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DRp_s pop = ‘%ﬁ 1§‘DR;ao-s-non(an)y (V.C.1.4-11)

A-IV. C. 1. d. iv. b. Potential number of Source Plasma donors with a history of
deployment to a US military facility in the UK or other countries of Europe from
1980 t0'1996 in the last half incubation period of the disease

This section estimates the number of Source Plasma donors that may potentially be infected with vCID
who may have vCJD agent in their blood (or be prionemic) at the time of donation.

Varlable y~'I‘he calendar yea.r in Wh]Ch a plasma donor was deployed to aUS mlhtary base in Eumpe

Assumptlon tised in the model: This risk assessment assesses the vCID nsk for deVIII product made
in 2002 but it is assumed that the potentlal vCID risk is similar to the present day risk in 2006.

Variable: T 2ggzy—Tlme period betwéen infection/travel and the year 2002 when thé plasma was
collected.

Variable: Pr-LH,- Probability that the vCJID disease is in'the last half of the incubation period of the
disease, if infected in year y and the individual has infectious vCID agent present in their blood and
plasma (or was prionemic).

Variable: Tpr2002 - Time penod between mfectlonfu'avel and 2002 when the plasma was collected is

- represented by the expression;

Tlnf-ge_oz,v = 2002_”)’ - . , ' (V.C.1.d-12)

: -For an mdmdual {0 be pnonermc in 2002 the remaining period of time since infection up to 2002 (g

2002y) should be’ equal to or less than the half of incubation period of the disease.

Assumption used in the model: The variability and uncertainty of the incubation period of vCID is
-represented mathematically by a gamma distribution, specifically Gamma (4.7, 3.6). A 'gamma
distribution is usually used to represent processes that occur sequentially or the time between events. In -
this case it-would be the time from infection to the timeuntil the appearance of clinical disease
(incubation period of the diseasc):: The distribution is defined by two parameters: one that produces the
shape of the curve; and a second generates the scale for the distribution, which.in this.case-is-represented

by the mean incubation period of 14 years.

Variable: Prig, -The probabﬂlty an mdmdual was pnonenuc in year 2002-was calculated by using the
cumulatwe frequeney of Gamma (4 7, 3. 6) at x—2x(1997 y) :

Varlable DR,cm.s-popy- Total number of Source Plasma donors potentlally infected with vCID in year y
during military deployment on European bases (calculated in A-IV. C. 1. d. v. a.).
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Variable: DR,csp-spop-Lyy - Total number of Source Plasma donors poténtially infected with vCJD in
year y during military deployment to US military bases in European countries and in the Jast half
1ncubat10n period of the dlsease

DR sp-s-pop-11y = Binomial (Dvaw-s-bopy. Pryy_,) (V.C.1.d-13)

A—IV C. 1. d. iv. c. Number of US recovered plasma donors with a history of
deployment to a US military base in the UK or other countries in Europe during the
period ! 1980—1 996 and potentially infected wnth vCJD :

- - " ’\
Varlable Dvam R-DODGgey - Potential number of recovered plasma donors infected during deploymem( )
and residency on or near US nnhtary bases in Europe from 1980-1996 by age, and year of deployment

DR,‘C,M_MDW” = Binomial(DRy_ popiore)y. Pr,,c,,,_m_,,o,,(,,,,,) : (IV.C.1.4-14)

Varlahle Dva_m r-pop - Potential number of recovered plasma donors infected during remdency on US
military bases in Burope from 1980-1996 is represented by the equation:

’ . C s e
DRyiporvon= 2, O, DR

w1580 opea] B-19

. (IV.C.1.d-15)

vCID- - DODage)y

A-IV. C.1. d. iv. d. Recovered plasma donors with a history of deployment to a US
military base in the UK or other countries in Europe: Potential number of donors in
the last half of vCID mcubatlon perlod and vCID agent is present in the blood

