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A-TV. C 1. d. ii. b. Number of recovered plasma donors with a history of mlhtary
deployment dt US military facilitiés in the UK or other countnes in Europe durmg

the period 1980-1996 by year of deployment

Variable: age - Age of donors grouped by five-year increments (e.g., 20-24, etc.) and the 18-29 year old
group. No data for the yearly distribution of deployment of military p!asma donors in the UK, France or
other countries in Burope was available. The age distribution of donors in the military was estimated from
Department of Defense (DOD) data (2005). The donatxon rate for military staff was estlmated using the
blood donor survey data (TSEAC, 2002). A

Variable: DR;;.(.,,) - Annual number of recovered plasma donors by age
' Assuniﬁ tion used in the morlel: We assumed 3% of recovered plasma donors were grouped by .

deployment year based on the yearly distribution of military deployment and residence in the UK or r'C '
Burope during 1980-1996 .(DOD 2005). :

DRy_povtars) y = DRy_popage * P € Cpg-pony (v.C.l.d4)

Variable: DR gy - Annual number of recovered plasma donors by age (calculateri in section A-IV.B.
2.) grouped by five-year increments (e.g., 20-24, etc.) and the 18-29 year old group

Variable: Percpp.pop. Percentage of recovered plasma donors who have a history of military
deployment in the UK and countries in Europe since 1980 (calculated in section A-IV. C. 1. d. ii. a.)

Variable: DRp.poppge - Estimated annual number of recovered plasma donors who have a history of
military deployment in the UK and countries in Europe by age

Assumption used in the model The same percentage of recovered p]asma donors have a history of
rmhtary deployment as b}ood donors.

The estlmated annual number of recovered plasma donors who have h15tory of mi htary deployment in tht(/f
UK and-countries in Europe by age is represented by the equatlon

DRy poiege = DRM s X PeTCozpop _ (IV.C.1.8-5)

Assumption used in the model: The annual distribution of US military service members and their
dependents residing on US military bases in Europe represents the yearly distribution of deployment in

the UK and countries in Europe of US military recovered plasma donors

'DR.I-DD?(n;-)y = DRA—Doo(agf) x Perepy pop, (vV.C).a-6)
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CA-IV. C. 1. d. iii. Adjustment of the Relative R]Sk for the proportional variation in
the BSE exposure risk in the UK and the military deployment duration per specific
year during the period from 1980 - 1996

Variable: Rggs - The cumulative vCID risk of individual military personnel who were deployed and
resided in the UK or Burope for the entire period from 1980 through 1996: it is assumed that the
accumulated risk is equal to that of a UK resident and is assumed to be 1 (or equal to the UK vCJD
prevalence) for this penod. ,

Assumption used in the model: The cumulat:ve tisk-of US military residents in Burope fmm 1980
through 1996 is 0.35. This estimate is based on the assumption that approximately 35% of the beef
consumed by military personnel] in Europe between 1980-1996 was imported from the UK (FDA 2002).

Variable: »— Year of deployment (same variable used above it A-IV. C. 1. d. di. 2)
Variable: y,,;— The speciﬁc year of BSE epidemic in the UK.

Assnmption about variable: The BSE epidemic in the UK was assumed to have started in 1980 and at
first was not detected. The first cases of BSE were reported in 1986.

Variable: BSEqx, - Nomber ofdiagnoscci BSE cases in the UK by year-from 1980 through 1996

Data used in the model: Data are from the World organization for animal health (OIE 2005). Data were
not collected for individual years prior to 1997. A total of 446 cases of BSE were reported by European
countries (other than the UK) during the time penod from 1980 through 1996 and were aIlocated to
mdmdual years by assummg the cases were Increasing in a linear fashion by year.

Variable: Rpasy ~ Proportional vCJID risk for donors that resided on US rmlltary bases in Burope ina
specific year .

Assumptions used in the model:
e The yvCID risk for US military facilities in Europe was present from 1980 through 1996. There

was neghg'ible vCID risk after 1996 — the model assumed the major source of vCID risk for US
military bases in Europe was associated with imported UK beef. When food cham controls were
implemented in the UK in 1996 ~ the model assumed the risk to be negligible.

* It was assumed that the vCJD risk was additive and can be prorated on a yearly base.

» The vCIDrisk i ina speclﬁc year was assumed to be proportional to the reporied BSE cases in the
UK in that specific year.

