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Pharmaceutical policy in Italy

Main aspects

*Unique drugs agency at the central level (AlIFA)
*Drugs budget (retail and hospital)

*Regionalisation (Regions have been laso increasing their
regulatory power on drugs)

*EXx factory prices and reimbursement simultaneously
negotiated: innovativeness (therapeutic target, available
treatments, added value), prices in other countries, impact
on drugs budget are the main criteria



Pharmaceutical policy in Italy

Main aspects

*AlFA prefers to acting on price than on reimbursement
(most of drugs with MA is approved by AlFA)

«Conditional reimbursement / prices have been introduced
since 2006 (14 molecules and 15 agreements have been
signed so far)



Debate on HTA (Economic evaluation)

sIndustry is invited to present a pharmacoeconomic dossier for innovative
and orphan drug, but dossier has been neglected by AIFA

*AlFA does not perform economic evaluation: an HTA unit has been
recently introduced

«Some regions have implemented their own HTA programmes

Many regional and local drug committees advocate a major use of
cost/effectiveness at the central / regional / local levels (but in practice
they use cost per DDD / therapeutic cycle to define local formularies,
organise public tender and govern prescribing behaviour)

*The Italian Association of Health Economics (AIES) has recently
(http://www.aiesweb.it/) issued guidelines for economic evaluation
studies, addressed to regulatory authorities



Market access In ltaly

The process :

(AIFA®, Price-Reimb Assessment o
Committee) (Innovativeness) (AIFA’ Scientific
Reimbursement / Pricing Committee)

v

Cost-sharing, Therapeutic reference pricing
(not allowed since 2008), Guidelines and
other actions on prescribing behaviour

Regional and local (incluo!ing pr_esc_ript?on targets), Actior_ls on
health authorities reps, Direct dl_strlbutlon of drugs*, Regional /
local formularies, Procurement managed by

hospitals’ networks, Procurement based upon
therapeutic equivalence (cost per DDD),
Regional budget for cancer drugs

v

°Agenzia Italiana del Farmaco. The two committees i nclude regional experts

* Direct Distribution (DD) stands for distribution of drugs by hospitals not used in hospital settings - by health

authorities (most of these drugs are classified as A — Retail — but are included into a DD National List — pdssibly
modified by Regions — named PHT)



o _ _ EMEA
Conditional price / reimbursement (Assessment)

The process :

(AIFA, Price-Reimb Committee)—— Assessment  (AIFA, Scientific

Committee)
| (AIFA, Cancer
Committee)
Reimbursement / -~ Conditional reimbursement
Ex factory Price agreement
1 1
Industry
Industry

Prices are published
Publication on the
Gazzetta Ufficiale



Conditional price / reimbursement

Which kind of agreements?

«Cost-sharing for the first treatment cycles / months

*Risk-sharing: 50% of the price is reimbursed by the industry for non-
responders

*Payment for performance: 100% of the price is reimbursed by the industry
for non-responders



Conditional price / reimbursement

Present agreements

Molecule

Erlatinib

Sunitinib

Sorafenib

Dasatinib

Milotinib

Bevacizumah

Indication
Advanced metastatic NSCLC W+

Advanced gastrointestinal stromal
turmar (1l Line)

Advanced afo metastatic RHenal
Cancer

Advanced renal cell carcinama (Il
Line]

Liver cancer

Chronic Mieloid Leukemia (Il Line)
Acute lymphoblastic leukemia

Philadelphia chromosame-
positive chronic mieloid leukermnia

Metastatic colon rectal cancer

Metastatic breast cancer

Advanced, metastatic, inoperable
non-sgquamous NICLC
Advanced afo metastatic Henal
Cancer