This portion of the model calculates the potential number of vCID infected recovered plasma donors whe
are in the last half incubation period. of the disease and presumably may.contain vCJD agent in their blooa
(or are prionemic). . : :

Variable:.Pru;.,; -The probab.illity a vCID-infectéd donor had-v€JD agent present in their blood and
plasma at the time of donation (was prionemic) in the year 2002 (calculated in A-IV.C.1.d.v.b). -

Variable: DR,c;p-rpopy Total number of recovered plasma donors iaotontiaﬂy.infected with vCID m
year y during military deployment on or near bases in Europe (calenlated in A-IV. C. 1. d. v. c.

Variable: ' DR,cip-r-pop.Lyy - Total number of recovered i:lasma donors potenhally infected with vCID in

" year y during military dcployment on or near bases in Europe and in the last half incubation penod of the
disease. . .
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DRvCJD—R—ﬂOD-wy = Binomial(DR,c,p_g_popy, Pliy-y) _ (V.L.1.4-16)

CA-IV.C. 1. d.iv. e Number .of all vCJD infected plasma donors during deployment to

a US military basein a country in Europe from 1980-1996

Variable: DR,cm-pop - Potential number of fotal plasma donors infected during residence on US
military bases in Evrope from 1980-1996

DR»CJD pop ~ Z Dvam -s-pop + Z D-va.w-n-mn (iv.C.1.d-17)

y=1980 y=1920

Variable: DRvcyp-pop-per- Potential number of total plasma donors infected during residence on US
‘military bases in Europe from 1980 1996 and meet deferral criteria

Assumption used in the model: Current policy defers individuals who have been deployed or resided on
a US military base in Europe from 1980 to 1996 for a cumulative stay of 6 months or more. Wé assumed
all US Department of Defense (DOD) deployments are 6 months or longer, and therefore, all md1v1duals
have a history of deployment to a US military base in Europe are deferred.

D‘RvCID-DOD—.Def = DR, cip_pop ' , (IV.C.1.4-18)

A—IV C. 1. d. iv. f. Potential number of all plasma donors in the last half of vCID
incubation period and Liave vCJD agent present in the blood

This portion of the model estimates the potentlal number of all vCID infected plasma donors with a
history of military service posted at a US military base in the UK or countries in Europe fron 1980-1996
who are in the last half incubation period of the disease and their blood and plasma presumably contain
infectious vCJD agent (or are prionemic).

Variable: DR,cyp-pop-Lu- Potential number of total plasma donors infected during residence on US
_military bases in Europe from 1980-1996 and are in the last half incubation period of the disease

DR e pop- Z DRm““ 2 DRGp- ~R-DOD-LH (V-CTE19)
y=1980 prar " R

Variable: DRycip.pop-pes~ Potential number of total plasma donors infected during residence on US
- military bases in Europe from 1980-1996 and meet deferral criteria

DRvCID-DOD—Def =DR,cip_pop - (IV.C.1.d-20)
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Variable: DRy, - (calculated in section A-IV.B.3.) Annual number of plasma donors

Variable: DRg- (-calculatcd in section A-IV.B.1.) Annual number of Source P]asmé donors '

' Variable: DR - (ééicu'laéted"ilf{ __.%é:c't'iq-ﬁ A—_IV.E.Q.) _Aimuz:il number of 'r_ecove;ed plasma donors
Variable: Percpp rures - Percentage of blood _dondr_s who were Euroblood recipients
Assumption used in the model: 1.2% plasma donors were Euroblood recipients

Variable: DRE..5 - Annual number of plasma donors who were Euroblood recipierits
DRy, = DRy X Percpg g {IV.C.le-1)

Variable: DRS.E",;; - A1mua1 number bf Source Plésma donors who were Euroblood regipients ( \,'

Assumption used in the model: We assumed 1.2% of US Source Plasma donors were Buroblood