Proportional vCID risk in the US military bases in a specific year was calculated by the equation:
1996+
Ry = Ryyye X BSEyy, | ) BSE,, (IV.C1.4T)

»=1980

Bose




APPENDIX A -

Variable: Rpx.popy- Risk of individoal military personnel who lived in Europe for a period of two years
starting from déployment yeary; and assirnés the cumulative risk of a UK individual:from 1980 through

1596 1s 1.

Assumptmn used in the model: The mode] assumed an average of two consecutive years of

“deployment: A . ‘ .
Ronpory = Ryugy + Raceiry’ .. . GV.C:_I.d-B_)

Variable: Pr,.c;p.ux(,m Probability of infection for individual UK resident of a spec:ﬁc age group -
{calculated in A—IV C.1). . _

" Variable: Prycyp.pr-pobege)y - Probability of infection for individual US plasma donor of a specific age
group that lived on or near a US military bases in Europe startmg from yeary mth duration of two yedrs C

Assumgnon used in the model Probablht'y of mfectlon is proportlonal to the risk of exposure

PerlD-DR-—DDD(qe)y = vCID—UX(qe)xRDJZ-DODy (N.C.M-Q)

A-1V.C. 1. d. iv, Number of all US plasma donors potentlally mj‘ected with vCJD
during residence at a US mlhtary base in the UK or other countries in Europe from

1980 to 1996

’I'he Sechon estunates the number of Source and recovered plasma donors with a history of deployment in
the UK or countries in Europe during the period from 1980 through 1996 and sums the number of vCID
cases that may have vCID agent in their blood (or be prionemic) at the time of donation from each
pathway to derive the total number of all donors potentially infected with vCID that may have vCJD
agent in their blood {(or be prionemic).

e
@

A:IV.C, 1. d.iv. a. Potential number of US Source Plasma donors wnth a history of
military deployment in the UK or other countnes in Europe from 1980 to 1996
potentially infected with vCID -

Variable: DRvm.s.nop(.ge), Potential number of Source Plasma donors infected during residency on
US mﬂxta.ry facilities in the UK or Europe from 1980-1996 by age, and year of deployment

DR 15 ooieeesy = BiromialDRs. popigess, Plicio-oa-bovteesss) (V.C.1.4-10)

Variable: DRycyp-s.pop - Potential number total of Source Plasma donors infected during residency on
US military bases in Europe from 1980-1996 is represented by the expression:
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DR-cm—s-nm= i EDRocm-s—mm)y
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A-IV.C. 1. d.iv. b. Potennal number of Source Plasma, donors with a hlstory of

.deployment to a US military facility in the UK or other countries of Europe from
1980 to 1996 in the last half incubation period of the disease

This section estimates {he number of Source Plasma donors that may potentially be mfected with VCJD
who may have vCJD agent in their blood (or be pnonemlc) at the time of donation.

Variable: p-The calenda-r, year in Whic_;h a plasma donor was deployed to a US military base in Europe.

Assumption used in the model: This risk assessment assesses the vCID risk for pdFVIII product made
in 2002 but it is assumed that thc potential vCJD risk is similar to the present day risk in 2006.

Variable: T;,,f.gggzy-Tlmc penod betweéen infection/travel and the year 2002 when the plasma was
collected.

Variable: Pr-LH)- Probability that the vCID disease is in the last half of the incubation period of the
disease, if infected in year y and the mdlwdual has infectious vCID agent present in their blood and -

plasma {or was prionemic).

Variable: Tiaz2003 - Time penod between infection/travel and 2002 when the plasma was collected is
- represented by the expression:

I}nf-—zopz y =2002—y ) , : av.cra-1z)

" Foran mdmdual to be pnonelmc in 2002 the remaining period of time since infection up to 2002 jeid
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 sequenua]ly or the time between events. In
this case it would be the time from infection to the time until the appearance of clinical disease
(incubation period of the disease). 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: Prry, -The probabilitjr an individual was prionemic in year 2002-was calculated by using the
- cumulative frequency of Gamma (4.7, 3.6), at x=2x(1997-y)

Variable: DR,cspspop,- Total numbcr of Source Plasma donors potentially 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,cpspop-Lay - Total number of Source Plasma donors potentially infected with vCID in
year y during military deployment to US military bases in European countrjes and in the last half
mcubatlon penod of the dlsease ) , .

