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The Italian Blood System and PDMPs

Law no. 219 October 21, 2015

Founding
Principles

Art. 1
National Self-
| sufficiency

Art. 2
VNRB donation

PDMPs production is part
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L activities

Art. 5
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Law no. 219/2005 art. 15: MDs April 12, 2012

1. Model for the agreements between the Regions and the AAPP and the
Companies manufacturing PDMPs for the processing of the plasma collected
on the national territory.

2. Procedures for submitting and evaluating applications aimed at
obtaining the inclusion between Companies manufacturing PDMPs
authorised for [...] processing of plasma collected on the national territory.

3. Provisions on the import and export of human blood and its products.

4. Transitional arrangements for the market authorisation of PDMPs produced
from plasma collected on the national territory.

CCCCCC



MDs April 12, 2012: Model for the agreements

* [...] a tender procedure in compliance with current legislation, with a minimum
duration of 3 years. The contract with companies, which operate as service
providers, is considered a method of “manufacturing on behalf of third parties”

* Public full ownership of the plasma [...], of all pharmaceutical specialties derived
from this plasma, as well as of the residual raw material, including wastes.
e offers must include :
* the pre-processing phase;
* the phase of plasma transformation and production of PDMPs;
* the phase of distribution of PDMPs;
 product safety.

CCCCCC



MDs April 12, 2012: Model for the agreements

Each tender MUST consider at least the following medicinal products regularly
authorised and provided with a marketing authorisation (mandatory PDMPs):

e Albumin

e Coagulation Factor VIIl concentrates (pdFVIIl)
* Polyvalent immunoglobulins for intravenous use (IVig)

CCCCCC



MD December 5, 2014: Identification of Companies authorised...

“The companies [...] authorised to stipulate agreements with the Regions for the
processing of plasma collected on the national territory are identified in the following:

* Baxter Manufacturing S.p.A. (plant in Rieti, Italy)

CSL Behring S.p.A. (plant in Bern, Switzerland)

Grifols Italia S.p.A. (plant in Barcelona, Spain)

Kedrion S.p.A. (plant in Bolognana, Italy)

Octapharma ltaly S.p.A. (plant in Stockholm, Sverige)

MD December 5, 2014:

* redesigns the new structure of the System:
* introduces several business partners

* allows to start new tenders

 Activates the implemetation of new interregional aggregations iy
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Interregional agreements: Italian scenarlo in 2014

Two interregional agreements:
. AlIP

(Accordo Interregionale per la Plasmaderivazione
- Interregional Agreement for PDMPs)

. Accordo LPS
(Lombardy, Piedmont, Sardinia)

. All other Regions stipulated
individual agreements

to the only authorised Company:
Kedrion S.p.A.
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Interregional agreements: Italian scenario

Two interregional agreements:

« [ AIP

(Accordo Interregionale per la Plasmaderivazione
- Interregional Agreement for PDMPs)

. =20 min
=339,000 kg

B LPS | ‘ \ 17 kg/1,000 pop

Pop. =16 min ' -t
* l Accordo LPS PF =231,000kg .
(Lombardy, Piedmont, Sardinia) 14,4 kg/l 000 pop

Othersg g,
Pop. =25 mln

. All other Regions stipulated
individual agreements

, PFF 208,000 k
to the only authorised Company: 8,4 ke/1, Og@p Bop
Kedrion S.p.A. Italy - e B
Pop. =61 min VAt
RS A /i v

PfF =778,000 kg o S
12,8 kg/1,000 pop %

~ /3
) el ¥ CENTRO
” NAZIONALE
Source: Candura F, Lanzoni M, Calizzani G, et al. Analisi della domanda dei principali medicinali plasmaderivati in Italia. Anni 2011-2014. Roma: Istituto Superiore di Sanita; Pop.: Population SA GUE

2016.(Rapporti ISTISAN 16/7). Available at: https://www.centronazionalesangue.it/wp-content/uploads/2017/07/Rapporto-ISTISAN-16-7.pdf. Last access on March 8°, 2022 PfF: Plasma for Fractionantion i aion { &



https://www.centronazionalesangue.it/wp-content/uploads/2017/07/Rapporto-ISTISAN-16-7.pdf

