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Disclosure

| hereby declare that | have neither financial nor non-
financial relationships related to any of the products
or services described, reviewed, evaluated or
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Healthcare governance in Italy Y
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Delivering healthcare (HC) is delegated to the 21 Regions “ -
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1Source: Osservatorio sui Conti Pubblici Italiani. Available at: https://osservatoriocpi.unicatt.it last access 30 April 2023
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Principles and social values of the Italian
donation system
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The Italian Blood System: strategic goals — 1/2
Law 219, 21st October 2005

* Self-sufficiency of blood and blood products, including plasma-derived medicinal
products (PDMPs) is a national supra-regional strategic goal, i.e. independent of
the regionalised organisation of health-care delivery.

* Promotion and continuous development of voluntary non-remunerated (VNR),
regular/repeat blood donation, and VNR donor retention.

* High quality and safety of blood components, transfusion medicine activities and
PDMPs.



The Italian Blood System: strategic goals — 2/2
Law 219, 21st October 2005

* Compliance with European regulatory provisions on blood and blood products
(Italy has transposed and fully applies all the pertinent EU directives).

* Appropriate_ management and clinical utilisation of blood resources [including
PDMPs and patient blood management (PBM) programmes)].

e Continuous development of transfusion medicine, aligned with scientific
progress.

* Blood system’s accountability, effectiveness and sustainability.
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THE ITALIAN BLOOD SYSTEM, Pursuant to Law of 21 October 2005

“New discipline for blood transfusion activities and national production of plasma-derived medicinal products”

Overview of the Italian national blood system

Regional Blood Centres:
in each of the 21 regions, a Regional Blood

Centre is established by law. The regional
Blood Centres coordinate the related local
networks of Blood Establishments and
Blood Collection Units, complying with
national regulation and self-sufficiency,
quality and safety plans.

Regional Health Authorities: they
inspect, authorize and accredit both
Blood Establishments and Blood
Collection Units, according to regional,
national and European legislation. Each
regional inspection team must include at
least one nationally qualified blood
inspector from the CNS register.

Blood Donors
Associations

Regional

Blood
Centres

Blood
Establishments

Blood Establishments: in addition to blood

and blood component collection,
processing, testing, storage and
distribution, most Blood Establishments
also work as hospital blood banks and
Transfusion medicine departments.

Blood Donors Associations:

four main blood donors organisations
(AVIS, FIDAS, FRATRES, CRI) that are highly
involved in the blood donor management.
By law, they can run Blood Collection Units
upon the release of specific regional
authorisation and accreditation, under the
technical control of both Blood
Establishments and Regional Blood
Centres.
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Regional
- Blood
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Collection Units

Blood

Centres

CoIIectlon Units
(blood donor Collection

points
associations) ¥\/—Z

ources: BEs Informatin System (Sistema informativo dei Servizi TRAsfusionali) — Last access 30/04/2023 s
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./iew of the Italian national blood system, 2022
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Overview of the Italian national blood system, 2022
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Plasma and PDMPs

nnnnn
NNNNNNNNN



The toll-fractionation system

(the Italian way to PDMPs national provision)

e The plasma collected in Italy comes from voluntary, periodic, responsible,
anonymous and non-remunerated donations

* The Regions, individually or in association, send the plasma collected by their BEs
to the authorised company to be industrially transformed into PDMPs

* The contract with companies, which operate as service providers, is considered a
"toll fractionation process"

* The service provider undertakes to produce the quantity and to guarantee the
quality of the PDMPs requested by the Regions

* The Regions have the right to full ownership of the plasma sent for industrial
processing, of all the pharmaceutical specialties derived from it, as well as of the
residual raw material
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The Italian Blood System and PDMPs

Law no. 219 October 21, 2005

Founding
Principles

Art. 1
National Self-
L sufficiency

Art. 2
VNRB donation
PDMPs production is
part of Transfusion
medicine activities

Art. 5

Transfusion medicine
activities (including
the PDMPs
production) are
L BHCLs

Art. 15

(PDMPs
production)

4 Ministerial
| Decrees
. April 12, 2012

Ministerial
Decree
- December 5,
2014

Ministerial
Decree
December 5, 19
. 2022

Art. 16

(import-
export)

