenrijk 11,1
d 9,7

land 9.6

and 7.9
Denemarken 7,2
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Aging population: 15%

Increase in prices: 35%

Other (increase in # of patients, technology development,

broadening of indications): 50%

health budgets
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Basic Insurance: 68.6%

Government (taxes): 14.3%
e Out of pocket patient: 9.6%
« Additional insurance: 4%

e Other: 3.5%
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EUROFEAN JOURNAL OF CANCER 42 (2006) 2887-2892

available at www.sciencedirect.com

“e,* ScienceDirect

EJC

ET SEVIER journal homepage: www.ejconline.com

Inequalities in oncology care: Economic consequences of
high cost drugs

Maartje G.H. Niezen®", Elly A. Stolk?, Adri Steenhoek®, Carin A. Uyl-De Groot?
B Availability <25% -

*Institute for Health Policy and Management, Erasmus MC Rotterdam, PO. Box 1738, 3000 DR Rotterdam, The Netherlands -
Pinstitute for Medical Technology Assessment (iMTA), Erasmus MC Rotterdam, PO. Box 1738, 3000 DR Rotterdam, The Netherl [ Availability 25% - 50%

[ Availability 50% - 75% C}

300% _ B Ao 7o
Evolume Availability =75%
Ocosts [
250% L
200% ’7— — H
150% | i
100% 1 i ~.
50% - i
0% 4 | Fig. 5 - Estimated availability of trastuzamab (herceptin®) i
1991 1003 1995 1997 1999 2001 2003 2005 Dutch regions (Figure reproduced from’).

Fig. 1 - Hospital drugs: development in volume and expenditures since 1991 (1991 = 100%).
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Deaths per 100,000 population
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1954: methotrexate
1956: mitomycine
1957: cyclofosfamide
1962, fluorouracil
1963, vincristine
1971; doxorubicin
1979: cisplatin

1993: paclitaxel
1995; docetaxel
1995; gemcitabine
1995; vinorelbine
1997, irinotecan
1997: rituximab
1998 frastuzumab
1999: oxaliplatin
2001: alemtuzumab
2001 imatinib

2004: bortezomik
2004 pemetrexed
2004 cetuximab
2005: bevacizumab
2005: erlotinib
2006: sorafenib
2008 sunitinit
20086: dasatinib

Source: Expert Rev Pharmacoeconomics Cutcomes Res @ 2010 Expert Reviews Lid nische Farmacologle




Value for all this money.. Decision
making?
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Components of a Medical Decision

| Two Main Components of a Medical Decision I

l Scientific Judgments l Preference Judgments

. Analysis of Value Decisions/
Evidence — . L — .
Evidence Information Judgments Policy

About
Qutcomes

Assessment component Appraisal component
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The funnel of Dunning

Essential care i
criterium
Efficacy . 2nd
criterium

: X 3th
C Costetectiveness S

Own account
and 4th

responsibility criterium

Broad solidarity <:| :> Broad solidarity

Limited access::> <:| Limited access

Basic
package
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Decisons on pharmaceutical

Efficacy
Safety Regulatory agencies

Quality

‘ market authorisation

Therapeutic value
Efficiency Reimbursement agencies
P.E.

‘ advice to government/payers ‘ access, reimbursement
(insurance)package
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“The sum of the values of all relevant
properties of a given drug, together
determining the relative position of this
drug within therapy as compared to other
available treatment options.”




Assessing therapeutic value

Compare to:
® Standard treatment

Relevant specifications:
® Efficacy/effectiveness

® Side effects

@ Applicability

® Quality of life

® Ease of use
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Reimbursement in The Netherlands

INTRAMURAL EXTRAMURAL
LIST EXPENSIVE ‘REGULARR’ d
HOSPITAL DRUGS PHARMACEUTICALS

STANDARD REPLACABILITY
THERAPY THERAPEUTICAL VALUE CRITERIA
>0,5% budget

STANDARD
THERAPY

HERAPEUTICAL VALUE

DR & hospltal CVZ/CEH CVZ/CEH JUDGING
pharmacist

HOSPITAL MINISTRY MINISTERY DECISION

bmiologie en Kli

MAKER

MANAGEMENT OF HEALTH OF HEALTH



Expensive drugs - conditional
reimbursement

More than 0,5% total annual national hospital
pharmacy budget (>2,5 min.) prognosis

« Therapeutical value shown/standard therapy
e Preliminary reimbursement for 3-4 years

 In this time: collect data on therapeutical
value, patient subgroups & cost-effectiveness

« At T=0 the required data are determined in
meeting of all involved parties (CVZ,
applicants)

« NB: pharmaceutical industry cannot apply: applicants are
usually university hospitals or physican associations.




