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Owner Group Name and Plasma

Center

First and Last

QA Test Lab (Serology), Name, Address,

Audit by or on

Inspections by competent

Certification by

Collection Center Address Code/NDDR|  cofiection and FDA License No behalf f)fMA Authority. Name and other organization
and Center | pages, Last applicant frequency (FDA/CLIA)
Status Ship Date
Talecris Plasma Resources, Inc. PMLA 6/26/1998 | South Texas Blood/Tissue Ctr ‘ Talecris QO - | FDA Insp: 5/1/2005 1757
Al 1
0352 2511 Tepiirwes MU pPTANQPP:  biennial
3511-A Desiard St. San Antonio, TX 78201 German Auth: ** NRW 19D0464163
Monroe, LA 71203 Active FDA Lic. No:  0678-001 German Insp: 7/18/2006
Nabi Biopharmaceuticals PPFL 12/1 /1999 | South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 4/1/2005 1687
Al |
0596 6211 TH 10 West MU PPTA/IQPP:  biennial
2301 N. University Dr., Ste 103 San Antonio, TX 78201 German Auth: ** HS 10D0672151
Pembroke Pines, FL. 33024 Active FDA Lic. No:  0678-001 German Insp: 3/22/2007
PlasmaCare Enterprises PQVA (M| 1/2/2003 | South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 8/1/2005 1756
A 1
0691 | 27282007 | 6211 1 10 West MU pPTA/IQPP:  biennial
1221 London Blvd San Antonio, TX 78201 German Auth: ** NRW 49D1006965
Portsmouth, VA 23704 Inactive 6/20/2007 | FDA Lic. No:  0678-001 German Insp: 7/8/2005
Talecris Plasma Resources, Inc. PRIL. (D] 6/26/1998 South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 1/1/2007 1757
0694 6211 TH 10 West Amual = ppTAIQPP:  biennial
1902 N. Sheridan San Antonio, TX 78201 German Auth: ** NRW 14D0896569
Peoria, IL 61604 Active FDA Lic. No:  0678-001 German Insp: 2/12/2007
PlasmaCare Enterprises PTPA (D] 6/26/1998 @ South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 1/1/2007 1756
A 1
0361 | 27282007 | 6o11 11 10 West MW PPTA/IQPP:  biennial
1600 5th Av. San Antonio. TX 78201 German Auth: ** NRW 39D0178225
Pittsburgh, PA 15219 Inactive 6/18/2007 | FpA Lic. No:  0678-001 German Insp: 4/13/2004
Talecris Plasma Resources, Inc. PXAL 8/9 /2005 South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 10/1/2005 1757
A 1
0462 P — YA PPTAIQPP:  biennial
1211 7th Ave. San Atitonio, TX 78201 German Auth: ** NRW 01D1043152
Phenix City, AL 36867 Active FDA Lic. No:  0678-001 German Insp: 4/5/2006

I Center Status was changed during the year

**HS - Hessen Authority, NRW - North Rhine Westphalia Authority, RP-D - Regierungsprasidium Darmstadt, EMEA - European Agency for Evaluation of Medicinal Products, and

NA refers to Non-German
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Owner Group Name and Plasma | Center | pirgtand Last| QA Test Lab (Serology), Name, Address, Auditbyoron | epections by competent Certification by
Collection Center Address Code/NDDR|  cofiection and FDA License No behalf f)t MA Authority. Name and other organization
and Center | pages, Last applicant frequency (FDA/CLIA)
Stafus Ship Date
ZLB Bioplasma, Inc dba ZLB Plasma RCWI 6/26/1998 | ZLB Bioplasma, Inc.-Knoxville Central Testing ‘ Talecris QO - | FDA Insp: 8/1/2007 1639
Services Laboratory Annual
0588 9320 Park West Blvd PPTA/IQPP: biennial
1601 Washington Av., Ste. 200 Knoxville, TN 37923 German Auth: ** HS 52D0672160
Racine, WI 53403 Active FDA Lic. No: 1639 German Insp: 2/20/2007
Talecris Plasma Resources, Inc. RGVA 6/26/1998 | South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 7/1/2005 1757
Al |
0365 6211 TH 10 West MU PPTA/IQPP:  biennial
502 5th St, SW San Antonio. TX 78201 German Auth: ** NRW 49D0231494
Roanoke, VA 24016 Active FDA Lic. No:  0678-001 German Insp: 8/13/2007
Advanced BioServices, LLC RSCA (D 9/10/2007  South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 7/10/2006 1714
A 1
0535 6211 IH 10 West MU pPTA/IQPP:  biennial
19255 Vanowen St. San Antonio, TX 78201 German Auth: ** EMEA 05D0883848
Reseda, CA 91335 Active FDA Lic. No:  0678-001 German Insp: 3/1/2007
Life Sera SHUT 6/26/1998 | LifeSera Testing Laboratory Talecris QO - | FDA Insp: 4/1/2006 1730
0547 280 Park North BL. #100 Amual = ppTAIQPP:  biennial
423 Wakara Way, #208 Clarkston, GA 30021 German Auth: ** HS 46D0922251
Salt Lake City, UT 84108 Active FDA Lic. No: 1730 German Insp: 6/23/2006
Nabi Biopharmaceuticals SIPA 8/18/2003 | South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 11/1/2006 1687
A 1
0589 S — MW PPTA/IQPP:  biennial
409 Adams Ave. San Antonio, TX 78201 German Auth: ** HS 39D0672167
Scranton, PA 18510 Active FDA Lic. No:  0678-001 German Insp: 6/19/2006
ZI1.B Bioplasma, Inc dba ZLB Plasma SNTX 6/26/1998 | ZLB Bioplasma, Inc.-Knoxville Central Testing Talecris QO - | FDA Insp: 2/1/2006 1639
Services Laboratory Annual
0632 9320 Park West Blvd PPTA/IQPP: biennial
3655 Fredericksburg Rd., #107 Knoxville, TN 37923 German Auth: ** HS 45D0670035
San Antonio, TX 78201 Active FDA Lic. No: 1639 German Insp: 3/21/2007

L9

I Center Status was changed during the year
**HS - Hessen Authority, NRW - North Rhine Westphalia Authority, RP-D - Regierungsprasidium Darmstadt, EMEA - European Agency for Evaluation of Medicinal Products, and
NA refers to Non-German
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Owner Group Name and Plasma

Center

First and Last

QA Test Lab (Serology), Name, Address,

Audit by or on

Inspections by competent

Certification by

Collection Center Address Code/NDDR|  cofiection and FDA License No behalf f)fMA Authority. Name and other organization
and Center | pages Last applicant frequency (FDA/CLIA)
Status Ship Date
ZLB Bioplasma, Inc dba ZLB Plasma SYUT 6/26/1998 | ZLB Bioplasma, Inc.-Knoxville Central Testing Talecris QO - | FDA Insp: 9/1/2003 1639
Services Laboratory Annual
0427 9320 Park West Blvd PPTA/IQPP: biennial
2978 S. State St. Knoxville, TN 37923 German Auth: ** HS 46D0862929
S. Salt Lake City, UT 84115 Active FDA Lic. No: 1639 German Insp: 8/1/2006
Nabi Biopharmaceuticals SZTX 1/1/2002 | South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 6/1/2006 1687
A 1
0394 6211 TH 10 West MU PPTA/IQPP:  biennial
711 Broadway St. San Antonio. TX 78201 German Auth: ** HS 45D0862926
San Antonio, TX 78215 Active FDA Lic. No:  0678-001 German Insp: 8/18/2006
Talecris Plasma Resources, Inc. TCAL 7/14/2003 | South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 1/1/2006 1757
Al 1
0784 6211 IH 10 West MU pPTA/IQPP:  biennial
3201 10th Ave., Ste E San Antonio, TX 78201 German Auth: ** NRW 01D0682097
Tuscaloosa, AL 35401 Active FDA Lic. No:  0678-001 German Insp: 7/19/2006
Talecris Plasma Resources, Inc. TGAL 12/2 /2005 | South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 3/29/2007 1757
0814 6211 TH 10 West Amual = ppTAIQPP:  biennial
230 Clayton St. San Atitonio, TX 78201 German Auth: ** N/A 01D1048402
Montgomery, AL 36104 Active FDA Lic. No:  0678-001 German Insp:
ZLB Bioplasma, Inc dba ZLB Plasma TLOK 6/1/1999 ZLB Bioplasma, Inc.-Knoxville Central Testing Talecris QO - | FDA Insp: 6/1/2005 1639
Services Laboratory Annual
0592 9320 Park West Blvd PPTA/IQPP: biennial
824 S. Cheyenne Av. Knoxville, TN 37923 German Auth: ** HS 37D0672172
Tulsa, OK 74119-1408 Active FDA Lic. No: 1639 German Insp: 7/11/2006
International BioResources VGNV (D] 3/19/2007 ZLB Bioplasma, Inc.-Knoxville Central Testing Talecris QO - | FDA Insp: 5/1/2006 1655
Laboratory Annual
0373 12/24/2005 | 9350 park West Blvd PPTA/IQPP: biennial
1912 Civic Center Dr. Knoxville, TN 37923 German Auth: ** NRW 29D1008463
N. Las Vegas, NV 89030 Active 2/23/2006 | FDA Lic. No: 1639 German Insp: 11/8/2004

I Center Status was changed during the year
**HS - Hessen Authority, NRW - North Rhine Westphalia Authority, RP-D - Regierungsprasidium Darmstadt, EMEA - European Agency for Evaluation of Medicinal Products, and

NA refers to Non-German
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Owner Group Name and Plasma

Center

First and Last

QA Test Lab (Serology), Name, Address,

Audit by or on

Inspections by competent

Certification by

Collection Center Address Code/NDDR|  cofiection and FDA License No behalf f)fMA Authority. Name and other organization
and Center | pages, Last applicant frequency (FDA/CLIA)
Status Ship Date
PlasmaCare Enterprises WHOH (D| 11/10/2004 | South Texas Blood/Tissue Ctr ‘ Talecris QO - | FDA Insp: 11/1/2005 1756
Al 1
0803 | 27282007 | 6211 1 10 West MU pPTANQPP:  biennial
3840 E. Main St. San Antonio, TX 78201 German Auth: ** NRW 36D1022167
Whitehall, OH 43213 Inactive 6/18/2007 FDA Lic. No:  0678-001 German Insp: 4/7/2006
Interstate Blood Bank, Inc. WPPA 10/4 /2005 | Interstate Blood Bank, Inc.-Memphis Talecris QO - | FDA Insp: 4/1/07 444
Al |
0483 5700 Plsssant ViewRd. MU PPTA/IQPP:  biennial
665 Carey Ave. Memphis, TN 38134 German Auth: ** NRW 39D0922008
Wilkes-Barre, PA 18702 Active FDA Lic. No: 173 German Insp: 4/13/2006
Talecris Plasma Resources, Inc. WUIL 10/25/2005  South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 2/1/2004 1757
A 1
0838 6211 IH 10 West MU pPTA/IQPP:  biennial
2770 Grand Ave. San Antonio, TX 78201 German Auth: ** NRW 14D1007657
Waukegan, IL 60085 Active FDA Lic. No:  0678-001 German Insp: 4/10/2006
PlasmaCare Enterprises WWOHM| 6/26/1998 South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 5/1/2005 1756
0693 | 27282007 | o171 IH 10 West Amual = ppTAIQPP:  biennial
1116 Main St. San Antonio, TX 78201 German Auth: ** NRW 36D0346026
Cincinnati, OH 45202 Inactive 4/26/2007 | EpA Lic. No:  0678-001 German Insp: 4/19/2004
PlasmaCare Enterprises YAIN (D] 6/26/1998 | South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 4/1/2006 1756
A 1
0339 | 2/282007 | 6211 IH 10 West T PPTA/IQPP:  biennial
502 N. Capitol Av. San Antonio, TX 78201 German Auth: ** NRW 15D0353369
Indianapolis, IN 46204 Inactive 4/29/2007 | EpA Lic. No:  0678-001 German Insp: 6/15/2006
Nabi Biopharmaceuticals YTOH 6/26/1998 | South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 1/1/2007 1687
A 1
0595 O e — MU PPTANIQPP:  biennial
444 Martin Luther King Bl San Atitonio, TX 78201 German Auth: ** HS 36D0672178
Youngstown, OH 44502 Active FDA Lic. No:  0678-001 German Insp: 6/21/2006

I Center Status was changed during the year

**HS - Hessen Authority, NRW - North Rhine Westphalia Authority, RP-D - Regierungsprasidium Darmstadt, EMEA - European Agency for Evaluation of Medicinal Products, and

NA refers to Non-German
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Owner Group Name and Plasma

Center

First and Last

QA Test Lab (Serology), Name, Address,

Audit by or on

Inspections by competent

Certification by

Collection Center Address Code/NDDR|  cofiection and FDA License No behalf f)fMA Authority. Name and other organization
and Center | pages Last applicant frequency (FDA/CLIA)
Status Ship Date
ZLB Bioplasma, Inc dba ZLB Plasma YZAZ 9/9/1998 | ZLB Bioplasma, Inc.-Knoxville Central Testing Talecris QO - | FDA Insp: 1/1/2005 1639
Services Laboratory Annual
0591 9320 Park West Blvd PPTA/IQPP: biennial
1000 E. Broadway Rd. Knoxville, TN 37923 German Auth: ** HS 03D0672170
Tempe, AZ 85282 Active FDA Lic. No: 1639 German Insp: 3/22/2007
ZLB Bioplasma, Inc dba ZLB Plasma ZCTX 3/14/2005 | ZLB Bioplasma, Inc.-Knoxville Central Testing Talecris QO - | FDA Insp: 11/1/2006 1639
Services Laboratory Annual
0403 9320 Park West Blvd PPTA/IQPP: biennial
2701 Morgan Ave., Ste 400 Knoxville, TN 37923 German Auth: ** HS 45D0862927
Corpus Christi, TX 78405 Active FDA Lic. No: 1639 German Insp: 6/5/2007
ZLB Bioplasma, Inc dba ZLB Plasma ZHTN 6/27/2005 ZLB Bioplasma, Inc.-Knoxville Central Testing Talecris QO - | FDA Insp: 8/1/2004 1639
Services Laboratory Annual
0307 9320 Park West Blvd PPTA/IQPP: biennial
3815 Rossville Blvd. Knoxville, TN 37923 German Auth: ** HS 44D0310207
Chattanooga, TN 37407 Active FDA Lic. No: 1639 German Insp: 6/23/2006
ZLB Bioplasma, Inc dba ZLB Plasma ZSWA 3/14/2005 | ZLB Bioplasma, Inc.-Knoxville Central Testing Talecris QO - | FDA Insp: 7/1/2005 1639
Services Laboratory Annual
0422 9320 Park West Blvd PPTA/IQPP: biennial
9621 E. Sprague Ave. Knoxville, TN 37923 German Auth: ** HS 50D0862935
Spokane, WA 99206 Active FDA Lic. No: 1639 German Insp: 6/22/2005
ZLB Bioplasma, Inc dba ZLB Plasma ZXTX 6/26/1998 ZLB Bioplasma, Inc.-Knoxville Central Testing Talecris QO - | FDA Insp: 4/1/2006 1639
Services Laboratory Annual
0626 9320 Park West Blvd PPTA/IQPP: biennial
8725 Marbach Rd., # 275 Knoxville, TN 37923 German Auth: ** HS 45D0669924
San Antonio, TX 78227 Active FDA Lic. No: 1639 German Insp: 7/28/2006
Talecris Plasma Resources, Inc. ZZTX: 2/27/2006 | South Texas Blood/Tissue Ctr Talecris QO - | FDA Insp: 5/14/2007 1757
Al 1
0959 O e — MU PPTANIQPP:  biennial
2118 S. Zarzamora Blvd., Ste 448 San Antonio, TX 78201 German Auth: ** RP-D 45D1051323
San Antonio, TX 78207 Active FDA Lic. No:  0678-001 German Insp: 8/16/2007
Centers: 108

**HS - Hessen Authority, NRW - North Rhine Westphalia Authority, RP-D - Regierungsprasidium Darmstadt, EMEA - European Agency for Evaluation of Medicinal Products, and

NA refers to Non-German
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Talecris Biotherapeutics, Inc.
Clayton, NC

Product: Plasma

Procedure for Approval of Plasma Suppliers

Number of Pages
(including cover page)
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Original is signed
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Date

Name and Rank
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Routine Actions Taken For Plasma Suppliers Which Are To Be Approved:

e New plasma suppliers must go through the following sequence of events to be approved as a
supplier of Source Plasma:

Upon notification by Plasma Operations, Quality Operations (QO) will schedule and
perform an inspection for approval of the physical facilities, procedures, and records prior to
acceptance of plasma.

Suppliers found to be unacceptable during inspection for approval will be brought to the
immediate attention of Plasma Operations and Quality Management. If agreement between
the unacceptable supplier, Plasma Operations and Quality is reached for the actions to be
taken to correct the discrepancies, the supplier may then be approved. A follow-up
inspection may be required before approval.

Quality Operations will obtain and retain on file a copy of the following documents:
o US FDA Establishment and Product License

o US FDA approval letters to collect hyperimmune plasma if applicable

e CLIA certification'

« PPTA international Quality Plasma Program (iQPP) certification’

e Viral marker data submitted by the plasma collection facility

Suppliers may have to meet additional criteria specified to meet certain national authority
requirements (e.g. EU Competent Authority Approval).

