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process is the dominant factor that influences the annual exposure or risk for a FXI recipient. The
importance analysis suggests that changes in the input values for prevalence used in the analysis
can cause some moderate yet visible changes in the rank order of the influence of the various input
factors. For instance, using the HIGH prevalence estimate ranks the probability of vCID agent in
the blood during the last half of the incubation period as the second most influential factor in the
model (Figure 2°A), while using the LOW prevalence it ranks fifth (Figure 2 B). The four
variables — the presence (or not) of vCJD agent in blood during the last half of incubation perlod
(PLu), adjustment for route of administration (Aic.iv), FX1 usage (D1,) (v), and FXI yield (Yr7)
(u/kg), do reassort and change rank when the two different prevalence estimates were used.
Overall, however, they were somewhat similar in asserting their influence on the estimated risk
outcome(s), but had significantly less influence when compared to that of reduction of infectivity
during processing and manufacture. Although these types of sensitivity analysis and tornado plots
are often used to identify influential factors of risk, their use has some limitations. Factors are
examined singly or in isolation so interaction among various factors that may mﬂuence the risk
estimate are not addressed.

IV. D. Uncertainty and Data Gaps

" Uncertainty arises from the'absence of information or availability of limited iniformation. In our ™ """

probabilistic model statistical distributions are used, where possible, to represent the uncertainty of
much of the information used in the model. There are uncertainties in the information and the
model that we were unable to quantify and that are not represented in the final risk estimates.
Some of the difficult to quantify uncertainties are associated with the extrapolation of a human
dose-response relationship based on animal data, an assumed linear dose response with no
uncertainty or variability bounds, and assumption of infectivity in the last 50% of the incubation
period. We express the uncertainty of the final risk estimates generated from the model using a
mathematical mean (average) of exposure in IDsq units and the 5™ and 95" percentiles, which
represent the 90% confidence interval for each estimate. The uncertainty for the risk estimates
generated by this FXI risk assessment model is significant and decision makers should use the
results with caution. Similarly, patients and physicians should understand that the uncertainties are
too great at this time to determine the presence, absence or degree of actual risk. In the future,
additional research and information may be substituted for assumptions or used to improve
estimates for the individual parameters and ultimately improve the precision of the final risk
estimates generated by the modei.

Even considering the associated uncertainty of estimated risks, risk assessment provides an
estimate of risk based on the current and known information. It is still a useful tool that can inform
the science-based decision making process. It can identify data gaps and research priorities where
additional research and information would have the greatest impact on enhancing the final risk
estimates. The sensitivity analysis results in Section 1V.C. indicated that the risk assessment
results are highly dependent upon log reduction of vCID agent (Ry,,) during the manufacturing
process. The modeled estimates were based upon levels of reduction seen for a manufacturing step
that was similar in some but not all respects to that used for FXI. More high quality data on the
levels of vCID agent clearance achieved during the FXI manufacturing would likely improve the
final risk estimate generated by the FDA model. Given the lack of data on vCJD agent clearance
for FXI uncertainty is considerable.
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Better information on when infectivity is present in human blood during the incubation period is a
critical factor in the model, especially if the HIGHER vCJD infection prevalence estimate (of [ in
4,225) is in the range of the actual vCJD prevalence, and would improve predictions generated by
the model. There are no data available on the level of infectious units or IDsg units present in the
bloodstreamn of vCJD infected individuals at the time of blood donation. The model extrapolates
an estimate of the level of vCID agent that might be present in human blood based on data from
several aniimal models. However, the presence and level of agent present in an infected individual
at thé time of blood donation could differ from our assumption and this adds to the uncertainty of
the risk assessment outcomes. '

The model estimates exposure to the vCID agent in the form of intravenous 1Dsg units. Data are
not available to estimate the probability of various clinical outcomes, such as infection or illness
that might be predicted to arise from exposure to a particular level of agent. Although we did-
estimate a probability of infection in our model, the uncertainty associated with the estimate is’
considerabie. However, a meaningful dose-response model would need to be generated for vCID
exposure in humans to improve estimates of the probability of adverse clinical outcomes for
humans. The type of data needed to generate a dose-response model that would improve the
quality of TSE risk assessment predictions would necessitate injection of groups of animals at
several different.concentrations of IDsy, including low doses below 1 IDse using a protocol that
mimics transfusion transmission of vCID inhumans. Both infection and duration of the incubation
periods at several different i.v. IDso concentrations would be useful endpoints for developing
informative dose-response relationships. Given the staté¢ of the current TSE science, estimates of
the probability of vCID infection or illness arising from exposure to the vCJD agent are still
extremely uncertain. Nevertheless risk assessment is a tool that provides insight into important
factors where additional research is needed into production processes, tools, or strategies that may
further reduce vCJD risks and advance product safety for patients.