Date
July 2006

Maovember 2006
Movermber 2006
June 2005
Mlay 2007

August 2008

June 20038

Type

Cost sharing

Cost sharing

Cost sharing

Fayment by
result
Fayment by
result
Paymente by
result

Cost sharing
{ Risk-sharing

Agreemeent
S0%, 2 first months and 2 first
therapeutic cycles

S0%, 3 first months and 3 first
therapeutic cycles

S0%, 3 first months and 3 first
therapeutic cycles

After 2 months, full price for non
responders

Full price, after 1 months, if no evidence
of cytogenetic response progressiaon
Full price, after 1 months for non
respanders

50% of the price after B treatment weeks
For responders: full price after 15 cycles
M0fmyg per Ky each 2 weeks) ar 11
cycles (15 mg per kg each 3 weeks)

Discount

3.4%

7

7.1%



Conditional price / reimbursement

Present agreements

Molecule

Lenalidomide
Temsirolimus
Fanitumumah
Trabectedina

Lapatinib

Cetuximah

Bortezomib

Talidomide

Permetrexed

Melarabina

Date
February 2008

Indication
hultiple mielama (Il Ling)

Advanced renal cell carcinoma,
with at least three risk factors
hetastatic colon rectal cancer (Il
Line), EGRF, wild-type KRAS
Advanced soft tissue sarcome (Il
Line)

Advanced or metastatic cancer

Dctober 2003
January 2004

January 20049

drugs (HER2+) May 2009
Metastatic calon rectal cancer (Il
Ling), EGRF+, wild-type KRAS (1 2*® 2003
Advanced squamous head
Carcinama
kAultiple mielama (Il Ling)

July 2009

Advanced multiple mielama,
already suhjetc to bone

Multiple mieloma (B5)

Mon operable malignant
mesotelioma

Advanced or metastatic,
inoperable non-squamous MSCLC
T-All cella Acute lymphoblastic
leukemia

T-Lbl cell lymphoblastic lynforma
(Il Line)

Type
Cost sharing

Fayment by
result

Fisk sharing

Fayment by
result
Fayment by
result

Fisk sharing

Cost sharing

Agreemeent
S0%, 2 first therapeutic cycles

Full price after 2 manths for nan
responders

S0% after 2 months for non responders

Full price after 4 therapeutic cycles for
non responders

Full price after 2 therapeutic cycles (B
weeks) for non responders

S0% after 2 months for non responders

S0% far the first cycle (B weeks of
treatment)

Discount

2%

10%

5%

14. 2%

2%

19%

0%



Conditional price / reimbursement
Which impact?*

Molecule Years Indication Agreement Patients * non Savings
responders
- ) Advanced metastatic ) , a a
Erlotinib 2007 - 2005 NECLE M+ Cost-sharing 52 519% 20 5%
Advanced "E””E! cell Cost-sharing 0 £3.3% 34 6%
Sorafenib on07-(zongy  GArcinoma (il Line)
Liver cancer Fayment by result 44 T2 7% 45 9%
Sunitinib on07-(zopgy  Advanced alo metastatic o b oring 33 35 9% 22.1%
Fenal Cancer
Bevacizumab  2005-(2009) Metastatic colon rectal  Cost-sharing / Risk 144 41 7% 21 5%

cancer sharing

* Veneto Region (4.8 million inhabitants). National data (Aifa) are not available 10



Drug monitoring registry
Anti-cancer drugs registry (Aifa, 2006)

. Registro farmaci oncologici sottoposti a monitoraggio

W Atriance % Sutont
» Avastin W Tarceva
W Erbitux W Tasigna
# Hercoptin adiuvante # Torisel
® Nexavar % Voctibix
# Revlimid # Yondelis
# Sprycel ® Zavalin

# Revlimid - loggo 648/96

. Arruolamento chiuso (solo aggiornamento dati):

# Eloxatin adiuvante # Foscan
# Emend # Gliadel
# Faslodex % Keopivance

# Herceptin - loggo 648/96

Con specifiche Determinazioni dell'AIFA pubblicate in varie
Gazzette Ufficiali, \"utilizzo di alcuni farmaci oncologici richiede
la compilazione di schede di raccolta dati al fine di garantire
l'appropriatezza d"uso degli stessi.