DR cip-spop-1ry = BinomiaI(DR,w,s_mm me-y) - IV.C.1.4-13)

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 durmg the
permd 1980-1996 and potentially infected with vCID :

Variable' DRVCJD-R-DOD(Qgg)y - Potential number of recovered plasma donors infected during deployment‘ ‘
and residericy on or near US military bases in Europe from 1980-1996 by age, and year of deployment

DR-c.m-n-mp(m), = BinomiaI(DR,_ DOD{ere)3. Pr,c,p_ﬁ,_mm,,) {(Iv.L1.4-14)

Varlab!e. Dvam.g.Dop - Potentxal number of recovercd plasma donors mfccted dvring res:dcncy on US
military bases in Europe ﬁ'om 1980-1996 is rcpresented by the equation:

vy st 074 - . ) . )
DR iy poo = ZDRucrn-x-mgmﬂ, . ((V.C1d-15) .
- Yui¥H ogenld=1% -

AIV.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 incubation period and vCJD agent is present in the blood

Tlns portion of the model calcu}ates the potential number of vCID infected recovered p]asma donors whe( ) B
are in the last half incubation pcnod of the disease and presumably may contain vCJD agent in theu blood™
(or are prionemic). : S . e

Variable:'Prm,' ;-'I"he probab'ii-ity a vCID-infected donor had vCJD 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,cipr-pop,~- Total number of recovered plasma donors .‘I:)ot-eﬁtially.infccted with vCID m
year y during military deployment on or near bases in Europe (calculated in A-IV. C. 1. d. v.c.)

Variable: DR,cip-r-pop-Lr - Total number of recovered plasma donors pdteﬁtlally infected with vCID in
" year y during mﬂxtary deployment on or near bases in Europe and in t.he last half incubation penod of the
disease.
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DR ¢ip p-pop-1sy = B inomial (DR, cip-2-pony, P rLH—y) ' (IV.C.1.4-16)

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

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

Variable: DRVCJD.DOD - Potential number of total plasma donors mfccted during residence on US
military bases in Eiirope from 1980-1996 -

DR e1p-pop = Z DR,erp-5-pon * Z DRyp s pon o ' ’ {v.L.1g-17)

ryr)ie0

Yariable: Dvam.nop.n.f- Potential number of total plasma donors infected durmg residence on Us
military bases in Europe from 1980-1996 and meet dcferral criteria

Assumption used in the mode!: Current policy deferjs individuals who have been deployed or resided on
2 US military base in Europe from 1980 to 1996 for 2 cumulative stay of 6 months or more. Wé assumed
all US Department of Defense (DOD) deployments are 6 months or longer, and therefore, all mdmduals
have a history of deployment to a US n'uhtary base in Europc are deferred.

Dvam-ooo—pef = DR e pop ' (Iv.C.1.d-18)

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

This portion of the model estimates the potentlal nummber of all vCJD infected plasma donors with z;
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: DRycppopLu - Potential number of total plasma donors infected during residence on US
military bases in Burope from 1980-1996 and are in the last half incubation period of the disease

DR«:lp-poo-w Z DRmp-s-m-w + Z DRvCJD-A-mo.u; {Iv.C.1.d-19)

1580

Variable: DR.cjp-pop-p.r- Potential number of total plasma donors infected durmg residence on US
military bases in Europe from 1980—1996 and meet deferral criteria

DRVCJD—DOD—DQ' =DR, i pop - (IV.C.1.d-20)
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Variable: DRz, - (calculated in section A-IV.B.3.) Annual nomber of p!osma donors
Variable: DRg- (.ca!culated in section A-IV.B.1.) Annual number of Source Plasma donors
Variablé: DRy - (éaicﬁléted‘__x;];:._ secnon A—IV.B._Z.) .f_xopoél otiﬁlbor of 'r'ecovered. plasma ‘d._ogg_r_s_
Varfab_le‘. Percpp.gurot - Percentage of hlood donors who were Euroblood recipient.s |
Assumption used in the model: 1.2% plosma donors were ﬁuroblood rccipiénts

Variable: DRgyros - Anmual number of plasma donors who were Euroblood recipients _
DRM = DR, % Percps roas . _ . : (IV.C.l.e-1)

. : - : : ™
Variab!e:' DRg pyures - Annual number of Source Plasma donors who were Euroblood reoipients ( i
Assumption used in the model: We assumed 1. 2% of US Source Plasma donors were Euroblood
recipients