_IV. E. Conclusions . _ .

Potential exposure'to the vCJID agent present in FXI manufactured in the UK and used during
investigational studies in the US from 1989 to 2000 was estimated in this probabilistic risk
assessment. v

Although no UK-manufactured FXI product used in the US under IND from 1989 to 2000 was
manufactured from “implicated” plasma pools that contained donations from an individual(s) later
diagnosed with known vCJD, it is possible that FXI product manufactured from UK plasma in the
1990s may have been manufactured from plasma pools that contained a plasma donation(s) from
an individual who was unknowingly incubating vCJD. The results of the computer modeling
suggest that, if so, there could have been exposure to the vCJD agent and a potential risk of
infection to some recipients of FXI, particularly if the incidence of unsuspected infection with
vCJD in the UK is higher than scientists generally believe based on the occurrence to date of vCID
cases. Unfortunately, there are so many uncertainties that it is not possible based on available
scientific information to provide an actual or precise estimate of any potential risk. Although the
actual risk, if any, remains unknown, the computer model indicates that the most important factors
affecting the potential for risk are the clearance of the vCID agent though manufacturing steps,
how much product individuals used, efficiency of the i.v. versus the i.c. route of exposure, and the
vCID prevalence in the UK donor population.
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In considering the results of the risk assessment it is important to note that to date we are not
aware of any cases of vCJD having been reported worldwide in patients receiving plasma-derived
products, including pdFXI. This includes patients receiving large amounts of other products
manufactured from UK plasma donations over a long period of tine. This observation suggests
that the actual risk of vCJID infection from pdFX! is likely to be Jow. The absence of cases does
not rule out the possibility of exposure that could potentiaily result in iliness in some recipients at
some future point in time, )
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| Appendix A
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Table A. Summary of Model Components and Inpufts

Input Data and Information in the
FX1 —vCJD Risk Assessment

IIl. A. Probability of donation containing
vCID infectivity and the total quantity of
intravenous vCJD infectivity (i.v.IDs)
per plasma pool

Variable description

Variable name

Numerical input /
output

Al Estimation of UK vCJD prevalence via two methods
Ala Probabitity of vCID-infected individual . PyCin:Egi 4 infections per million
: | in UK population whe will develop - (95% CI: 3-6 cases per million) . -~ :
symptonis — determined by epidemiologic
modeling-based prevalence estimate.

Alad. Estimated Number of vCJD-infected Nvcin-ce Nycap-ce, is the sum of 138 reported
individuals in UK population using vCID cases, Nvcs-cae, and the cases
recorded vC.JD cases (1997and before) — =5";n]a}°d 1;3 epidemiological ]
2004*) and epidemiological modeling %0 ﬁi ;’:Ecas il :rmax; :;:Lma‘e
based prevalence estimate expression is a ’total mean of 208

cases vCID (95% C1: 148 -328)

Alail. | Number of reported vCJD cases in UK | NuvcIp-Case 138 cases
population 1997 — 2004. .

Aldalii. | Number of future vCID-infected Nocip-Epi The cases estimated by
individuals in UK population based on epidemiological modeling, Nycp-gen
epideniclogical modeling prevalence is an estimated 70 future cases
estimate

A.lLb. Probability of vCJID-infected individual | Pucip.gum R 237 infections per million
in UK population using the surveillance (95%Cl: 49-692 )
prevalence estimate ‘(39r5$’/1 é ;3#32]5!)20 280)

3 0 = -

A2 Estimation of probability that infectivity The vCID agent is present in blood
will be present in blood (prionemia) in during the last half of the incubation
vCJD infected individuals at time of period in vCID infected individuals.
donation :

AZa BSE cases reported in yeary BSE, BSE case numbers shown in

table 6.

