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ECrPTA

Plasma Protein Therapeutics Association

PPTA Members have centers

Baxter

BioScience

Biotest

CSL Behring

Plasma derived therapies and
Recombinant therapies;
Manufacturing sites in USA,
Austria, Belgium, Switzerland,
and Italy

68 Collection centers

Plasma derived therapies;
Manufacturing sites in
Germany, USA

16 Collection centers

Plasma derived therapies and
Recombinant therapies;
Manufacturing sites in

USA, Switzerland, and

81 Collection centers
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KEDRION

Plasma derived therapies;
Manufacturing sites in
Spain and USA

147 Collection centers

Plasma derived therapies;
Manufacturing sites in
Italy

12 Collection centers
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U.S. Plasma Donation Centers

EPPTA

Plasma Protein Therapeutics Association
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(% PPTA Germany: Plasma Donation Centers

Plasma Protein Therapeutics Association
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Austria: Plasma Donation Centers

EPPTA

Plasma Protein Therapeutics Association
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*Q US Collections: Source Plasma
(Qv PPTA 1999 — 2012*

Plasma Protein Therapeutics Association

Data Source: PPTA Data Collection Records
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(\%.) Europe Source Plasma Collections
("PPTA 2000 — 2012*
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(@ PPTA Plasma and Plasma Derivatives

Plasma Protein Therapeutics Association

* Fresh Frozen Plasma (FFP)
 Human Albumin

 PPSB (Factor II, Factor VII, Factor X) and antihemophilia Factor
IX, Factor VIl concentrates

 Factor VIII / von Willebrand Factor concentrates, Factor IX
concentrate, activated Prothrombin
Complex concentrate

« Fibrinogen / Factor XIlIl concentrate / Fibrin Sealant
« Antithrombin

* Protein C

« C1 Esterase Inhibitor concentrate

« Alpha 1 Antitrypsin

 Human Immune globulin

www.pptaglobal.org
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(@ PPTA Regulatory Oversight

Plasma Protein Therapeutics Association

« PPTA member companies are regulated by
U.S. FDA and/or EMEA.

 Therapies receive marketing authorizations.

 Source Plasma regulated
— via Plasma Master File in Europe
— Independently licensed in the U.S.

www.pptaglobal.org
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S PPTA

Plasma Protein Therapeutics Association

Integrated Safety System

Safety steps in
plasma collection

-

other
Clinically relevant viruses
viruses (HIV, HCV, HBV)

Y
- _ -

defined NAT/PCR detection limits

Selection and Control of
» Donation Centers
e Donors

» Donations

BEEywol
Plasma selection Virus | Final product
for pooling inactivation
and elimination

EDP-based Control

Confirmation tests TTITIN " 111y
on fractionation pools ’ P ‘ ””
»

"\ 7\
- -w_ |
\ Pasteurisation
60°C/ 10h

Batch release and
Protein purification ~documentation

www.pptaglobal.org
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ECrPTA

Human Plasma for Fractionation:

Plasma Protein Therapeutics Association Collection — Testing — Processing - Pooling - Manufacturing

CoIIection>

(Donation)
Physical
Medical History Required
Evaluation Tests
Donor Safety Test
Criteria Systems
Donation VVolume /
Frequency
Anticoagulant,
Blood / Plasma-bag
Freezing / Storage
Requirements
Requirements:
[ Proposed EU Directive ~__—==—

[ Directive 89/381/EEC

Council Recom. 98/463/EC _——=—

C. of Europe Recom, R(95) 15 __—==—

Annex 14 to the EU Guide to GMP ENTR/I11/5717/99

Note for Guidance on Plasma Derived Medicinal Products CPMP/BWP/269/95

'Human Plasma for Fractionation', European Pharmacopoeia

'Plasma Master File' 111/5272/94

Plasma Protein Therapeutics Association: Voluntary Industry Standards

www.pptaglobal.org
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EPPTA PPTA Standards

Plasma Protein Therapeutics Association

Relative risk

Donor population
Donor selection

International Quality
Plasma Program

The Worldwide Standard for Plasma

Testing donations

NAT testing
Inventory Hold

Dilution by pooling

Virus inactivation / removal steps

Finished product

»
|

e
From the general public to the patient ,

_ o . . . wwn ppidatpbéladrgrg
Both in addition to compliance with requlatory requirements
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(@ PPTA National Donor Deferral Registry

Plasma Protein Therapeutics Association

« US only
« Telephone and Internet based

 All new plasma donors (and those returning after 6
month lapse in donating) checked Iin registry

* Quickly and effectively identify previously deferred
donors

« Donors reactive on screening for HIV, hepatitis B
and C o e

EEEEEEEEEEEEEE
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(s\
(V PPTA Rationale for Qualified Donor Standard