DR;_gyes = DR; x P, er Cop-Eurch l ‘ : ‘ . - EvCled)

Variable: DRp gurop-Annual number of recovered plasma donors who were Euroblood recipients —
represented by the equation: :

DRy gmy = DRy % Percpg g, ) ' . av.C.l.ed)

A-IV.C. 1. e. Annual number of US plasma donors who have been Euroblood
recipients

A-IV.C. 1. e.i. Annual number of US plasma donors who have been Euroblood . L |
recipients _ -

A-IV. C. 1. e. ii. Annual number of potential vCID-infected Eurob-lood dopors and
estimated annual units of Euroblood potentially containing vCJD agent '

This section of the model estimates the quantity of Euroblood units predicted to have been transfused into
_US plasma donors in 2 one year period, 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
Eurobiood donors.

Variable: DNBZUK(,;EEJ; 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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Variable: Percpn.uxiage) - Percentage distribution of tﬁe blood donations in the UK by donor age, and is

represented by equatlon'

Percoy_ypay = PN, u-ux(m)’ ZDN N-UKiege) v.Lies) ‘

. Varisble: E UBLgee) - - Units of Euroblood that were donated by a specific age ‘group of European donors
and transfused into US plasma donors '

Total units of Euroblood received by US plasma-donors of one year ﬁcriod is allocated by age of
European donors based on the age distzibution of UK. blood donors

Assumption used in the model: We assumed the age d:stnbutmn for Euroblood donors is the same as UK
blood donors . :

EUBL (IV.C.le-5}

{ogey = EUBL Tt x Perc DY UK (age )

Variable: DRguntqge)— The number of Buropean donors were grouped by age in five-year i increments
(e.8-,'20-24 ys, efc) and the 18-19 yr old group that have contributed Euroblood that may have been

transfused into US plasma donors per one year period

Each European donor 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 Buroblood received by US plasma donors of one year-period
came from different European donors and is expressed by the equation: :
DR sumiory = EUBL gy _ . (IV.C.le-T)

The probability of infection of individual European blood donors is caleulated below based on the
probability of infection per individual UK resident and the relative risk of a resident in a country
elsewhete in Europe (other than France) conipared to the risk of a UK remdent.

Variable: Rgy—The cumulatxve risk of an individual European resident from 1980 till the present; -
assumes that the cuamulative risk of a UK individual from 1980 through 1996 is 1 (same variable as used

in (A-IV,C.1.c.ii)

Yariable: Pr,gp.m(,,,, - Probabﬂlty of infection for individual UK resident of a specific age group (samc :
variable as used in {A-IV.C.1. ¢. iv.).

Varlable Pr,,cm.gy(,,g,;-Probablhty of mfectlon for an mdmdual European resident of a specific age
group. :

Assumption used in the model: Probability of infection is proportional to the risk of exposure:
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“Procip -V (agey = Pr e —UK (oge ) Rsc_r T @veren

Variable: DR,C.ID.EUAI;(‘S,)-AI]I]U&] number of infected Buropean 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 sub group (DREUBL(M) estimated in section A-
IV.C. 1.e. if) and the probability of infection for the individual of this age group of Buroblood donors (Pr’
vC/D-DR-EUBL(ge) €Stimated in this section A-IV. C. 1. e. ii) as parameters of the distribution.

DRVC}}EUBL(E;!) = Bionomia!(Dqu‘) > vaCfD—.EU(cgz) ) aw.ea ..C’s)‘

Variable: EUBLvCJD - TotaI umts of infected Euroblood received by US plasma domors of one year '
period

Potential infected Europcan donor may give mulnple dOI!aIlOﬂS ina single year, however the chanceé of
more than one donation being from a single infected European donor being smpped to the US, and used
by US plasma donors is expected to be small.

Assumption about variable: One infected Buropean ddr;or produces one unit of infected Binqblood.

