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THE ITALIAN BLOOD SYSTEM:
founding principles and regulatory context



Ethical principles and social value of Italy’s donation System

2001/83 / EC "to encourage
donations ... and the use of
MPDs from voluntary and
unpaid donations"

Blood activities can be
performed only by public
blood transfusion
organizations (qualified
blood donor associations
specifically licensed and
accredited)

Voluntary, periodic,
responsible, anonymous
and not-remunerated
donation of blood

recognised

BEs (and HBBs) are exclusively
public and hospital-based

Donor Federations and
Associations participate in the
institutional scheme of the
national and regional blood
network

The transfusion process is
unitary and "indivisible” Human blood
s not a source
Transfusion medicine of profit
activities (as well as blood
donation promotion &
development) are
recognised as “basic PLASMA ™ iflfoune

healthcare services” @ ITALIA \ SAI}MIEUgE




Stakeholders and Strategic Objectives
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Source: Official Journal of Italian Republic no. 251, October 27th 2005 — Law 219/2005 «Nuova disciplina delle attivita trasfusionali e della produzione nazionale degli emoderivati»
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The Italian Blood System - Law October 21, 2005

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

Blood Establishments: in addition
to performing blood and blood
component collection, processing,
testing, storage and distribution,
most Blood Establishments also
work as hospital blood banks

Source: Official Journal of Italian Republic no. 251, October 27th 2005 — Law 219/2005 «Nuova disciplina delle attivita trasfusionali e della produzione nazionale degli emoderivati»
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Blood Donors Associations: there

are 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
authorization and accreditation,
under the technical control of both
Blood Establishments and Regional
Blood Centers.
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Data sources: BEs Information System (Sistema informativo dei Servizi TRAsfusionali) — Last access 12/09/2025
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Variazione % annua

Between 2014 and
2024, 35,047 (+9%)
increase in
plasmapheresis
procedures. The
increase is mainly
represented by
procedures performed
at UdR (+70,240 or
+85.9%), while -35,193
(-11.2%) procedures
performed in BEs.
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Regulatory context
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production of plasma derived
medicinal products.
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Blood Establishments . ’ | ) O Authorized companies
They collect plasma coming from the - Plasma derived They carry out the plasma
voluntary donations. V medicinal products 4y strial processing for the

Pharmacies operating
in hospitals
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They administer plasma derived
medicinal products to patients.
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Founding
Principles

The Italian Blood System and PDMPs

Law no. 219 October 21, 2005

Art. 1
National Self-
sufficiency

\

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

Art. 5

Transfusion medicine
activities (including the
PDMPs production) are

BHCLs

Art. 15

(PDMPs
production)

4 Ministerial
Decrees
April 12, 2012

December 5,
2022
December 19,
\\ 2022

Ministerial Decrees

December 52014
July 22, 2024

. November 6, 2024
\

Art. 16

(import-export)

State-Regions
Agreement
February 7, 2013

|
N

Ministerial
Decrees
December 2,
2016

. April 24, 2018

A

Instruments

State-Regions
Agreements
October 20,2015
June 17, 2021

State-Regions
Agreement
March-14,2016

. July 8,2021

Lgs.D

261/2007

Art. 26

Ministerial
Decree

December 2, 2016

Plasma and PDMPs
National Plan

2017 - 2021
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The Italian Blood System and PDMPs - Relevant points

Public ownership of Raw material and final products

Art- 15 Including intermediates and fractions and...
(PDMPs processing waste
production)

PDMPs coming from ltalian plasma are used

in preference to commercial equivalents
(taking into account the therapeutic continuity of specific categories of patients)

PDMPs can be produced only from national plasma and
by authorised fractionation companies in EU plants

Regions, individually or in consortium, stipulate agreements
with authorised fractionation companies

) CENTRO
Source: https://www.normattiva.it/atto/caricaDettaglioAtto?atto.dataPubblicazioneGazzetta=2005-10-27&atto.codiceRedazionale=005G0238&tipoDettaglio=singolavigenza&qld=&classica=true&dataVigenza= PLASMA ﬁgfﬁgﬂf

10/02/2026&generaTabld=true&bloccoAggiornamentoBreadCrumb=true&title=Ibl.dettaglioAtto&tablD=0.5496638220480689 ITALIA msimason



