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Orphan Drugs

Centralised procedure

Free Protocol-assistance

Lower taxes

Acces to European and national funding

10 jaar commercial exclusivity (renewable?)

10 + 2 y exclusivity when realising a pediatric plan



Orphan drugs/rare diseases

European regulation. Colleges started in Belgium in 2004
“Advanced therapies”
Prevalence of disease: <5 op 10.000 in the EU

Life threatening disease or diseases with serious
morbidity

Insufficient profit (€)
Clear advantage compared to other available therapy
Medically plausible

Cave: subgroups/orphan indications are becoming an
even more important problem



Tasks for the Orphan Drug Colleges

e Advising the physicians of the assurance companies
(mutualities) for the requests of reimbursements by
the the treating physicians

e Answering specific questions by the CTG/CRM or
the “Bijzonder Solidariteitsfonds”

e Producing every year a report on their activities

e Formulating proposals for a change In
reimbursement conditions towards the CTG/CRM

Every College has 4 representatives of the mutualities
and 4 clinical experts nominated by the CTG/CRM

1 President “nominated by the King”.



Orphan drug reimbursement in
Belgium in Euro

500.000.000

450.000.000

400.000.000

350.000.000

300.000.000

250.000.000 Ziekenhuizen
® Open offina

200.000.000

150.000.000
100.000.000
50.000.000 I I
0 - . . . . . )

2005 2006 2007 2008 2009 2010 2011




Increasing costs for drugs in small patient groups and more
specific indications

Top 5 costs of medication 2012 till 2014 ambulatory sector
(RIZIV data 3t quarter 2013 and 2015)

Netto amount 2012 n°patients yearly increase
2009-2012
1 ADALIMUMAB 107.034.750 9.980 11.204.572
2 ATORVASTATINE 79.712.414 347.206 -9.286.032
3 ROSUVASTATINE 76.567.168 300.211 6.807.250
4 ETANERCEPT 64.671.071 6.348 4.479.328
5 STOLLINGSF VIII  51.651.626 283 2.779.095

2012 adalimumab first year on place 1
PPl disappeared from top 5 Costs in Euro

2014 1/ ADALIMUMAB 123.692.491 2/ ETANERCEPT 69.746.995
Latest info: http://www.riziv.fgov.be/SiteCollectionDocuments/infospot-2015-03-nl.pdf



Statistics 2004- 31/12/2013

9413 files arrived and 9188 with an advice (others
‘pending’)

393 = 4,2% Negative Advice

for 32 drugs

As of Today (12/2016):
45 drugs In 15 subgroups !



The way to go?

e Further evidence needed with harder/more relevant outcome.
e Studies from farmaceutical companies but also independent

research urgently needed and practice based.

Regulations Yes but not only checking criteria. Need for
more continuous evaluation and judgement. Registries!

e Also focus on qualitative care and not only the drugs!
e « Shared responsibility » involving the patient
e Ethical aspects!

...all this needs investments in all transparancy

...requires cooperation with practicing physicians and
scientists



Current problems in the colleges
... and some solutions

Lowering the administrative “burden”.... Electronic
reguests?

Incomplete files / inviting responsibility of prescribers

Evaluations needed! A lot of data available...on paper could
answer gquestions about dose, effectiveness, side effects.
Registries/collaboration with the scienticic field!

Ethical problems....when to stop reimbursement?

‘Drugs in contract’ ... when rules are set away from the
CTG/CRM, these are sometimes more difficult to aply

“Competitive” drugs (same indication-one drug with and one
without college) to avoid




Playing the Media

“Opschudding in Nederland”

dinsdag 18 september 2012

“Mensen bij wie de ziekte van Pompe of de ziekte van Fabry wordt ontdekt krijgen hun dure
medicijnen niet meer vergoed. Patiénten die de middelen al gebruiken houden voorlopig hun
vergoeding. Dat is de strekking van een nieuw conceptadvies van het College voor Zorgverzekeringen”

'Medicijnen effectief maar z6 duur dat ze niet meer vergoed kunnen
worden’

Fabrikant: “medicijn Pompe en Fabry niet te duur”

Result: as well old as new patients with Pompe and Fabry get their treatment
reimbursed but not anymore via the regular assurance system . A specific
reimbursement system comes in place (21-9-2012)



Unmet Medical Need

Belg. Staatsblad / Moniteur Belge 25/2/2014
Early treatment acces/early treatment reimbursement

File can be initiated by a pharmaceutical company or the
governement for innovative therapies in serious conditions. In case
registration is aimed for but when registration is not yet achieved and
by that also not yet a reimbursement file available

Parallel role of FAGG/AFMPS and RIZIV//RIZIV
New task for the “College van Geneesheren-directeurs”

New advisory board preparing files and advising the “College van
Geneesheren-directeurs”

Every year a list of possible indications is determined and a priority
system is developped.

Leading to Temporary and Conditional Financial Compensation

Recently Dec 2016 First 2 Files approved
20.000 Euro/file and 2500 Euro/patient/year



Early temporary reimbursement

Unmet Medical Needs: how?

Requlatory framework :
Compassionate Use/Medical Need Programs

(Early Temporary Access) Royal Decree April 25, 2014

Financing:

Early: request possible max 6 months before MA application
Temporary: max 4 years, poss. extended

Reimbursement: partial health insurance funding

Unmet Need currently still importantly influenced by the
research pipe line from pharmaceutical companies.

Definite need to start from patient and societal needs!



Let’s Work Together !