" recipients

DRy oo, = DRg x Per C pR—Eurob ‘ T o : (IV.C.1.e2)

Variable: DRg.guros - Annual number of recovered piasma donors who were Euroblood recipients —
represented by the equation: '

DRy_gupus = DRy X PerCpy g ' o : (V.Clle)
A-IV.C.1.e. Annual number of US plasma donors who have been Euroblood

- recipients

A-IV.C, 1 . i. Annnal number of US plasma donors who have been Euroblood S
recipients . : G

A—IV .C.1. e.ii. Annual number of potential vCJD-infected. Euroblood donors.and

estimated annual units of Euroblood potentially containing vCJD agent

This section of the mode] estimates the quantity of Euroblood units predicted to have been transfused into

.US plasma donors in a one year penod the number of European donors involved, the number of possible
vCID infected European Euroblood donors, and the total quantity of vCID infected units given by the
Euroblood donors. :

Variable: DNBlyyg,.)- Blood donations in the UK by age of donors,

Data used in the model: Information about UK blood donors was provided by CDSC (2005).
A-64
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i

Variable: Percpn.uxage) - Percentage distribution of the blood donations _in the UK by donor age, and is
represented by equation:
e >65

Pen CON-UK(cge) = DN m—ux(m)/ ZDN BI-UK{ope)
agecld

(IV.C.1.e-5)

. Vanable EUBL ;. - Units of Euroblood that were donated by a specific age group of Buropean donors
. and fransfused into US plasma donors

Total units of Euroblood received by US plasma donors of one year period is allocated by age of
European donors based on the age distribution of UK blood donors

Assumption used in the modcl We assumed the age djstnbutlon for Euroblood donors is the same as UK
blood donors :
EUBL (4, = EUBL g, % Perc py ue (ope) ' e (V.Cle6)

Variable: DREUBL(.,ge)— The number of European donors were grouped by age in five- -year increments
(e.g.,"20-24 yrs, etc) and the 18-19 yr old group that have contributed Euroblood that may have becn

transfused into US plasma donors per one year period

.Each European dopor may give multiple donations in a single year; however the chance of more than one
donation from same donor being shipped to the US and used by US plasma donors-is expected to be
small.

Assumption used in the model: Each unit of Euroblood received by US plasma donors of cne year-period
came from different European donors and is expressed by the equation:

© DRyysuqop = EUBL

{ope) (IV.C.le-7)

The probability of infection of individual European blood donors is calculated below based on the
probability of infection per individual UK resident and the relative risk of a resident in a country
“elsewhere in'Europe-(other than’ France) compared to the risk of 4 UK resident.

Variable: Rgy-- The cumulative risk of an individual European resident from 1980 till the present;
assumes that the cumulative risk of a UK individual from 1980 through 1996 is 1 (same- variable as used-
in (A-IV.C.1.c.iii}

Variable: Pr,c,;p.umg,) Probablhty of infection for individual UK resident of a speclﬁc age group (same
variable as used in (A-TV.C.1. c. iv.). S : .

Var:able Pr,.c_;D.EU(,g,)-Probablhty of mfectlon foram mdmdual European remdent ofa specific age
group.

Assumption used in the model: Probability of infection is proportional to the risk of exposure:

A -65
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Procw g (oge) = Pr ¥CID ~UK (age ) Rsu (N.C.l.c-’il)

Variable: DR,cip.£uBLiage-Anmnual number of mfected European donors who contributed Euroblood that
was transfused into US plasma donors during a one-year period by age group. - :

Number of infected Euroblood donors among each age group was estimated using.a binomial distribution
function with the estimated total number of donors in the subgroup (DREUEL(age) estimated in section A-
IV.C. 1.e. ii) and the probability of infection for the individual of this age group of Euroblood doriors (Pr
vCID-DR-EUBL(age) €5timated in this section A-IV. C. 1. e. ii) as parameters 6f the distribution.

