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" Ttalian Health Care System

The National Healthcare System SSN (Servizio Sanitario Nazionale) provides
healthcare coverage to the Italian population. Although it is under the
responsibility of the Ministry of Health, the system is decentralized resulting
in three levels:

National level: The Ministry of Health formulates every three years a
healthcare plan PSN (Piano Sanitario Nazionale) that determines healthcare
policies.

Regional level: Twenty regions implement the PSN with their own resources
and can adjust to region-specific needs. As a consequence, geographic
disparity in terms of healthcare access or the level of co-payments exists.
Local level: Local health units ASL (Azienda Sanitaria Locale) provide the
health care services — e.g. primary medical services, coordination of all non-
emergency admissions to public hospitals.

'—’C‘,‘Z % ‘. y n//%}m

AlFA




L=/\Y

L PP s

"UoI}eN|eAd
|euly B J0j SJ03I241Q JO pJeog 3yl 03 pajlwgns aJe uolejosau ayj Jo }nsal 'y
‘aunpasoud uoljenodau
2y3 10} Auedwod |eaiznadewJdeyd ayj S192W UBY) puUe JIISSOP Y] SI1BN|BAd HdD '€
‘suoljen|eaa a13nadesayl-|eaiuld
03 8uipJ022e UOI}PUOI JUBWSINGWIRJ Y3 Suluiaou0d Juawdpn( syl sapinoad §17  °¢
V41V 01 J3Issop ay3 Suiiwgns
AqQ @inpadoad jusawasinqwial pue 3upid ayy 104 saldde Auedwod [eanynalsewseyd T
:SMO||0} SE pazIJBWWNS 3q UBD YdIYyMm ‘sa8e)s Jnoy ul $1n220 ssa20.d
jJusawasinquias pue gupud 3yl ‘6007 42903120 JO uole|nday V4|V Mau 3yl 03 Sulpioddy
"UOIJBAOUUI JO |[9AD] ®

‘9|ge|ieAe aJie suolldo Juawileal) JAYljo UBYM Ol1B] SSBUDAINIDYD/IS0D e | \,:k
e}] ul asn
‘uoleaipul a13nadesayl dWes ayy Yum saupipaw 03 paiedwod ol1el ysii/yjauaq e mm,___u__oms_ e

‘SSAUIAIRYD Hoday |euoneN
Je|lwis YyMm Sauppipaw Jo 3503 3y} 01 paJsedwod Aep 4ad juawieat) JO 31S0D e
‘S91UNod N3 Jayjo Ul sadd e
‘SHN Y1 uo 1oedwi JIWOU0ID e
:(8uluue|d 21wWOUOI3 10} BIJHWWOD [B1IBISIUIWIBIU|
‘auoizowiwpnibold pf 4ad 3|DLIISIUIWISIUl O0IDIWO) -Id[D) TOOC 4O € 'U UOIIN|OSAY
3d1D @Y1 Agq paulap 9soy) aJe junodde ojul ujey siaRweded ayl ‘suonenosdau 3ulng
"Ajuo saunpadsoud ueadoun3i Japun panosdde sauipaw 10} paydope Ajsnoinaud eluaild pue
spoylow 3uimo||o} ‘saiuedwod |eaipnadewleyd pue 4|y uaamiaq a.npadosd uoiyejodau
ysnouy: 33s ale SHN 3yl Aq pasinquial saupipaw |e jo sadud ‘p00z ‘T Adenuer aduls




Strategy based on simple principles

How to achieve better outcomes and control the cost curves? What is the
cut-off to be considered between therapeutic utility of a new medicine
and its costs?