A2b. Probability an infection occurring in Pinsect-y Based on equation:

yeary 1996
‘Pinf eci—y =B SEJ' / Z BSE,!’
p=1980

AZec. The incubation period of vCJD was P.cip 1Pyoip = Gamina (4.7, 3.6)
calculated in the riodel using a gamma
distribution represented by the expression
Gamma (4.7, 3.6)
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Probability that the blood of an Pruy Py = Cumulative frequency of
individual infected in year y will contain Gamma (4.7, 3.6), al x=2x(1997-
vCJD agent in the year 1997 y)
A2Zd Probability of an infected individual - Py Based on equation:
having vCJD agent present in their blood 1996
(prionemic) in year 1997, P = Z P -y % P, Hp
i y=1930
Ale, The prevalence of prionemia among the UK Pocip-Li The prevalence of prionemia among
population in year 1997 the*UK population for the year 1997,
P , shown in the equation
above is a product of the probability
a person will have vCID (Pcip)
times the probability they will be ,
prionemic, Py,. The probability of :
vCID occurring in the UK
population was estimated for two
distincily different vCID prevalences
as described previously in section
. IIL AL DL ]
A3, Estimation of probabilities that a plasma pool contains a vCJD donation and probable number of vCJD
donation per plasma pool
A:la Total number of donors per pool D1poat 20,000 donors or donations
Probabie number of vCJD donors or Dyyp = Riskbinomial (o, ) =
A.3.b. donations present per plasma pool D.cip Riskbinomial (Drgoots Pucyn.in)
' ’ i or Riskbinomial (20000, P.on-
- 131)
A.3.c Probability a plasma pool containing P.c1p.pout Pocippoa= 1- Cumulative
any infected donor (donation) ' frequency of Binomial{Dryen,
Pyeipan). at x=0
Ad. Estimation of Quantity of vCJD agent per donation arid in plasma pools used in
manufacturing UK FX1
Ad.a. | Estimated Total Infectivity (or i.c.IDsy) I Y {Also see outputs below)
per vCJID donation .
Ad.ai. Amount of recovered plasma per Dy 200 mls
donation
Adalii, | Infectivity of vCJID in infected biood per | 1y, Lognormal distribution
mf . Minimum = 0.11Dg
“pere = 2 IDg
M_edian .= 12 ]Dso
95" pere = 30 Dy
Maximum = 1,000 1Dy,
Ad.aiii. | Percentage of infectivity in plasma I 58%
(I1Ds/mi)
Adaiv, | Total infectivity (or i.c.fDsy) per vCJ/D In Total i.c.JDs, per vCID donation is
recovered plasma donation represented by the equation:
Ip = Dy x Iy x ]ri-pm
Adav. Adjustment for intravenous route of Aiciv Uniforin distribution
4]
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infection

Minimum =1
Maximum = }0

Qutputs

Ada,

Total infectivity (or i.c.IDsy) per vCID
donation .

'ln=D\rX I|,| X IP‘

A4db.

Total iv. IDsp per plasma pool af 20,000
donors

+

Ti\'-pool': yCap X !n

fe-iv

Summary of output at this point in the model:

Tiv‘-pnol= D.cip X DvxIy x Ipl-pen:

Aty

B. Total i.v. IDsq per vial after processing / pro'duction.of FXI

Inputs i
B.1. Percentage of paol used to mignufaciuré™ | Rww = Wi Wa x 100% | 16% -
FXiI '

B.l.a Weight of starting product W 5,000 kg

B.l.b Portion removed and used to extract FXI | W, 800kg

B.2. Log reduction in IDses during processing | Ryog Triangular distribution
Minimum =0log,
Most likely = 2 log;o

. Maximom =4 logs

B4a. Yield of FXI per kg of plasma Y Uniform distribution
Minimum =150wkg
Maximum =180 ukg .

B.5. Vial size or # u per vial Vv, 1,000 u

Qutputs

B.3. Total 1Ds, in FXI post-processing Iop Yi= Lvpoot X Ry x 171072

B4, Total yield of FXI from plasma pool Y Yr=Wn x Y

B.6. Total number vials and vial size produced | Vg Vi= Yo / V¥,

B.7. Total 1Dy per vial | Liw = Iy f Vo

Summary of output at this point in the model:

L =

Dicipx Dux Iy x Iy

A ic-fv

x Ry x L0"°E

(‘Vm X Yf_kgl Vu)
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C. Total Utilization of FXI

Inputs ,

CIL Total Dose for Pre- and Post-surgical treatment with FXI

C.l.a. Prior f6 major Surgery - dose 20— 50 De. 20—5Cu/kg -

’ uskg given : .

C.lh, Post-swrgical maintenance of dose 20— Dpos - 20- 50 wke
50 wkg given every 2 - 3 days '

Output :

C.l.c. Total Utilization of FX1 Dr=Dpee + Dpoy

C2 Scenario I: Treatment 60 Kg individual Shown in Table 8
with 3,000 u FX7 : .