DR cip suptiogey = Bionomial(DR 100 s Prep. EUage) ) ' (IV.C.1.c-8)

~

Variable: E UBLvCJ_D Total units of infected Euroblocd received by US plasma donors of one year
period

Potential mfected European donor may give multlple donations in 2 smglc year, however the chancé of
more than one donation being from a single infected European donor being Sthped to the US, and used
by US plasma denors is expected to be small.

' As_éﬁiﬂp'tion about Vari;ible: One infected E_uioﬁean doimr produces-one unit of infcctqd Eﬁro_blood.

»65

EUBLy = Z ’DRvCID-EUBL(age) ‘ . . (VC.1e9)

age=i§—1%

A-IV. C. 1. e, iii. Annual number of plasma donors potentla]ly infected with vCJID via
transfusmn with Euroblood

A-IV.C. 1. e iii. a. Annual potential number of vCJD infected plasma donors ( |

Vairiab]é: Pr ycip.eis - Probability a single unit of Eurobiood‘cmitains vCID agezit

- P zim = EUBL o EUBL, (IV.C.1.e-10)
Variable: Prycip.EUBL -Recip - Probability a Buroblood recipient is infected with vCID

Assumption used in the model: We assumed that a Euroblood recipient is likely infected 1f he/shc
receives one unit or inore of blood blood from a vCID—mfected donor: - SR

Pr\’CJ’D-—EUEL-rec:'p = 1 - Bi?lomdfst (0, EUBL‘WS 3 PerID—EUBL 2 false) . - . ([V.C.].C-l I)
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The Excel function Binomdist (n, N, p, false) calculates the probability of n “success” outcomes in a test,
if the outcome of each trial of the test is either “success” or “failure”, the probability of getting the
outcotne of “sucéess” in an individial trial throughout the test is 2 constant p, and the number of trials in

the test is V. In the problem we addressed here the outcomes are the probability of a donation being from -

a Buroblood recipient that receives a donation that is either infected or not infected. In equation IV.C.1.e-
11, Binomdist(0, EUBL g Precyp-sust, false) calculated the probability of a recipient receiving no infected
unit.(#=0), under the condition that average number of units received by a recipient is EUBL,y,

(N —EUBL,,,,g) and probab:hty a smgle unit of Euroblood being infected is Prycip.zuse (0=Prvcip.ust).

The number of Source and recovered plasma donors mfected through transfuswn with Euroblood was
estimated using a binomial distribution function with the estimated total number of source and recovered
plasma donors who have received Euroblood (DRs.zus. and DRg.guse estimated in section A-IV.C. l.e. ii.
) and the probability of infection for the individual Buroblood recipient (P yeip-gust receip €Stimated in

section A-IV. C. 1. e. jii) as parameters of the distribution. The tota] estimated number of potential plasma

donors infected due to transfusmn using Euroblood is the sum of potential infected source and recovered
plasma donors,

Variable: DR,cip.sEuBL- Annual Number of Source Plasma donors being infected due to transfusion
with a Euroblood unit;

D'RA'C’D-S—EUBL = Bmomzal(.DR —evpes Do suszorecp) (IV.C.1-12)

Variable: DR,cip.g.zusr- Annual number of recovered p]asma donors possibly- 1nfected via transfusion
with a unit of Euroblood

DR 1o g gy, = Binomial(DRy_ger, Prosn_ pusimrep) ‘ ' (IV.C.1.e-13)

Yariable: DR,cspgyer - Annual number of all plasma donors possibly infected through transfusion with
a unit of Euroblood

DR iprys = DRocipysgums + D RvCID-R—EU.BL ‘ ' (IV.C.1.e-14)

Variable: DR,cip pusL.pe Annual number of plasma donors possibly infected through transfusion with a
unit of Euroblood and meet deferral criteria and presumably deferred from donation.

Variable: DR,csp.rysr res- Annual number of plasma donors potentially infected via transfusion with a
unit of Eurob]ood and does not meet deferra] criteria and likely not deferred from donation.