»65

EUBLy = Z DR, rvntioge _ oL . (IV.C.1.e-9

cpasif-19

A-IV. C. 1. e. iii. Annual number of plasma donors potentially infected with vCJID via
transfusion with Euroblood '

A-TV. C. 1. e. iii. a. Annual potential number of vCJD infected plasma donors {(?'-

Variable: Pr cip.cuss - Probability a single unit of Euroblood contains vCID agent
Preip pum = EUBLycyp/ EUBL, (V.C.1e-10)
Variable: Prycip guBL Recip - Probability a Euroblood recipient is infected with vCID

Assumgtlon used in the model: We assumed that a Euroblood recipient is likely infected 1f he!shc
receives one unit or more of biood blood from a vCID-infected donor. '

Procm-svms-recy = luBindmdist (0,E UBLM Plep_supy s Jalse) A(V.C.1e-1D)
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The Excel ﬁu_:ctioﬁ Binomdist {n, N, p, false) calculates the probability of n “success” outcomes in a test,
if the outcome of cach trial of the test is either “success” or “failure”, the probability of getting the
outcorme of “success” in an individial trial throughout the test is a constant p, and the number of trials in

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

a Euroblood recipient that receives a donation that is either infected or not infected, In equation IV.C.1.e-
11, Binomdist(0, EUBL g, Prucip-cust, 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 v
(N=EUBL,,,) and probability a single unit of Euroblood being infected is Prvcip.cust (6=Prvcp.cusL).

The number of Source and recovered plasma donors infected through transfusion with Enroblood was
estimated using 2 binomjal distribution function with the estimated total number of source and recovered
plasma donors who have received Euroblood (DRs.zyp; and DRp.gup:. estimated in section A-IV.C. l.e.ii.

) and the probability of infection for the individual Euroblood recipient (Pr ycyp-£uL-receip €5timated in

section A-IV. C. 1. e. iii) as parameters of the distribution. The total estimated number of potential plasma

donors infected due to transfusion using Euroblood is the sum of potential infected source and recovered
plasma donors. .

Yariable: DRycsp.sgypr - Annual Number of Source Plasma donors being infected due to transfision
with a Euroblood unit: .
DR s gy = Binomial(DRs-zwLa Preip cusrrecp) : ' {IV.C.1e-12)

Variable: DRycsp g-pusL - Annual number of recovered i)lasma donors possibly infected via transfusion
with a unit of Euroblood -
DR oip g pys, = Binomial(DRy_ g, P LD FUBL—recip) ' (IV.C.1.e-13)

Variable: DR,cyp.£ypr - Annual number of all plasma donors possibly infected through transfusion with _

a unit of Euroblood
DR gusr =DRocips-gum +DR o g pime ’ . {IV.C.le-14)

Variable: DR.cyp guBL per Annual number of plasma donors possibly infected through transfusion with 2
unit of Euroblood and meet deferral criteria and presumably deferred from donation.

Variable; D.R,,CJD.EUBL_R;,_— Annual number of plasma donors potentially infected via transfusion with a
unit of Euroblood and does not meet deferral criteria and likely not deferred from donation.

Undef current blood donation policies recipients of Euroblood are not deferred and represented by the
expressions: . .

DR, o syprpy =0 _ QveLels)

DR p_pyp-pes = Dvam—z-:uu . {vClel6)




APPENDIX A

- AIV. C. 1. e.iii. b. Annual number of plasma donors that received Euroblood and
are potentlally infected and vCJD agent is present in the blood

| Assumption nsed in the model: All mfected Euroblood rec1p1ents have vC.TD agent present in their
blood (prionemic) .

Variable: DR,,ap.EmL.p,, - Annual number of plasma donors infected via transfusion using Euroblood
and are prionemic in 2002 -

-Dqurp-suaz-Pn =DR i gym . ‘ _‘ (N.C.l.e—l'{)

-Variable: DRycyp pust -perrw- Ammual number of plasma donors infected via transfusion using Buroblood..—
and may have vCID agent prcsent in their blood and plasma (prionemic) in 2002 and meet defen'al (U

criteria
DR\'!CJD—‘ELM'_.-DJ-# =D, vam-.zum.-w (V.C1é-18)

Variable: DR,cyp.EUBL-Res-pa- Annual number of plasma donors who are iaossibly infected with vCJD via
transfusion with Euroblood, that had vCID agent present in their blood and plasma (prionemic) i 2002
and did not meet deferral criteria (likely not deferred)

DR 1o spyses-rn = PRocrp-sups-ses ) (V.C.1.e-19)