Approved suppliers will be added to the Supplier Quality Information Database that contains
the list of plasma centers.

Routine Actions Taken For Plasma Suppliers Which Are On The Approved List:

e All plasma centers will be audited annually unless the overall conclusion of the previous audit
requires an early re-audit, or if the center meets the criteria for an extended audit interval as
described as follows:

Extended Audit Frequency - Plasma center audits may be scheduled by the Audit Manager
not more than twenty-four months from the previous audit if the following criteria are
satisfied:

e Quality systems at the corporate office have been audited and are found to be in
compliance.

e The center has a history (NLT 2 consecutive years) of satisfactory compliance.

e There have been no major changes in management, quality systems, processes or SOPs.

! CLIA is the Clinical Laboratory Improvement Amendments enforced by the U.S Department of Health and Human Services,
Health Care Finance Administration (HCFA).

5

“ PPTA is a plasma industry association that has established an international Quality Plasma Program with specific criteria for

compliance and performance which all plasma centers must meet.
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e The center has a history (NLT 2 consecutive years) of supplying satisfactory product.

If during a Plasma Operations and/or Quality inspection, a previously approved supplier is
considered unacceptable due to lack of adherence to procedures and/or Federal Regulations,
Plasma Operations and Quality will evaluate the discrepancies. If agreement between Plasma
Operations, Quality, and the supplier cannot provide corrective action suitable to Plasma
Operations and Quality, the approved list will be amended to delete the supplier until
acceptable.

Plasma centers must be regularly inspected and found acceptable by the US FDA.

e US FDA suspensions, license revocations, and unlicensed or unaccredited plasma centers
will result in the supplier being deleted from the approved list.

Plasma centers must be inspected and certified every two years by PPTA to maintain iQPP
certification.

e Each plasma center must submit viral marker data for evaluation and continuation of iQPP
certification.

Plasma centers must be inspected and found acceptable by HCFA every two years to maintain
CLIA certification.

Plasma centers must be inspected and found acceptable by other federal, state, local, or
international authorities where required.

e An EU competent authority must regularly inspect and approve plasma centers supplying
Source Plasma for further manufacture into plasma-derivatives to be marketed in Europe.

The plasma manufacturing plant will be notified of supplier status changes.
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Product: Plasma

Remuneration of Donors

Plasmapheresis donor remuneration is widely accepted in the United States, which is the country of
collection for all plasma supplied to Talecris. Plasmapheresis donors receive a nominal
reimbursement that covers travel expenses, time at the collection center and other inconvenience
costs incurred while participating in the plasmapheresis program. The reimbursement is made
directly to the donor by the plasmapheresis centers. The average amount of this reimbursement in
the United States plasma collection industry is 25 to 30 US dollars per unit of normal Source
Plasma. Donors have the option of directing the reimbursement for specific causes such as child's
savings, family vacation or for community or charitable purposes.

Original is signed

Name and Rank Date

Name and Rank Date

Valid from: 23 Jun 2005
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PPTA Viral Marker Standard

The Viral Marker Standard for Source Plasma collection in the United States is part of
the international Quality Plasma Program (iQPP) administered by PPTA. The standard is
designed to provide a mechanism to ensure that plasmapheresis centers are not collecting
from a high-risk population for bloodborne infections.

All i1QPP certified facilities must participate in the PPTA Viral Marker Standard program.
Each center must submit viral marker data to PPTA on a monthly schedule where it is
compiled and analyzed every six months for adherence to the current standard. All iQPP
certified centers must have qualified viral marker rates for HBV, HIV, HCV and a
composite of the three markers at or below the PPTA source's viral marker alert limits to
maintain their iQPP certification.

The viral marker alert limits are based on the observed qualified donor prevalence rate
and Poisson Distribution that describes the probabilities of random occurrences. The
1QPP Viral Marker Standards are presented in the tables that assess the relative
probability of any number of confirmed positive qualified donors based on the number of
total donations at each center. This approach enables each center to be assessed with the
same periodicity using its own plasma donation volume. The use of probabilities as a
standard setting tool allows comparisons of all plasmapheresis centers regardless of the
number of total donations for a given time period.

The PPTA viral marker alert limits for HBV, HIV, HCV and a composite of the three
markers are provided in Tables 1 through 4. The PPTA has set the viral marker alert
limits based on the number of confirmed positive qualified donors (not applicant donors)
since only plasma from qualified donors is used during the manufacture of final container
product. Currently, there are no PPTA standards for applicant donors. The alert limits are
set at a probability of 0.005 for the individual viral markers and 0.01 for the viral marker
rate standard composite. The alert limits mean that a center would fail to meet the
established standard if it had more positive donors than would be expected at 99.5 or 99%
confidence (individual and composite rates respectively) based on the number of
donations for a given period of time.

If a plasmapheresis center exceeds the viral marker alert limits PPTA has established,
PPTA will notify the center of its status. The center has 30 days following notification to
submit a corrective action plan. The center will have six months following submission of
their corrective action plan to demonstrate viral marker rates below the standard.
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Viral Marker Data Collection by Plasmapheresis Center

Appendix A contains a summary of the viral marker rates for each plasma center by
owner group for both applicant and qualified donors for the year 2006. The following
viral marker data is provided.

o Talecris assigned plasma center code

o Total donations collected

o Total applicant donors

«  Confirmed positive applicant donors

o  Confirmed positive qualified donors

« Confirmed positive applicant donors per total applicant donors
o Confirmed positive qualified donors per 100,000 donations

For each viral marker test, data are provided for both confirmed positive applicant and
qualified donors.

Incidence of Confirmed Positive Seroconversions in Donors

The viral marker test data provided for each plasmapheresis center includes the number
of confirmed positive donations and the incident rate calculations for each viral marker
for both applicant and qualified donors.

The first calculation indicates the number of confirmed positive applicant donors per total
applicant donors at each plasma center for the indicated marker. The calculation is
performed as follows.

(# confirmed positive applicant donors / # total applicant donors)

The second calculation indicates the number of confirmed positive qualified donors per
100,000 donations at each plasma center for the indicated marker. The calculation is
performed as follows.

(# confirmed positive qualified donors / # total donations) x 100,000

During 2006 all plasma centers demonstrated acceptable performance. A systematic
monthly review of the serological and NAT test results was conducted to ensure an
adequate selection of donors with respect to infection risk. The summary of epidemiology
data is presented in Appendix A. In addition, for all iQPP certified plasma centers,
serology data obtained for qualified donors is presented in 6-month intervals to show

that these centers are in compliance with the iQPP Standards. Appendix B provides
details on parameter values relating to the qualified donor estimated infection rates.
According to PPTA Guidelines, the plasma centers exceeding the Viral Marker Alert
Limit will have six months following submission of CAPA, to demonstrate a viral marker
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rate below the Alert Limit, before the potential withdrawal of the iQPP Certification. In
all cases presented in this report, plasma centers were able to comply.

Estimation of Residual Risk

Results from the 2006 epidemiology data analysis show that the risk of major bloodborne
infectious diseases among qualified plasma donors to Talecris is currently at a very low
level. All plasmapheresis centers supplying plasma to Talecris have acceptable viral
marker rates according to the PPTA Viral Marker Standards and maintain iQPP
certification current.

Incidence and risk of transfusion-transmitted infections is monitored for all plasma
centers to decrease the risk of post transfusion infections.

The risk of transfusion-transmitted infection (or "residual risk") refers to the chance that
an infected donation escapes detection because of a laboratory test's window period (i.e.,
the time between infection and detection of the virus by that test). The probability of
residual contamination of a unit of plasma after testing was determined by using the
incidence/window period model, which is based on the incidence of infection in qualified

donors and the window period for each laboratory test. The viral markers evaluated were
HIV, HCV and HBV.

After a person has been infected with HIV, HCV or HBV, there is a Window Period
(WP) before which Serology or NAT testing will record a positive result. Residual risk
(RR) is the probability that a particular donated unit of plasma has been donated during
the WP. Viral Infection Rate (IR) is also a factor in determining RR. The formula for
calculating RR is as follows:

RR =1IR x WP

Probability Rates for bloodborne pathogens were calculated based on 4,428,892 total
plasma donations collected in 2006 from qualified donors at centers supplying plasma to
Talecris. The NAT window period was taken from previously published sources."** The
HBV WP from presumed infectivity was estimated at 49 days.” Window periods for HIV
was estimated at 9 days, for HCV at 7.4 days.*

Infection rate values presented in the table below are estimated based on the Talecris
analysis of monthly viral marker data supplied by the approved plasma centers in 2006.
HIV, HCV and HBV infection rates are very low and equal 1.17, 5.2 and 1.74,

Glynn, Kleinman, Wright and Busch, 2002, "International Application of the Incidence Rate/Window Period Model",

Transfusion, V42: 967-72.

> M.Bush, S.Glynne, S.Stramer et al. 2005. "A new strategy for estimated risks of transfusion-transmitted viral
infections" Transfusion Vol 45: 254-263.

3 G. Schreiber 2006. Global Epidemiology. International Plasma Protein Congress, 2006 Prague.

4 B.Wang, M.J.Higgins, S.Kleinman et al. Transfusion, 2004, Vol 44 :1243-1251.
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respectively. Residual Risk of infectious unit not to be detected by the approved assays
during the assay window period is 0.029 for HIV, 0.0105 for HCV and 0.23 for HBV.
These numbers correspond very well with the reference rates estimated by PPTA based
on the overall industry averages for the US Source Plasma qualified donors.

Table 1 - Residual Risk from Qualified Donors

Positive Test | NAT Window Infection Rate Residual Risk Residual Risk
Results Period (days) per 100,000 per 100,000 per 100,000
Donations Donations Donations.
PPTA Source®
HIV 52 9 1.17 0.029 0.083
HCV 229 7.4 5.2 0.0105 0.195
HBV 67 49 1.74 0.23 0.136
* G. Schreiber 2006. Global Epidemiology. International Plasma Protein Congress, 2006 Prague

Based on a production pool of 4750 units, the probability of any given production pool
including an infected unit that has been donated in the window period is calculated in the
table below. The assumption made is that there is a constant IR and random distribution
of positive viral tests.

There is a very low estimated probability of a potentially infectious unit entering the
plasma manufacturing pool. The residual risk was calculated before the viral inactivation
steps. Viral inactivation and removal steps introduced into the manufacturing process
substantially minimize the residual risk in final plasma derived products.

Table 2 - Probability of Production Pool Infection

NAT/Serological Test Probability of Production Pool Infection
HIV 0.0013
HCV 0.0049
HBV 0.0109
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PPTA Viral Marker Alert Limits
Table 3 - Virus Type = HBV’ Confirmed Positives by Serology
Total Number Of Donations Maximum Number Of
From To Positive Donors
0 3449 1
3450 11262 2
11263 22406 3
22407 35930 4
35931 51230 S
51231 67911 6
67912 85703 7
85704 104413 8
104414 120000 9
Table 4 - Virus type = HIV® Confirmed Positives by Serology
Total Number Of Donations Maximum Number Of
From To Positive Donors
0 10699 1
10700 35199 2
35200 70599 3
70600 113899 4
113900 162999 5

> Alert limits are based on observed qualified donor prevalence (reference rate) of 3 per 100,000 donations and will be

applied for a given six-month period.
® Alert limits are based on observed qualified donor prevalence (reference rate) of 1 per 100,000 donations and will be

applied for a given six-month period.
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PPTA Viral Marker Alert Limits

Table 5 - Virus type = HCV’ Confirmed Positives by Serology

Total Number Of Donations Maximum Number Of
From To Positive Donors
0 2699 1
2700 8799 2
8800 17699 3
17700 28499 4
28500 40799 5
40800 54199 6
54200 68599 7
68600 83699 8
83700 99399 9
99400 115699 10
115700 132499 11
132500 149599 12
149600 167199 13
167200 184999 14

7 Alert limits are based on observed qualified donor prevalence (reference rate) of 4 per 100,000 donations and will be
applied for a given six-month period.
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PPTA Viral Marker Alert Limits
Table 6 - Virus type = Composite8 Confirmed Positives by Serology
(HBV, HCYV and HIV combined)
Total Number Of Donations Maximum Number Of
From To Positive Donors
0 1856 1
1857 5450 2
5451 10290 3
10291 15988 4
15989 22316 5
22317 29127 6
29128 36326 7
36327 43843 8
43844 51627 9
51628 59640 10
59641 67852 11
67853 76238 12
76239 84779 13
84780 93459 14
93460 102263 15
102264 111182 16
111183 120000 17

¥ Alert limits are based on observed qualified donor prevalence (reference rate) of 8 per 100,000 donations and will be
applied for a given six-month period.
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APPENDIX A

Epidemiology Data Report for First Time Donors - VMT Data for 2006

ABSK HIV HCV HBV
Assigned Total No. of No. of Positive Donors HIV Rate per No. of Positive Donors HCV Rate per No. of Positive Donors HBV Rate per
Plasma Donors 100,000 100,000 100,000
Center tested in the HIV 1/2 HIV Donors HCV HCV Donors HBsAg HBV Donors
Code given period Antibody NAT (C+D)/A x Antibody NAT (E+F)/A x (G) NAT (G+H)/A x
(A) (©) Only (D) 100,000 (E) Only (F) 100,000 Only (H) 100,000
JHTN 1428 3 0 210.08 51 4 3851.54 1 0 70.03
RSCA 1284 4 1 389.41 20 0 1557.63 0 0 0.00
Total 2712 7 1 294.99 71 4 2765.49 1 0 36.87

s19)ud)) sisaroydewsed ay3 je A3ojorwopidg

01 93eq

Iouo(] ewise|d

SN90-T1"'81°L



S8

Epidemiology Data Report for First Time Donors - VMT Data for 2006

BLPS HIV HCV HBV
Assigned Total No. of No. of Positive Donors HIV Rate per No. of Positive Donors HCV Rate per No. of Positive Donors HBV Rate per

Plasma Donors 100,000 100,000 100,000

Center tested in the HIV 1/2 HIV Donors HCV HCV Donors HBsAg HBV Donors
Code given period Antibody NAT (C+D)/A x Antibody NAT (E+F)/A x (G) NAT (G+H)/A x

(A) (©) Only (D) 100,000 (E) Only (F) 100,000 Only (H) 100,000

BBAL 278 1 0 359.71 8 0 2877.70 2 0 719.42
FRND 2419 1 0 41.34 2 0 82.68 0 0 0.00
FYAR 1795 2 0 111.42 19 0 1058.50 0 0 0.00
JSMS 1017 4 0 393.31 17 0 1671.58 1 1 196.66
MLAL 114 0 0 0.00 3 0 2631.58 0 0 0.00
ODTX 555 0 0 0.00 2 0 360.36 0 0 0.00
Total 6178 8 0 129.49 51 0 825.51 3 1 64.75
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Epidemiology Data Report for First Time Donors - VMT Data for 2006

DCI HIV HCV HBV
Assigned Total No. of No. of Positive Donors HIV Rate per No. of Positive Donors HCV Rate per No. of Positive Donors HBV Rate per
Plasma Donors 100,000 100,000 100,000
Center tested in the HIV 1/2 HIV Donors HCV HCV Donors HBsAg HBV Donors
Code given period Antibody NAT (C+D)/A x Antibody NAT (E+F)/A x (G) NAT (G+H)/A x
(A) ©) only (D) 100,000 (E) only (F) 100,000 Only (H) 100,000
BGKY 591 0 0 0.00 10 1 1861.25 0 0 0.00
BNTX 1018 0 0 0.00 5 0 491.16 0 0 0.00
CDIL 936 3 0 320.51 7 1 854.70 1 0 106.84
CJTX 946 2 0 211.42 3 0 317.12 0 0 0.00
DIMN 908 1 0 110.13 5 0 550.66 1 0 110.13
FSAZ 794 2 0 251.89 4 0 881.61 0 0 0.00
GINC 1043 4 0 383.51 1" 0 1054.65 1 0 95.88
JEFL 1081 2 0 185.01 19 0 1757.63 8 0 740.06
LUTX 2348 0 0 0.00 28 2 1277.68 5 0 212.95
PLME 531 0 0 0.00 ¥4 0 1318.27 0 0 0.00
TKAR 1058 3 0 283.55 31 0 2930.06 4 0 378.07
WGNC 970 1 0 103.09 36 2 3917.53 3 0 309.28
Total 12224 18 0 147.25 169 6 1431.61 23 0 188.15
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Epidemiology Data Report for First Time Donors - VMT Data for 2006

IBBI HIV HCV HBV
Assigned Total No. of No. of Positive Donors HIV Rate per No. of Positive Donors HCV Rate per No. of Positive Donors HBV Rate per
Plasma Donors 100,000 100,000 100,000
Center tested in the HIV 1/2 HIV Donors HCV HCV Donors HBsAg HBV Donors
Code given period Antibody NAT (C+D)/A x Antibody NAT (E+F)/A x (G) NAT (G+H)/A x
(A) ©) only (D) 100,000 (E) only (F) 100,000 Only (H) 100,000
ASNC 980 0 0 0.00 25 0 2551.02 0 0 0.00
IMMO 1100 0 0 0.00 10 0 909.09 0 0 0.00
ITTN 805 1 0 124.22 9 0 1118.01 0 0 0.00
JNTN 1470 1 0 68.03 21 0 1428.57 4 0 27211
JQTN 1953 2 0 102.41 51 3 2764.98 2 0 102.41
KVTN 1010 0 0 0.00 29 1 2970.30 1 0 99.01
MVMI 1126 0 0 0.00 10 0 888.10 0 0 0.00
MZWI 1222 1 0 81.83 8 0 654.66 2 0 163.67
OKKY 859 0 0 0.00 13 0 1513.39 1 0 116.41
WPPA 879 1 0 113.77 24 1 2844.14 3 0 341.30
Total 11404 6 0 52.61 200 5 1797.61 13 0 114.00
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Epidemiology Data Report for First Time Donors - VMT Data for 2006