State-Regions
Agreement
February 7,

L 2013

Ministerial
Decree
December 2,
L 2016

Instruments

\

State-Regions
Agreements
October 20,

2015

June 17, 2021

A

State-Regions
Agreement

February 7, 2013

Lgs.D
261/2007

Art. 26

Ministerial
Decree
December 2, 2016

Plasma and
PDMPs National
Plan
L 2017 - 2021
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Plasma for fractionation (kg) 2010-2022
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Interregional agreements: scenario in 2015 - 2022
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Interregional agreements: scenario in 2015 - 2022

ITALY

14.3
kg /1.000 pop

PLA.NET
175,253
10.5 kg/1,000 pop
21%

TN

Data sources: - Adapted by the Italian National Blood Centre on data from Fractionation industries. January 2023



Internal use

Interregional agreements: Italian scenario in 2022

. Albumin

CSL Behring Vig
pdFVIII

Fibrinogen (4,500 g)
lg-subcutaneous use

FVIII/VWF (1,150 min 1Us)

Albumin
IVIg

pdFVIII

@ aPCCs (5 min FU)
pdFIX (4 min IU)

lg-subcutaneous use

3F-PCCs (9 min 1U)

4F-PCCs (2 min 1U)

Protein C (500K IU)

FVII (700K IU)

FVIII/VWEF (3 min IU)

- * NAIP
s~
i

L

Data sources: - Adapted by the Italian National Blood Centre on data from Fractionation industries. March 2023
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Albumin

Vig |{ + GRiFoLS
pdFVIII KEDRION

pdFIX

Antithrombin (40 min IU)
lg-subcutaneous use

3F-PCCs (18,5 min IU)

FVIII/VWF (8,5 min IU)

Local haemostatics (60.6 L)
Alpha-1-proteinase inhibitor (3,500 mg)

V4
Albumin KEDk)N
IVIg
pdFVIII
Antithrombin
3F-PCCs
pdFIX

lg-subcutaneous use
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State-Regions Agreement June 17, 2021

Products exchange tariffs

Unit Market
price 2021

State-Regions
Agreement
2021

State-Regions
Agreement
2015

Euro/gr/IU Euro/gr/IU Euro/gr/IU

1.56
30.02
40.40

2.67
46.62
53.2

1.90
35.00

Albumin (g)

IVig (g)
SClg (g)

0.40
0.38
0.19
0.09
0.33
0.24
341.26

0.50
0.46
0.27
0.11
0.42
0.29
434.6

FVIIl/von Willebrand Factor (1U)
FIX (1U)

3F-PCCs (IU)

Antithrombin (IU)

FVIII (1U)

4F-PCCs (IU)

0.23
0.24
0.225
0.23

Fibrinogen (g)

% % /A
CONFERENZA PERMANENTE PR | RAFPORTI

TRA LO STATO, LE REGION! E LE PROVINCIE AUTONOME
DI TRENTO E DI BOLZANO

Accordo, ai sensi degli articoli 2 comma 1, lett. b) e 4 del decreto legislativo 28 agosto
1997, n. 281, tra il Governo, le Regioni e le Province autonome di Trento e Bolzano
concernente ‘I'Aggioramento dell'’Accordo Stato Regioni del 20 ottobre 2015 (Rep atti
168/CSR) in merito al prezzo unitario di cessione, tra aziende sanitarie e tra Regioni e
Province autonome, delle unitd di sangue, dei suoi componenti e dei farmaci

prodotti in , nonché azioni di incentivazione dell'interscambio
tra le aziende sanitarie all'interno della regione e tra le regioni”.

Rep. Atti n. 90/CSR del 17 giugno2021

LA CONFERENZA PERMANENTE PER | RAPPORTI TRA LO STATO, LE REGIONI E LE
PROVINCE AUTONOME DI TRENTO E BOLZANO

Nella odierna seduta del 17 giugno 2021

VISTI gli articolo 2, comma 1, lett. b) e 4, del decreto legislativo 28 agosto 1997, n. 281,
che affidano a questa C. il compito di p @ sancire accordi tra Governo
e Regioni, in del p pio di leale al fine di coordinare I'esercizio
delle rispettive competenze e svolgere attivita di interesse comune;

VISTA la legge 21 ottobre 2005, n. 219, recante “Nuova disciplina delle attivita trasfusionali
e della produzione nazionale degli emoderivati® e in particolare gli articoli 12, comma 4
lettera e) e 14, commi 3 e 4;

