PLATAFORMA

MALALTIES MINORITARIES @ Sant Pau

1 11 11 Fundacié Doctor Robert
UAB

Casos especiales del Informe
de Posicionamiento
Terapéutico

Josep Torrent-Farnell
Hospital de Sant Pau (Barcelona)
Miembro Comité de Productos Medicinales Huérfanos (COMP) de la Agencia Europea
del Medicamento (EMA)

Universidad Internacional Menendez Pelayo
2 de Julio 2013
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El paradigma de la rareza

Enfermedades raras o minoritarias
(prevalencia <5/10.000)

Enfermedades comunes o
convencionales

Voz pacientes
Invisibilidad social

N2 Condiciones
Desconocimiento
Gravedad / Cronicidad
Complejidad / Incerteza
Guias / Protocolos

Disponibilidad
tratamientos

Tamano mercado

Interés sector industrial
Ensayo clinico

Uso compasivo

Motor cambio / imprescindible
Alta y frecuente

Hasta 7000

Alto / Muy alto

Siempre

Siempre alta

Ausentes o limitados

Ninguno o limitado (78)

Pequefio (24.000 pacientes / ES)
(250.000 / UE)

Bajo retorno econémico
Dificil J, n? pacientes

Necesario ™M1

(prevalencia >5/10.000)
Complementaria

Menos frecuente
~30.000

Variable

Variable

Variable

Frecuentes

>10.000

Grande

Alto retorno
Facil I n2 pacientes

Variable ™M




Una accion coordinada

DG SANCO Designacion y autorizacion
medicamentos huérfanos), EUCERD (Politicas de salud e
investigacion; EUROPLAN)

DG RESEARCH: IRDiRC (Consorcio internacional de
investigacion)

del SNS. Ministerio de Sanidad y AEMPS
Coordinacion Estrategia Nacional EERR

* 4 Kk
BB Fijacion del precio y condiciones de reembolso a cargo

m== Planificacion asistencia integral EERR y financiacion de
. las intervenciones sanitarias y terapéuticas
(medicamentos huérfanos)

- - Educacion para la salud y formacion de profesionales



Criterios para la designacion de
medicamentos huérfanos

Rareza / Retorno de la inversion

Condicion médica que afecta a no mas de 5 personas cada 10.000
personas en la UE, o

Sin incentivos es improbable que la comercializacién del medicamento
genere suficiente retorno que justifigue la inversidon necesaria

Gravedad

Amenazante para la vida o cronicamente debilitante
Tratamientos alternativos autorizados

No existen tratamientos para la condicion, o

Existiendo tratamientos para la condicion, el producto presenta
beneficios significativos (“significant benefit”)




“Significant benefit”

Definicion:
“Wentaja clinicamente relevante o una contribuciéon mayor en la atencion
al paciente”

* Basado en hipotesis en el momento de la designacion huérfana

e “Significant benefit” debe ser confirmada previamente a la concesion de
la autorizacion de comercializacion para mantener el estatus de
medicamento huérfano

» Normalmente :
» Superioridad en la eficacia
» Mecanismo de accidn diferente
» Perfil de seguridad complementario
>

Contribucidn al cuidado al paciente: posologia, via administracion...




mm Procedimiento regulatorio

Orphan designation Significant Agencias
(EMA/COMP) benefit review e§t§t8|§5/
(EMA/COMP) Ministerios:
fijacion de precio
ﬁ . @ . y rembolso a
Marketing Autorizacion cargo SNS
authorization de
application comercializacidn CCAA/Hospitales:
ﬁ (EMA/CHMP) UE financiacion de los
medicamentos y
Scientific advice / politicas de
Protocol assistance acceso a
(EMA/SAWP/ medieamentos
CHMP/COMP) huérfanos




PROGRESIVE EVIDENCE

CHMP
COMP :
evidence
plausible
assumption

(Dream-
Works) hypothesis

idea

V



COMP and CHMP roles

Evidence of
Judgement of positive
Medical Benefit-Risk
~Plausibility Prot.
ASSiSt ...00000000000000000"°
..0'. Evidence of
Significan
Benefit
COMP: Scientific CHMP: Marketing Authorisation

Orphan Advice WP

+s Designation: COMP: Orphan Designation



Evolution Orphan designation in the EU
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Number of orphan drugs in Europe with European orphan
designation and European marketing authorisation by date of MA
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Informes Periodicos de Orphanet - Listado de medicamentos huérfanos in Europa. Octubre 2012
- http://www.ompha.net/orphacom/cahiers/docs/ES/listado_de_medicamentos_huerfanos_in_Europa.pdf -



mm Marketing authorisations

Positive Ongoing Variations / line Negative
w applications in extensions in outcomes for
opinions: . .
review process review process orphan MAA
( N
79 granted to date 24 appllcanons in 3 apphcahons in | 56 a.ppl|cat|ons
review process review process withdrawn
\, J
( N
| 10 negative
decisions/refusals
\, J