IBR HIV HCV HBV
Assigned Total No. of No. of Positive Donors HIV Rate per No. of Positive Donors HCV Rate per No. of Positive Donors HBV Rate per
Plasma Donors 100,000 100,000 100,000
Center tested in the HIV 1/2 HIV Donors HCV HCV Donors HBsAg HBV Donors
Code given period Antibody NAT (C+D)/A x Antibody NAT (E+F)/A x (G) NAT (G+H)/A x
(A) (©) Only (D) 100,000 (E) Only (F) 100,000 Only (H) 100,000
FWTX 1846 1 0 5417 42 0 2275.19 1 0 5417
Total 1846 1 0 54.17 42 0 2275.19 1 0 5417
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Epidemiology Data Report for First Time Donors - VMT Data for 2006

LSER HIV HCV HBV
Assigned Total No. of No. of Positive Donors HIV Rate per No. of Positive Donors HCV Rate per No. of Positive Donors HBV Rate per

Plasma Donors 100,000 100,000 100,000

Center tested in the HIV 1/2 HIV Donors HCV HCV Donors HBsAg HBV Donors
Code given period Antibody NAT (C+D)/A x Antibody NAT (E+F)/A x (G) NAT (G+H)/A x

(A) (©) Only (D) 100,000 (E) Only (F) 100,000 Only (H) 100,000

cosc 1643 2 0 121.73 8 0 486.91 0 0 0.00
CSsC 1957 2 0 102.20 13 0 664.28 2 0 102.20
CTNC 1602 4 0 249.69 13 0 811.49 0 0 0.00
JPFL 1325 3 0 226.42 22 1 1735.85 0 0 0.00
MBAL 1317 2 0 151.86 16 0 1214.88 0 0 0.00
MTLA 734 4 0 544.96 4 0 953.68 4 0 544.96
PEFL 2207 2 0 90.62 10 1 498.41 0 0 0.00
SHUT 1798 0 0 0.00 1 0 55.62 0 0 0.00
Total 12583 19 0 151.00 90 2 731.15 6 0 47.68
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Epidemiology Data Report for First Time Donors - VMT Data for 2006

NABI HIV HCV HBV
Assigned Total No. of No. of Positive Donors HIV Rate per No. of Positive Donors HCV Rate per No. of Positive Donors HBV Rate per

Plasma Donors 100,000 100,000 100,000

Center tested in the HIV 1/2 HIV Donors HCV HCV Donors HBsAg HBV Donors
Code given period Antibody NAT (C+D)/A x Antibody NAT (E+F)/A x (G) NAT (G+H)/A x

(A) (©) Only (D) 100,000 (E) Only (F) 100,000 Only (H) 100,000

FMFL 1439 2 0 138.99 57 0 3961.08 2 0 138.99
GVFL 1349 3 0 222.39 27 1 2075.61 3 0 222.39
JANC 2372 1 0 42.16 14 0 590.22 2 0 84.32
LNNE 2254 1 0 44.37 35 0 1552.80 3 0 133.10
NRVA 2609 11 0 421.62 57 0 2184.75 4 0 153.32
PPFL 2029 5 0 246.43 51 1 2562.84 6 0 295.71
SJPA 1118 1 0 89.45 36 0 3220.04 0 0 0.00
SZTX 3248 3 0 92.36 51 0 1570.20 6 0 184.73
YTOH 1457 2 0 137.27 39 1 2745.37 1 0 68.63
Total 17875 29 0 162.24 367 3 2069.93 27 0 151.05
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Epidemiology Data Report for First Time Donors - VMT Data for 2006

PLCR HIV HCV HBV
Assigned Total No. of No. of Positive Donors HIV Rate per No. of Positive Donors HCV Rate per No. of Positive Donors HBV Rate per
Plasma Donors 100,000 100,000 100,000
Center tested in the HIV 1/2 HIV Donors HCV HCV Donors HBsAg HBV Donors
Code given period Antibody NAT (C+D)/A x Antibody NAT (E+F)/A x (G) NAT (G+H)/A x
(A) ©) only (D) 100,000 (E) only (F) 100,000 Only (H) 100,000
CZOH 1302 2 0 153.61 50 0 3840.25 4 0 307.22
HHAL 715 5 0 699.30 33 2 4895.10 5 0 699.30
HPVA 706 2 0 283.29 15 1 2266.29 1 1 283.29
JTIL 512 3 0 585.94 14 0 2734.38 3 0 585.94
MHIN 1804 7 0 388.03 23 0 1274.94 2 0 110.86
MKPA 495 0 0 0.00 20 2 4444 .44 2 0 404.04
MYWI 1954 6 0 307.06 41 1 2149.44 5 0 255.89
PIOH 1225 0 0 0.00 17 2 1551.02 5 0 408.16
PQVA 814 4 0 491.40 18 0 2211.30 3 0 368.55
PTPA 1328 6 0 451.81 39 0 2936.75 0 0 0.00
WHOH 1334 1 1 149.93 21 1 1649.18 1 0 74.96
WWOH 1338 4 0 298.95 40 6 3437.97 1 1 149.48
YAIN 1835 7 1 435.97 45 1 2506.81 2 7! 163.49
Total 15362 47 2 318.97 376 16 2551.75 34 3 240.85
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Epidemiology Data Report for First Time Donors - VMT Data for 2006

TPRE HIV HCv HBV
Assigned Total No. of No. of Positive Donors HIV Rate per No. of Positive Donors HCV Rate per No. of Positive Donors HBV Rate per
Plasma Donors 100,000 100,000 100,000
Center tested in the HIV 1/2 HIV Donors HCV HCV Donors HBsAg HBV Donors
Code given period Antibody NAT (C+D)/A x Antibody NAT (E+F)/A x (G) NAT (G+H)/A x
(A) ©) only (D) 100,000 (E) only (F) 100,000 Only (H) 100,000
ADIN 1733 1 0 57.70 25 0 1442.59 0 0 0.00
AFGA 1189 3 0 252.31 16 0 1345.67 5 0 420.52
BRLA 2132 3 0 140.71 44 0 2063.79 6 0 281.43
DWTX 504 0 0 0.00 0 0 0.00 0 0 0.00
EATX 1987 0 0 0.00 21 2 1157.52 2 0 100.65
EBTX 562 0 0 0.00 6 0 1067.62 2 0 355.87
EGOR 1999 0 0 0.00 29 0 1450.73 3 0 150.08
ELTX 2719 2 0 73.56 35 0 1287.24 0 0 0.00
FHTX 2057 0 0 0.00 44 0 2139.04 2 0 97.23
GLAZ 2282 3 0 131.46 33 0 1446.10 0 0 0.00
GOOR 1746 0 0 0.00 32 2 1947.31 1 0 57.27
Hwi 1280 1 0 78.13 5 0 390.63 4 0 312.50
KLTX 1294 0 0 0.00 0 0 0.00 0 0 0.00
KPCO 2405 1 0 41.58 28 0 1164.24 1 0 41.58
LDKY 1416 3 0 211.86 16 0 1129.94 2 0 141.24
LPTX 2430 0 0 0.00 26 1 1114911 2 0 82.30
LQLA 2157 12 0 556.33 64 0 2967.08 4 0 185.44
OFOK 1154 1 0 86.66 25 0 2166.38 0 0 0.00
PCCO 1486 1 0 67.29 36 0 2422.61 0 0 0.00
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Epidemiology Data Report for First Time Donors - VMT Data for 2006

TPRE HIV HCV HBV
Assigned Total No. of No. of Positive Donors HIV Rate per No. of Positive Donors HCV Rate per No. of Positive Donors HBV Rate per

Plasma Donors 100,000 100,000 100,000

Center tested in the HIV 1/2 HIV Donors HCV HCV Donors HBsAg HBV Donors
Code given period Antibody NAT (C+D)/A x Antibody NAT (E+F)/A x (G) NAT (G+H)/A x

(A) (©) Only (D) 100,000 (E) Only (F) 100,000 Only (H) 100,000

PMLA 2635 6 0 227.70 51 1 1973.43 8 0 303.61
PRIL 1224 2 0 163.40 18 1 1552.29 1 0 81.70
PXAL 2544 4 1 196.54 52 0 2044.03 6 0 235.85
RGVA 1957 2 0 102.20 48 0 2452.73 0 0 0.00
TCAL 2079 0 0 0.00 42 1 2068.30 1 0 48.10
TGAL 807 4 0 495.66 16 1 2106.57 2 0 247.83
WUIL 1336 2 0 149.70 27 0 2020.96 0 0 0.00
ZZTX 1047 1 0 95.51 36 0 3438.40 1 0 95.51
Total 46161 52 1 114.82 715 9 1698.40 53 0 114.82
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Epidemiology Data Report for First Time Donors - VMT Data for 2006

ZLBP HIV HCv HBV
Assigned Total No. of No. of Positive Donors HIV Rate per No. of Positive Donors HCV Rate per No. of Positive Donors HBV Rate per
Plasma Donors 100,000 100,000 100,000
Center tested in the HIV 1/2 HIV Donors HCV HCV Donors HBsAg HBV Donors
Code given period Antibody NAT (C+D)/A x Antibody NAT (E+F)/A x (G) NAT (G+H)/A x
(A) ©) only (D) 100,000 (E) only (F) 100,000 Only (H) 100,000
ABTX 1460 0 0 0.00 48 1 3356.16 3 0 205.48
ALNM 2768 3 0 108.38 68 0 2456.65 ] 0 36.13
AUCO 3574 11 0 307.78 104 0 2909.90 3 0 83.94
BXWI 1014 1 0 98.62 19 0 1873.77 0 0 0.00
CNTN 2074 2 0 96.43 17 0 819.67 2 0 96.43
CQNC 2904 9 0 309.92 97 0 3340.22 10 0 344.35
CRSC 1822 4 0 219.54 44 0 2414.93 3 0 164.65
DBTX 1919 8 0 416.88 70 0 3647.73 13 1 729.55
EZCO 2175 0 0 0.00 26 1 1241.38 1 0 45.98
FCCO 2565 0 0 0.00 23 0 896.69 1 0 38.99
GEOR 2971 2 0 67.32 58 2 2019.52 3 0 100.98
GPTX 2334 2 0 85.69 39 0 1670.95 5 0 214.22
KCMO 2651 5 0 188.61 54 0 2036.97 10 0 377.22
LEKY 1741 5 0 287.19 42 0 2412.41 2 1 172.31
LSMI 2462 0 0 0.00 40 1 1665.31 2 0 81.23
LWKS 1888 0 0 0.00 16 0 847.46 0 0 0.00
MDOR 1588 1 0 62.97 33 2 2204.03 1 0 62.97
MNKS 2344 0 0 0.00 7 0 298.63 0 0 0.00
MSTN 2376 5 0 210.44 40 0 1683.50 8 0 336.70
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Epidemiology Data Report for First Time Donors - VMT Data for 2006

ZLBP HIV HCv HBV
Assigned Total No. of No. of Positive Donors HIV Rate per No. of Positive Donors HCV Rate per No. of Positive Donors HBV Rate per
Plasma Donors 100,000 100,000 100,000
Center tested in the HIV 1/2 HIV Donors HCV HCV Donors HBsAg HBV Donors
Code given period Antibody NAT (C+D)/A x Antibody NAT (E+F)/A x (G) NAT (G+H)/A x
(A) ©) only (D) 100,000 (E) only (F) 100,000 Only (H) 100,000
NMOK 2090 2 0 95.69 24 0 1148.33 6 0 287.08
OHNE 1245 1 0 80.32 25 0 2008.03 ] 0 80.32
OPMI 2766 10 0 361.53 59 0 2133.04 13 0 469.99
0ZOK 2462 6 0 243.70 62 0 2518.28 2 0 81.23
RCWI 1378 0 0 0.00 27 1 2031.93 1 0 72.57
SNTX 2165 2 0 92.38 52 0 2401.85 3 0 138.57
SYUT 3384 0 0 0.00 45 1 1359.34 4 0 118.20
TLOK 1693 3 0 177.20 61 2 3721.20 7 0 413.47
TSAZ 1470 0 0 0.00 41 0 2789.12 0 0 0.00
YZAZ 2515 0 0 0.00 45 0 1789.26 1 0 39.76
ZCTX 1483 4 0 269.72 66 0 4450.44 1 0 67.43
ZHTN 2545 2 0 78.59 68 0 2671.91 6 0 235.76
ZPWA 2677 1 0 37.36 61 0 2278.67 2 0 74.71
ZSWA 1892 1 0 52.85 18 0 951.37 0 0 0.00
ZXTX 2001 2 0 99.95 34 1 1749.13 2 0 99.95
Total 74396 92 0 123.66 1533 12 2076.72 117 2 159.95
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APPENDIX B

Epidemiology Data Report for Repeat Donors - VMT Data for 2006

ABSK HIV HCV HBV
Assigned No. of No. of Donor No. of Positive HIV Rate per No. of Positive HCV Rate No. of Positive HBV Rate
Plasma Donors Donations Frequency Donors 100,000 Donors per 100,000 Donors per 100,000
Center tested in in the given (B/A) Donors Donors Donors
Code the given calendar HIV 1/2 HIV (C+D)/A x HCV HCV (E+F)/A x HBsAg HBV (G+H)/A x
period (A) year (B) Antibody NAT 100,000 Antibody NAT 100,000 (G) NAT 100,000
) Only (D) (E) Only (F) Only (H)
JHTN 7,674 34201 4.46 0 2 26.06 0 27 351.84 0 0 0.00
RSCA 8,813 44087 5.00 0 0 0.00 0 0 0.00 0 0 0.00
Total 16,487 78288 0 2 12.13 0 27 163.77 0 0 0.00

7T 98ed

SN90-T1"'81'L



L6

Epidemiology Data Report for Repeat Donors - VMT Data for 2006

BLPS HIV HCV HBV
Assigned No. of No. of Donor No. of Positive HIV Rate per No. of Positive ‘ HCV Rate No. of Positive HBV Rate
Plasma Donors Donations Frequency Donors 100,000 Donors per 100,000 Donors per 100,000
Center tested in in the given (B/A) Donors Donors Donors
Code the given calendar HIV 172 HIV (C+D)/A x HCV HCV (E+F)/A x HBsAg HBV (G+H)/A x
period (A) year (B) Antibody NAT 100,000 Antibody NAT 100,000 (G) NAT 100,000
(C) Only (D) (E) Only (F) Only (H)
BBAL 854 9846 14163 0 0 0.00 0 0 0.00 0 0 0.00
FRND 3,673 60685 16.52 0 0 0.00 1 0 27.23 0 0 0.00
FYAR 2,345 37244 15.88 0 0 0.00 0 0 0.00 2 0 85.29
JSMS 500 29894 59.79 0 2 400.00 1 1 400.00 0 3 600.00
MLAL 209 1908 9.13 0 0 0.00 0 0 0.00 0 0 0.00
ODTX 1,387 50059 36.09 0 0 0.00 0 1 72.10 0 1 72.10
Total 8,968 189636 0 2 22.30 2 2 44.60 2 4 66.90
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Epidemiology Data Report for Repeat Donors - VMT Data for 2006

DCI HIV HCV HBV
Assigned No. of No. of Donor No. of Positive HIV Rate per No. of Positive HCV Rate No. of Positive HBV Rate
Plasma Donors Donations Frequency Donors 100,000 Donors per 100,000 Donors per 100,000
Center tested in in the given (B/A) Donors Donors Donors
Code the given calendar HIV 172 HIV (C+D)/A x HCV HCV (E+F)/IA x HBsAg HBV (G+H)/A x
period (A) year (B) Antibody NAT 100,000 Antibody NAT 100,000 G) NAT 100,000
(C) Only (D) (E) Only (F) Only (H)
BGKY 1,309 28138 21.50 0 0 0.00 0 2 152.79 0 0 0.00
BNTX 1,455 23924 16.44 0 0 0.00 0 0 0.00 0 0 0.00
CDIL 1,427 21690 15.20 0 0 0.00 0 0 0.00 0 0 0.00
CJTX 1,566 26932 17.20 0 0 0.00 0 0 0.00 0 0 0.00
DIMN 1,710 34757 20.33 0 0 0.00 0 1 58.48 0 0 0.00
FSAZ 1,198 18750 15.65 0 0 0.00 0 0 0.00 0 0 0.00
GINC 1,722 32689 18.98 0 0 0.00 0 0 0.00 0 1 58.07
JEFL 1,799 36192 20.12 2 1 166.76 1 2 166.76 0 0 0.00
LUTX 3,614 62808 17.38 0 0 0.00 0 1 27.67 0 0 0.00
PLME 953 23368 24.52 0 0 0.00 0 1 104.93 0 0 0.00
TKAR 1,749 35780 20.46 0 0 0.00 2 4 343.05 1 0 57.18
WGNC 1,275 22874 17.94 0 0 0.00 0 0 0.00 1 0 78.43
Total 19,777 367902 2 1 15.17 3 11 70.79 2 1 15.17
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Epidemiology Data Report for Repeat Donors - VMT Data for 2006