Plasma Protein Therapeutics Association

Donor Applicants
4.18%

Donors
95.82%

www.pptaglobal.org
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[
(@ PPTA Rationale for Qualified Donor Standard

Plasma Protein Therapeutics Association

Donor Applicants
4.18%

Donors
4.29%

Donors
95.82%

Donor Applicants
95.71%

www.pptaglobal.org


http://www.pptaglobal.org/

CPrPTA

Plasma Protein Therapeutics Association

Qualification: Stage One

Donor Pre-
Donation History
and Evaluation

Plasma donation by
plasmapheresis

Screening tests
HCV

HBV
HIV

BN

Positivggonation Negative donation
0 ning on screening

/

Quarantine of first
donation

www.pptaglobal.org
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CPrPTA

Plasma Protein Therapeutics Association

Qualification: Stage Two

Donor Pre-
Donation History
and Evaluation

Plasma donation by
plasmapheresis

Screening tests
HCV
HBV
HIV

Positi
0

onation
ning

BN

Negative donation
on screening

|

Quarantine of first
donation

‘Qualified’ Donor

www.pptaglobal.org
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(s PPTA Viral Marker Standard

Plasma Protein Therapeutics Association

. Standard is a Quality Control Standard for the Center, not a
Donor Epidemiology Standard

Standard based upon industry average confirmed positive
and NAT qualified donors per 100,000 qualified donations

Alert Limit Tables based on a statistical probability
distribution (collection volume dependant)

Regularly revisit standard when changes occur
—  Testing algorithm (e.g. NAT)

— Industry average changes

Industry average monitored 2x / year

Centers must have a process for Corrective Action should
they exceed Alert Limits

www.pptaglobal.org
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CPrPTA

Plasma Protein Therapeutics Association

Source Plasma Qualified Donation Positivity Rates, 2001—2011
(Confirmed positives per 10 ¢ donations)

2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011

HIVQ+ 1.14 091 062 095 069 094 101 0.75 0.63 0.59 0.56

H(;:_:/ 3.23 317 327 320 328 393 332 304 267 239 2.44
HBV
o 328 323 230 201 172 195 245 269 236 2.18 1.83

European (CoE) Repeat Donors
Incidence rate amongst 10° repeat donors (Janssen EMEA W/S 2009)

HIV 2.0 3.0 3.5 4.5 4.5 5.0

HCV 10.0 8.0 /70 100 7.0 6.0

HBY 11.0 7.5 5.0 5.5 5.0 3.0

September 24, 2012 www.pptaglobal.org
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((V PPTA HIV and HCV Residual Risk

Plasma Protein Therapeutics Association

HIV and HCV Residual Risk (x 10), 2001-2010
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ECrPTA HBV Residual Risk

Plasma Protein Therapeutics Association

HBYV Residual Risk (x 10%), 2001-2010
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o Quality 6‘%

((\ PPTA Certification

Plasma Protein Therapeutics Ass

« Facilities audited/ companies certified

« Certification of adherence to PPTA’s voluntary
standards

e
'&\6 L ad@f%
03 0 S0

<y

&
%Jnsw

« 5 Companies are QSEAL Certified

Baxter CSL Behring GRIFOLS

&3 Biotest K

KEDRION
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Plasma Protein Therapeutics Ass

((‘ PPTA Current Standards @f

%3 jo 0

N
&%Jnssv . 53&5\

Qualified plasma donor — same as IQPP
60 day inventory hold
Viral marker standard — same as IQPP

NAT for HIV, HCV, HBV and Parvovirus
B19

Fractionation pools below 10° IU parvovirus
B19 DNA/mI

Standards for intermediates

www.pptaglobal.org
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Plasma Protein Therapeutics Association

(@ PPTA Inventory Hold

 Hold Source Plasma 60
Days following collection
prior to pooling

—  Post-donation Information

—  Sero-conversion

«  Managed by fractionation
organization

. Audit includes site
Inspection

www.pptaglobal.org
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(@ PPTA Safety is the Result of

Plasma Protein Therapeutics Association CO m b I N ed M easures

Donation Management

Safety Step 2:

Safety Step 1: Testing Donation
Screening
Safety Step 3:
Safety Step 9: Inventory Hold/ Lookback
Post-Marketing
Surveillance Safety Step 4:

Plasma pool testing

Safety Step 5 & 6: .
Quality Assurance Manufacturing

GMP

Complete Manufacture

Safety Step 7:
Safety Step 8: Virus

Quality Assurance Inactivation/Removal

Packaging Guidance Prion Removal

www.pptaglobal.org
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(& PPTA Product choice = optimal care

Plasma Protein Therapeutics Association

E'-" - Vial sizes | Stabiliser
(a)