The Italian Blood System and PDMPs - Relevant points

Public ownership of raw material and final products

Art' 15 including intermediates and fractions and...
(PDMPs processing waste
production) _ _
IMrstertal PDMPs coming from ltalian plasma are used
Decrees in preference to commercial equivalents
April 12, 2012 (taking into account the therapeutic continuity of specific categories of patients)
December 5, .
2022 PDMPs can be produced only from national plasma and
L December 19, by authorised fractionation companies in EU plants
2022

S Regions, individually or in consortium, stipulate agreements
Ministerial Decrees . . . . . —
December5,2014 with authorised fractionation companies
July 22, 2024

November 6, 2024
\

o | PLASMA T B
Source: https://www.centronazionalesangue.it/wp-content/uploads/2023/01/decreto-19.12.2022-schema-bis.pdf ITALIA iy



The Italian Blood System and PDMPs - Authorised fractioantion
companies and plants/sites

CSL Behring
Art. 15 Bern, Gottingen, Marburg
(PDMPs
production) Grifols
4 Ministerial Barcelona
Decrees
April 12, 2012 Kedrion
December 5, Bolognana, S. Antimo
2022
December 19,
2022 Octapharma

Stockholm, Lingolsheim,

Ministerial Decrees Springe, Dessau-RofSlau

December 52014
July 22, 2024
November 6, 2024 Takeda
: Rieti, Pisa, Wien, Lessines
Source: https://www.centronazionalesangue.it/wp-content/uploads/2024/08/Decret022072024.pdf PLASMA EE’K&E?}E

https://www.centronazionalesangue.it/wp-content/uploads/2024/08/Decreto22112024.pdf New authorised plants-sites ITALIA e g



The Italian Blood System and PDMPs - Standard tender template 1/2
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Art. 15

(PDMPs
production)

4 Ministerial
Decrees
April 12, 2012

December 5,
2022
December 19,
2022

Ministerial Decrees

December 52014
July 22, 2024

November 6, 2024

(ervices requested in the tender

5.1) Pre-processing stage:
5.2) Plasma processing and production of blood products:
b) Production of at least the following blood products:
b1) Albumin;
b2) Polyvalent I1Gs for both intravenous and subcutaneous

5.3) distribution of blood products:

5.4) product safety:

~

=)

Yields +

Additional products

/

Source: https://www.centronazionalesangue.it/wp-content/uploads/2023/01/decreto-19.12.2022-schema-bis.pdf



The Italian Blood System and PDMPs - Standard tender template 2,2

Art. 15

(PDMPs
production)

4 Ministerial
Decrees
April 12, 2012

December 5,
2022
December 19,
\ 2022

Ministerial Decrees

December 52014
July 22, 2024

November 6, 2024

AN

(upport for the improvement of QMS in

a) plasma collection and production;

b) monitoring systems;

c) management aspects of the process;

d) promotion of the appropriate use of PDMPs and research and
development activities for new products and/or clinical indications,
with particular reference to rare diseases;

e) support for programmes and projects for the management of

cheding PDMPs

~

/

Source: https://www.centronazionalesangue.it/wp-content/uploads/2023/01/decreto-19.12.2022-schema-bis.pdf



Regulatory and organisational developments

16 dicembre,
2010-ASR
Accordo sui
requisiti
minimi...

12 aprile 2012, DM
Modalita per la presentazione e
valutazione delle istanze...

12 aprile 2012, DM

Schema tipo di convenzione tra
le Regioni PA e Aziende
produttrici dei MPD...

12 aprile 2012, DM
Disposizioni sull'importazione
ed esportazione del sangue
umano e dei suoi prodotti...

12 aprile 2012, DM

Modalita transitorie per
I'immissione in commercio dei
MPD prodotti dal plasma da
conto-lavoro...

5 dicembre 2014, DM
Individuazione dei centri e
aziende di frazionamento e di
produzione di emoderivati per
la lavorazione del plasma
raccolto sul territorio

5 dicembre 2022, DM

Modalita inserimento elenco delle

aziende di produzione di MPD
autorizzate alla stipula delle
convenzioni per la lavorazione del
plasma plasma da conto-lavoro...

nazionale...