IBBI HIV HCV HBV
Assigned No. of No. of Donor No. of Positive HIV Rate per No. of Positive HCV Rate No. of Positive HBV Rate
Plasma Donors Donations Frequency Donors 100,000 Donors per 100,000 Donors per 100,000
Center tested in in the given (B/A) Donors Donors Donors
Code the given calendar HIV 172 HIV (C+D)/A x HCV HCV (E+F)/IA x HBsAg HBV (G+H)/A x
period (A) year (B) Antibody NAT 100,000 Antibody NAT 100,000 (G) NAT 100,000
(C) Only (D) (E) Only (F) Only (H)
ASNC 1,358 18604 13.70 0 0 0.00 0 0 0.00 0 0 0.00
IMMO 1,443 14522 10.06 0 0 0.00 1 0 69.30 0 0 0.00
ITTN 1,055 5912 5.60 0 0 0.00 2 0 189.57 0 0 0.00
JNTN 2,010 25080 12.48 4 0 199.00 1 0 49.75 1 0 49.75
JQTN 2,550 26050 10.22 0 2 78.43 1 4 196.08 0 0 0.00
KVTN 1,320 13922 10.55 0 0 0.00 0 2 151.52 0 0 0.00
MVMI 1,551 20010 12.90 0 0 0.00 0 0 0.00 0 0 0.00
MZWI 1,656 19966 12.06 0 0 0.00 0 0 0.00 0 0 0.00
OKKY 1,144 12663 11.07 0 0 0.00 0 4 349.65 0 0 0.00
WPPA 1,266 20367 16.09 1 0 78.99 1 2 236.97 0 0 0.00
Total 15,353 177096 5 2 45.59 6 12 117.24 1 0 6.51
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Epidemiology Data Report for Repeat Donors - VMT Data for 2006

IBR HIV HCV HBV
Assigned No. of No. of Donor No. of Positive HIV Rate per No. of Positive ‘ HCV Rate No. of Positive HBV Rate
Plasma Donors Donations Frequency Donors 100,000 Donors per 100,000 Donors per 100,000
Center tested in in the given (B/A) Donors Donors Donors
Code the given calendar HIV 1/2 HIV (C+D)/A x HCV HCV (E+F)/A x HBsAg HBV (G+H)/A x
period (A) year (B) Antibody NAT 100,000 Antibody NAT 100,000 (G) NAT 100,000
(C) Only (D) (E) Only (F) Only (H)
FWTX 1,974 29707 15.05 0 0 0.00 0 3 151.98 0 1 50.66
Total 1,974 29707 0 0 0.00 0 3 151.98 0 1 50.66
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Epidemiology Data Report for Repeat Donors - VMT Data for 2008

LSER HIv HCV HEV
; . ! i - "

Agsigned Mo, of Mo, of Bapar Mo, of Positive HN Rampar  No, of Positive HCV Rate M. af P o HBV Ramm
P los e Ciprars Donations | Freguercy Danors oo | Camars peer 104,000 Dienoes et 100,000
C ity msted in | inthe given [ETY Domol Cionors Dioniors

Cade the gvan | calendar HIY 12 HIY 008« HCY HCY (E+F)A = HBsAg HBY (G HH)E x
pericd (&)  year (B) Aptibody | NAT | MAT 100,000 ) HAT 100,000
i<} Only () |E | o (R Oty {H)
CosC 2,630 14526 5.54 a o n.oo ' i} ] {000 o i 0.0
CESC 2,696 14780 548 a (7] ouoa a ] .00 o i 03
CTHE 3,337 HABE .05 a i) oloa r a i 2687 o i 0.0
IPFL 2,383 13734 5.76 il (1] [T | L ] B3935 (1] i 0L00
MBAL 2134 12783 5.08 a [i] ouaa ' a ] 000 [i] i 038
MTLA .o 4530 644 a o 0.00 1 o 142.88 o o 0.00
PEFL 1,540 e 580 a o oo | o o 0.00 o 0 0.00
SHUT 4 198 24547 LB a (] i o] r 1) o 400 o a [EE 1]
Tuisl 21,819 125443 o o oo 1 1 1850 o a 0.00
i = | | =
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Epidemiology Data Report for Repeat Donors - VMT Data for 2008

NABI WiV . HCV HEV
AT A AR T Sl T
C by st in | in the given (B} Domor. - Denors Dioniees
Rl e | I GORT e B OGEED R MM SEN
=} Only (2 | & | Onky{F) Oiny {H)
FMFL 2,132 28560 13.39 a 1 46.88 ,r & & 562.59 o | 46,848
GWVFL 2,553 48518 19,00 a 2 TB. M i 1 TR 34 o i fili b
JANC 1,216 33196 1218 a i a0 i a i 000 o d 000
LRKE 4 333 65172 1504 i o 2308 ,F ¥ L 16155 2 1 69.24
BIRWA 3922 G63FaF 1627 i 1 5p.99 : k| 4 17848 | a 2550
PPPL 2,546 e 1581 0 o Lo [ 1 3 21753 1 d 28.L49
5IPA 2,148 45214 2107 a o ooo | 7 [ E52.58 o o 0.ao
5ITH 4815 nml 1510 a 1 20,77 E 7 F 188,82 3 g BE31
¥TOH 44813 S4731 1846 a 1 15,55 EI é 5 .04 o a .00
Total 8457 457343 1 B &1 | EL ET 138,596 7 1 eI

BT #ieg

SMN90-1181'L



Epidemiology Data Report for Repeat Donors - VMT Data for 2008

PLCR HIv HCV HEV
| B [ [l | e [Wgmee| emvee o | o [Sum
C by st in | in the given (B} Danon Denors Dioniees
R D |l GOA | BYOGHRS R MM SENe

(€) | Onby (@) E | o F) Oy {H)
CZOH 1,765 3TE2s 2143 a o oo i 2 226,63 o a Lo
HHAL 1,540 iriis 24.10 i | 12987 L 1 G494 2 1 tea gl
HPVA 1,818 Foi Rl 11.06 a i a0 a o 000 o 2 10o.as
ITIL BSD 16564 1945 a o 000 L] o 000 o a 000
MHIN 44 02 1658 a 0 0udo a 4 165.70 o 1 41.43
MEF2 Ll 18470 19.68 0 o Lo a o 000 o d 0.00
MY 4,151 BO34E 25 50 d o Lo a o .00 1 1 BIAT
FIOH 1,832 g7 1778 a o Lo a 1 54.59 1 2 18378
FOVA 1,372 oL i 1 o TBE2 a 4 31447 o 2 157.23
FTPA 1,504 ol 334 a i ER g 4 159,74 I i ™ET
WHOH 1,818 35473 18.50 g o Lao g 3 164,93 o o 0.00
WWOH 1,386 55547 2387 0 1 419 o 3 125,73 3 4 9338
VAN 2,950 52935 1794 2 1 10169 2 o E7.80 o 1 3350
Taial 25,140 511509 4 4 3ILE2 4 2 1342 B 15 9149

6T *eg

SMN90-11'81'L



Epidemiology Data Report for Repeat Donors - VMT Data for 2008

TPRE HIv HCY HEY
swoma | oot | woof | bwer | NoPuwme (HNRumpw | NeofPosma | vcvRa | Neoffme | Heviaw
Certer msted in | inthe given [ETY Danors Denors Diorioes
- | R . B SEA R W

£} | oniy @} {E} | Only [F} Oiniby {H)
ADR 1,!!.1 41640 2178 a [1] oo [1] [i] 0.00 (1] 1 52.30
AFGEA Bap 14438 1507 a 1 111.38 a [i] 000 [1] 1 11136
BRLA 2,150 I5X2TF 1509 1 [i] 45 66 a 3 136.89 1 i} 45
DWWTE THI 4TI 3247 a 1] [ X6 [i] 1 131.06 1] a D00
EATE i,.lﬁ FREO2 280 a [i] [N} a 2 ax 46 [1] a [i)i5]
EBTX dal 1210% 237 a 1 216,53 a o 000 o a 000
EcOR 2,230 45728 2050 a o ouao a b | 134 E3 1] 1 4 B
ELTY 2,907 Bir4% 2884 i (1] 3440 1] ] 20640 i a B&.B0
FHTx 1,882 35560 1888 a 1 5313 a 1 E313 o 1 E311
GLAT 2,505 A543 18.56 a L] 000 a z R84 | 0 wWE
GOOR 1,995 04T 23.08 1} ] 000 L Fr | 150,38 1] 1] 0.0
mw 1,7 17924 1351 0 (1] 0.0 a o .00 (1] i k]
KLTH 1,158 13974 1207 a o 000 i o 0.0n i ] a 00
EFCD 2,531 20375 19.51 a [i ] oo a Fl 7o0l 1 1 oo Xl
LDEY I,.IEH 18704 1500 a o oo, a F 17109 o 1] [ian
LPTX 2,558 E07AR 1955 a (1] [EXA[H] 1 z 11547 [1] li] LK}
LgLA 2,122 35922 16.93 a o 000 a 5 23563 1 ] 47.13
OFOE 1,106 14851 1344 a ] (X4 ]&] a 1 aE42 1 a o442
PCCO 1,880 SN5aR 2877 a 1] oJao a 1] 000 i a B2 91
FMLA 2,501 = 2033 1 1 FL40 a ) | 3870 3 1 14281

0f *eg

SMN90-1181'L



Epidemiology Data Report for Repeat Donors - VMT Data for 2008

TPRE HIv HCY HEY
swoma | oot | woof | bwer | NoPuwme (HNRumpw | NeofPosma | vcvRa | Neoffme | Heviaw
Cemtmr Ested in | in the given =T Domors Doners Dioniars
Cos | tmowen | calendc [aa |y | eomx | v | ooy | Eeax | ety | MOV | s

i) Only (&} |E | o (R Ony {H)
PRIL 1,3]-5 FETS 2157 a [1] oo l [1] [i] 0.00 (1] a D00
PAL !.,.'I'.IE #3730 20.13 1 1 11.77 ' a 2 nrr 1 2 122 65
REWA 2,03 47063 2437 1 [i] 4541 'r i 3 18165 1 2 13624
TCAL 2,120 42 TR 2017 a 1 47 17 ' [i] 3 141 E1 1] [i] D00
TGAL TGR 1210% 1§76 a [i] (X[} ,= a 1] 000 4 a §20.EY
WWUIL 1198 bl 1911 a 1] ouan a | 8y 47 o a i Kl
ZITE B3y 18424 19-74 a 1] ouao ' 1 3 &80, 77 1] 1 13018
Tatsl a7.526 S631202 5 1 2115 [l 45 w0310 17 1 61.02

| £ *fEg

SN90-1181'L



Epidemiology Data Report for Repeat Donors - VMT Data for 2008

ILBP HIY HCVY HEY
A A AR Sy e a - A al
C eiter shed in | in the given B Danoms Donors Dionors
R =y Ry W RSN T Bowl
£} | oniy @} {E} | Only [F} Oiniby {H)
ABTX 2,564 0056 1553 a 0 oo & 11 563.03 i i 39,00
LA 3,724 4704 1270 k 1] 26 B8 4 52233 o a nuao
AUCD 4937 FIE01 b i F i) 40 51 ] 2 M2 55 a i 40 51
BEOWT 1,615 3176 1871 1 [} 62.00 1 o G200 1 a 6200
CHNTN 2,845 ER400 1354 a 1] 0udo 4 1 17587 1] a [iRi K]
CQNC 4,742 CHITT ) 1941 1 1 42.18 £l 2 n.e7 1 1 42.18
CRSEC 4% e 1493 1 o 1754 5 o 148,88 o 3 e
DETH 3,183 62300 19,54 3 3 187,81 1 2 156,59 1 a nn
EZCO 1,058 LRSS 14.13 a [ ] [iNils] 3 1 130.89 L] i .00
FoCo 3,394 Ergl 1113 o o 0.00 ] i) 0.00 0 (] 0,00
GEOR a411 B59ER 14 96 0 [ 0.00 5 5 76,71 1 i E8.01
GPTX 3,599 BII7E 17.88 a o 0.00 [l ] 110,14 o (] 0.00
KCMO 4,083 BI366 2042 2 1 7348 5 2 17144 1 1 45,08
LEKY 3,181 a1352 1825 a [ ouno i o 3L4s 2 i w31
LSMI 3,729 8202 1829 a | 26.82 3 3 160,80 1 (] 26,82
LWES 2,750 35252 131k a (1] [ELiTH] i, 1 00,09 1 a 36.35
MDOR 2,824 s0131 1778 a o 000 7 2 318,70 o 1 ‘A
MHNKE 1217 35728 i 1 o .08 a o 0.00 o a 0,00
METH 3,403 G204E 1823 1 i g 16 1 i 117548 1 1 BE.TT
NMOK 1,010 34697 1153 o o 0.00 1 2 166,11 2 ] 6,45

TE sheg

SMN90-1181'L



Epidemiology Data Report for Repeat Donors - VMT Data for 2008

ILBP HIv HCV HEV
| B [ [l | e [Wgmee| emvee o | o [Sum
C by st in | in the given (B} Danon Denors Dioniees
R D |l GOA | BYOGHRS R MM SENe

(€) | Onby (@) E | o F) Oy {H)
OHKNE 2,773 E3zE3 1921 o oo 3 2 1031 . a by
oPmMl 4340 B4374 1940 i L 160.56 I 3 21054 3 F 110904
OZ0 4301 Bi11% 1886 L 1 46.50 T 3 13250 o 1 33
RCWI 1,163 45097 2086 a z 9146 1 1 9146 o 1 46,23
ENTX 3726 02T 1875 a 0 0udo Fy i1 483,09 o 2 53.648
E¥YUT 4,800 T 1808 0 o Lo 4 8 270,83 1 1 4187
TLOK 2,658 w7 18.70 d o Lo io L ElET1 3 1 150.48
TSAZ 2,149 RERL K 1518 a o 000 @ 4 18273 1 g 4568
YIAZ 3,75 Eimal 14.23 1 o 2685 1 o 2685 2 d E3g9
ZCTX 1,658 Lo 1854 1 1 = 1o 3 489,09 2 o M
ZHTM 1,533 T 13.04 1 o 26,16 11 B 444 63 o 1 26,16
ZPWA 3,753 BIDGE 1801 0 o oo & i Z13.18 1 i B
Z5WA 2,388 4852 1685 a 1] 0o i 3 14y 1 ] 3449
ZXKTK 3161 47580 1508 a | 3164 4 a 13145 o a oo
Twial 113,887 1852606 m 17 3249 153 o3 216.00 S | 3 47.42

¢ aheg

SMN90-11'81'L



Talecns Biotherapeutics, Inc.
Clayton, NC

Number of Pages

Origmal is signed

T.18.16-10US

Date

Name and Rank

Date

Name and Rank

Valid from: 28 Mav 2007



T.18. 16-10U8
Page 2

L Test Sites

Tables | and 2 list the test laboratories that perform viral marker testng of individual
donations and NAT testing of minipools of plasma donanons. The Raleigh Test
Laboratory (RTL) creates mumpools and performs HBY, HCV, HIV-1 and Parvovirus
B19 testing National Genetics Institute (NGI) serves as an alternate test site for HCV,
HIV-1, HBY and Parvovirus B19 testing of mimipools,

Plasma test laboratories must be licensed by US FDA and CLIA (Climcal Laboratory
Improvement Amendment)'  The laboratories are inspected on a routine basis by the US
FDA. Audits of the test laboratories are performed annually by Quality Operations. The
laboratones only use US FDA licensad test kits from US FDA licensed test kit
manufacturers. Both the use of the test laboratones by & collection organization and the
laboratones’ use of US FDA hcensed test kils are subject 1o review by Talecns.

1, Test Methods

Information on the test methods are presented in Chapter 2.2.2 Testing of Plasma
Diopations and Pools for fnfections Agents

" The requirements set forth by CLLA require that lnboratories performing modernte und high complexity tests on
samples from plusmi donors must be certfied by the Health Care Finanee Admamsirution (HCFA), o pan ol the 15
Deportment of Health wmed Humom Services. The fest focilities are mspeeded on beholl of HCFA, o determne
cotplinnee with the CLLA regulations



Table 1 - Information on the Viral Marker Plasma Donation Testing Laboratories

sible for LS FDA Approval Status
Address US FDA License | Inspection Fimal
Viral Marker Testing Numt Da Ou
9320 Park West Blvd. :
ZLLB Bioplasma, Inc. Knoxville, TN 37923, USA 1639 Jan 2005 | Sahsfactory
BiolLife Lab - Hoover
BioLife Plasma Services, L.P. | 2197 Parkway Lake Dr 1640 Apr 2007 | Satsfactory
Hoover, AL 35244, USA
TR0 Park MNorth Blwd,, #100 :
Life Sera Clarkston, GA 30021, USA 1704 Mar 2007 | Satisfactory
South Texas Blood Bank
peommieate e 1] "7 0678-001 Jan 2007 | Satisfactory
San Antomio, TX T8201, USA
T 5900 Park of Commerce Blvd, NW )
Nahi Biopharmacewticals Boca Raton. FL 33487, USA 16587 Aug 2005 | Satisfactory
5700 Pleasant View Rd. .
Interstate Blood Bank. Inc. Memphis, TN 38134, USA 173 Jan 2006 | Satisfactory

£ 3

SO0I-9181L



Table 2 - Information on the Plasma Donation NAT Testing Laboratories

US FDA Approval Status
T e Address US FDA License | Inspection | Final
Sing Number Date Outcome
Taleeris Raleigh Test 1200 New Hope Rd.
_Laboratory Raleigh, NC 27610, USA i Biw NS | Seksioriny
. 2440 8. Sepulveda Blvd Suite 130 .
National Genetics Institute Los Angeles CA 90064, USA 1582 Aug 2005 | Satisfactory

2
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Test Sites

All plasma manufacturing pools processed at the Clayton, NC fractionation facility are
tested at sites under the control and license of Talecnis. Tables | and 2 list the test
laboratones and their inspecnon status. Plasma manufacturing pool viral marker tesung 15
performed at the Clayton, NC fractionation facihity while NAT testing 15 performed at the
Raleigh Test Laboratory (Talecns four letter code RTTL),

National Genetics Institute serves as an altermate’back-up testing laboratory 1o perform
HCV, HBV, HIV-1 and Parvovirus B19 NAT testing as necessary.