Baby A

X-linked

agammaglobulinaemia Sorbitol Pasteurisation

Small- but

growing fast 1,25,5,10 | Glycine, Solvent/
glucose, detergent
albumin

Glycine 1.5olvent/

Mrs B anti IgA
Mrs C antibodies-

Poor veins, previous
infusion rate reaction to ivig

very slow

Sandoglobulin L - Micotinamide, 1.Hancfiltration
MNF Lprolineg, L- 2 Low
izoleucin pHipepsin

Vigam 4o or 25°C Sucrose, 1.5olvent/
glycine, detergent
albumin 2.Low pH
incubation
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- Industry-perspective

©Frans Dely/AviationDimension.com+27824402707
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@ PPT 34 panel meeting supply
S— A plasma protein therapies
\ 4

Plasma Protein Therapeutics Association

Stable supply of plasma protein therapies in Japan

A PPTA perspective

Jan M. Bult
President & CEO

Tokyo, February 7, 2011

www.pptaglobal.org
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ESpPPTA Plasma for Fractionation

Plasma Protein Therapeutics Association
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(@ PP TA Plasma for Fractionation Japan

Plasma Protein Therapeutics Association
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(@ PPTA sSelf Sufficiency Ratios - Japan

Plasma Protein Therapeutics Association
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iy
\ 4 EIEMIENCY: KEY ASSUMPTIONS AND OUTCOME

Plasma Protein Therapeutics Association

Plasma Volume Degree of
Population Plasma for IVIG/Subcu. required Self-sufficiency
Country (million) Fractionation Kilograms Liters (000) Percent
Liters (000) (Market data) 3 gramg/Liter 3 gramg/Liter
Argentina 41.200 105 288 96 110%
Austria 8.344 470 630 210 224%
Brazil 192.500 150 1,020 340 44%
Canada 33.700 250 3,807 1,269 20%
China 1,324.700 3,200 10,000 3,333 96%
Czech Republic 10.429 350 220 73 477%
France 59.400 1,020 4,323 1,441 71%
Germany 82.360 2,600 2,690 897 290%
Greece 11.200 30 610 203 15%
Hungary 10.130 80 95 32 253%
India 1,149.300 60 680 227 26%
ltaly 58.100 690 3,015 1,005 69%
Japan 127.500 1,040 3,302 1,101 94%
Norway 4.769 55 124 41 133%
Poland 38.500 190 430 143 133%
Russia 141.800 240 540 180 133%
Spain 39.300 340 2,445 815 42%
Sweden 9.221 150 505 168 89%
Switzerland 7.600 90 370 123 73%
United States 306.700 20,300 37,025 12,342 164%

Average yield: 3.0 grams per liter of plasma

Dublin, January 13-14 2011
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EPPTA

Plasma Protein TheraHOBALREMAND FOR POLYVALENT INTRAVENOUS IMMUNE

GEOBHTEIN-(IVIG)1986—=2008
(Metric Tons)

Dublin, January 13-14 2011 www.pptaglobal.org
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ECrPTA USA

Plasma Protein Therapeutics Association

IVIG (kg)
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S PPTA Europe: IG (iv + sc)

Plasma Protein Therapeutics Association
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\ IVIG CONSUMPTION PER CAPITA IN EUROPE 2005 & 2008
s PPTA (Continued)
v (Grams per thousand population)

Plasma Protein Therapeutics Association

J) 368
Norway — 29.4

Average 308

J 364
Germany — 28.9

Czech Republic

Slovakia —7_9 J 105 PPTA comment

13.7

Croatia 13.3

|

115
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|

Poland

|

Hungary 5.9

5.6
52 ‘

|
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45
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Russia 1
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Dublin, January 13-14 2011 www.pptaglobal.org
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(@ PPTA 2009 1gG Consumption per capita

Plasma Protein Therapeutics Association
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Data Sources:

Australia: National Blood Authority Australia — Annual Report 2008-2009

Canada: Canadian Blood Service (2008/2009 - IVIG + SCIG) & Hema-Quebec (2008-2009 Annual Report)
Europe & USA: PPTA Data - 2009
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(@ PPTA Germany

Plasma Protein Therapeutics Association

2008:

20009:

2010

Den Bosch

PPTA and JMF convenes a meeting with German PID
experts

Ql Concept proposed (Wahn / Niehues)
Q2 FIND-ID Steering Committee confirmed

- Wahn, Niehues, Zepp paediatricians
- Farnke, Schmidt, Warnatz adults

- Grundl dsai

- Herborg observer

Medical coordinator appointed

www.pptaglobal.org
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(@ PPTA Communication

Plasma Protein Therapeutics Association

(SPPTA

www.pptaglobal.org


http://www.pptaglobal.org/