Reimbursement is the only field for actions: it is here that national
regulatory agencies may intervene

An innovative drug should be reimbursed only if effective

The welfare systems cannot take anymore responsibility for the failures in

front of such high costs

Identification of responders patients in order to ensure an effective

therapy against the poor prediction of clinical response at the time of recruitment
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Xoxi et al. The Italian post-marketing registries

T Are telematic tools
et o et st . e St T @National level
placed in the early phases after MA

in some cases for the ‘authorized’ off-label* use
designed to collect RWD
safety, effectiveness & to apply the MEAs

(*) 648/96 Law: that enables the NSH deliver
temporarily when there’s no valid therapeutic option
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(R)Evolution

Y 2006 Y 2013
Version 1.0 Version 2.0
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Farmaci sottoposti a monitoraggio = = - - - =
B o niiseneai Registri Farmaci sottoposti a Monitoraggio
. Farmaci antineoplastici e ——

. Farmaci orfani

. Farmaci per la psoriasi Inserisci password: [-mm-r
. Con il Registro dei farmaci a monitoraggio U'agenzia Italiana — [
@ Farmaci anti HIV del Farmaco AIFA, intende mettere a disposizione degli operatori sanitari accedi
@ Farmact antipsicotic un punto di accesso unificato ai progetti di monitorageio che sono
richiesti, laddove necessario, a complemento delle determinazioni di immissiane in L— e o sel gegstisto)dica Ul

i antidiabetici commercio delle singole specialita medicinali (in luogo delle precedenti schede - > 3 :
. Eariachaptdiabatict e f di E,ﬂmmf.e dati cartacee). Per effettuare il cambio password clicca qui

.Farmnci cardiovascolari Per effettuare il reset password clicca qui

1L Registro unificato intende porsi come strumento innovativo di comunicazione
con I"Autorita regolatoria, per una efficace semplificazione degli iter burocratici =
Progetti specifici: richiesti dalle procedure e per 'avvio di un processo virtuoso in grado di supportare ——— -

una sempre migliore pratica clinica a tutela del paziente. e 7 5 o e T = o o = ,
Novita! A partire dal 1 aprile 2014, é disponibile la nuova funzionalita che consente ad ogni medico e/o farmacista, in completa

# Tysabri S : : o - : ; »
autonomia, di modificare o cancellare i dati del singolo trattamento, solo se riferito all'ultimo evento del monitoraggio censito a
% ADHD sistema (ultima scheda inserita). Per maggiori dettagli si rimanda al comunicato ed al manuale utente. La funzione si aggiunge a
@ Xolair quelle rilasciate il 5 febbraio 2014 che consentono a ciascun medico di effettuare la modifica dei dati anagrafici dei pazienti e di
cancellare I'intero trattamento. 3]
@ Xagrid
# Xigris p A partire dal 16 gennaio 2013, ¢ attivo il nuovo sistema di monitoraggio web per le specialita medicinali gia sottoposte a

monitoraggio all'interna della piattaforma AIFA precedentemente utilizzata.

Per visualizzare la lista aggiornata dei Registri pubblicati nella nuova piattaforma si prega di consultare le pagine dedicate ai
i Reqistri Farmaci sottoposti a Monitoraggio nel portale istituzionale dell'AIFA.

State effettuando I'accesso ai sistemi informatici dell'Agenzia Italiana del Farmaco. L'accesso & consentito ai soli autorizzati; al fine
)| di effettuare i necessari controlli, ogni attivita sui sistemi sara tracciata in appositi file di registrazione. L'accesso non autorizzato &
_‘/ punibile ai sensi dell'art. 615 ter del codice penale.

Law n. 135/2012
Law Decree 19/06/2015




Users’ Network

Local Health Unit

(1st level)
Local Health Unit
(2 |evel)
BRI e (Y
Region Region
HospitaI Or Locg| Unit Hosnita| or Locy| Unit
Department MEA > "o TPha.

Physician Pharma Company




® Drug-product Registry
(DPR)

® Drug-product
Registry/therapeutic
area (DPR-TA)

Therapeutic or
prescription plan (PT)

Figures
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Treatment record iis the last day of cycle DP1DD1 |

I br10D1

DP2-A’
DP2 DP2-A
v v DP2DD2-A’
B Gr20D2-A

All fields are mandatory
Fup controls: temporally range




Ferrario & Kanavos (2013)

Objective

v

Financial schemes

v

Performance-based agreements

Cap on number of doses/total
cost reimbursed per patient
after which the manufacturer

assumes the cost

Discount if drug is
not effective or
less effective than
expected

et TothT cost |

= ' T H 0 v 0] 0
'3 Total cost | (BRATSREE fex [ Utilisation in the ‘ Evidence regarding
= for all palient | § real life decision uncertainty
= patients _{

1 v [
H Patient/dose i ; development
h=mit—-a e
s _ . Combination
£ ! ; : Patient