MEETING

CVZ+APPLICANTS EFFECTIVENESS
THERAPEUTICAL

REIMBURSEMENT
?

DATA COLLECTION T=0 -T=4
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Dossier T=0
Budget impact prognosis (more than 2.5 million)
Preliminary cost-effectiveness analysis
Description of therapeutical value

— Efficacy

— Effectiveness

— Safety

— Ease of use

 Plan on data collection
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Actual budget impact (> 2.5 million??)

Actual cost-effectiveness? More cost-effective in certain
subgroups?

« Therapeutical value maintained in daily practice?
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Reproduction nghis oblainable from
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"(M GORRY, HENRY. BUT YOURE JUST NOT COST
EFFECTIVE ANY MORE."
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e Cost minimization > Which one is the cheapest? (€)

« Cost-effectiveness > What do I invest to gain outcomes?
(€/effect)

Cost-utility - What do I invest to gain 1 QALY? (€/QALY)

Farmaco-epidemiologie en Klinische Farmacologie




wlidliciigyc 1. _aiCuia |H || \{
—_— @Drlglnalﬂlxmat

F{eprndummn r|ght5 obtainable from
WA, CartunnStu:u:k cum

Survival —

QALY's W

e Quality of life

-__'__._________...--"‘

r

"I'm writing you a prescription. Do you want
a longer life with less quality or vice versa?”

‘
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A Quality Adjusted Life Year (QALY) is a combination of the
value (between 0 and 1) of a certain health state and the
amount of time (LY) spent in that health state.

O = Death
1 = Perfect health
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Imagine a patient who :
« Is confined to bed

e Has some problems
washing or dressing
himself

« Has some problems with
any usual activities

« Has no pain or discomfort

e [s not anxious or
depressed

. 7

\VA S

al perspect

Utility value of this
patient according to the
general population in:

Sweden: 0,36
Spain: -0,05
Uk: 0,15

Malaysia: 0,47
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Challenge 2: A QALY is a QALY is a QALY

Higher relative costs(€)

+ X LUNGTRANSPLANT -
X €20.000/QALY
NO! X
— X

Lower relative X VIAGRA +
benefit (QALYS) Higher relative
benefit (QALY'S)

YES

Lower relative costs(€)
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QALY league table
Intervention $ / QALY
GM-CSF in elderly with leukemia 235.858
EPO In dialysls patlents 139,623
Lung transplantation 100.857
End stage renal disease management 093.913
Heart transplantation 46,775
Didrenel In osteoporosis 32047
PTA with Stent 17.889
Breast cancer screening 5147
Viagra 2.097

Treatment of congenital anorectal malformations 2.778
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Challenge 3: Thresholds..
NICE & Cost-effectiveness:

Cost effectiveness

Cost per
QALY (£'000)

End of Life medicines -
/Supplementary Advice

Need to identify an increasingly

strong case with regard to same

factor

Make explicit reference to:
Certainty
HRQoL adequately captured?
Innovative nature
Non-health objectives of the NHS

50

30

20

10

armacologie




Pharmacoeconomics and orphan drugs

Specific regulations for market access

SMC applies modifiers to ICER
thresholds for orphan drugs
that: NL: No mandatory PE

*Substantially improve life- for orphan drugs

expectancy or QoL DE: Medical additional
«Can be targeted to a subgroup benefit is considered to

oIf other therapeutic options be shown by EMA

are absent I
. authorization (for ODs
*That bridge to another with sales<50 M Euro),

(_:Ieflnltlve therap_y however, the extent of
*Are licensed alternatives of the additional benefit

unlicensed, established, and therapeutic

treatments o
significance must be
qllanfifipd

NICE “end of life” guidance
allows higher ICER threshold
for orphan drugs that extend

life expectancy of rare
conditions

FR: ATU system allows
for early reimbursement
before EMA
authorization if njo
alternative treatments
exist.