AIOM e S5IFO supportano tale iniziativa e invitano 1 rispettivi

soci ad adoperarsi affinché la raccolta delle schede sia fatta al

meglio e per il tempo necessario, allo scopo di consentire da una parte la
verifica dell'appropriato uso di questi farmaci e dall’altra di produrre dati
sul loro uso nella pratica clinica, che potranno in alcuni casi essere

utili ad integrare le conoscenze emerse dalle spenmentazioni condotte

a fini registrativi. Inoltre, la realizzazione da parte di AIFA di un sistema
informatico semplice ed efficace, oltre che ridurre al mimimo l'impegno
richiesto per la compilazione delle schede costituisce elemento per

una fattiva collaborazione tra Istituzioni e Societa Scientifiche.

Tale collaborazione va vista con grande interesse, in un periodo in cui

& mecessario individuare le soluzioni che aivtine a trattare gli

ammalati di cancro sempre al meglio.
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Other drug monitoring reqistry

Farmaci sottoposti a monitoraggio

Programmi generali:
. Farmaci antinooplastici
@ Farmaci orfani
. Farmaci per la psoriasi
@ Farmaci anti HIV
@ Farmaci antidiabetici
’ Farmaci cardiovascolari

¥ Farmaci oftalmici NEW

Progetti specifici:
& Tysabri
@ ADHD
& Xolair NEW
W Xagrid
& Xigris

"Comunicato emergenza sisma":
leggi comunicate in PDF - leggi comunicato in HTML

Con il Registro dei farmaci a monitoraggio l'agenzia Italiana

del Farmaco AIFA, intende mettere a disposizione degli operatori sanitari

un punto di accesso unificato ai progetti di monitoraggio che sono

richiesti, laddove necessario, a complemento delle determinazioni di immissione in
commercio delle singole specialita medicinali (in luogo delle precedenti schede

di rilevazione dati cartacee).

Il Registro unificato intende porsi come strumento innovative di comunicazione

con ["Autorita regolatoria, per una efficace semplificazione degli iter burocratici
richiesti dalle procedure e per l'avvio di un processo virtuoso in grado di supportare
una sempre migliore pratica clinica a tutela del paziente.
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Drug monitoring registry

Which data?
Cause di fine trattamento
Farmaci M. Pazienti Fine del Progressione | Morte | Tossicita | Altro
oncologici | Pazient in con fine trattamento
trattamento* trattamento | per dedsione
(% su trattati) clinica

AVASTIN® 1967 481 (24.5) a8 241 26 53| 63
(27/03/2008)
ELOXATINE 2818 1127 (40.0) GE3 44 5 2949 ag
(27/03/2008)
EREITLIXE 1711 714 (41.7) 53 525 43 52 141
(27/03/2008)
FASLODEX® 2853 778 (27 .3) 4 G54 G 16 38
(27/03/20086)
FOSCAN® 22 4(18.1) 0 2 2 ol o
(27/03/2008)
GLIADEL® 130 £4 (33.8) 27 3 4 0 10
(27/03/2008)
ZEVALINE 184 5127.7) a7 0 0 0 4
(27/03/20086)
TARCEVA® 3338 1040 (21.2) 5 &03 265 73 94
(02/08/2006)
HERCEFTIN® 2156 144 (6.7) 78 14 ] 38 13
(2711 0/72008)
NEXAVAR® BE2 128 (19.3) 0 55 21 31 21
(211 2/2008)
SUTENT® 797 117 (14.7) 0 a1 28 23 25
(2171 202006)
SPRYCEL® 172 5(2.9 1 0 3 0 1
il Source: Aifa, 2008 13




Conditional price / reimbursement
Which problems

*Not easy to detect non-responders
*Transparency (agreements are not published)
Difficult to manage at the local level

Is homogeneously applied?

How agreements (cost-sharing, risk-sharing, payment by result)
are chosen?
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