Under current blood donation pohcws recipients of Euroblood are not deferred and represented by the
expressions: :

DR cip-cupr-py =0 - V.C.le15)

DK, ep_gupr-res = DRycup_pums _ ‘ {IV.C.1e-16)
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. A-IV. C. 1. e. fii. b. Annual number of plasma donors that received Euroblood and
are potentlally infected and vCJID agent is present in the blood

Assumption used in the model All 1nfected Euroblood rec1p1ents have vCJD agent present in their
blood (prionemic) - ) .

Variable: DRvap.EUBL.p,, Annual number of plasma donors 1nfectcd via transfusmn usmg Euroblood
and aré prionemic in 2002 :

D&C{Q—EUBL—P.-; =DRVCID—EUBL_ ' o o (IV.C.‘:.e-‘:‘?)

‘Variable: DR,cip supr.-perrn- Annual number of plasma donors infected via transfusion using Euroblood -,
and may have vCID agent present in their blood and plasma (pnonemlc) in 2002 and meet defen‘al
criteria

Dva:JD-Eu.eL-Def- D‘RvCID—EUBL-Dgf (N.C.'l..é-'l 8)
Variable: DR,cip.5usL pes.pn- Annual number of plasma donors who are possibly infected with vCID via

transfusion with Euroblood, that had vCID agent present in their blood and plasma (prionemic) ini 2002
and did not meet deferral criteria (likely not deferred)

DRvCJD—wBL—Re';-Pn = DR:CJD—EUBL—RH . (IV.C.1.e-19)

A-1V. C. 1. f. Total number all plasma donors who may potentially be infected with
vCJD through all sources of exposure and vCID agent is present in the blood

Variable:, DR,cip-s-pa ~ Estimated tota] annual number of Source Plasma donors infected with VC]D wh |
potenhally had the agent present in blood and plasma (prionemic) in 2002: '

DRvCJD—.S_‘-Pn = Dvam-s-wc wr *DRocip s pmn +DR vc-s-pop—tt T DR ycmpos pusr—ps QV.C1ED)

Variable: Dva,m R-Pn_~ Estlmated total annual number of recovered plasma. donors potentiaily- 1nfectcd~——«-—

with vCID with the agent present in blood and plasma (prionemic) in 2002
D RvCJD—R—Pn = D RVCID—R—UK -LH + DRVCID-R-FR-—HL +D. RVCJD—R—.EU—LH + DR»CJD-R-——DOD—LH + D RVCID-R-EUBL—PJ:
(IV.C.A£2)

Variable: DR,cp.ps - Total annual number of all US plasma donors potentially ﬁxfccted with vCID with
the agent present in blood and plasma (prionemic) in 2002

DRvC‘JD—Pn = DRvCJD-S-—Pn + DR g pn (v.C.11£3)
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ALY, C 2. Annual number of all US plasma donors potentxally infected with vCJD
agent present in the blood and who may not be deferred by questionnaire screenmg

A-TV.C.2.a Annual number of US Source Plasma donors potentially mfected and
vCJD agent is present in the blood that may not be deferred by questionnaire
screenmg

Variable: Effp.,- Effectiveness of US donor deferral policy

Assumption about variable: Based on advice from the TSEAC at the October 31, 2005 meefing, the
FDA model assumed 85-99% of potential vCJD infected donors would have been deferred just prior to
donation. :

Varlable DR,cip-s-pe-pn - Estimated annual number of Source Plasma donors potentially infected w1th
and havmg vCID agent present in blood and plasma (pnonemlc) that are deferred by current policy

DRCJD-.S‘-—Dg‘—Pn = DRCJD—S-UK—DQ"—P:: +D R’CID-Sv—FR-Dq'—Pn +DR»C’JD—S—D0D—Pn av .C.2-1) .