C3. Scenario 2: Treatment with 9000 1 FXI Shown in Table 8

C4. Scenario 3: Treatment with 15,000 u FX1 Shown in Table 8
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Appendix B
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Table B. Summar_'y of Model Assumptions

Section Variable and description Assumptions used in the model

I11. Not applicable .

ML A a. P.cipep - Probability of vCID-infected | The lower prevalence.estimate of vCID in the UK population was
individual in UK population who will based on Epidemiologica Modeling of predicted future cases 2004
develop symptoms — determined by — 2080 (Clark and Ghani, 2005} and reported vCJD cases in the
epidemiologic modeling-based UK from 1997 through 2004. Prevalence was estimated to be a
prevalence estimate. mean of 4 per million.

II1. A.l.a.i N.cioce- Estimated Number of vCJID- The variable, N,cyp.cg- is the sum of 138 reported vCJD cases,
infected individuals in UK population N.CIp-Case, and the cases estimated by epidemiological modeling, -
using recorded vC.JD cases (1997 — N.cio-epi, 07 an estimated 70 future cases; the sum of the
2004%) and epidemiological modeling expression is a total mean of 208 gases vCID (95% CI: 148 -
based prevalence estimate 328) :

II1. A.l.a.ii. Nycin-cae - Number of reported vCID Based on reported cases of vCJID from 1997 through 2004 of 138

cases in UK population 1997 — 2004.

cases (see Table 3).

IIL A.La.iii.

Necinggi - Number of future vCJD-

infected individual in UK population
based on epidemiclogical modeling

prevalence estimate

Our model uses the Clarke and Ghani (2005) estimaie of 70 future
cases of vCID with a 95% confidence interval of 10 — 190 cases
for the years 2005 —2080. Assuming the population of the UK in
1997 is approxunalcly 58 mlllmn

ST

III. A.l.b.

Pyciosuw - Probability of vCJD-infected
individual in UK population using the
surveillance prevalence estimate

The higher prevalencc eslimate of vCID in thc UK populauon was
based on surveillance studies of tonsils and appendices (Hilton et
al 2004) and assumed to be a mean of 1 in 4225 (95% CE 1/
20,300 101/ 1,450) or 237 per million (95% Cl: 49-692 per
million).

I A2

Estimation of probability th
{prionemia) in vCJD infecte

at infectivity will be present in blood
d individuals at time of donation

L. A2 a.

BSE,-BSE cases reported in year y

"Data used in the model: World Organization for Animal Health
(OIE, 2006}, shown in Table 5, was vused 1o determine the number
of cases of BSE reported in the UK.

[ittp:dwww oie inteng/infolen_esbruhtm#d  (Accessed on May
30, 2006))

1. A2 b.

Pintecey-Probability an infection
occurring in year y

The probability of a vCi 1D infection occurring in a speclf’ c year is
a function of exposure in that specific year, which is propertional
1o the number of BSE cases reported in that specific year {more
BSE cases higher probability of getting infected) compared to the
total BSE cases for all years through 1996.

LA2c

PLuy— Probability that the blood of an
individual infecied in year y will contain
vCJD agent in the year 1997

WP.cip - The incubation period of vCID
was calculaied in the model using a
gamma distribution represented by the
expression Gammna (4.7, 3.6)

Assumption 1: FXI was made in the UK between 1989 and 1997.
‘The mode) estimates the risk for using F{1 made in 1997,
assuming year of 1997 is the.worst year because accumulation of
vCID asymptomatic individuals in the doner population.

Assumption 2: The incubation period of vCID can be represented
by a pamma distribution expressed as Gamma (4.7, 3.6) which
gives mean incubation period of 14 years and median estimated
incubation period of 13 years.

Assumption 3: The infectivity of vCID agent present in the blood
of infected individual only when the discase is at the ]ast
incubation period

III. A2 d.

Pyy- Probability of an infected individual
having vCJD agent present in their blood
{prionemic) in year 1997,

The probazbility an individual would have been infected in year y
and also have prionemia in year 1997 is the product of Pinree.y and
Ppu.y- Probability of an infected individual having vCID agent
present in their bloed (prionemic) in year 1957 is the sum of this
probability for any year from 1980 through 1996.

II.A2e

P.oyp-un-The prevalence of prionemia

The probability of vCJID occurring in the UK population was
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among the UK population in year 1997 is
represented by the equation:

Pespory = P X Py

estimated for two distinetly different vCJD prevalences as
described previously in section 111 A_ 1.