Test Methods and Validation

Information on the test methods and validation data are presented in Chapter 2.2.2
Testing of Plasme Deonations and Pools for Infectiouns Agenrs



Table | - Information on the Plasma Manufacturing Pool Test Laboratories

Raleigh. NC 27610, USA

US FDA Approval Status
Adudress US FDA License .
Nl Inspection Daite Final Ouwicome
Organization Responsible for Viral Marker Testing: Clayton Fractionation Facility
Talecris Biotherapeutics, Inc.
8368 US. Hwy 70 West 1716 Jan 2007 Sansfactory
Clayton, NC 27520, USA
Organization Responsible for NAT Testing: Raleigh Test Laboratory
Talecns Biotherapeutics, Inc
Raleigh Test Laboratory ;
1200 New Hope Rd. 1716 Mar 2006 Satisfactory

Tahle 2 - Information on the Alternative/Back-Up NAT Plasma Manufacturing Pool Test Laboratory

LS FDA Approval Status
Address
- Hr':]mmu Inspection Date Final Outcome
Organization Responsible for NAT Testing: National Genetics Institute
2440 8 Sepulveda Blvd,
Suite 130 :
Loz Angeles, CA 90064, 1582 Aug 2005 Sanisfactory
USA

£ Ay
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Definition of Applicant and Qualified Donors

The gqualification of 8 Source Plasma donor involves a well documented, schedoled series
of steps, including routine physical examination, testing and interviews by the medical
supervisor and designated trained staff as outlined below. The PPTA Qualified Donor
Voluntary Standard 1s implemented at all PPTA QPP certified centers. 1QPP cerufication
for all plasma centers is required. The standard provides a mechanism to allow for the
identification and remoreal of “window penod™ plasma units by requinng further testing
and screening W qualify new “ Applicant” Source Plasma donors.

Applicant Donor

All individuals presenting themselves who have not been previously qualified as a donor
within the past six months.

Qualified Donors

All individuals who have been qualified for continued donations by successfully passing
two donor screemngs and viral tesnng evenrs within a six-month penod.

Mature of the Examination and Interview of Denors
Examinations
« Each Donation

Weight

Temperature

Pulse

Blood pressure

Hematocnt
Total plasma protein

« Every Four Months
Total serum protein and serum protein elecirophoresis
Serological test for Syphilis

« Iminal Apphcant Donation and Annually
Unne glucose and protein
Physical examination which includes: Blood pressure, visual examinanion of eves,
gars, nose, throat and skin, testing of reflexes, stethoscope examination of heart and
lungs, palpation of the abdomen while in supine position for enlarged organs, and the

neck palpated for the presence of enlarged glands Further examination is carried out
if any ininal findings warrant

116
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2.1.2 Interviews

Each Donation

Daonor is asked questions which cover AIDS risks and behavior, hepatitis risks, CID
risks, hospitalization(s), medications taken, recent ilIness, and activities requinng
deferral such as recent tooth extracuen, jail tme within the pasi 12 months, body
prercing, etc. During questioning, the donor's demeanor and general state of health 15
observed Women are asked about present or recent pregnancy

Applicant Donations

Donor 13 asked by the plasma center medical supervisor in a confidential setting if
they understand the concept of high-nsk behawior, or if they have any questions about
the donor educational matenal which has been presented to them. Doner is given the
opporturity to self-exclude

Applicant Donations and Annually

Donor's medical history 1s reviewed by the medical supervisor This includes
questioning about prescribed medications such as Accutane, Tegison, Proscar, having
spent three or more months cumulatively in the UK from 1980 to 1996, human
privitary-denvesd growth hormone and dura mater and/or comeal transplants, and use
of bovine insulin since 1980, The donor 1s asked if there 1s any family history of CID.
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Danor Exclusion Criteria

US Regulation 21 CFR640,63(b)3) states that each donor must be certified to be in good
health on the imnal donanon and 21CFRG640.63(c) states that the donor is to be in good
health on the day of donation. To ensure viral safety for recipients with respect to major
pathogenic agents, persons in the following categones will be exciuded. either
permanently or temporanly as indicated, from achng as donors:

Permanent Exclusion Criteria

3

Donors with clinical or laboratory evidence of mfactious disease, e g, infection with
hepatitis virus, HIV-1 or HIV-2

Past or present intravenous drug abusers
Men who have had a sexual relahonship, even one time, with another man since 1977
Daonors who have engaged in sex for money or drugs even one time singe 1977

Donors wath hemophiha or other cloting factor defects who have recerved clotnng
factor preparanons

Donors who are confirmed to be syphilis positive are not acceptable for Talecns
Daonors who have been diagnosed wath vCID or any other form of CID
Donors at increased nsk for CID

+  Donors are considered o have an increased nisk for CJD if they have received a
dura mater transplant, or human pituitary-denved growth hormone

«  Donors with one or more blood relatives diagnosed with CJID are also considered
to be at increased nsk of CID

Daonors at potential nsk for CJD

»  Donars who have spent three months or more cumulanvely in the UK from the
begmning of 1980 through the end of 1996

«  Donors who have spent 5 years or more cumulatvely in France from 1980 1o the
present

«  Donors who have recerved a transfusion of blood or blood components in the UK
between 1980 and the present
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= Former or current UUS military personnel, civilian malitary personnel and their
dependents as follows:

e Individuals who resided at US mulitary bases in Northem Europe {Germany
Belgium and the Netherlands) for 6 months or more, from 1980 through 1990
orT,

= Individuals who resided at US military bases elsewhere in Ewrope (Greece,
Turkey, Spain, Portugal and Haly) for 6 months or more, from 1980 through
1

10. Donors who have injected bovine insulin since 1980
Temporary (12 month deferral) Exclusion Criteria
| Donors who are close contacts of those with hepatibis

2 Sexual partners of any of those in categories | 1o 5 under Permanent Exclusion
Critena during the preceding |2 months

3  Donors who have been in jail more than 3 consecutive days within the past 12 months
4. Donors who have had unstenile body piercing or tattoos within the past |2 months

5. Donors whe have received blood products or a blood transfusion other than from
autelogous donations within the past 12 months
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Svatem to Trace Each Donation

Talecris confirms that each batch of final production can be traced to the individual
plasma donatons used for iis manufacture and vice versa. Standard Operating Procedures
have been in place to provide assurance that the integrity of contract arrangements
between Talecris plasma suppliers i1s maintained to safeguard donanon/product identity,

Al the collection site, each unit of plasma is assigned a unique identifying number which
1s applied to the umt, any sample, and all documentation which accompanies the plasma
unit to Talecris. The same unique identifying number of the plasma unit is placed in the
donor's file. All documentaton relating to the collection of plasma 15 mantamed for at
least 33 vears to facilitate traceability of any plasma onit

Talecris assigns a unigue number to each plasma manufactunng pool and a record of the
plasma donation numbers assigned to each pool 18 mantuned Prior to production, a
check of the donanon numbers assigned to each pool 1s conducted to provide assurance
that all plasma units identified through the post-donation infarmation and lookback
progess have been removed  Documentation imtegnty 15 maintamed throughout the
plasma frachonation and purification process all the way 1o plasma-derivative final
contmnet lot numbers 1o allow for tracing back 10 the single plasma donations,

Lookback Procedure for Vieal Marker and NAT Tests

The lookback procedure is initiated when the plasma center receives notification from
any test laboratory of a positive/reactive viral marker or NAT test result which impacts
the status of the donor. Appropnate actions must be taken regarding the donated plasma
umit(s) and units donated prior to receipt of a positive/reactive viral marker or NAT test
results from the associated donor Plasma center personnel initiate a senes of actions to
document both the deferral status of the donor, whether temporary or permanent, and the
disposition of the plasma unit{s) impacted by the test result. All of the actions taken are
appropriately recorded in the donor record file and in other controlled plasma center
documentaton and are checked for venfication prior to final disposition of the plasma
unit(s).

In accordance with T 18.01, Creneral Specification for Nowrce Plasma, plasma centers are
required o notify Talecris within 3 days of receipt of lookback mformation concerning a
plasma donor. The plasma center must complete the required noufication form and
submit it to the Talecris frachonation facility The notification form documents
outstanding plasma units and requesis the units be destroyed. The nonfication form is
used to identify each umit that is determuned to be unacceptable for further manufacture
meluding lookback umits that must be traced and removed. Required imformation includes
the plasma center identfication (name and address), reason for notfication and all data
on the plasma units that need 1o be located and removed from invemory. All information
received from the plasma center is venfied
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All incoming plasma notifications are recerved, logged by the Plasma Recaiving
Department and reviewed by Quality Operations ((Q0). All lookback units that have not
been processed are 1dentified and marked for removal and destruction. All data reported
by the plasma supplier 15 entered o the validated Talecris database contaiming all
mformation received from the plasma centers regarding lookback mformation associated
plasma wnits from a donor.

As part of the QO approval process for a staged plasma pool, QO verifies all received
notifications have been documented in the validated noufication database. This database
is part of the PUY (Plasma Unit Venfication) swstem that 100®s scans each unit staged
and processed in a manufacturing pool. As the PUV system scans units assigned to a
manufacturing pool, a prompt for unit removal 15 signaled each time a lookback or post
donation unit 1s scanned As prompred by the electromc system, the lookback or posi
donation reported unit is removed and scanned to a bichazard waste bin. All destruction
information is capturad electronically and sutomatically updatad in the nonfication
database. Both Plasma Receiving and QO reconcile notification umis listed on the "Pool
Umt Removal” report to physical umits removed and discarded

In case plasma units associated with received post donation information (PDI) have
already been processed, the reason for notification of the questionable plasma umits i1s
further evaluated by the Quality unit. The need for further action is determined in
accordance with approved procedures based on the potential impact of the reason for the
notification. 1f it 13 determuned the reason for the notification could potentially affect the
quality or safety of final products a lot trace would be mitiated and the appropriate
actions determined in accordance with current regulations and gudelines (e.g. Directives
200298/EC, 2004733/EC, 2005/61/EC & 2005/62/EC, CPMP/BWP/269/95 rev. 3,

Annex |4 to the EUV GMP Guide, US CFR, FDA gudance documents, ete ). I warranted,
appropriate actions might include quarantiming the manufactunng pool and all
ntermediates/products manufactured from the pool, notfication of relevant authonties
and consignees or recall of distnbuted final product

In instances where lookback plasma units have been processed prior to receipt of
notification no further action 15 required on the processed product. Lookback plasma
units have all negative viral marker and NAT testing documented The lookback plasma
umits are recorded and included in the batch trace information so that a comprehensive
viral nsk assessment 15 conducted for the associated final container batches.

Once the final disposition of all units identified on the notfication is complete with all
plasma wnits accounted for, the notification form 13 considered "closed”. QO performs an
audit of each closed notification recaived from the plasma center. The audit includes
checking each unit listed on a notification to venfy each unit has been completely
dispositioned. All destruction information associated with reported units is captured
electronically from the PUV system and automatically updates the notificanon database
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Table | specifies the achons taken when a reactive/positive viral marker or NAT test
result notfication 15 receved from the test laboratory. Lookback penods are specified not
10 exceed 3 years according io the Talecns specified plasma expiration date. Talecris wall
not fractionate plasma that is older than 3 vears from the date of collection

Consequently, lookback penods longer than 3 years are not required by Talecns.

Table 1 - Actions on Unacceptable Plasma and Donors {Viral Marker and NAT Tesis)

Tent Rusulis Actim i Imiex Action wn Aetion on Subseiuent Action on the Plasma
Donutinn Prior Dumations Dunor
EEl
HBsAg wr lestrov' [Jestrov [esiroy’ Permanenit Deferral
HBY by NAT Lookbuck units NLT 6 months® | (Enler oo the Motion
from the lnst negntive donation, | Donor Deferral Registoy )
ol o axceed ¥ years
Househald contuet Dlestroy ' [estroy ! Diestreny' Tempotury Deforral
or Sexmal Pariner Lookbock unsts NLT 6 months™ | 12 menths from the date of
Troam dste of solifcation et fsttion
Anfi-HOV or Deestron ' Desitroy ' Destrony ' Perrmanent Deferral
HOV by NAT Lookbugk umits MLT & memihs® {Enter tmlo the Matsonn |
from the last negative donation. | Deonos Defisral Regiatry )
ok b exooed ¥ vears
Household contact lestrov' [ Jestroy' Desstron lemporary Dederral
or Sexun] Porinet Lookback units NLT 6 months” | 12 months from the dase of
- — from date of potifiontion notifieation
Anti-HIV-1/2 Deestrov’ Destroy’ Destroy Permanemt Deterral
Lookback unis NLT 6 moaths (Enter itey (e Maticnn
from the last negative donwtion, | Donor Defermal Registry)
foil o e 3 yiears
Sevunl Partner Destroy ' Destroy ' Destroy' Temporary Defeival
Lookbuak wumits MLT 6 memtha | 12 menths from the date of
fireem dute off motification ot flsntion
HIV-1 by NAT Dieserov' Destroy ' Destroy’ Permanent Deferml
Lookbogk unsts MLT % months i nber e the Mutsonn |
from the last pegative donation. | Donos Deferral Registry)
- _ mot b exosed § years __
Sexunl Portrer Dlestroy’ Dhestroy' Destroy’ Temporary Dieferral
Lovkback umiits NLT 3 moanthy 12 pwesnsthis Ereom U dute of
L 2 Frosm adnte of mobificubon st figutron
Parvovirus B19 by [destroy Moy Action N Ak Mo Actron
MAT

" The aption 1o divert plasma units from Taleerts ts allowied. The plasma is unacceptable for further munaliciure inlo

denvutrves by Taleens.
= The miormation presented s m harmonizatin with the lookback negquirements defined by CPMPHRWPR263495. Actual
fookbeck periods may be longer m accordance with 175 FIA requirements:
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Talecris accepts single donor Plasma (Human) for further manufacture into plasma derivatives.
Plasma collected in the USA by plasmapheresis meets the following requirements:

I Source Plasma as defined in the United States Code of Federal Regulations (US CFR) Title 21
Part 640 — Subpart G - Source Plasma

All plasma collection facilines supplying plasma o Talecns for use in the manufacture of plasma-
denvatives must be licensed by the US FDA and are inspected on a routine basis by the US FDA
Plasma centers must also be licensed and inspected for compliance wath the Climical Laboratory
Improvement Amendmenis of | 988 {CLIA regulations) and comply with any applicable state or
local regulatory agency requirements.  Audits of the collection facilities are performed annually by
Talecris unless the requirements for an extended audit frequency have been met. Plasma centers
must also be inspected and determined to meet iQPP standards established by PPTA (Plasma
Protein Therapeutics Association),

Quality aspects for plasma are addressed in the General Specificaton — Source Plasma Quality
aspects addressed in the specification include the following;

I Meeting the required specifications for collection

Il Meeting the required specifications for plasma donor and donation testing

M. Meeting the required plasma storage and transport conditions

IV, Meeung the record retention requirements, and other procedural requirements
V. Regquirement to maintan viral marker rates 1s also specified

V1. Reguirement to notify Talecns in the event of: sigmficant changes in the process,
senous failure to meet regulations, post-donation information

VII. Requirement to confirm licensing status of product and facility, allowance for audits
by Talecris Quality Operations, agreement to forward results of FDA nspections to
Talecris, agreement to be certified in the PPTA intemanonal Quality Plasma Program
(1QFP)

Plasma collected in the USA by plasmapheresis complies with the applicable requirements as
published in the following:

21 CFR §600 Biological Products
21 CFR §606 Current Good Manufacturing Practice for Blood and Blood Components
21 CFR §610 General Biological Products Standards



Plasma Donor T.18 26-05U8
Comphance Standards for Plasma Page 3
Plasma Collected in the USA

21 CFR §640 Additional Standards for Human Blood and Blood Products

21 CFR §210 Current Good Manufacturing Practice in Manufactunng, Processing Packing, or
Holding of Drugs; General

21 CFR §211 Current Good Manufacturing Practice for Finished Pharmaceuticals

21 CFR §803 Medical Device Reporting

42 CFR §493 Climical Laboratory Improvement Amendments of 1988 (CLIA)

All plasma suppliers are required 1o follow all applicable Recommendaiions and Cuidelines
published by FDA Departments of Health and Human Services,
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Source Plasma

1. Purpose

To provide and describe the requirements specified by Talecris Biotherapeutics, Ine. for
the procurement of source plasma intended for manufacture of therapeutic biological
products, both domesnc and foreign. This specification 15 intended fo assure that
mcoming plasma meets all requirements, m addition to established domestic and
miemational regulations and standards for source plasma,

A Scope
These requirements are applicable to all source plasma purchased by Talecns.
3 General Reguiremenis
31 Quality Operations (Q0) Compliance
111 Plasma Supplier Approval

All plasma intended for use must be collected by approved supphers and collection
facilines, and tested by approved laboratories using approved test kits.