Not always driven by rarity, but more often by
severity or absence of alternatives
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« Myozyme for Pompe disease

e Intramural (IV) orphan drug registered for:

- ‘long-term enzyme replacement therapy (ERT) in
patients with a confirmed diagnosis of Pompe
disease (acid a-glucosidase deficiency).Myozyme
is indicated in adults and paediatric patients of all
ages.’
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Pompe's disease

« Glycogen storage disease type 11 (also called Pompe
disease or acid maltase deficiency) is an autosomal
recessive metabolic disorder which damages muscle and
nerve cells throughout the body.

« The infantile form usually comes to medical attention
within the first few months of life. Median age at death in
untreated cases is 8.7 months and is usually due to
cardiorespiratory failure.

« The late onset form has a slower progression. Prognosis
depends on the age of onset on symptoms with a better
prognosis being associated with later onset disease.
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100 patients in total suffer from Pompe disease

« All are treated in the same university hospital (EMC,
Rotterdam)

 No other pharmaceutical treatments available

« In 2006 reimbursement through the list expensive hospital
drugs was applied for by EMC
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« Therapeutical value: positive, since no other therapy is
available

 Prognosis of total annual costs: € 30.567.000,-: (Assuming
90% of patients will be treated yearly with myozyme)

« Cost-effectiveness: no indication available due to small
number of patients
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Research question:

— What is the cost-effectiveness of Myozyme compared to
supportive care?

— How and in who is Myozyme used in daily practice?

 Data collection
— Retrospectively and prospectlvely d ta on all patients
se

N ar ad
Al AL

i I‘I!—

with Pombpe diseas
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« Therapeutical value only for patients with classical form
(n=13)

e Real annual costs: € 41 million

« Cost-effectiveness:

— Infant form: €300 000 / QALY (improved survival and

ODnl )
Ay,

— Late onset form: €15 million- €33 million/QALY (slightly
improved survival and no improvement QolL)
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COHCiusiorn 1mmoirr Cascc Study.
e (CVZ Advice:

Stop reimbursement for late onset form of Pompe disease
(n==x80) effective immediately

e Continue reimbursement for infant form of Pompe disease
(n==x13)
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'Hoeveel mag 28 meter lopen van een Pompe-patiént

kosten?'
OPINIZ - Hanneke Kouwenbe-g en John Bijl - 01/08/12, 08:00 Advies: StOP met dure mEdiCijnen

Toegeveegd: zondag 29 jul 2012, 1
Update: zondag 29 jul 2012, 17:31
Door Rinke van den Brink en.
van der Parre

‘Succes Pompe-middel ondersc

Toegevoegd: ™a
Het CVZ, het College voor
Zorgverzekeringen, wil stoppe
het vergoeden van dure med«
voor enkele zeldzame ziekter
staat in twee conceptadvieze:
de minister van Volksgezondt
in_handen zijn van de NOS

De belangemn
patiénten zegt

Iyozyme, het medien egen de ziki van Pomee ' Media responds shocked:
Should costs be the reason

to stop reimbursement of
drugs that only affect a very

belangenvereniging.

small population?

_ne Farmacologie
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« CVZ/CFH still want to stop reimbursement for Pompe
disease, non-classical form (n=80)

« However, a slow transition period is advised in which
patients currently treated with Myozyme will continue
treatment

« In addition new negotiations start with the manufacturer to
lower the price
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Conditional reimbursement in future for all drugs

« More focus on which patient group benefits most instead of
€/QALY

e New discussions around the role of cost-effectiveness

College voor Zorgverzekeringen

Kosteneffectiviteit in de zorg

Op weg naar een genuanceerd en geaccepteerd gebruik van
kosteneffectiviteitsgegevens in de zorg

Datum 30 september 2013 hrmacologie




Summary

« Economics has to play a role in decision making in health
care due to the rising costs

« Pharmacoeconomics is a new science and still has some
important challenges

« Many countries apply health economics in some form in
decision making
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