19 dicembre 2022, DM
Schema tipo di convenzione
tra le regioni e le province
autonome e le aziende
produttrici di MPD per la
lavorazione del plasma da

conto-lavoro... .

13 giugno 2024, Regolamento UE

SoHO (implementazione entro il 7
agosto 2027)...

22 luglio 2024, DM
Individuazione delle aziende di
produzione MPD autorizzate alla

25 luglio, 2012-ASR
Linee guida per
I'accreditamento dei ST e
delle UdR...

8 febbraio 2013, DM
Disposizioni sull’'importazione
ed esportazione dj sangue
umano e dei suoi prodotti...

N

20 ottobre 2015-ASR
Indicazioni del prezzo
unitario di cessione...

CONVENZIONI Accordi-Aziende 2016-2019

Convenzioni stipulate tra
NAIP-CSL Behring, Pla.Net- Takeda, RIPP-Kedrion-Grifols

5 agosto 2022, Legge n. 118,

LRSIV art 19
Modifica art. 15 della L..

2 dicembre 2016, DM
Disposizioni sull'importazione ed
esportazione di sangue umano e

219/2005 ‘

stipula delle convenzioni per la
lavorazione del plasma da conto-
lavoro...

6 novembre 2024, DM
Integrazione al decreto 22 luglio
2024...

j
6 settembre 7‘7
2023-ASR
Aggiornamento
modello per le
visite di verifica
dei requisiti
minimi...

dei suoi prodotti...

17 Giugno 2021-ASR
Aggiornamento del prezzo
unitario di cessione...

1° Programma nazionale plasma
e MPD, 2016-2020

@ Ministerial Decrees
O Law

State-Regions Agreements
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Plasma for fractionation 2000 - 2025 (total kilograms)

950.000 919.682-
906.938 A%2025
2.1 plasma donation/donor/year '
900.000 Ap Yy vs 2024=
i +1.4%
n 12 liters/years 844,500 gogg1s 56177 280,193 ] 6
£ s8s0000 + 600-700 mLvolume - ~
@ ' A%2025
> 836.376  844.582 842949
o 813.060 vs 2014=
= 800.000 786.948
= 782.269 4 +18.2%
c
< 772.316
= 750.000 748.592 777.942
S 726.171
Q
§ 700.000 690.790
o
s 650.000 648.960
e
@
& 600.000 607.230
587.729
565.280
550.000
532.728
500.000 >505.028
467.805 492.598
457.651
450.000 T T T T T T T T T T T T T T T T T T T T T T T T T 1
2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025
) CENTRO
PLASMA - B
Data sources: Adapted by the Italian National Blood Centre on data from Fractionation industries. January 2025 ITALIA
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Toll fractionation System - Interregional Agreements - Year 2025

PLA.NET

ITALIA
192,833 15.6
11.5 kg/1,000 pop kg /1.000 pop

21.0%

PLASMA T By

Data sources: Adapted by the Italian National Blood Centre on data from Fractionation industries. January 2025 ITALIA ™ 2n §
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Interregional Agreements: summary of the Italian scenario 2022-2025

Four interregional Agreements:

« [ NAIP CSL Behring
(New Interregional Agreement for PDMPs)

 l Accordo LPS |(
(Lombardy, Piedmont, Sardinia Agreement) KEDRION

- M RIPP | | I+ GRIFOLS
(Plasma/Plasma-Derived Interregional Group) KEDRION

. Pla.Net mi:

(Plasma Network)

PLASMA ¥ KA toNALE
ITALIA ﬁ?ﬁﬁﬁ”}



Interregional Agreements: summary of the Italian scenario 2022-2025

" * NAIP  RIPP Albumin
. Albumin IVIg ,+ GRIFOLS
CSL Behring vig ‘ pdFVIII KEIDQDN
odFVII| ‘.‘ odFIX
Fibrinogen (4,500 g) | Antithrombin (40 min IU)
lg-subcutaneous use ‘ lg-subcutaneous use

FVIII/VWF (1,150 mIn 1Us) 3F-PCCs (18,5 min 1U)

FVIII/VWEF (8,5 min IU)
Alpha-1-proteinase inhibitor (3,500 mg)