;a3

Estimation of probabilities that a plasma pool contains a vCJD
donation and probable number of vCJD donation per plasma pool-

I A. 3. a.

Detgoa - Total number of vCJD donations
per pool

Production of FXI included the pooling of plasma donatjons
recovered from whole blood from approximately 20,000 donations

IILA.3.b

D -Probable number of vCJID donors
or donations present per plasma pool

The number of vCID donors per plasma pool is represented by a
binomial distribution defined by two arguments alpha (o) and beta
(B) (represented in the mode] by the expression Riskbinomial (c,
{3)). Alpha represents the probability of a donor 10 be prionemia
when donating, which is the prevalence of prionemia ameng the
UK population in year 1997 { Picipay calculated in [11.A.2.¢).
Beta is the total number of donors per plasma pool (Drpeat), Which
are 20,000 in this case, represented by the expression:

Dvesp = Riskbinomial (g, B} = Riskbinomial (Pvciois . Prpcs)

1L A 3.c.

Pocanpont —Probability a plasma pool
containing ary vCJD donor {donation)

Probability a plasma pool containing any vCID donor {donation)
was: | minus the probabiiity a plasma poo] would contain any
vC1D donor (donation).

Pucyp.poar 1-.Cumulative-frequency of Binomial{Drpsa, a
Pucipan), at x=0

lll. A.4. Estimation of Quantity of vCJD

used in manufacturing UK FXI

agent per donation and in plasma pools

M. Adali

Dy - Amount of recovered plasma per
donation

The model assumes that appraximalely 200 milliliters {mls) of
plasma can be separated away from the bload cells.

1L Ad.ai.

Iy - Infectivity of vCID (or i.c.iDgps)
present in infected blood per ml

The model used a log nonnal statistical distribution to represent
the variability and uncertainty of the quantity of infectivity in
blood. It was assumed that whole blood potentially carries a
minimum of 0.1 i.¢. 1D, per ml, a 5™ percentile of 2 i.c. IDsq per
ml, a most likely of anfount of 12 i.c. IDsy per ml, a 95" percentile
af 30 i.c. D4, per ml and a maximum of 1,000 i.c. 1Dy, per mlL

III. A.4d.aiii.

Iorpene - Percentage infectivity
associated with plasma (1.c.1Dg/mi}

The model uses the more conservative of the two oulconies and
assumes that 58% of infectivity is associated with plasma.

III. A. d.a.iv.

Iy - Total infectivigy (or i.c.lDsy) per
vCJD recovered plasma donation

One 1Dy, is the amount of matertal containing infectious agent that
has a 50% probab:hty ofcausmg infection in an individual or
population. -

1. A. 4.a.v.

Ajiv - Adfustment for intravenous
route of infection

Exposure 10 infectivity by the i.v. route is between 1 and 10 times |
less efficient at causing infection than introduction via the
intracercbral route,

1Il. A. 4.5,

l;,.,lml - Total intravenous infectivity
or i iDsy per plasma pool of 20,000
donors

TLB. Total i.v. IDsq per vial after processing / production of FXI

1IL.B.1.a. W, - Weight of starting product Weight of starting product is represented in'the model by a single
: value point estimate of 5,000 kg.

111.B.1.b. W, - 800kg portion removed and 800 kg of material was removed and used to produce FXI.

used ro extract FXI Approximately 16% of starting plasma material from 20,000

Rwe - Percemage of pool used to donations was used in the manufacture of FX1

manufacture FXI

L . Processing reduction is represented by a triangular statistical

IILB.2. Ruo - Logreduction it [Dss during dislribuliogli representing aprcduclion i)n IDgys guring processing of

processing

{0.2,4) Log;a i.v. IDgyml {minimum, most likely, and maximun).
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The mode] assumes that infectivity is reduced but not entirely
eliminated from plasma and the preduct during processing,
Therefore, although the amount of D4 vCID agent may be
reduced the percentage of pools and vials containing the agent siill
rémains the same, )

IILB.4.

Yo -+ Total yield of FX1 from plasma

pool

The yield of FXI per kg plasma was approximately 15610 180 u,
subsequentily the model estimates the total yield of FXI as 120,000
to 144,000 u per batch of 800 kg starting material. FXI was
distributed in vials of 1,000 v each.

III.C. Utilization by patients with FXI defici

ency undergoing Surgery

m.c.1.