N voiume | o[ viation/price | of financial i | "
capping 5 and : patient registry
. performance =
. elements | | ierumens .
> g , Treatment interruption if drug
Initial discount Discount, reimbursement ; Reimbursement if drug is not effecie aceonding ko

% | | onal doses or Sl hane LI i | is not effective pre-established targets
= free initial doses agreed spending/volume :
= threshold is reached
E Reassessment which may

lead to price change,
conclusion of new
agreements, or new
reimbursement decision

'—’C‘,‘Z % ._9: A n// %}W

AlFA




[talian management in red = #Registries

u Financial-based
arrangements (FBA)

m Performance-based risk
sharing arrangements
(PBRSA)

= Mix (FBA and/or
PBRSA)

m Appropriateness
control (use)

R
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AIFA Registries & value based price

1. Even if cost-effectiveness analysis did provide a reliable
way forward, there is still a budgetary problem to be
considered (Bach, NV Eng/ J Med 2015).

2. Specific MEA for each therapeutic indication (Bach, Jama
2014) ‘when costs are essentially the same but benefit
differs widely, value is not the same’ = crude metric of
value: cost per Y of life gained

3. The economic effect will reflect the actual effectiveness
and the costs will be lower in indications with a high
number of non-responders
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200 -
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I Reassessment which may lead to price change, conclusion of
new agreements, or new reimbursement decision

B Treatment interruption if drug is not effective according to
pre-established targets

W Discount if drug is not effective or less effective than
expected

B Reimbursement if drug is not effective

m Cap on number of doses/total cost reimbursed per patient
after which the manufacturer assumes the cost

B Discount reimbursement or free doses after the agreed
spending/volume threshold is reached

M Initial discount on all doses or free initial doses

i B ,I,l,lrl,l,I,_,
PT BE LT ML SE c7 EM CY

MT

Notes: BE: Belgium, CY: Cyprus, CZ: Czech Republic, EN: England, IT: Italy, LT: Lithuania, MT: Malta, NL:

Netherlands, PT: Portugal, SE: Sweden

Ferrario & Kanavos (2013)



Methodology in cancer area
Responders it drug
W o pweww <+ 1. Tumor progression
e oo BESE 2. Dropouts due to side effects
e i (discontinuation of treatment)
0 ¢ 3. Patient death
pproprateness  Payment

mPFS of KM: tempo di follow-up calcolato sulla mediana della PFS
della curva di Kaplan-Meier nel gruppo di controllo

Kaplan-Meier curves

Time of mPFS in the control group, which expresses the
incremental effect of PFS of the new drug compared to control.
This value is weighted for the duration of the treatment, on the
basis of TToT curve of KM curves.




— . Pharmaceutical
“ Pharmacist _ Company

valid orders

l

- Cost Sharing, special discount applied to the initial cycles of therapy for all
eligible patients

- Risk Sharing, special discount applied to the initial cycles for non-
responder patients after re-evaluation

- Payment by Results, total refund applied to the initial cycles for non-
responder patients after re-evaluation

@ Inclusion criteria - appropriateness: for all registries!
@ Continuation treatment: generally for all registries

@ Definition of non responders: only for outcome-based
@
®

Follow up timing: generally for all registries
Reimbursement rate: is specific for each registries with MEA
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*ﬂl5ayback flow

refundable (RR) Pharma company

H Treatment Reimbursement Request Evaluation of RR by

Dynami 1%
evgl a t'lcn Treatments for the same
uatio register for a specific |f|:'|:|
Treatment not pharmacy
refundable
_ Evaluation of PP by Proposal for payback
* Data Analysis public Pharmacy (PP)

e Other conditions.,

€
The value cashed in 2015 is about €353.9mIn




MEASs in reimbursement and Innovation

TESTO COORDINATO DEL DECRETO-LEGGE 19 giugno 2015, n. 78

Testo del decreto-legge 19 giugno 2015, n. 78 (in Supplemento
ordinario n. 32/L alla Gazzetta Ufficiale - serie generale - n. 140
del 19 giugno 2015 ), coordinato con la legge di conversione 6 agosto
2015 , n. 125 (in questo stesso Supplemento ordinario alla pag. 1),
recante: «Disposizioni urgenti in materia di enti territoriali.
Disposizioni per garantire la continuita' dei dispositivi ai
sicurezza e di controllo del territorio. Razionalizzazione delle
spese del Servizio sanitario nazionale nonche' norme in materia di
rifiuti e di emissioni industriali. ». (15A06371)