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

Variable: DRvem-s.pn - Estimated totaih annual number of Source.Plasrna donors infect-ed with vCID wh ( }
potentially had the agent present in blood and plasma (prionemic) in 2002: :
DRvCID—.S_’-Pn = Dva:m-s-ux-_w +DR.cip s pp-m + DRocip-s_pop-tsr + DRycp-s_sups-pe (v.Cley

Variable: DRm'.n_pn - Hstimated total annuél number of recovered plasma doﬁors potentiaily infected
with vCJID with the agent present in blood and plasma (prionemic) in 2002

DRcip-pern = DRocipoptik-sor + DRocippesapn + DRoycop ppy-1sr + DRocip g-pop-1sr + DRocip-r-svt-pn
(V.C.L£2)

Variable: DRycip.rn - Total annual number of all US plasma donors potentially infected with vCID with
the agent present in blood and plasma (prionemic) in 2002

DRyomypy = DRyopp_s py + DR o5y 5 pa (IV.C.11-3)
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A1V, C. 2 Annual numher of all US plasma donors potentlally infected with vCID
agent present in the blood and who may not be deferred by quesimnnalre screemng

A-IV. C. 2. a Annual number of US Source Plasma donors potentnally mfected and
vCJID agent is present in the blood that may not be deferred by questmnnalre

screemng

Variable: Eﬁ"w- Effectiveness of US donor deferral policy

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

donatlon

Vanable. DR,CIDS-Def-Pa - Estimated annual number of Source Plasma donors potentially infected with
and having vCJD agent present in blood and plasma (pnonemic_) that are deferred by current policy

DRyp s perpn =DReip.s g pes-p +DR ;s pr peg-pm T PReip-s-pop pa _ av.c2-1)

Assumption about variable: This population includes the potenﬁﬂ Source Plasma donors with vCID
agent present in blood and plasma (prionemic) that have long-term travel history to the UK (>3 mo), and
France (_ S yrs); and ahlstory of mlllta.ry dcployment (or zmhtary dependent, etc.) in Burope from 1980 —
1996, - - . :

Variable: DR,cjp-s-re - Estitnated annual number of Source Plasma donors poteﬁt_ially 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.

Dﬁcm-s-xmm DR»ap—s-vx Res—Pn ‘*‘DRaDs -ri-per-pn DR cip-s.pop. s av.c22)

Assumption about variable: This population includes the potential Source Plasma donors with vCID
with agent present in blood and plasma (prionemic) that have short-term travel history to the UK (< 3
mo), France (<5 yrs), and a history of receiving Euroblood. )

Vanable DR,,cm.s.p,,.Nn- Annua.l total number of potential Sou.rce Plasma donors with vCJID agent
present in blood and plasma (prionemic) and were not removed by deferral screening

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

DRV_CJD—S-Pu-NR = DR, ip_g.pesepn + Dva.r.o;s-pq-Pn x(1- Ef, pef) av.Cc23)
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A-IV.C.2.b Annual number of US recovered plasma donors potentially mfected
and vCJI) agent ls present in the plasma that may not be &eferred by questlonnaxre

screemng
Varmble° Eﬂ"p,;- Effecuveness of donor deferral policy

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

donation.

‘Variable: DR, cip-R-Der.Pn - Estimated aﬁnual mmber of poténﬁal recovered plasma donors with vCID
agent present in blood and plasma (prionemic) who are deferred by current policy :

- DRCD—R—D:{—PJ: =DRcmx~ux-pq-m +DR-¢m—n—m—pq‘-pn +‘.DRGID-R—£U-Daf-Pn +DRCJD—R—DQD-}, . av.cia) C .

Assumption about varisble: Modcl mcludes potcntlal recovered plasma donors with vCID agent
present in blood and plasma (prionemic) that have Jong term travel history to the UK. (>3 mo), France (> (_ 5
yrs), and Europe (>5 yrs); and history of military deployment, m;hta.ry dcpendent or related travcl or
residence in Europe. . .

Thereisa posmblhty 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 period, were exposed to BSE
agent, and were infected with vCID. 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 penods of tlme

that were shorter than recommended guidelines.