Total Dose jor Pre- and Pﬁsl—surgical
freatment with FXI

Scenario 1~ Treatment of a-60kg individual with FXI (20 - 50
w/kg) once during or afier surgery for a total patient dose of
approximately 3,000, )

Scenario 2 - Treatment of a 60kg individual both pre- and post-
surgery with a total of approximately 9,000 u of FXL.

Scenario 3 - Treatment of a 40kg individual both pre- and post-
surgery with a total of approximately 15,000 u of FXI.
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Appendix C
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Table C. Potential Probability and Number of vCID Donafions in Plasma Pool -

expressed with mean, median and 5™- 95" percentile values. (Expanded Table 7 from document). -

MODEL OUTPUT USING LOWER

MODEL OUTPUT USING HIGHER

PREVALENCE ESTIMATE PREVALENCE ESTIMATE
vCJD Case Prevalence vCJD Infection estimate from fissue
from epidemiclogical modeling surveilance study ’
~4 per million 1in 4,225
{Clark and Ghani, 2005) (Hilton, et al 2004)
Mean Median gt ggih Mean Median F_ ggt
fu:rt:«:ntih:sa percentiles®
{"Probability pool -~ | = S RN [ RO
contains vCJD 1.6% 1.6% 1.1%-2.1% 50% | 68.5% i 18%-77%
donation
Number vCJD . 0-3
donations per pool 0.02 0 0-0 0.75 1.0 :

“Fora

vCJD infected denor 10 a FX! plasma pool would be rare and more than $0% of FXI produdt viats would nol be predicted o contain vCJUD agent.
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Appendix D

Table D. —Potential Exposure and Potential Risk per Person per FXI Treatment
Scenario. Hypothetical scenarios provide an estimate of the magpitude of potential exposure to vCID -
agent i.v. IDs, and potential risk that might occur per freatment course. A treatment course might include
prophylactic treatment prior to a surgery, or medical procedure and possibly several post-surgical or post-
procedure treatments with FX1. (Expanded Table § from document to include median exposure and
risk estimates). ' ‘ :

MODEL OUTPUT USING MODEL OUTPUT US’NG HIGHER
LOWER PREVALENCE PREVALENCE ESTIMATE
ESTIMATE ' vCJD Infection estimale from tissue
vCJD Case Prevalence surveillance study
from epidemiological modeling © 1in4,225
~4 per milfion {Hifton, ef af 2004)
(Clark and Ghani, 2005)
Scenario Quantity Central Potential Potential Potential Potential
FXI _ tendency | exposureto | VCIDrisk - | exposureto vCID risk
Utilized | messiteaid | 7~ vCID | perperson | °  vCJD per person
(u*) percentiles iv. 1D, iv.IDsg
Scenario 1: Mean: . 33 1in 643" 4 1in17°
Treatment -+ 3,000u ‘hMedianc: \ 3.1 ’:}10 0 32’37 1 i 286
3,000u 5M.g5" perc™: 0—c® 0-0° 0-057 0-1in35
Scenario 2: Mean: 2a “fin214® a 1in56°
Treatment  9,000u |  Median® 9.33 x10 o 036° S
9,000 u 5™.95" perc™: 00 0-0° 0-170 0-1in12
Scenario 3: Mean: 1.55 x 1022 1n130° 0.59° 1in34°
Treatment 15,000 u Median™ 0 o 0.036 1in 56
15,000 u 5".95" perc”: o—ot 0-0¢ 0-2.86 0-1in1

*5- represents unfts of FXI— and is equivalent W the lenm "uni™ o *snits” used in this document

a
Mean vCJD v 10y, {per trealmerdt course) - the average predicted quanitity of vCID agent an individual in 2 specific trealment group is predicled to receive basad on the
model,

Mean potential wCJO risk — the risk of potential vCJD infection based on animal mode! dose-response information. Mean poterdial vCJO sisk = Total mean quantdyiv. 1Ds, (per
treatment cowrse) x 0.5 (50 % chance infection - 1Dg) )

[
Median ~ A measure of central tendency that reports the value of the exposure and risk estimate al ihe 50™ percentile

The 5™ 55" perc (percentites) are the minimum and maximom numbess that define the range of values constitufing the 90% confidence interval, Accordingly, the mean risk
estimales generaled by the model should fall within Lhis defined interval al least 90% of the time.

e - 5
For a 5™ and 95" percentile inteival of 0 and 0, respectively, the model estimales that for at leask 90% of FXI recipients ihe risk is zero. Al low vC.ID prevalence, donation by a
vCJD infecled denor 1 a FXI plasma popt wauld be rate and more than $0% of FXI product vials would nel be predicied te conlain vCJD agent.
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