Assumption abont variable: This population includes the potenﬁal Source-Plasma donors with vCID
agént ‘present in blood and plasma (prionemic) that have long-term travel history to the UK (>3 mo), and
France (=5 yrs); and a hzstory of m:htary deployment (or mlhtary dependent ‘ete.) in Eumpe from 1980 —
1996 ' i

Variable: DRycp.s-res - Estimated annual number of Source Plasma donors potentially infected with
vCID with agent present in blood and plasma (prionemic) that have short term travel history (UK (<3
mo), and France and/or Europe (< 5 yrs); and not deferred by deferral policy. :

DR yp 5 2es-pn = DR iip-s-imeresmin +DRVCID—S-£—F!?-'—D¢I—P:: +DRip s popen - (v.c2-2)
- Assumption about variable: This population includes the potential Source Plasma donors with vCID
- with agent present in blood and plasma (pnonemlc) that have short-term travel history to the UK (<3

mo), France (< 5 yrs), and a history of recelvmg Euroblood.

Varlable: DR_\,c_m.s.p,,.NR - Annual total number of potent;al,Squirce-:Plas‘ma' donors With vCID agent

present in blood and plasma (prionemic) and were not removed by deferral screening

Assumi)ti(m used in model: This includes potential Source Plasma donors with vCID ageﬁt present in
blood and plasma (prionemic) who meet deferral criteria but for,a variety of reasons are not deferred.

DRycip-s. puesn = PRycip-s-pespn ¥ DRycp” spiepn X A~ Eff poy ) (IV.C.23)
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A-1V..C. 2. b Apnual number of US recovered plasma donors potentlally mfected
~and VCJD agent lS present in the plasma that may not be deferred by questmnnalre

screening
Vanable Effpef Effectlveness ef donor deferral pohcy

Assumption about variable: Based on adv1ce from the TSEAC at the October 31, 2005 meetmg, the
FDA model assumed 85-99% of potennal vCID infected donors would have been deferred just prior to

donation.

Variable: DR,cm-r-Derpn - Estimated annual number of potentiai recovered plasma do_nors with vCID
agent present in blood and plasma (prionemic) who are deferred by current policy .

] ) : A . . . ~
D‘&C’D—R—qu—!’n "D‘R’CJD-R—UK—DJ—PH +DRCID—R—FR—.O¢{-P:: +.D‘R'CID-R—EU—D4—PH +DRcmxnnop-m (v.cz4) ( '
N

Assumptlon about variable: ModeI includes potential recovered plasma donors with vCJID agent
present in blood and plasma (prionemié) that have long term travel history to the UK (>3 mo), France (_ S
yrs), and Europe (>5 yrs); and hlstory of military deployment, military dependent or related travel or
residence in Europe. _

There is a possibility that some .individuals that traveled to the UK, France, and other countries in Europe

since 1980 stayed for periods of time that were shorter than the deferral penod were.exposed to BSE
agent, and were infected with vCJD. These individuals represent a source of residual risk — or the.
remaining risk after intervéntions (in this case donor deferral policies) are applied. The section below
addresses the calculation of residual risk for non-deferred at risk donors that traveled for perlods of tlme
that were shorter than recommended guidelines.

Variable: DRycip_r.Res - Annual number of potential Source Plasma donors with vCJD agent presentin -
blood and plasma (prionemic) that have short term travel history and are not covered by and deferred by -
deferral policy. < A

DR;CJD-S—M-P:: =D KCH%S—UK-—R&:——P::'+’D-‘RIGID-S-FR—DQ’—P:1 +D‘R'CJ‘D-S-DOD-P:{ : (Iv.C.2-2)

Assamption about variable: Estimation of the possible vCID residual risk includes potential Source
Plasma donors with vCID_agent:présent-in-blood-and-plasma-(prionemic) that-have-short=ter” travel
history to the UK (< 3 mo), France (< 5'yrs), history of travel to Europe and lustory of receiving’
Eurob]ood : -