A- ALIMENTARY TRACT C- CARDIOVASCULAR
AND METABOLISM SYSTEM

ALDURAZYME FIRAZYR
CARBAGLU GLYBERA
CYSTADANE PEDEA
ELAPRASE TRACLEER
FABRAZYME VOLIBRIS
KUVAN G- GENITO URINARY
SYSTEM AND SEX
MYOZYME HORMONES
NAGLAZYME REVATIO
ORFADIN H- SYSTEMIC HORMONAL
REPLAGAL PREPARATIONS, EXCL,
SEX HORMONES AND
REVESTIVE INSULINS
VPRIV INCRELEX
WILZIN PLENADREN
ZAVESCA SIGNIFOR
B- BLOOD AND BLOOD SOMAVERT
FORMING ORGANS
J- GENERAL
NOVOTHIRTEEN ANTIINFECTIVES FOR
NPLATE SYSTEMIC USE
VENTAVIS CAYSTON
TOBI PODHALER

L- ANTINEOPLASTIC AND

IMMUNOMODULATING
AGENTS

ARZERRA

ATRIANCE

BUSILVEX

CEPLENE

DACOGEN

ESBRIET

EVOLTRA

GLIOLAN

GLIVEC

JAKAVI

LITAK

LYSODREN

MEPACT

MOZOBIL

NEXAVAR

REVLIMID

SIKLOS

SOLIRIS

SPRYCEL

TASIGNA

TEPADINA

THALIDOMIDE
CELGENE

TORISEL
TRISENOX
VIDAZA
VOTUBIA
XAGRID

XALUPRINE (ex-MER-
CAPTOPURINE NOVA)

YONDELIS

N- NERVOUS SYSTEM
DIACOMIT
FIRDAPSE (ex-ZENAS)
INOVELON
PEYONA (ex-NYMUSA)
PRIALT
VYNDAQEL

R- RESPIRATORY SYSTEM
BRONCHITOL
KALYDECO

EXJADE
SAVENE

Informes Periddicos de Orphanet - Listado de medicamentos huérfanos in Europa. Octubre 2012

http://www.orpha.net/orphacom/cahiers/docs/ES/listado_de_medicamentos_huerfanos_in_Europa.pdf



Indicaciones terapéuticas huéerfanas
_ autorizadas

1. Farmacos con designacion huérfana de la EMA: designacion previa a la
autorizacion de comercializacion i revision positiva de la designacion
durante la autorizacion

2. Medicamentos huérfanos designados y autorizados que han perdido el
“status” de huérfano de la EMA por estrategia de la compafiia o por
decision negativa del COMP sobre el Significant benefit

3. Medicamentos destinados al tratamiento de enfermedades raras y
autorizados previamente a la entrada en vigor del reglamento europeo

4. Medicamentos para el tratamiento de enfermedades raras que no han
solicitado la designaciéon y han obtenido la autorizaciéon de
comercializacidn

Consultables en: “Listados de medicamentos huérfanos en Europa”
publicados por Orphanet (www.orpha.net)



http://www.orpha.net/

Dificultades en el acceso a
medicamentos huérfanos

Retraso en la disponibilidad de medicamentos ya autorizados
a nivel europeo

Relacidon coste/efectividad de algunos medicamentos
controvertida (alto coste, eficacia débil, valor anadido poco
claro)

Diferencias de criterio entre paises y entre comunidades
autonomas

Alto impacto presupuestario en el SNS (en relacién a
pacientes tratados)

Medicamentos y productos sanitarios no cubiertos por el SNS




The 11 most expensive medications

POSTED FEBRUARY 09, 2012, 5:00 AM
- P.J. Skerrett, Managing Editor, Harvard Health

At an out-of-pocket cost around 36 a pill
(about 52,000 a year), Plavix is a pricey drug.
But that's peanuts compared to the 3409500
price tag for a year's worth of Soliris, a drug
used to treat a rare blood disease known as
paroxysmal nocturnal hemoglobinuria. Forbes
magazine has called Solins the world's most
expensive drug.

In a recent post, the Medical Billing and
Coding blog listed the 11 most expensive medicines in America:

Soliris, $409,500 per year

Elaprase, $375,000 per year

Naglazyme, $365.000 per year . TOdOS ellos
Cinryze, 5350,000 per year |nd|cad<?s para el
ACTH, $300,000 for two course of treatment tratamiento de
Folotyn, $30.000 per month ER

Myozyme, $100.000 per year for children, $300,000 for adults
Arcalyst, $250,000 per year
Ceredase/Cerezyme, 5200000 per year

Fabrazyme, 5200,000 per year -
Aldurazyme, 5200,000



DOING SMARTER (3) — BEING LESS VISIBLE

Exemple 2: Financing patients’ access to
i Orphan Medicinal Products

“This was probably the most important financing measures in the 1% French
National Plan for Rare Diseases” Yann Le Cam

The financing of orphan drugs should not be on the hospital
pharmacist’s budget:

=  The cost of orphan drugs is a burden for the hospital pharmacist who has a
limited budget to mange

= |t raise unethical questions of deciding for which patients to pay drugs or not