VISTO I'Accordo tra Governo, Regioni e Province autonome di Trento e Bolzano
concernente “Indicazioni in merito al prezzo unitario di cessione, tra aziende sanitarie e tra
Regioni e Province autonome, delle unita di sangue, dei suoi componenti e dei farmaci

prodotti in , nonché azioni di incentivazione dell'interscambio
tra le aziende sanitarie all'interno della regione e tra le regioni’, sancito il 20 ottobre 2015
(Rep. Atti 168/CSR);

VISTO il decreto del Ministro della salute 2 novembre 2015, recante "Disposizioni relative
al requisiti di qualita e sicurezza del sangue e degli emocomponenti’, pubblicato nel S.0
n. 69, della Gazzetta Ufficiale del 28 dicembre 2015, n. 300;

VISTA la legge 6 marzo 2001, n. 52, recante "Riconoscimento del registro italiano dei
donatori di midollo osseo”

VISTO il decreto legislativo 24 aprile 2006, n. 219, recante "Attuazione della direttiva
2001/B3/CE (e successive direttive di modifica) relativa ad un codice comunitario

concernente | medicinali per uso umano, nonché della direttiva 2003/94/CE"; I(' fho iy

3




Self sufficiency - Italy - Year 2021

ALBUMIN

ANTITHROMBIN

109
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(only CCP3 self - FIBRINOGE

sufficiency=91% .
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sufficiency=63%) FVI I I/VW
*100% of total demand for contract-manufactured products ' E:;q L
** The value not includes Pentaglobin™
® on the total demand for contract-manufactured pI"'DdLICtS Data sources: - SAdapted by the Italian National Blood Centee an Traceability Information flow -JLLHEEEEE" f
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Haemovigilance network
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Italian haemovigilance network

Haemovigilance systems are regulated by specific national laws
and by European Directives, transposed into national laws which
state the procedures that must be adopted for the reporting of
adverse reactions in recipients during or after transfusion, related
to the quality and safety of transfused blood components,
including the reporting of every case of transfusion transmitted
infection.

= Required by law 219/2005
= Regulated by decree 261/2007 (Directive 2002/98/CE)
= Regulated by decree 207/2007 (Directive 2005/61/CE)



Italian haemovigilance network

The Italian National Blood Centre is in charge of the
coordination of the National Blood Information System (Sistema
Informativo dei Servizi TRAsfusionali, SISTRA), which was
established by ad hoc Ministerial Decree within the Ministry of
Health’s New Health Information System (NSIS).

!

The aim of SISTRA is to promote the
standardisation and comparability of data at
national level through the simplification of

their aggregation and processing to produce
national reports.
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In Italy

Blood Establishments are responsible for the collection
of haemovigilance data

Blood Establishments register and report adverse events
occurring in their organisation and must collect data
from the related clinical facilities and Blood Collection
Sites

Regional Blood Coordination Centres are responsible for
communicating to the National Competent Authority
annual reports concerning adverse reactions in
recipients and in donors and adverse events occurred in
related BEs.

The same flow of information is in place also for the
epidemiological surveillance of donors.

In each organisation (BEs, RBCCs and the CNS) there is a
person responsible for haemovigilance.

BTCs

RBCCs

NBC

International

networks

L

Single
tificati

™~

Notificationp

regiona
annual

]

National
annual
report
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Data Transmission

SARs (patients)
TTIs surveillance

SARs (donors)

XML fl les SAEs
fransmission

On line
applications
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Epidemiological surveillance of blood donors
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Epidemiological surveillance of blood donors
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Serious Adverse Reaction(s) and Event(s)
Directive 2005/61/EC

International
Haemovigilance
Network

IHN

ISTARE

INTERNATIONAL SURVEILLANCE
OF TRANSFUSION-ASSOCIATED
REACTIONS & EVENTS
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PPORTL 13119 AN 22125

ISSN: 1123-3117 (cartaceo) » 2384-3935 { e)

and epidemiological surveillance

\ Italian Blood System 2021:
els activity data, haemovigilance

L. Catalano, V. Piccinini, |. Pati, F. Masiello,
F. Barone, G. Marano, S. Pupella, V. De Angelis

https://www.centronazionalessa

EPIDEMIDLOGIA
@ ESANITR PUBBLICA

RAPPORTT o TI5AN 22[7en

123-3117 (cartaceo) » 2384-8936 (online)

Demand for plasma-derived
medicinal products in Italy.
2020

F. Candura, M.S, Massari, S. Profili, L. De Fulvio,
C. Chelucci, C. Brutti, C. Biffoli, V. De Angelis

gue.it/rapporti-tecniai/

EPIDEMIOLOGIA
ESANITA PUBBLICA
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