Interregional agreements: Italian scenario_in2014

Albumin
Two interregional agreements: ~ 14 IVIg
« [ AIP pdFVIII

(Accordo Interregionale per la Plasmaderivazione
- Interregional Agreement for PDMPs)

e B Accordo LPS
(Lombardy, Piedmont, Sardinia)

vials coming from

‘cturig of PfF

Antithrombin
rothrombin complex
s-3 factors (PCCs-3F)
Coagulation Factor IX

concentrates (pdFIX)
According to specific planning of production

»’ CENTRO

’. NAZIONALE

Source: Candura F, Lanzoni M, Calizzani G, et al. Analisi della domanda dei principali medicinali plasmaderivati in Italia. Anni 2011-2014. Roma: Istituto Superiore di Sanita; SANGUE
2016.(Rapporti ISTISAN 16/7). Available at: https://www.centronazionalesangue.it/wp-content/uploads/2017/07/Rapporto-ISTISAN-16-7.pdf. Last access on March 8°, 2022 i aion { &

. All other Regions stipulated
individual agreements

to the only authorised Company: conce
Kedrion S.p.A.



https://www.centronazionalesangue.it/wp-content/uploads/2017/07/Rapporto-ISTISAN-16-7.pdf

Two interregional agreements:
« [ NAIP

(Nuovo Accordo Interregionale per la Plasmaderivazione
— New Interregional Agreement for PDMPs)

« B Accordo LPS

(Lombardy, Piedmont, Sardinia)

+ M RIPP

(Raggruppamento Interregionale Plasmaderivazione —
Interregional Group for PDMPs)

. Pla.Net

(Plasma Network)




Interregional agreements: Italian scenario.i

PLA.NET
184,485

10.9 kg/1,000 pop
22%



Interregional agreements: Italian scenario in 2015 - 2022
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New Interregional Agreement for PDMPs - NAIP

 _

Leader Veneto Region

published the tender on November 2015 /\
PfF 185,000 kg

Lenght of the contract: 60 months + 24 (+6)

Starting Bid: = € 200 min (VAT excl)

Price : Quality =90: 10

Source Available at: https://www.regione.veneto.it/web/sanita/cras-servizio-di-plasma-derivazione. Last access on March 8°, 2022 o semsematns { &



https://www.regione.veneto.it/web/sanita/cras-servizio-di-plasma-derivazione

Source

SClg:0g SClg: 90K g

Available at: https://www.regione.veneto.it/web/sanita/cras-servizio-di-plasma-derivazione. Last access on March 8°, 2022

New Interregional Agreement for PDMPs - NAIP

- Albumin
Leader Veneto Region 94.6 € per IVig
published the tender on November 2015 /\AII possible vials coming from
the;manufacturig of PfF

PfF 185,000 k i
: CSL Behring ‘ pdFVIIl
Lenght of the contract: 60 months + 24 (+6) shipment on May 2017 15 min 1Us

Starting Bid: = € 200 mIn (VAT excl)

Price : Quality =90: 10 Fibrinogen (4, '3%)
Ig for Subcutaneous use

2014 2021

FVII/VWEF (1.150 min IUs)
‘ IVIgg:T/and Additional quantities are produced on agreed price
88% 20142021 (= -30% of market price)



https://www.regione.veneto.it/web/sanita/cras-servizio-di-plasma-derivazione

Interregional Group for PDMPs - RIPP

Leader Emilia-Romagna Region
published the tender on December 2016
PfF 200,000 kg

Lenght of the contract: 60 months + 36
Starting Bid: = € 224 min (VAT excl)

Price : Quality = 60 : 40

Source Available at: : https://intercenter.regione.emilia-romagna.it/servizi-imprese/bandi-e-avvisi_new/bandi-in-corso/BANDO GARA PORTALE@276012 . Last access on March 8°, 2022



https://intercenter.regione.emilia-romagna.it/servizi-imprese/bandi-e-avvisi_new/bandi-in-corso/BANDO_GARA_PORTALE@276012

Interregional Group for PDMPs - RIPP

Albumin
Leader Emilia-Romagna Region ~ 1 17.8 kg IVig
published the tender on December 2016 Y 4 e vials coming from
he manufacturig of PfF

PfF 200,000 kg ‘\ ;
KEDRION GRIFOLS pdFVIII

Lenght of the contract: 60 months + 36 First shipment on November 2020

Starting Bid: = € 224 min (VAT excl) Antithrombin (40

mM
Price : Quality = 60 : 40 Ig for Subcutaneous use

PCCs-3F (18.5

‘ IVIg demand FVIII/VWEF (8.5 min
90% *2r% Local haemostaii 6 L)
08 i 10K s Alfa-1-antitrypsin (3} mg)u

Source Available at: : https://intercenter.regione.emilia-romagna.it/servizi-imprese/bandi-e-avvisi_new/bandi-in-corso/BANDO GARA PORTALE@276012 . Last access on March 8°, 2022 o semsematns { &



https://intercenter.regione.emilia-romagna.it/servizi-imprese/bandi-e-avvisi_new/bandi-in-corso/BANDO_GARA_PORTALE@276012