= |tis a des-incentive for hospital to create RD CoE

The financing of orphan drugs should be on regional or national
budgeting:
= Solidarity of healthcare budget should pay for orphan drugs

=  Financing should come from national level or, at worst, regional level with a
national coordination — not county or hospital

-> This measure is recommended in EUROPLAN and in the EU Report of
Mechanisms for a Coordinated Access to Orphan Medicinal Products, approved
by all EU Members States in April 2013 e






mm Propuestas europeas de futuro

EUCERD (Politicas de intervencion en EERR y acceso a MMHH)

DG SANCO
— AL (Adaptive licensing) project

— CAVOMP (Clinical Added Value of Orphan Medicinal
Products)

— MoCA (Mechanism for coordinated access to orphan
medicinal products)

— Eunethta initiative

DG RESEARCH

— IMI (Innovative medicines initiative)

— IRDIRC (International Rare Diseases Consortium)



SCcope and basic principlies or the
CAVOD process

The CAVOD mechanism will contribute to make a bridge and develop a continuum
between pre-market authorization practices (clinical development) at EU level and

post-marketing authorizations practices at member state level:

Marketing Authorization (MA)
Pre-Marketing Authorization phases

. B Marketin l ientifi i ici
Pre-clinical Clinical . ‘g * ekl ent'.ﬂc Economlc Pr,' ding/ Product
h Trial Authorization evaluation evaluation Reimbur- —r
p ?es rials process T of HTA of HTA sement
\

|
COMP orphan designation CHMP positive opinion ~ COMP re-assessment designation (significant benefit)

Post-Marketing Authorization phases

b ——— e —

Pre-Marketinﬁ & Bost-MarketinE Authorizations’ Bhasés )

Sz . Marketin i ici
Pre-clinical \ Clinical sting CAVOD s, T / Product
h Trial Authorizatio 2 evaluation ~ Reimbur- (EiiriEh
P affs b process T mechanism of HTA sement
COMP orphan designation CHMP positive opinion COMP Marketing Authorizations(MA) at EC level and MS level
X re-assessment designation
(significant benefit)

The CAVOD mechanism should also help to bridge the gap between regulators and
HTA bodies

2011 Page 5 CAVOD Study Zll ErNST & YOUNG

© 2010 Property of Emst & Young Advisory — Confidential, in compliance with the principles stated in the “Disclaimers” Quah'{yln Everything We Do
This presentation, reserved for your internal use, is indissociable from the contextual elements used as a basis for its elaboration and from the spoken comments accompanying it




Assessment of

EMA / EUnetHTA
coordination

Criterion of 0
Significant S|gn|f|cz'mt
Benefit Benefit
Orphan Significant T+.T
Designation Benefit COMP (time depgnéing on the
COMP 5 - evidence
, Protocol CHMP Opinion EC Marketing generation plan)
i Assistance T, Authorisation
1 T, + 90 days !
! : L o 5 f Timepoint 4:
__Tmepoint 1: . { Timepoint 2: i | Updatedpcore HTA
Scientific advice through ‘Compilation report & Timepoint 3: | information

evidence generation plari For follow-up of the

_ _ for the (relative)
evidence generation plan effectiveness assessmer

Tim

Information exchange and

A%

D —
<

Early Dialogue defining the evidence generation plan Evidence generation Assessment
+  EMA
* EMA ¢ EMA . EUnetHTA/ payers ® EUI’]etHTA/ payerS
* EUnetHTA/ payers * EUnetHTA / payers «  MAH +  EMA
¢ Spqnsor . Sponsor . Centres of Expertise (CE) & . MAH
* Patients . Pati & . hvsici European Reference Networks «  Patients & CEs/ERNs
. Experts atients & treating physicians (ERN)
* Could be * Could be implemented already * Could be implemented * Adapted
implemented already methodological
already tools for OMPs to

be developed



EUCERD

European Union Committee
of Experts on Rare Diseases

Process on Corporate Social Responsibility
in the Field of Pharmaceuticals
Platform on Access to Medicines in Europe

Working Group on Mechanism of Coordinated
Access to Orphan Medicinal
Products (MoCA - OMP)

FINAL REPORT

17th April 2013



http://www.eucerd.eu/

Clinical Pharmacology
—_ | &Therapeutics

Adaptive Licensing: Taking the Next Step
in the Evolution of Drug approval Open

H-G Eichlerl2, K Oye234, L G BairdZ, E Abadie2, J Brown%, C L Drum2, J Ferguson’,
S Garnerg2, P Honigt?, M Hukkelhovenii, J C W Limi2, R Limi3, M M Lumpkini4,
G Neill2, B O'Rourkel®é, E PezallalZ, D Shodai8, V Seyfert-Margolisi4, E V Sigali2,

J SobotkaZ2?, D TaniZ, T F Ungerl® and G Hirsch?2

Clinical Pharmacology & Therapeutics (2012); 91 3, 426-437.
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El reto de buscar terapias para enfermedades raras es un
largo camino que requiere mas colaboracion y sinergias

Dlalogo / Cooperac:on / Transparencia
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