exposed to an average of 1.57x 10 iv. JDsg per person per year; representing an average
potential vCID risk of 1 in 1.3 million pér person per year. If all of the assumptions.in the
model are correct at this lower estimated prevalence, this risk may yield 1 vCID.infection
in an average of approximately 21,000 years of treatment among severe HA patients who
areina prOphyIaxls treaunent regimen with inhibitor and immune tolerance. As mentioned
edrlier the 5 anid 95™ percentile intervals for all of the model ovitputs using the Jower

.prevalence estimate (~1.8 per million) in Table 5.1A. are from 0 to 0 meaning that the
chance of ah infected donor donating to a plasma pool would be an infrequent event.
Greater than 99% of the time {on average) the model estimates the risk to be zeto because
vCID agent was niot present in pdFVII product used during treatment. However, the
model predicts that 0.027% of the time the exposure to vCJD agent may be greater than
zero, and there is & possiblé but low risk of vCID infection.

The risk forthe entire population is calculated by summing the cumulative risk potential of =~ -
vCID exposure and risk (Table 5.1B.). Using the lower prevalence estimate, the model C
predicts that the appioximately 1,800 severe HA patient population in the US nses a tota] of
approximately 243 million IU pdFVIII and is exposed to an average of 6.50 x 10 iv.

IDsp. This total annual exposure for the entire severe HA populatlon inthe USis A

equivalent to 2 mean potential population-based vCID risk of 1 in 3.077. At this expected

level of risk, I vCID infection would be predicted to occur in 3,077 years of treatment for

the entn'e populatlon of 1800 severe HA patients that use pdFVIIL -

Potential exposure of severe HA patients to vCJD agent: Results based on higher
surveillance prévalence estimate of 1in4,225 (Hilton, et al 2004). The model estimates
that severe HA patients in a prophylaxis regimen, with inhibitor, with immune tolerance
and treated with a pdFVIII product (with 4-6 logso reduction of vCID agent) potentially
face the highest expected risk among HA patients. Table 5.1A. indicates that
approxnnately 62 severe HA patients in a prophylaxis tréatment reginien with inhibitor and
immune tolerance use an average of 538,700 IU per person per year, and are potentially
exposed to an average of 1.30x 10 i.v. ID per person per year, using the highér -
prevalence estimate. This represents ari avérage potential VCID misk of 1 in 15,000 per ( ;
person per year. for the treatment group. If all of the assumpuons used in the model are
correct and considering the total number of 62 patients in'this category (or population-
based risk), this expected risk would yield 1 vCJD infection in 240 years of treatment
among the patients under this category. .

The risk for the entire severe HA population is calcu]atcd by summing the cumulative risk
potential of vCID exposure and risk from all individual patients under five categories
(prophylaxis with no-inhibitor, prophylaxis with inhibitor, prophylaxis with inhibitor and
mmmnne tolerance, episodic with no inhibitor and episodic with inhibitor) (Table 5.1B.).
Usmg the higher surveillance estimate, the model predicts that the approximate tota] of
1,800 severe HA.patient population in the US uses 2 total of approximately 243 million IU

pdFVII, and is exposed toan average of 5.67 x 107 iv. Dsp per year. This fotal annual

- exposure for the entire severe HA population in the US is equivalent to a mean potential
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gopulatlon-based vCID risk of 1 in 35, i.e., 1 vCID infection would be predicted to occur

in 35 years of treatment in this 1800 severe HA patient popuiauon.
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Table S.i A. Modél Results for All HA Patients who use a Hypothetical Factor

Vil Product with 4-6 logs Manufacture Process Reduction of vCJD Agent:

Predicted Annual per Person Exposure to vCJD iv, IDs, and Mean Potential per
: .Person Annual vCJD Risk: :

‘For patients with SEVERE dfsease and

“Two different UK vCJD prevalence estimales,

4-6

Logy Reduction

‘Model Output for
LOWER vCJD Caso Pravalence
egtimate of
~14.8 in 1,000,000

~ based on
Clark and Ghani { 2005)

Modal Output for
HIGHER vCJD Infactlon
Provalence based on
eslimate of
1in 4,225
by Hilton ef al (2004}

Mean
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1?';;'49 ' e
1in ’
o ; * 1in 564,000
No Inhliior 578 v 4.99x107 4.0 mition 367x10* | . e o)
. gg:% ) ©0* 00 (0~ 172010
i With Inhiitor 1980523 | - , tin
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] e gme | 09t | gy | e | et
€39)
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' - 62 e 1.57 x10 1.3 mitiion 1.30x10™ 110 15,000
w-?::ﬂmn;“ : 1(5%322&5. . {0-0)° . (0_;}) . {0-5.3016%) | (0- 1in3700)
43) .
35270 g tin
No 946 p 2.42x107 9.4 milion 191x10* | 1in105000
Inhibitor ( 4633 (0-0) {o-o) . ©- 8.50)(10‘) 0-1in 24.“13 }
Episodic 244656)
160458 7 1in .
Wih 151 U 249 x10 8.0 million 4.19x10 1in 48,000
Inhiblior (5314 . ID"O) [ -] A ‘O-D) e ' (0 -4 .67)(10-.) (0 -1in 12,000 )
- 488906 ) T

hlugmpmsentswwnbabﬂlrylhstm%dﬂmwomwiImmWHymybmhIededﬁhmn
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mummwemmmbnmmmmumwmmwudpdwmumum(dm)mudmu
predicied 10 contain vCJDagml.