Variable: DR,cyp.s.pn-ng - Annual total of potential Source Plasma donors with vCID agent present in
blood and plasma (prionermic) and were not removed by deferral screening '

Assumption used in model: This includes all potential donors with vCID agent pfesent in blood and
plasma (prionemic) that do not meet deferral criteria and who meet deferral criteria but wrongly not
deferred. :
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DRVCID-S—P::—NR = DRVCID"S-R::—Pn + DRVCID“S—DJ-PJJ X (1 - Eﬁﬂd) (Iv.C.2-3)

Variable: DRycip.g.pa-nr - Annual total of potential recovered plasma donors with vCJD agent present in
blood and plasma (prionemic) not removed by deferral screening

DR esp-ppu-nr = DRvCJD—R-m:—Pn + DRVCJ'D—R—-Def-Pn x (- Eﬁugf R (v.C24)

A-IV. C. 2. ¢ Total number of all US plasma donors potentially infected and vCJID
agent is present in the plasma but may not be deferred by questionnaire screening

The total number of all US plasma donors potentially infected with vCID with agent present in blood and
plasma (prionemic) that may not be deferred by questionnaire screening was determined by summing the
estimates generated for both Source and recovered plasma donors that may not be deferred by current
screening procedures, and is described by the equation:

DRvCID—Pn—N.R = D'RvCJD—S-Pn-NR + DRVC!D-R—Pn—NR : : ' (Iv.C.2-5)

A-TIV. C, 3. Total number of all US plasma donations potentially containing vCJD
agent .

Variable: Freqpn.s —Average frequency of donations from a single Source PIasma donor who contributes
Source Plasma for FVIII manufacture (times/year)

Vériable: DN,cyp.s- Armual number of potential vCID donations of Source Plasma
DN.cip s = DRTQD-S—P::—NR x Freqpy_s (IV.C.2-6)

Assumption used in-the model: The average frequency of donations from a single Source Plasma donor
who coniributes Source Plasma for a FVIII plasma pool used in‘manufacturing ranges frorn- and
most likely to be.:ased on data from pdF VIl manufacturers.

Variable: Freqpn.r —The average frequency of donations from a single recovered plasma donor who

contribute plasma for pdFVIII manufacture (times/year) s 1.
Variable: DN;cyp. - Annual number of potential vCID donations of recovered plasma

DN,y p = DRy, p_pyiyn X F11 eﬁ.’m—x ' IvV.C2-7)

Assumption used in the model: The average frequency of donations from a smgle blood donor that
contributes recovered plasma for pdFVIII manufacture is 1.

A-71

255



_Vanable DNji-Annual number of units of recovered plasma used to make pdFVHI from plasma

APPENDIX A -

A-IV. C. 4. Probability that a US plasma donation potentlally contained vCJD agent
among all donations

Variable: Pr(Dch,;ﬁ.s) - Probability a donation of Source Plasma contained vCID agent

Variable: DN; -Annual units of Source Plasma used to make pdFVII (calculated in A-IV. B. 1}
Pr(DN cips) = DNvCJ ;s /DNS _ a . ‘ (WC‘H)

Variable: Pr(DN,cyp.r) - Probability a donation of recovered plasma i:ontained vCJD agent.

I

collected in the US (calculated in A-IV. B.2).