Plasma Network — Pla.Net

Leader Tuscany Region

published the tender on November 2017
PfF 185,000 kg

Lenght of the contract: 60 months + 24 + 6
Starting Bid: = € 278.3 mIn (VAT excl)

Price : Quality=70:30

Source Available at: : https://start.e.toscana.it/estar/pleiade/?pagina=trattativa_partecipa&idT=6822 Last access on March 8°, 2022

‘_\7\?_}


https://start.e.toscana.it/estar/pleiade/?pagina=trattativa_partecipa&idT=6822

Plasma Network — Pla.Net

Albumin
Leader Tuscany Region 99.85 € per kg IVig
published the tender on November 2017 All possible vials coming from

PFF 185,000 kg the manufacturﬁ:{/li:li
akeda p

Lenght of the contract: 60 months + 24 + 6 First shipmenton  aPPCs (5 mlin 1Us)
: . September 2020
Starting Bid: = € 278.3 mIn (VAT excl) eptember pdFIX (4 min IUs)

Price : Quality =70 : 30 Ig for Subcutaneous use

2014 2021 PCCs-3F (9 US)
Vlg demand PCCs-4F (2 IUs)

+16% Protein C (500K IUs)

SClg:0 g SClg: 49.3K g FV" (7OOK U75~)

RO
IONALE

FVII/VWE (3 min o8t

Source Available at: : https://start.e.toscana.it/estar/pleiade/?pagina=trattativa_partecipa&idT=6822 Last access on March 8°, 2022



https://start.e.toscana.it/estar/pleiade/?pagina=trattativa_partecipa&idT=6822

Accordo LPS

Leader Lombardy Region
published the tender on January 2020
PfF 236,000 kg

Lenght of the contract: 48 months
Starting Bid: = € 111.9 min (VAT excl)
Price : Quality=70:30

Source Available at: https://www.sintel.regione.lombardia.it/eprocdata/auctionDetail.xhtm|?id=121147759 Last access on March 8°, 2022



https://www.sintel.regione.lombardia.it/eprocdata/auctionDetail.xhtml?id=121147759

Accordo LPS

Albumin
Leader Lombardy Region =~ 14 kg IVig
published the tender on January 2020 y 4 pdFVIII
PfF 236,000 kg ‘\ All possible vials coming from
Lenght of the contract: 48 months KERRIGN the manufacturig of P1F
Starting Bid: = € 111.9 mIn (VAT excl) Anthitrombin

Price : Quality=70: 30 rothrombin complex

s-3 factors (PCCs-3F)
Coagulation Factor IX
concentrates (pdFIX)

According to specific planning of production

concen

IVig demand

+19%
2014-2021

Y

ZI0N
ANG

Source Available at: https://www.sintel.regione.lombardia.it/eprocdata/auctionDetail.xhtm|?id=121147759 Last access on March 8°, 2022 o sapeee s


https://www.sintel.regione.lombardia.it/eprocdata/auctionDetail.xhtml?id=121147759

PDMPs self-sufficiency in Italy in 2020

ANTITHROMBIN

FACTOR VIIi . FVIII/VWF
98% 8%

ALBUMIN

IVIMMUNOGLOBULIN

S/D-TREATED PLASMA FACTOR IX~ PCCs3 FIBRINOGEN

*100% of total demand for contract-manufactured products f o

Candura F, Massari MS, De Fulvio L. et al. Analysis of the demand of the plasma-derived medicinal products in Italy 2020. Rome, National Institute of Health-in publishing. msmmemen
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Conclusions

* The interregional agreements are able to achieve adequate quantitative
levels of PfF as “raw material” and potentially pursue adequate levels of
cost-effectiveness.

* The Italian national system of PDMPs production is not completely set up
and the comparison between the tender offers highlights:
* anincrease in yields
* an increase in the offer of PDMPs
 an increase of self sufficiency/strategic independence levels
* areduction in the price of PDMPs manufacturing



Take home message

* Self-sufficiency / (or better) strategic independence from the market
should consider:

* Improving / ameliorating / enhance or simply adapting a national system to
the European-wide framework takes time and long-term actions, thus a mid-
long-term strategic planning must be in place

* Competition among plasma fractionation companies, where investements in
R&D are rewarded, is a benefit for patients (and national health systems)

* Harmonisation of best practices in plasma collection and PDMPs
manufacturing production within European countries is not a dream and
SUPPLY project is... WELCOME!

) CENTRO
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