Variable: DR,cip.r-Re ~ Annual number of potential Source Plasma donors with vCJD agent present in
bloed and plasma (prionemic) that have short term travel history and are not covered by and deferred by (*
. . AN

deferral policy.
D&cm—s—m-h D'vam-s-ux-m-m +Dﬁaz>s-nz -Def—FPn +D &ws—nop-p. - {V.L2-2)

. Assumption about variable: Estimation of the possﬂ)le vCiD r351dual risk includes potential Source
Plasma donors with vCJD agent présént in blood and plasma (prionemic) that have short-teriy travel
history to the UK (< 3 mo), France (< 5'yrs), history of travel to Europe and history of receiving'
Euroblood. '

Variable: DRyvemspanr- Atinual total of potcntlal Source Plasma donors with vCJD agent present In
blood and plasma (prionemic) and were pot removed by deferral screening

Assumption used in model: This includes all potential donors with vCJD agent present in blood and
plasma (prionemic) that do not meet deferral criteria and who meet deferral criteria but wrongly not

deferred.
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DR,y prpn = D RvCl’D-S-Rc:—-Pn + ‘DRvCJ.D—S _er-pa X 1= Eff pr) @v.C2:3)

‘ Vanable° Dva,m.R.y.,-NR - Annual fotal of potentlal recovered plasma donors thh vCJD agent present in
blood and plasma (prionemic) not removed by deferral screening '

Dvam-x-m-m =D RvaD-R-Re:—Pn +D RrG?D-R-DeI-PA X (1 _EﬁM ) ’ ; (N'C‘M).

A-IV. C. 2. ¢ Total number of all US plasma donors potentially infected and vCJD
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
screemng procedures, and is described by the equation: -

=

DR»cm-rn-mz = DRvCID—S—h:-—NR + DR»cm-x—Pn-m . ) (v.C.2-5}

A-IV. C.3. Total number of all US piasma donations potentially contammg vCJ])
agent .

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

Variable: DN,csp.s- Annual number of potcntial vCID donations of Source Plasma

DN o’ ;-DR@D-S-PR—NR X Fregpy g (v.C.2-6)
Assumption used in the model: The average frequency of donations from a single Source Plasmaﬁonor_'

who contributes Source Plasma for a FVIII plasma pool used in' manufacturing ranges from- and

most likely to be-)ased on data from pdFVII manufacturers

Variable: Freqpn.r —The average ﬁ'cquency of donations from a single recovered plasma donor who
contribute plasma for pd.FVIII manufacture (tunesfyear) isl.

Vanable DNpCJD.R Annual number of potential vCID donauons of recovered plasma
DN op g = DR»CID-—R—PJI-NR X F ¥ egpi-r—g h _ (v.cEn

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

A-T1
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A-1IV. C. 4, Probability thata US plasma donatmn potentlally contamed vCID agent
among all dopations

Variable: Pr(DNyc-s) - Probability a donation of Source Plasma contained vCID agent
Variable: DN, -Annual ﬁw of Source Plasma used to make pdFVII (calculated in A-IV. B. 1)
Pr(DN opp_s) = DN,C,D, s/DN; | g . AV.CA-D) |
Variable: Pr(DN,cm-x) - Probabiiity a donation of 'recovcred plasma contained vCID agent.

Vanab le: DNg-Annual number of units of recovered plasma used to make pdFVIII from plasma (:\J
collected in the US (calculated in A-TV. B.2), :

Pr(DN ) = DNoorp_n / DN,y ' C quea

A-IV. C. 5. Probability of a Source or recovered plasma po.o.l potentially containing a
vCJ]) donatlon(s)

A-IV C. 5. a. Probability that a plasma pool may contain a specnfic number of vCJID
donatmns '

Assumption used in the model: Consistent with manufacturing practices in which comimingling of Source -
and recovered plasma is uncommon, the risk assessment considered plasma pools to consist en'm-ely of

only Source Plasma donations or only recovered plasma donations.

Variabie: RyCID-DNpeot - Designated nmhber of vCJD donors.in a single plasma pool. ((/}

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

or4;but because of the-low prevalencc of vCJD most.of the time there wou]d be 0 vCJD donations in a
pool : R

Variable: DR,,q.5 -Size of Source Plasma pool (donors/pooi)

Data used in the model: Based on mformatlon prowded to the FDA by deV III manufacturers an

. individual Source Plasma pool may contain 6,000 10.60,000 donors. A statistical distribution representing

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

Variable: Pr(n,aam.,m,g)- Probability a Source Plasma pool containing RyCID-DN-pool mfected donations
(nvcup-pR-poot =0, 1, 2, 4)-are determined by density ﬁ'equency of DRpook-s 3t X=Thveip-pRopoc!

A-72