Pr(DN,cyp_p) = DNy / DN, : ' (IV.C4-2)

A-IV.C. 5. Probability of a Source or recovered plasma poal potentially containing a
vCJD donatlon(s)

A—IV C. 5 a. Probablllty thata plasma pool may contain a spec1ﬁc number of vCID -
donatlons '

Assumption used in the model: Consistent with manufacturing pracfices in which commingling of Source -
and recovered plasma is uncommon, the risk assessment considered plasma pools to consist entlrely of
only Source Plasma donations or only recovered plasma donations. )

i
f

Variable: r,cyp.pn.pos- Designated numher of vCID donors-in a single plasma pool. ] C

- Assumption used in the model: The number of vCID donations-in 2 single vCID pool could be 0, 1, 2, 3

or 4;but because of the low prevalence of vCID miost of the‘time there would be O vCJD donations in a
pool SRR o ,

Varlable -DR 15 -Size-of-Source Plasma pool (donors/pool)

Data used in the model: Based on mformatlon prowded to thc FDA by de \lIII manufactuxers an

. individual Source Plasma pool may contain 6,000.t0.60,000 donors. . A statistical d;s,m_butmn representing

the variation in the size (number of donations per pool) of plasma pools used in the manufacture of
pdFVIII was generated by combining information on pool size with mfonnatlon on the:percentage of
market share for several individual pdFVIII products.

Vanab]e Pr(n,,cm_m pool-S)- Probabihty a Source Plasma pool contammg nvcm DN-pool mfected donations
(mveup-DR-poat =0, 1, 2, 4) are determined by density frequency of DR,,W] s at X=Nycip.Dr- -pool
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Variable: DI\}“;_R -Size of recovered plasma pool (donors/pool)

Data used i in th the model; Based on information from manufacturers, individual Source Plasma pool may
contain 6,000 to 60, 000 donors.

Varlable Pr(n,,c,,-p DR-pool-5)- Probability a Source Plasma pool containing nycip.piv-poor infected donations
(n,,cfp DR-pool. =0, 1, 2, 4)-are determmed by density frequency of DRpoql-s at X=nycip-pr- poo

Vari‘able: DN,,O,,;.R -Size of recovered plasma pool (donors/pool)

Data us uised i in the model: Based on mformanon provided to the FDA by pdFVIIl manufacturers, an
individual recovered plasriia pool may contam 150,000 to 360,000 donors. As with Source Plasma pools
described above, a statistical distribittion representing the variation in the size (number of donations per
pool) of plasma pools used in the manufacture of pdFVIII was generated.

. Assumptions used in the model: The size of recovered plasma pools was represented in the model by
using a uniform dlsmbutlon ranging from 150,000 to 360,000 donations per pool (Figure 4-3) —
representing the range! ‘of pool sizes used by manufacturers of pdFVIIL The uniform distribution provided
the best fit for the range of possible recovered plasma pool sizes that may be used in the US to
manufacture de VIIL :

Variable:'Pr(n,,CJD_DN.,W,,R)—Pfobhbility arecovered i)iasfna pool containing Hucyp.pi.peot infected
donations (fvcip.pN-poot =0, 1, 2, 4)-are determined by density frequency of DRpoorr 8t X=NvcIp-DR-pool

A-IV. C.5.b. Probability a plasma pool may potentially contain a vCJD donation(s)

‘Variable: . Pr(vCJD-poolg)-Probability of a Source Plasma pool containing one or more vCJD donations
Pr(vCJD _ poolg) =1—Pr(n,cp py_ pools — 0) (IV.C.5-1)

Variable: Pr(vCJD-poolg)-Probability of a recovered plasma pool contammg one or more vCID
donations :
PI'(VCJ.D —_ pO.OIR) =1= Pr‘(nvC'JD-—DN—poo[R - O) . . (IV.C.5~2)

Variable: Pr(vCJD-pool)-The Probability that a plasma pool (including Source and recovered plasma
pools).contained one_or more vCJD_donations- The dxstnbutloxxfor_pool size (or numher of donahons per

pool) incorporated information on poo} size.
Variable: Percy— Percentage of Source Plasma pools used to manufacture pdFVIII in the US

Variable: Percg — Percentage of recovered plasma pools used to manufacture pdFVIIlin the US

Assumption used in the mode): Estimates suggest that approximately .of ﬁdFVIII prodﬁcts were
made from Source Plasma, and ere made from recovered plasma.
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