(GU n.188 del 14-8-2015 - Suppl. Ordinario n. 49)

Vigente al: 14-8-2015

11. All'articolo 48 del decreto-legge 30 settembre 2003, n. 269,
convertito, con modificaziori, dalla legge 24 novembre 2003, n. 326
e successive medificazioni, dopo il comma 33 sono inseriti i
sequenti:

33-ter. Al fine di ridurre il prezzo di rimborso da parte del
Servizio  sanitario nazionale  dei medicinali soggetti a
rimborsabilita' condizionata nell'ambito dei registri di monitoraggio
presso l'Agenzia, i cui benefici rilevati, decorsi due anni dal
rilascio dell'autorizzazione all'immissione in commercio, siano
risultati inferiori rispetto a cquelli individuati nell'ambito
dell'accorcdo negoziale, 1'Agenzia medesima avvia una nuova procedura
di contrattazione con il titolare dell'autorizzazione ir commercio ai
sensi del comma 33.».
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National Market Authorisation

Web monitoring by registry (timing)

If the benefits obtained are lower than

those expected, AIFA must initiate a

process of

with MAH




37.892 Treatments
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1. AIFA established the National HCV Technical Board

2. Stimulate the activation of the compassionate use (D.M. 08/05/2003)
to try to manage in a timely manner the definition of price and
reimbursement

3. Made available an Algorithm to support the prescription

4. Developed with priority the Registries of these therapies

5. Support to the Ministry of Health in the development of standards that
would guarantee the financing of new innovative medicines & in the

A technical definition of the decree provided for in the 2015 Stability Law
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DAAs Treatments/ Criterion & Regional mosaic

N° TRATTAMENTI Frequenza di Trattamento - Regione e DIM_CRIT_CRITERIO

26.834
Criterio -|
Criterio2 -
Criterio3
Criterio4
Criterio5
Criterio6
Criterio? -{

AERUZZO CALABRIA EMILIA ROMAGNA \ MOLISE PROV AUTON BOLZANO PUGLIA VENETO
BASILICATA CANPANIA FRIULI VENEZIA G\UL\A LIGU RIA MARCH E PIEMONTE PROV. AUTON. TRENTO SARDEGNA TOSCANA VALLE DAOSTA

M Trattamento - Regione

10000 -1 . - - oo oo-oo-o-oe-ooe-

¢ Fequenza T _ TT——

T
7679 10 26435 5266,0

M DIM_CRIT_CRITERIO

233 145

[}
Criterio1 Criterio4 Criterio3 Criterio2 Criterio7 Criterio5 Criteriof
CRITERIO
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ER2+ to DAAs to PDL1 to ..

Cumulative Trend

2005 <005 <007 <008 <009 <015 <2017 2015 <013 <014 <015

= )Utcome-based
= Financial-based
==_ombination of both
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A strengthened scientific dialogue
Drug evaluation becomes a continuum

e Academia & Industry
e Regulators & Payers &

Therapeutic HTA bodies
Area e RCTs: B/R
Disease e RWD: P&R AND MEAs
approach  DBs AND
Interoperability

e Patients




Conclusions

1) MEAs’ mechanisms are intended to share costs &
responsibility with all the stakeholders.

@ As main result of this approach to appropriateness in
prescribing, it turns easy to use new drugs with a better
level of confidence, to obtain early drug activity indicators
and to better manage the expenditure controls.

@ Creating synergies with existing initiatives as the EU
initiatives on Registries and the EMA’s proposal of
introducing a system of Progressive Patient schemes &
post-marketing studies (PAES, PASS)
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Entela Xoxi

e.xoxi@aifa.qgov.it

#AIFARegistries Co-ordinator
www.aifa.gov.it

Reality is what we take
to be true. What we
take to be true is what
we believe. .. What we
believe determines what
we take to be true.


mailto:e.xoxi@aifa.gov.it
http://www.aifa.gov.it
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