312  Supplier Files

All supphier mformanon 15 mamntained by QO Compliance Copies of the following
documents must be current and updates provided by the supplier, when applicable

FDA approved ELA, PLA or BLA

CLIA registration certificate for the facility

Individual state licenses, as required

1QPP certification for the collection facility

FDA approved SOP' manual

Viral Marker Rates - provided no less than quarterly

FDA wnitten approval to collect hypenmmune plasma, if shipped to Talecns.
The supplier must notify the Plasma Operations Account Manager of any changes in
the following, at the corporate level, or at an individual Facality:

«  Facibty address or location, phone and fax numbers

Hours of operation

Management or medical supervisory personnel:

= Lab Durector

+ Medical Director

« Physician Substifute

» Center Director, Manager or Assistant Manager

' Standard Owperating Procedure
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» Quality Assurance Specialist
« Regional Manager

The supplier must notify Plasma Operanons Account Manager prior to any changes
in the following.
»  Tests parformed
«  Methods/reagents'equipment or procedures used
. Plasma Ivpes collected
»  Facility address
Quality Compliance Audits - QO Compliance group will conduct audits of all
facilities on a penodic basis, not less than (NLT) once every 24 months.
Epidermiology Data - In accordance with current regulatory requirements and with
some consideration given to the PPTA Viral Marker Standard, epidemiology data
{viral marker serological and NAT), compiled monthly, must be provided for each
facility collecting source plasma The data 1s required o be reported monthly for the
entire vear (January | through December 3 1) for each collection center supplving
plasma to Talecris at any point in a given year regardless of duration of supply
during the year This is necessary io meet regulatory requirements for an
epidemiological profile to be established and reported for each individual center
supplying plasma to the manufacturing facility.
» Failure on the part of any collection facility to meat PPTA (1QPP) Standards waill

result in the removal of the collecnon facility from the approved supplier list
= Duta must be submitted by the end of the month following the close of each

quarter {(i.e, Q1 due by 4/30, Q2 due by 7/31, Q3 due by 1031 and Q4 due by

1731).

« Definitions are provided below:

1}y "First tme tested donor” - person whose blood/plasma is tested for the first
time for viral markers without evidence of prior testing. The first time
tested donor population represents a subset of applicant donors ("applicant
donors® that are tested for the first time in the given system).

2} "Repeat tested donor” - person whose blood/plasma has been tested
previously for viral markers in the given system. This includes "applicant
donors™ tested for the second tme, "applicant donors” re-qualifying after 6
manths or more and "qualified donors”.

3)  "Qualified donor" - an individual who has provided a plasma sample at a
specified plasma center, at least twice i a 6-month penod, and all
sereemng reguirernents have been met for both a) questions and tests and
for b) the donor and the plasma sample according to the (QPP Qualified
Donor Standard.

4)  Total number "First ime tested donors™ - the total number of umque’
individual donors present at a center at any time durning the entire reporting
calendar vear (Jan. | 10 Dec. 31) who are tested for the first time for viral
markers without evidence of prior testing Do not count the same donor as
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identified by the umque donor 1D more than once in a given year These
data should be provided when the December epidemiclosy data are
reported and is to be a comprehensive annual count When reporting
January through November epidemiology data, simply NA this box for
aach center,

Total number "Repeat tested donors” - the total number of amique/
individual donors present at a center at any tme dunng the entire reporting
calendar year (Jan. | 10 Dec. 31) who have been tested previously for viral
markers in the given system. Do not count the same donor as wdentified by
the umique donor 1D more than once in a miven vear. These data should be
provided when the December epidermiology data are reported as is to be a
comprehensive annual count. When reporting January through November
epidemiology data, simply NA this box for each center.

Total number donations from “Repeat tested donors” - the wotal number of
donations collected from "repeat tested donors" during the entire reporting
calendar year (Jan, | to Dec. 31} These data should be provided when the
December epidemiology data are reported and is to be a comprehensive
annual count. When reporting January through November epidemiology
data, simply NA this box for each center.

Donation frequency - applies only to the "repeat tested donors™ This should
be calculated as the total number of donations from "repeat tested donors”
divided by the total number of “repeat tested donors” for the entire
reporing calendar year (Jan. | through Dec. 31) for each center. These data
should be provided when the December epidemiology data is reported.
When reporting January through November epidemiology data, simply NA
this box for each center

Confirmed seropositive - donors testing repeat reactive with a serological
screening test (HBsAg, ann-HIV-1/2, anti-HC'V) and who are subsequently
confirmed positive by a supplementary methed {Western Blot, RIBA, eic.)
Do not count the same donor more than once in a grven vear

NAT only positive: confirmed positive in a NAT assay for a specific virus
(HIV-1, HCV or HBV), and not found repeat reactive for that virus in
serological screening i e, window period cases. NAT only positives may or
may not be subsequently confirmed by serological tesing. Do not count the
same donor more than once in a given year.

All plasma suppliers must have a QA program in place, which 1s consistent wath the

current CBER document entitled "Guideline for Quality Assurance in Blood

Establishmenis™.

Deviations from Specifications

» Any proposed deviation to specification must be submitted in writing to the
Plasma Operations Account Manager prior to implementahon. Plasma
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Operations will imtiate any required change control, on which QO disposition
will be documented

Regulatory Affairs

The supplier must notify the Plasma Operanons Account Manager, no longer than

three working days from discovery, m the event that any of the following occur, at the

corporate level, or at an mdividual facility

«  Any fatal donor reaction, as defined in 21 CFR 640.73.

«  Any FDA or other regulatory inspection results that may affect the approval status of
any facility.

«  Any regulatory action (1 e, waming letier, injunction, suspension) that would
adversely affect, or bring into question, the quahty of product produced for Talecris

The supplier must notily the Plasma Operations Aceount Manager and Clayton Plasma

Recerving, and (0 wathin one working day of notnfication for preduct seizure or recall

The supplier must notify Plasma Recerving wathin three working days of any lookback
notification

The supplier must notify Plasma Recerving in a timely manner (e g, as soon as
nvestigation and umt trace are completed) of any Post Donabion Information
notifications (examples, but not imited 10, tattoos, body piercings, high risk, ete ).

Regulatory actions may result in the removal of a facility from approved supplier list.
Plasma Operations

Supplier agreements - Each supplier group will sign a written staternent agreeing to meet
the specifications.

The Supplier will commumicate directly all concerns, questions and changes to the
Plasma Operations Account Manager assigned to the supplier group, and in turn, the
Account Manager will disseminate, within Talecns, all communications to and from the
Suppher.

Documents and Records, Reguirements as Defined in 21 CFR 640,72, and in
Addition

Copies of this specification are sent to Plasma Operations Account Managers wath each
revision. From the date the specification is approved, the effectivity date will be stamped
one month in advance and sent to plasma suppliers to conduct traming,
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All facility documents and records pertaiming to the collection, processing, QAMQC,
storage, shipment and testing of plasma intended for manufacture by Talecns must be
available for review for a minimum of 33 yvears.

Each facility collecting or testing Source Plasma will be assigned a umique four-dign
facility identification code. All documentation and records accompanying plasma unis
shipped to Talecns must be clearly identified with the facility identificanon code.

If onginal documents are required, but are unavailable, a copy may be substituted as long
as it 15 stamped with the statement "This is a true and accurate copy of the onginal *
Venfication must be provided to assure that all copies are accurate, legible and accounted
for

European Produoct

Product intended for shupment to Europe must be collected and tested by EL approved
facilimes.

EU requirements are as follows:

+ Inspection and approval by & European Competent Authority
« Listed on the GMP certificate

Donor Suitability

Requirements as defined in 21 CFR 640.61, 640.62, 64063, 640 .65(b) and 640.71 must

be met, and in addition:

«  Applicant donor procedures and pelicies must be in effect in accordance with the
QPP Qualified Donor Standard

+  Donors must be at least |8 vears old Donors older than 65 may donate if an
acceptable physical exanunanon and medical history 1s acquired annually.

« Normal Source Plasma. collected from donors who have been re-entered through
FDA approved re-entry programs, is not acceptable for delivery to or use by Talecris
{except Anti-D plasma, refer o Talecns Anti-D plasma specification for
requirements. No other plasma type, ncluding NX, may be shipped to Talecns from
re-entered donors),

«  Donors participating in an Anti-D simulaton program are not allowed 1o contnbute
to any other plasma tvpe (NX, TX, HX, AX, RX) shipped to Talecris. Only Anti-D
plasma may be shipped from donors participating in an Anti-D stmulation program,

Plasma Collection

Requirements defined n 21 CFR 640.62. 640.64. 640.65, 640.66 and 640.71 must be
met, and in addition
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Plasma identification systems and labels, plasma collection containers, anticoagulant,

supplies and equipment, sample tubes and all packaging and shipping materials used

must be approved in writing, prior to use, by Plasma Operations, Techmical Services.

Only plasma collected in approved bottles are allowed to ship 1o Talecns.

Each collection facility must adhere to PPTA (iQPP) and PPTA volumtary standards.

A FDA approved nomogram must be used.

Plasma Identification

« A umque Control Number/Bleed Number must be assigned 1o one specific umt
of plasma and all associated samples, which must be traceable to an individual
donor and donation.

= The Source Plasma Label applied 1o the unit of plasma must also contain the
facility identification code, name, address and US hicense number of the
collection facility, or mimmally. the address of the plasma supplier corporate
office.

«  Matenal Numbers:

- Taleeris wall determine and provide the approprniate matenal number(s)
for use by the collection facility,

. In the event that it 1s ever necessary to change a matenal number on
plasma already received or in transit to Talecns, the plasma supplier wall
communicate this change to the Plasma Operations Account Manager

. In the event that it 15 necessary to change & matenal number on plasma
that is un storage at a supphier’s facility, the suppher will be notified by
the Plasma Operations Account Manager and requested to correct the
shipping documents for the affected plasma. prior to shipment.

Masma Processing

Requirements defined in 21 CFR 640 68, 640.6%d), 64070, 640,71 and 640 72 must be

mel,

and in addition

All plasma umits must be placed in the freezer wathin one hour of collection and
maintamed at -20 € or colder.

All plasma units must be evaluated for unacceptably high hemoglobm concentration
using the Hemoglobin Comparator, following the instructions for use printed on the
card Plasma units with unscceptably high hemoglobin concentrations must not be
shipped to Talecris.

Plazsma imtended for the recovery of proteins that are labile in plasma is frozen
currently by cooling rapadly in a chamber at -30°C or below as soon as possible and
at the latest wathin 24 hours of collection. As of January 1, 2008 plasma wall be
frozen in conditions validated to ensure that a temperature of -25°C or below is
artained at the core of each plasma unit within 12 howrs of placing in the freezer
apparatus and within 24 hours of collection.
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Masma Packing
Plasma musi remmn frozen during packing procedures
Masma Storage

Requirements defined m 21 CFR 640.71. 640.76 and the EP Monograph for Human
Plasma for Fractionation must be met, and in addition:

«  Hyperimmune plasma, designated as Salvaged Plasma, must be relabeled as Normal
X plasma. Talecns will not accept salvaged hyperimmune plasma. Note: Anti-D
plasma cannot be relabeled as Normal X plasma nor shipped as salvaged.

Plasma Shipping
Requirements defined in 21 CFR 640.71 and 640, 76, and in addition-

«  Plasma Aging - Plasma must nol be older than 24 months when shipped 1o Talecnis.
«  Plasma that falls inio one of the following catepones 1s unaccepiable for shipment 1o
Talecns:
. umits with reactive or positive test results
prior and/or subsequent umits from temporary or permanently deferred donors
hemolyzed umits, umits with red spois in or on the plasma contamers
lipemic umis
umits with frozen plasma on the outside of the container
broken, tom or contaminated units
untested, or units with incomplete testing
orphan wnits
units collected from donors re-entered through a FDA approved donor
re-eniry program {except Anti-[3 plasma, refer to Talecns Anti-D plasma
specification for requiraments)
=  recovered plasma
« unlabeled or mislabeled units, or units with torn or unreadable labels
»  units tested by a non-approved laboratory, or by non-approved test methods,
reagents or agquipment
. umits collected at non-approved facilities or by non approved owner groups
«  umits having errors that breech traceablity, such as units that cannot be raced
back to an individual donor
umits with <200 mL/bottle
parvo elevated units
plasma shipped to Talecnis out of collecnon sequence
unit(s) with pnor notification to suppher of enacceptable status by Taleeris
«  Quarantine Plasma Shupments
»  Quarantined plasma shipments must be pre-approved by CBER.

2 & & 8 & ® &8 @



o,

T 18.01-05
Page 9

«  Quarantined plasma shipments must be pre-approved by Talecnis, Notification,
in writing, including documentation of CBER approval, must be provided to
the Plasma Operations Account Manager and written approval recerved from
Talecns prior to shipment.

«  Source Plasma - Salvaged

«  Salvaged Plasma shipments must be pre-approved by Taleens Nenficaton,
wriling, must be provided to the Plasma Operations Account Manager and
written approval received from Talecns pnor 1o shipment.

« A documentation packet must accompany each shipment of plasma and must be QA
approved.
«  Transport/Carners

« Al carriers used 1o transport Source Plasma must be pre-approved by Taleens

»  The temperature of the transport trailer must be -25 C or colder prior to loading
the plasma shipment.

Testing Requiremenis

Testing requirements s described in 21 CFR 640.67 and 640, 71 must be met, and in
addition plasma intended for use by Talecris must meet the following criteria

Test Type Test Requirements
HBsAg"" Non-reactive”
Anti-HIV-1/2** Mon-reactive”
Anti-HCV™ MNon-reactive’
Syphilis® MNeganve or Non-reactive” for donor
Atypical Antibody™" MNeganve or Non-detectable (<1:1)
HCV _NAT' Negative®
HIV-1 NAT™ Neganve'
HBV NAT™ Negative”
Parvovirus B19 NAT' MNon-Elevated

Mot cierrent version or genemtion svailuble of o FIA spproved test method must be psed
" Test rengents for angpcol antibody screeming tess must melude speciiie ant-Dmtibody.
Dietection of ather afypical ontibedies ivmof required. excepl ambi=C for Bho-I) plasmn.
© Bame murmifuctures pockage mserts use the jenme “negative” snd “non-reactive®
mierchanpashly.

1 Prior o use, the fest kit momfocturee, st kit methodology and testing fcility must be
appraved by Toleoris

* Tast nesd puerlirimiad s finti-1} speckaliy plasiam.

! Test applicant or gqualified dosors, Testing must be performed and scceptoble pror to sending
uniis from danor,

® Uiigher an approvid IME o FEW approed

" Donor est performed every 4 months
" Parvo elevaied uniis are un b b aliip o Taleeris

Testing must be performed by a testing facility that meets all regulstory and licensing
requirements and has been pre-approved by Talecnis. The Director of Plasma Operations
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will approve one of the eligible viral marker testing labs for each plasma supplier The
Director will also approve any switch of viral marker testing laboratories prior o change.

Notification for Destruction of Plasma

« Notficanon to Plasma Receiving must be made:

«  within three working days upon receipt of a reactrve or positive test result fora
donor from whom prior or subsequent umits have been shipped to Talecns
ilookbacks).

«  within one working day of notification of Post Donafion Information resulting in
product recalls or seizure concerning units shipped to Talecns.

» within a timely manner for Post Donation Information not resulting in a seizure
or recall (example: tattoo, body prercmg, ligh risk),

Referenceis)

21 CFR 210 - Current Good Manufacturing Practice in Manufactunng, Processing,
Packing or Holding of Drugs; General

21 CFR 211 - Good Manufactunng Practice for Finished Pharmaceunicals
2| CFR 606 - Current Good Manufactunng Prachice for Blood and Blood Components
21 CFR 640 - Additional Standards for Human Blood and Blood Products, Plasma and

Source Plasma
42 CFR 493 - CLIA regulations
EU Pharmacopoeia Monograph for Human Plasma for Fractionation

Revision to Annex 14 to EU Guide to GMP- Manufacture of products derived from
human blood or plasma

All current FDA guidance documents relating to collecting, testing, processing, stonng or
transporting Source Plasma

1IQPP Viral Marker Standards, Qualified Donor Standard and NAT Testing Standard.

EMEA/CHMP/BWP/3794/03 Guideline on the Saennfic Data Regquirements for A
Plasma Mater File (PMF)

EMEA/CHMP/BWP/125/04 Guideline on the Epidemiological Data on Blood
Transmssible Infections
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Test Specification
Hepatitis B Surface Antigen Non-Reactive
HCV Antibody Negative
HIV-1/2 Antibody Negafive
HCV by NAT' MNegative
HIV-1 by NAT' Negative
HBV by NAT' Negative
Parvovirus B19 by NAT' Non-Elevated

' Test in perdormied an “mini-pools™ of plosmas donstion samples.
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Test Method Information

The test methods used to perform viral marker and NAT testing on each plasma donation
are listed in Tables | and 2.
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Table 1 - Viral Marker Testing of Individual Donations

Test Methml!