Albumin
IVig y4
pdFVII Albumin \
@ aPCCs (5 min FU) o Vig KERRION
pdFIX (4 min IU) o odFVII|
lg-subcutaneous use ~ad Antithrombin
3F-PCCs (9 min IU) | 3F-PCCs
4F-PCCs (2 min IU) Bt : pdFIX

Protein C (500K [U)
FVII (700K 1U)
FVIII/VWF (3 min 1U)

lg-subcutaneous use

PLASMA - ¥ KASloNALE
ITALIA 3?5,’15”5



Timelines

RIPP

PNET

L 219/2005

MDs Apr 12, 2012

Published Awarding

First shipment
NAIP

Published Awarding First shipment

S I EE— —

Published Awarding  First shipment

Published

MD Dec 5, 2014

2015

2016 2017 2018 2019 2020 2021

LPS '

2022

PLASMA %
ITALIA ﬁ

CENTRO
AZIONALE



Timelines

Published Awarding Published

First shipment Awarding ???
NAIP
3 BIDS 1 BID
| Published Awarding First shipment 24m extension
RIPP %
3 BIDS
Published Awarding First shipment To Be Published
PNET
Published  Published Published AWarding
LPS | ' | |
1 BID
MD Dec 5, 2014 MD Dec 5, 2022 MD Jul 22, 2024
MD Dec 19, 2022 MD Nov 6, 2024
L 219/2005
2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025 2026 PLASMA T Bt
ITALIA 0 SANG ;



Interregional Tenders: scenario in 2025

 _

NAIP & ‘
Pop. =16 min Pop. =20 min ‘

16.6 kg/1,000 pop 18.3 kg/1,000 pop !

Pop.: Population e

.
PfF: Plasma for Fractionantion PLASMA ﬁgﬂfﬂﬁl&
Source: Candura F, Massari MS, Profili S, et al Demand for plasma-derived medicinal products in Italy 2024. Roma: Istituto Superiore di Sanita; 2025. (Rapporto ISTISAN 25/nn EN). ITALIA - §



Interregional Tenders: scenario in 2025

™«
,.keader: Veneto Region
Published on July 2025

Pf* 0,000 kg

Lenght of the contract: 6 S+ 48

Starting Bid: = € 126.8 mln (VAT excl)
Quality : Price =7

»

Leader: Lombardy Region
Published on June 2025
PfF: 286,000 kg ®
Len f the contract: 72 months
Sta Bid: = € 122 min (VAfexcl)
Quality : Price = 70 : 30 Q%)

Source: https://www.sintel.regione.lombardia.it/eprocdata/auctionDetail. xhtmI?id=179227220 PLASMA jgﬁfgﬁlf
https://www.sintel.regione.lombardia.it/eprocdata/auctionDetail.xhtmI?id=205668647 ITALIA ;



Constraints?

Regulatory constraints Tender constraints
* Public ownership of the plasma, final * Long-term contracts and agreements
products, intermediates, ...; (?) with limited possibility of redefining
» Separate processing cycle; (?) the offer price;
« Complexity of the collection network * Penalising terms and conditions;
in setting logistics; * Unbalanced bonus-malus clauses

* High burden of auditing sessions with
impacts on PMF management

Economic constraints

* “Unsustainable” starting bid
» Specific organisational shift for contract-manufacturing
* Processing national plasma vs commercial plasma

PLASMA = WkZlonar
TALIA b SANG
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Competitiveness

Objectives of a Public health authority

* Monitor the commitments of all stakeholders on the Founding Principles of
the System;

* Set the conditions so that the open market ensure the competition of the
economic operators;

e Support the contracting authority with data and analysis and evidences
(collection, demand, cost analysis, ...) in order to

* Ensure transparency in tender process (from the planning phase to the
evaluation of the performance of the contract)

PLASMA = WkZlonar
TALIA b SANG
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The plasma value chain(s)

(Hospital)
Pharmacy

» Plasma : : (Hospital)
Pharmacy

no competition, but collaboration

Source: - Adapted from von Bonsdorff L, et al. Securing commitment and control for the supply of plasma derivatives for public health systems. I: A short review of the global landscape. Vox Sang. 2025;120:114-23.
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