Parameter x A Klanaifacinrer US License Mumiber st 5i
Mo of Tost Kit - .
Interstule Flood Fank
W'El:
HHsAg :uumﬁn ikl Ahbon Laborsioies 7S License No. 043 | Life Sem
Z1L.B Bioplasna
218 Heplusiea, b, Test Lab
HioLife Lab « FHoover
ABROTT PRISM® . . LifeSern Test Lalb
P HisAg Aol iiueine | VSRR OE. | St Tuos Slscs Bk
Interstnte Floed Bank. Inc.
Mahi Biopharinsceuticuls
Interstute Elood Funk
. . . Life Seru
Anti-HCV ABBOTT HOV EIA 2.0 | Abbali Leboratomies LS Livenss No 04 | o 0o Bl Bk
£1.H Pioyplasnes
Lifie Sem. Ine.
Somth Texas Blood Bank
. AHROTT PRISM® Biolife Lab - Hoover
v . Laborsiotics vt s A :
Anti-HC pomeryrichd Ahban s L Noodd | o Bioplusma
Interstie Flood Hank, los
Mabi Biopharmasceuticals
Lterstute Wlood Hunk
. o | HIVAR™ HIV- ) HIV-2 Life Sum
Amis-HIY-12 (rENAS FIA Ak Laboraiories PSS Lfes Wi, (003 south Tesias Blood Banl
1B Husplismia
. mmﬁ Bio-ftud Luborutncies | 115 Lioenne No: 1109 | Biokits Lab~ Hoover
ORTHO® HCV Veraan Crtho-Clamacal ,
A 3.4} ELISA Test Sysbem jagmostici, Ine VL . FINE, | SR Lo« e
: Clemebic Sysboms™ ; i . e
Amb=HIV=12 BITV- L HIV-2 Pries 0 EIA A= il | oboebories 1P [ doense Bl | 103 Hicl afe 1.sh - Hoover
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Summary of Information on the Validation of and the Procedure for Plasma
Donation Viral Marker Test Methods

Each viral marker test laboratory contracis directly with the plasma collection
organizations and 15 licensed to perform viral marker testing in accordance wath US FDA
regulations These facilines are mspected and approved by US FDA, and audited by
Quality Operations. The facilities use only US FDA licensed test kits from licensed 1est
kit manufacturers. All contract test laboratories performing viral marker testing for
Talecris are certified to perform testing under the Clinical Laboratory Improvement
Amendments of | 988 (CL1A), a program under the responsibility of the US Department
of Health and Human Services.

In arder for a laboratory 10 obtain and mantain CLIA centification, cach laboratory musi
have validaton data on file for each test kivmethodology used for viral marker testing
Both US FDA and CLIA mspectors review validation information prior to approving a
contract test laboratory to perform viral marker testing CLLA site mspachons occur every
two years prnior to the expiration of CLIA certification. The requirements for vahdaton
are stated in 42 CFR 493 1213 Exablishment and Verification of Method Performance
Spectficanons. Each laboratory must venify or establish, for each method, the
performance specifications for the following performance characteristics: accuracy,
precision, analytical sensitivity and specificity, and any other applicable performance
charactenste. Validations must be performed for new methods or devices introduced
prior to reporting test results. Each laboratory must have documentation of the
verification or establishment of all applicable test performance specifications. In addition,
the laboratory must include positive and negative extemnal controls with each run of
samples to indirectly assess the accuracy and precision of test results.

Tests are carned oul m accordance with the manufacturers’ direchons for use, If a plasma
donation sample tests reactive/positive during the imtial testing, that plasma donation
sample is repeat tested in duplicate 1f neither of the repeal tests are reactive/positive, the
sample is considered nonreactive/negative for the specific viral marker. If the plasma
donation sample 1s reactive/positive in either of the repeat tests, the sample is considered
repeatable reactive. The plasma donation is eliminated from manufacture and the
lookback procedure is mitiated The plasma donor is permanently deferred and not
eligible to donate plasma agan for Talecns. Supplementary /confirmatory testing is
performed for donor nonfication purposes only. This supplementary testing has no impact
on plasma donor and donation suitability for Talecns
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Table 2 - NAT Testing of Mini-Pools
Tesi Methad/ i
Parameter Same of Test kit Alamufaciirer 1S Lcense Samisr et S
HEV b Foche COBAS
gy AmpliScreen™ HCV | Roche Dugnostics 175 License No. 1636 Talecria Rubeigh, NC
Test
HIV=1 Iy Roche COBAS
MAT AanpliBereen ™ HIV-| Raohie Denpmssives IS Lacense e 636 Taleeris Rabagh, MC
Test
[— oche COBAS
MAT - Am-pliﬂqmm HBEY Rmhntl-gnnlhn 7S License Mo | 536 me”:
Tes
Pareoiinas Mgene SHARP 8 T - x .
B by MAT | Sipmal ™ Sy atem Assay K e Taloeris Raleigh. NC
Parviyimis BI1Y
Flnormgenic Donation
Parvovinas ; ;
: Cranlification Assay, HA® NA Tadeeris Ruleigh, NC
B by MAT ok |
{R19 FINJA. v
HCY b BCE Uiforad Jiiad 7™ HCY ki j i j
NAT BT-PCR 4 HA 1% Licemss Mo, 1582 Mational Chenctics Insmimie
HIV-1 by MO Ulirn(unl ™ HIV i L : .
NAT RI-PCR Ay WA 118 Licemse No, 1582" National Ceenetics [nstiute
HEY by MG Liorad jual™ HEY i i i
| NAT PCR Aty MA M Tational Crenerics nstian
Parvovinas MG Parvovims i i . y
19 by NAT g Ha HA, Mational Crenetics lmm‘E
Testing of doantions for Parvoyinas B 1Y s no o recquered fest mnd se pedformed as o ia-proeees eontol secording i the FFTA

visluminery stundurd. The Digene SHARP Signad ™ System Assay and the B1%® FIXA. v ore m-Bonse tesl methods developed by
Talecrin anid the sesting is performed wnder the awiloniy of Talecria. These sests ure nol distribuied.

U Ve WO Littend Jual M HCY, HIV s HBY sty s e dn-honise il matbods developed by NOE and perfionmed s o besting
service umder the niﬂinnt-_n.u.m:l hcense af 301 The bests are nol distrérbed.
Testimj of domutioes for Pervisvines 19 s nod o recuitod test and is performed as wi in-process control secerding o te PFFTA
volumtary alandurd. Thee WG Parvoyeros SuperCyede FUR Tost v an m-bowse fest method developad by NGE amd The Testmg s
perfonmed mder the otbory of MGL The tes s nol distibiied.

3. Su of Information on the Validation of Raleigh Test Laboratory (RTL)
Plasma Donation MAT Testing Methods

The HCV, HIV-1, HBV and Parvovirus B19 NAT tests are validated. Validaton studies
were performed in accordance wath the ICH Harmonized Tripartite Guideline on the
Validation of Analvtical Procedures and the Directorate for the Quality of
Medicines (EDOM) document PA/PH/OMCL (98) 22, DEF Validasion Of Nucleic Acid
Amplification Technology (NAT) For The Detection Of Hepatitis © Virus (HCV) RNA In
Plasina Pools and PA/PH/OMCL (03) 38, DEF Gudeline for Validatton of Nucleie Acid
Amplification Technigues (NAT) for Ouantisation of B19 Vieus DNA in Plasma Pools, as
well as in accordance with the E_P. general chapter 2.6 21, Nucleic Acid Amplification
Techmigues.



T.18.02-09L18
Page &

Addinonal information in the form of full validation reports for the Taleens in-house B19
NAT tests is provided in section 2.2.2b,

The Roche COBAS AmpliScreen™ HCV kit, v2.0 is used at RTL. The multi-prep test
procedurs is performed on minipools of 96 plasma donation samples. The HCV in-house
standard was used in the vahidahion The standard was calibrated agamnst the WHO
International Standard, at a titer of 5 75 x 107 [U/mL. Roche has determined that the
COBAS AmpliSereen™ HCV test, v2.0 can detect HOV RNA at levels as low as

50 IU/mL with a 95% test positive rate. Test specificity was addressed by testing

|00 plasma pools. The validation requirement that no positive results be obtained was
successfully achieved Cross-contarmination concems were addressed by testing a panel
of altemating non-reactive pools and pools spked with HCV at a titer of

573 x 10" IL/mL. Robusiness of assay performance was demonstrated by the ability of
the test to accurately detact negative and high-titer HCV positive samples arranged in an
alternating pattern. VYalidation of the high spead centrifugation step in the multiprep
sample preparation method was addressed by detecting HOV spiked at varving
concentrations o plasma pools tested and found negative for antibodies o HOV. The
centnfugation speed was set at the lower limit as defined by the standard operanng
procedure. The acceptance criteria for the detection of HC'V at 95% overall was met.
Analytical sensitivity validation was performed for the standard specimen processing
procedure of the Roche COBAS AmpliScreen™ HCV kit, v2 0 which is used to
deconstruct positive mimpools and identify mdividual pasitive plasma donations. The
HCV in-house standard was used in the study. Roche has determined that the COBAS
AmpliScreen™ HCY test usmg the standard specimen processing procadure can detect
HCV RNA levels as low as 41 9 [L/mL wath a 95% test positive rate. For the purposes of
this study, 100 TU/ml. was used to meet the requirements set forth by EMEA/CPMP/
BWP/390/97 The accuracy of the targeted 100 IU/mL value was assessed by festing
plasma pools spiked with the in-house standard 1o a nter of 100 TU/mL. The acceptance
entena that positive samples must be detected at a 95% test positive rate and that no
positive results be obtamed from negative diluent samples was achieved

The Roche COBAS AmpliScreen™ HIV-1 kit, v 5 is used at RTL. The multi-prep test
procedure 15 performed on minipools of 96 plasma donation samples. The HIV-1 in-
house standard was used i the swudies. The standard was calibrated against the WHO
International Standard and can be considered to have a potency of 3.55 x 10" IU/mL. The
standard has a titer of 1 02 x 10" gEqg/mL. The previous HIV-1 NAT test method (Roche
AmphScreen™ HIV-1 microwell plate test) was shown to detect HIV-1 RNA at

20 gEq/mL with a 95% test positive rate. This value was used in the COBAS
AmpliSereen™ validation studies 1o show comparability between the Roche
AmpliScreen™ HIV-1 microwell plate test and the Roche COBAS AmpliScreen™
HIV-1 test. Test specificity was addressed by testing 100 plasma pools. The validation
reuitement that no positive results be obtamed was successfully achieved. Cross-
contamination concems were addressed by testing a panel of altemating non-reactive
poals and pools spiked with HIV-1 at a titer of 1.02 x 10" gEq/mL. Robustness of assay
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performance was demonstrated by the ability of the test to accurately detect negative and
high-titer HIV-1 positive samples arranged in an altemating pattern. 'Validation of the
high speed centrifugation step in the muluprep sample preparanon method was addressed
by detecting HIV -1 spiked at varying concentrations into plasma pools tested and found
negative for antibodies 1o HIV. The centnfugation speed was set at the lower limit as
defined by the standard operating procedure. The acceptance cntena for the detection of
HIV-1 at 95% overall was met. Analytical sensiivity validation was performed for the
standard specimen processing procedure of the Roche COBAS AmpliScreen™ HIY-|
kit, v1.5 which is usad to deconstruct positive minipools and identify individual positive
plasma donations, The HIV-1 in-house standard was used i the study Roche has
determuned that the COBAS AmphiScreen™ HIV-1 test using the standard specimen
processing procedure can detect HIV-1 RNA levels as low as 150 3 TU/mL with a 95%
test positive rate. Guidelines established by EDOQM recommend at least 20 negative
plasma pools spiked with HIV-1 RNA to a final concentration of 3 mes the 95% cut off
value (451 TU/mL) should be tested and found positive The accuracy of the targeted

451 I/mL value was assessed by testing plasma pools spiked wath the in-house standard
to a titer of 451 IU/mL The acceptance cntena that positive samples must be detected at
a 95% test positive rate and that no positive results be obtained from negative diluent
samples was achieved

The Roche COBAS AmpliScreen™ HBV kit 1s used at RTL., The mulb-prep test
procedure 13 performed on minipools of 96 plasma donation samples. The HBV in-house
standard was used in the studies. The standard consists of an HBV positive plasma
donation, calibrated agamst the WHO internanonal standard at a nter of

7.64 % 10" IU/mL. The COBAS AmpliScreen™ HBV test, can detect HBY DNA at
levels as low as 6 [U/mL wath a 95% test positve rate. Test specificity was addressed by
testing 100 plasma pools. The validation requirement that no positive results be obtained
was successfully achieved Cross-contamination concerns were addressed by testing a
panel of altemating non-reactive pools and pools spiked with HBV at a fiter of

7.64 x 10" IU/mL. Robustness of assay performance was demonstrated by the ability of
the test to accurately detect negative and high-nter HBY positive samples arranged in an
alternating pattern. Analyvtical sensitivity validation was performed for the standard
specimen processing procedure of the Roche COBAS AmpliScreen™ HBY kit which 1s
used 1o deconstruct positive minipoels and identify individual pesitive plasma donanons.
The HBV in-house standard was used in the study  Roche has determined thar the
COBAS AmpliScreen™ HBY test using the standard specimen processing procedure can
detect HBYV DNA levels as low as 13 TU/mL with & 95% test positive rate. Guidelines
established by EDQM recommend al least 20 negative plasma pools spiked with HBY
DMA to a final concentration of 3 times the 95% cut off value {39 IU/mL) should be
tested and found positive The accuracy of the targeted 39 IU/mL value was assessad by
testing plasma pools spiked with the in-house standard fo a titer of 39 TU/mL. The
acceptance cntena that positive samples must be detected at a 95% test positive rate and
that no positive results be obtained from negative diluent samples was achieved
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RTL Plasma Donation NAT Minipool Strategy

Talecris performs Nucleic Acid Amplification Technology (NAT) on mini-pools of
plasma donations to avoid the loss of complete manufacturmg pools and to reduce the
viral load in plasma pools challenging the manufactunng process. The size of the mimi-
pools and the sensitivity of the NAT tests used to perform donation testing allow
identification and removal of single plasma units testing positive by NAT. The Raleigh
Test Laboratory uses validated automated pipetting instruments 1o create mini-pools of
96 plasma donatons for HCV, HIV-1, HBY and to create mini-pools of 96 to 480 plasma
donations for Parvovirus BI9 testing by NAT. A summary scheme of the current RTL

strategy of muni-pool testing is provided in Figure |

National Genetics Institute (NGI) serves as an alternate test site for HCY, HIV-1, HBV
angd Parvovirus B 19 testing of minipoals. The NGI HCV, HIV-1, HBV and Parvovirus
B19 NAT tesis are validated to test mmmipools of up to 512 plasma donafions.

147
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Figure 1 - RTL Plasma Donation NAT Minipool Scheme
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Test Specification
HBsAg Non-Reactive
Anti-HIV-1/HIV-2 Negative
HCV by NAT Negative
HIV-1 by NAT Negafive
HBV by NAT Negative

Parvovirus B19 by NAT

Non-Elevated (<1 x 107 TU of Parvovirus B19 DNA/mL)
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L. Test Method Information

The test methods performed on each plasma manufacturing pool processed at the
Clayton, NC fractionation facility are listed in Table 1.

Table 1 - Test Methods

Parumeter | et Method X Manuscturer | US Licsmse Nunsber Test Site
HBsAp ‘“*] [hh“]"“ml ' Abbott Laborntories: | 1% License No. 0043 | Tuleeris Clavion, NC
Ami-HIV- | Abbott HIVAB™ HIV- ) : .
1 VHIV-2 eINAY EIA Abboit Labomtories | U958 License Mo, (043 | Taleers Clayion, NC
HOV Iy Roche COHAS
NAT Amplisereen™ HCV Rochie Dingnostics | 18 License No. 1636 | Taleeris Raleigh, NC
Test

i AmpliScreen™ HIV-1 | Roche Dingnostics | US License Mo 1636 | Tuleeris Raleigh, NU
Test

HEV by Roche COHAS

NAT AmpliScreen™ HBV | Roche Dingnostics | 18 License No. 1636 | Taleesis Rabeigh, NC
Fesi

Parvovinis igene SHARP N " .

B9 by MAT | Signal™ Sysem Asgy | M8 NA Tulecris Raleigh, NC
Purve BIY Fluorogenic

e I fromsyonss i il 1 NA" Talecris Raleigh, NC
(1319 FIQA, vI)

HEW b Rl UMt i 7 Y i Mutional Cleneties Instifute”

| e | ,,.... o

VT | N TR | pr——

Parvovirus NG Parvovirus il il

B19by NAT | Supertyele Asay | A - sk

The Thgene SHARE Sigual ™ Svstem Assay and the B19 FIXJA, v1 are mehouse test methods developed by Tuleanis
amd e testing s performed undes the suthority of Talseris. The lests are performed as an in-process conrol wond the
kats nre ned distributed
o The NeiH Ulinual ™ HCY, HBY and HIV-1 assays are in-house test methods developed by NOH and performed o8 a
besting servioe under the swihonty and heense of MG The tests are nol distnbuied
Y Notwonel Genetics Institute serves as an allernatehack-up

pool testing laboratory 1o perform HCY,

_ _nuuuim:nmg
HEY, HIV -1 and Porvesirus B19 KAT as necessary. Noo Taleoris plasma momulooturmg pools are tested by KO nn
tlis Hme

“ The NUI Parvovires SuperCyele Assay is mn m-house test methed develboped by NOT and the testmy is performed
under the muthority of WMGL The test is performsed a3 on im-process contol ond the test kit is not disirbused




T.18.02-11U8
Page 3

Validation of Viral Marker Test Methods

Validaton reports for Viral Marker plasma manufacturing pool test methods are
presented in Chapter 2.2 2 .a Viral Marker Testing of the Plasma Pool. The ICH
Harmonized Tripartite Guideline on the Validation of Analytical Procedures was used for
the vahdanon of the Viral Marker test methods. The validation of the viral marker tests
for the plasma manufacturing pool were camed out in accordance with the two BWP
ewdelines (made effective as of Apnil 2007) Guideline on Validadon of mmunoassay for
the Detection of Amiibody fo Human Innmunode ficiency Virws (Ami-HIV) in Plasima
FPools, (EMEA/CCHMP/BWP/298388/2005) and (ruddeline on Validation of fmmmoassay
Jfor the Detection of Hepatitix B Virus Surface Anvigen (HEsAg) in Plasma Pools,
(EMEA/CHMP/BWP/298390/2005)

Validation of NAT Test Methods

Validatnon reports for NAT plasma manufactunng pool test methods are presented in
Chapter 2.2 2 b, NAT Testing of the Plasma Pool. The ICH Harmonized Tripartite
Guideline on the Validation of Analvtical Procedures and the EDOQM document
PA/PH/OMCL (98) 22, DEF Validation of Nuclete Acid Amplificaiion Technology (NAT)
For The Detecrion of Hepatinis C Viens (HCV) RNA fn Plasma Pocls and PAPH/OMCL
(D3) 38, DEF Guideline for Validarion of Nucleic Acid Amplification Technigwes (NAT)
for Ouartitation of B9 Virus in DNA in Plasma Poels, were used for the validation of
the NAT test methods.
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Table 1: Summary of Assay Characteristics and Acceptance Criteria for Validaticn of the
procedure "Determination of Hepatits B Surface Antigen (HBsAg) in Plasma or
Plasma Derived Products by EIA"
Walidahon Stalshos to
Characieristic Design Repon Actual Resulls
Precision Absorbance Mean, Standard Oparator 1
(Repeatability] | determined for 3 | Dewistion % OV Mean SO % CV
plasma pools Kit Negative Control D004 0005 1478
{unspiked), 3 Kit Positive Comrol D872 0054 8.2
plasma poois Plasma Poal 1, unspiked 03 0005 138D
{spiked), ko Plagma Popl 2, undpiked 00 0005 1248
coalroks, anvd kit Plasma Pool 3. unsplked Dppe 0005 0 814
negative control Plasma Poal 4, spiked 041 0010 231
apiked Plasma Pool 5, spiked 0035 0,008 18.0
Plasma Pool B, splked 0038 0010 260
Eii Megative Comirol, spiked Dare 00e8 53
Clparator 2
Mean 50 %LV
Kil Megalive Conlrol 007 O d4g9.2
Kil Posilive Conbnod 0828 0071 71
Plasma Pool 1, unapiked 0005 Q0003 B0
Plasma Pool 2, unspiked 0007 00DB 054
Plaama Pool 3, unspiked 00063 G005 9574
Plasma Pool 4, spiked 0034 0018 544
Ptasma Poaol 5, spiksd 0034 0020 57.0
Piaama Pool 6, spiked 0033 (k014 40.5
T Kit Megative Control, spiked 0060 0052 868
Precision Relrospeclive | Mean, Standard Mean 50 %CV
(intermediate) | Datafrom 100 | Deviabon, % CV | Poal 0.007 0008 O
nagative pocks, Hegetive Contral 0005 0004 803
kit negative Positive Contro! 0835 0124 134
conbrod, snd kil
- conrol
Speciciy Companison of Fodd-Diforance Opearator 1 O tor 2
kit positive Original Validaton Data zﬁﬁ'ﬁ%u
contral to kit Relrospective Pool Data  167-fold (multiple operators)
= negative conirol =
Dretection Limit Compariaon ol Fodd-Diference Cperator 1 Cperator 2
kit negatria Orbginal Valldaton Deta T-{old S-fold
carirol b outoff Retroapective Pool Data GH-foid {multple operatora)
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Summary

The purpose of this study s o validate the method for determination of Hepatitis B surface
antigen in plasma pools. This method is described in the procedure “Determination of Hapatitis
B Surface Antigen (HBsAg) in Plasma or Plasma Derived Products by EIA®, It ks an in wiro
enzyme immunoassay (EIA) for the detection of Hepatitis B surface antigen.

Introduction

The purpose of this document is to describe the characteristics evaluated In order to validate the
method “Determination of Hepatitis B Surface Antigen (HBsAg) in Plasma or Plasma Derived
Products by EIA" and to report the results of the validation study in order to determine the
suitability of the method for the determination of Hepatit's B surface antigen in plasma pools.

Principle

In this method, the Abbott AUSZYME™ Monocional immuncassay, beads, coated with mouse
monclanal antibody to Hepatitis B surface antigen {anti-HBs), are incubated with plasma
samples. Any HBsAg present in the plasma sample is bound to the solid phase antibody. The
antibody-antigen complex on the bead reacts with added enzyme-conjugate. The amount of

antigen present in the sample is directly propartional to the absorbance of the sample at 452
nm.

Validation Testing Facility

Bayer Corporation

Quality Assurance

B368 U.5. 70 West

Clayton, North Carolina 27520
(818) 553-5011

Description of Products Being Tested

Plasma pools were created using 20 or more individual units.

Sensitivity panel consisting of 17 samples of negative recalcified plasma spiked with varying
amounts of human HBsAg ranging from 0 ng/mL to 3.999 ng/mL. The panel was supplied by
Abbott Diagnostics (Abbott Park, IL).

A combination of sensitivity panel samples A (3674 ng/mL of HBsAg), E (3.999 ng/mL of
HBsAg), J {2.040 ng/mL of HBsAg), and K (1.904 ng/mlL of HBsAg) were used to spike samples
at a ratio of 1:10. The positive sensitivity panel samples were used in order to provide a8 means
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of quantitation to spike response. The average of samples A, E, J, and K is 2.9 ng/mL.
Megative samples (plasma pools and kit negative control) were spiked with a 1:10 dilution of this
combined positive matarial.

Validation Design

Precision (Repeatability): Three plasma pool samples (unspiked), three plasma pool samples
|spiked (9 parts plasma and one part 2.9 ng/mL HBsAg])|, the kit controls, and the kit negative
control [spiked (9 parts kit negative contral and one part 2.9 ng/mL HBsAg)| were lested by
each of twao operators on three separate days.

Precision (Intermediate): One-hundred negative plasma pools and their respective kil conirols
(positive and negative) were tested by multiple operators over a period of approximately &
maonths

Specificity: Specificity was addressed by comparing the kit negative control to the kit positive
control. |n addition, kit negative and positive controls were compared from the retrospective
data from the testing of 100 negative pools.

Detection Limit: The lower limit of detection is set by the cutoff value, which is defined by the
kit manufacturer (Abbott). Since this is not a gquantitative test, a numernical value cannot be
placed on this response level, However, as part of the commercial antibody panel, samples
designated as weakly positive were included in the study to assess the sansitivity of the assay.
In addition, &8 comparison was made between the cutoff value and the kit negative control
abscrbances from both the ariginal vahdation and the retrospective pool data.

Comparison of EIA Method to RIA Method: A comparison betweesn the EIA method and the
RIA method was done by testing the Abbott sensitivity panel by both the EIA and tha RIA
methods. The testing was performed three times each by two operators.

Discussion of Experimental Results

Precision (Repeatability) was determined by analyzing three plasma pool samples (unspiked),
three plasma pools (spiked), negative and positve kit controls, and kit negative control (spiked).
All samples for each lot were analyzed by each of two operatorg on three separate days (Tables
2-3), The data is summarized in Table 4. All posifive and negative kit controls were within kit
specifications. The high % c.v.'s {coefficient of variation) for the negative kit control and the
plasma pool samples reflect the low absorbance values. Only the kit positive control had a %
c.v. of less than 10%. Its absorbance value was approximately 0.9, The highest absorbance
value for the plasma pool samples and the kit negative confrol was 0.041 (spiked plasma pool
sample 4, operator 1),
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Precision {Intermediate) was determined by evaluating retrospective data from 100 pools that
tested negative for HBsAg and the kit controls (negative and positive) that were included with
each determination. The % c.v. was approximately 15% for the positive control (Table 5). For
both the negative control and the 100 plasma pool samples, the % c.ov. was B0% to 90%. The
higher % v, s reflective of the extramely low absorbance values for the negative contral (0.0035)
and the pool samples (0.007).

Specificity of the assay was demonstrated by the ratio of the mean of the positive control
values to the mean of the negative control values, as summarized in Table 6 The positive
control was Z18-fold higher than the negative control for Operator 1 and 132-fold higher for
Operator 2, In addition, the positive and negative control samples were compared from the 100
retrospective pool tests (Table §) In the retrospective study, the positive control was 167-fold
higher than the negative control. Both sets of data show that there is ample spread between the
positive and negative samples to yield confidence in assigning a sample as sither reactive or
nonreactive.

Detection Limit was assessed by determining the reactivity of the sensitivity panel, Each of the
pangl members had varying amounts of HBsAg ranging from 0.000 ng/mL to 3999 ng/mL. The
data in Table 7 show that the panel was consistently reactive (100% of the replicates were
positive) at the 0.784 ng/mL level (or greater) of HBsAg (samples B, C, N, K, J, A, and E).
Sample 5 contained 0.485 ng/mL and tested reactive 100% of the tme. However, sample R
contained 0.730 ng/mL and tested reactive 92% of the time; sample P contained 0.525ng/mL of
HEsAg and tested reactive 75% of the time  The difference among samples is that R and P
have anfigen ad subtype while S has antigen of the ay subtype In this assay, the subtype
detection limit is slightly different resulting in an assay that is more sensifive for theay subtype
of the HBsAg than the ad subtypa. The sensitivity samples were provided and quantitated by
Abbott Diagnostics. This level establishes the overall detection limit of the assay for plasma
pooils at 0.784 ngfml.

Also, detection limit was assessed by comparing the cutoff value to the kit negative control..
The data from the original validation show that the cutoff value = approximately 5- to 7-foid
higher than the negative control (Table G). For the retrospective 100 negative pools, the cutoff
value js B-fold higher than the negative control (Table 5)

Comparison of the EIA method to the RIA maethod was done by determining the reactivity of
the Abbott sensitivity panel by both methods. As shown in Table 8, ElA demonsirates greater
aensitvity than RlA. The EIA method shows reactivity 100% of the time at 0.784ng/mL HBsAg

while 3.674 ng/mL HBsAg iz needed for the LA to give reactivity 100% of the time.
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Conclusions

Validation of the method CQAB 08-090 "Determination of HBsAg in Plasma or Plasma Denved
Products by EIA" for plasma pools was accomplished by running a seres of experiments that
assessed the following characteristics: Precision, Specificity and Detection Limit. "Determination
of HBsAg in Plasma or Plasma Derived Products by ElA" in plasma pools, COAB 08-080, is
considerad validated and suitable for its intended purposes
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Table 2: Operator 1: Absorbance Values for Samples Assayed Day 1, Day 2, and Day 3

| Sample Day 1 Day 2 Day 3
Kit Negative Control: Well 1 0.011 0.004 -0.008
Wilell 2 -0.001 0004 0.011

Wilell 3 0.002 0.006 0.002

Mean 0.004 0.005 0.002
Kit Positive Control2: Well 1 i0.892 0839 0819
Wall 2 0.868 0878 0.838

(Mean 0830 0.858 0.828
Plasma Pool 1{unspiked)  Well 1 Q.000 0.003 -0.001
Wall 2 2011 0 004 0.001

Wi 3 0.011 -0.001 0.002

Mean 0.007 0.002 0.001
Plasma Pool 2 (unspiked)  Wall 1 0.014 0 002 -0.003
Well 2 Q.007 0.00 0.001

Well 3 0.005 0.006 0.002

ME-In__ 0.009 0.003 0.012
Plasma Pool 3 (unspiked)  Weill 1 0.002 0.016 0.009
Well 2 0.003 0.008 0.008

Well 3 0.001 0.010 0.001

Mean 0.002 0.a11 0.005
Plasma Pool 4 (spiked) Wel 1 0.046 0.042 0.034
Well 2 0.046 0045 0.029

Weall 3 0,059 0.036 0028

| Mean 0.050 0.041 0.031
Plasma Pool 5 (spiked) Well 1 0.033 0.038 0.041
Well 2 0.028 0.033 0.044

Well 3 0 036 0.039 0.024

Il.lian = 0.032 0.037 0.036
Plasma Pool 6 (spiked) Well 1 0.042 0.050 0,026
Well 2 0.036 0.054 0028

Well 3 0,02 0.038 0.030

Maan 0,040 0.047 0027
Kit Negative Control (spiked) Vel 1 D111 0.103 0.017
Well 2 0.103 0.121 0.017

Well 3 0103 0.114 0.020

Mean 0. 108 0.113 D.018
Cutoff Value” D.028 0.030 D.027

" Cutoff Value = Negative Control Mean + 0.025
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Derived Products by EIA

Table 3 Cperator 2° Absorbance Values for Samples Assayed Day 1, Day 2, and Day 3

Sample Day 1 2 Day 3
Kit Negative Control: Well 1 0.008 0013 0.003
Well 2 0012 0.004 0.003
Well 3 0008 0.008 0.007
Mean 0009 0.008 0.004
Kit Positive Control:  Well 1 0993 0.925 0.815
Well 2 0 958 0.888 0.861
Mean 0978 0.857 0.840
Plasma Pool 1 (unspiked)  Well 1 0.009 0.005 0.009
Well 2 0005 0.002 0.004
Well 3 0 004 0.002 0.007
l_hﬂl_Eﬂn - 2 0008 0.003 0.007
Plasma Pool 2 (unspiked)  Well 1 0.008 -0.001 0.002
Well 2 0.00& 0.005 0.013
Well 3 0.015 -0.003 0.020
Mean 0.010 0.000 0.012
Plasma Pool 3 (unspiked)  Well 1 0.000 0002 0. 000
\Well 2 0.015 <002 0.0G7
Well 3 -0.001 0.003 0.007

Mean 0.005 0.001 0.005 '
Plasma Pool 4 (spiked) Well 1 0.041 0.047 0.008
Well 2 0042 0.053 0.012
Wil 3 0.055 0032 0.012
lﬂaan r . 0.048 0.044 0011
Plasma FPool 5 (spiked) Well 1 0044 0.031 0.025
Wiell 2 0.074 0.029 0013
Wil 3 i0.048 0.037 0.008
| Mean 0.055 0.032 0.016
Plasma Pool 6 (spiked) Well 1 0.037 0.054 0.019
Well 2 0.043 0.031 0.018
Well 3 a.042 0042 0.015
Mean 3 041 0042 o1y
Kit Negative Control (spiked) Well 1 0,128 0014 0.018
Well 2 0.118 0.021 0.026
Well 3 0131 0.058 0.018
Mean 0.128 0.031 _0.021
Cutoff Valug® 0.034 0.033 0029

. Cuteff Value = Negative Control Mean + 0,025
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Table 4. Precision (Repeatability). Statistical Summary of Original Validation Data *

T —

Operator 1 Operator 2
ﬁlmgll Mean 5.D. %ev. | Mean SD % c.v. |
Kit Negative Control 0.004 0005 | 1475 | 0007 | 0004 | 48.2
Kit Positive Confrol 0.B72 0.054 5.2 0924 | 0.0M 7.7

| Plasma Pool 1 (unspiked) 0.003 0005 | 1398 | 0005 [ 0003 | 505
 Plasma Pool 2 (unspiked) 0.004 D005 | 1248 | 0007 | 0OCOB | 1054
Plasma Pool 3 (unspiked) 0.006 0.005 B11 0003 | DOOS | 1571
Plasma Pool 4 (spiked) 0.041 0.010 238 0.034 | 0.018 54.4
| Plasma Pool 5 (spiked) 0.035 0.006 180 | 0034 | 0020 | 570
Plasma Pool B (spiked) 0.038 0.010 26.0 0.033 0.014 40.5
Kit Negative Control {spiked) 0.079 0.046 584 | 0080 | 0052 | 86.6
Cutoff \Value® 0.029 0.002 53 0032 | o003 8.3

! Summary of data from Tables 2-3
. Cutoff Value = Negative Cantral Mean + 0.025
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Table 5, Precision (Intermediate), Specificity and Detection Limit:  Statistical Summary of
Retrospective Data and Comparison of Controls®

Sample Mean 5.0 % c.v.
Kit Negative Control 0.005 0.004 80.3
KEit Positive Contral 0.835 0124 1449
Plasma Poal 0.007 0.006 91.1
Cutoff Value® 0.030 0.004 131
Ratio: Negative/Positive 0.599

Foid Difference: Positive/ Negative 167-fold
| Fold Difference: Positive/Cutaff 28-fold

Fold Difference: Cutoﬂ_’ﬂeim | 6-fold

. Individual pool and control data is in Appendix A

= Cutoff Valua = Negative Control Mean + 0.025