Table 5. 1B Model Results for Tota! Populatlon-based Exposure and Potential
vCJD Risk for Alt Hemophilia A patients who use a Hypothetical pdFVIil -

Product with 4-6 logy; Manufacture Process Reduction of vCJD Agent:

Predicted annual per person exposure to vCJD Lv. IDsp and mean potential per person annual

vCJD risk;
= ~ For patients with SEVERE d:sease, and

s Two different UK vCJD prevalence eslimales.

4.6
Legy Reduction
Mode! Output for Model Output for o
LOWER vCJD Case Prevalence HIGHER vCJD Infection Prevalence
estimate of based on estimate of
~1.8 in 1,000,000 : 1in 4,225
based on ) . by Hiiton ef af {2004)
Clark and Ghanl'{ 2005) .
Est. Tota! Mean Mun-n.xiw'sliu O Mean oxposure 10
Number Totlgquntty | tovCIDIDWG |- ?‘;::'?gi'f;‘g;‘l' YCJD Iy Dae® “;::.?g;‘;‘f;;“
savera HA FVitl used by ail of all patients per VCJD risk® of all patients per VCID risk®
tants In patients per year " year yoar
P us {5 - 85" parc)® | 5™ 1 perc) (5" - 95" percy® (& - 85™ perc)® {s" - 05" percy’
Mean total )
annual . iin ‘ .
exposure 1600 243 650 x10 3,077 years 567 x10 1in 35 years
{ and ' million 1WU° {o-0)* . {0- 2.52x10") {0-1ing).
. {0-0)
population
risk
wm.reptmmeprmbmymsoﬂdmm exposed i 1 [Dya Inlravenously may bacome infecled with vCID,
By rean poieniel Bnmual VD risk — the fisk of poienlis: vCID infecion bated on srimal mote! Bose-response informatlon, Mean polentel annusl vCID fisk = C
Tounmmnlvlb.,pwyurx Osﬁbﬁdmmmm) :

Th: 5" 95" parc {percenties) are the minltmemand maximum numbers hal define the range of values constiuting the 80% confidence interval, Ascordngly,

t‘peMrkkmmmuymmmdwﬂwﬂ“sﬁmmmlallmmolrhaﬂme.
lU mmummamﬂw\nnanumybewungmmwrmww in this documant.
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preveience, donalion-by # vCJD Infected donor io 8 pdmllplumpodmﬁbcmandmhn 0% of pdFVill product lots {of vials) would ot be
peedicied to contain v(ID apend,

V. C. Model results: Estimated annual potential exposure to i.v. IDs,
vCJID agent and potential vCJD risk through human pdFVIII used to
treat severe von Willebrand disease (vWD) -
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Individuals with von Willebrand disease (vWD) vary in severity of disease, those with
Type 3 disease have severe disease; this assessment specifically addresses potential vCID
exposure and risk for persons with severe vVWD, FDA estimates that approximately 250
vWD patients have severe vWD disease in the United States and use human plasma-
derived FVHI produets to control their disease (Tables 5.2A. and 5.2 B.) The FDA miodel
suggests that it is possible that some of these VWD patients using human pdFVIII may
potentially be exposed to-vCJD agent if present in US manufactired product. Resuits from
the risk assessment model for patients with VWD and treated with deV]]I product with a
4-6 log;o manufacturing process reduction of vCID agent are shown in Tables 5.2A. and
5.2 B. Generally results are expressed for patiénts with von Willebrand disease (VWD)
clinical treatment groups of either Prophylaxis or Episodic treatment.

Table 5.2A. Results von Willebrand Disease (VWD) patients® with Severe Disease:
Predicted Potential Annual Exposure to vCJD i.v. IDg and vCJD Risk: .
' s Assuming a processing reduction of 4-6 log 4 , and

o Two different UK vCJD prevalence estimates.

YOUNG vWD (< 15 yrs of age)
4-6 .
Logs Reduction
Mode! Output for Model Qutput for
LOWER vCJD Cass Prevalence HIGHER vC.JD Infection Prevalence
estimate of ! based on estimate of
ﬂalnfﬂﬂﬂﬂﬂﬂ " 1in4225
“'baséd on ltor
Clark and Ghani { 2005) by H_i lm et al (2004)
. ' Mean expostire
Est. Total Mean Mean exposure to | Mean potential
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d . 1 .
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{1025, 34352) - 0)° - 0 6.83x10%) ® }
ADULT vWD (> 15 yrs of age)
: ] ] S
Prophylaxis 73 186,880 1U° 4.89x10° in 4.1 mition 4.32 x10”° 1in 46.300
{0 - 111 11,000)
{16010, 536877) ©- 0 ©-o {©- LEATY
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‘prevatence, donaBion by 8 vCJD Infecied donor 1o a pdFVIY plasma poot would be rane snd more than $0% of pdFVIIE product lcts (of vials) would nol be predicled to
contain vCID apenl. . R

-

. Estimation of Factor VIII product utilization by patients with severe von Wzllebrand
disease. FDA obtained data on pdFVII utilization, presumably used in the treatment of
severe von Willebrand disease, from the Centers for Disease Control (CDC). Details of the
CDC - Six state collaborative study are described in the section above (section IV.G.2) on
FVIHI utilization. Annual usage of product by vWD patients was estimated based on an
assumption that this patient class largely uses Humate P. Therefore, only records for
patients utilizing Humate P were extracted from the CDC - Six state study conducted from
1993 — 1998 and used to develop statistical distnbutions of product usage for young vWD
(<15 yrs old) patients and adult vWD (> 15 yrs old) patients. The mean quantity of product .
utilized per year per patient group is shown in Table 5.2A. and Table 5.2B.

.Table 5.2B. Von Wlllebrand Disease (VWD) Patieni:s1 with Severe Disease: -
Predicted Total Population-based Exposure to vCJD i.v. IDsg and Potential

vCJD Risk: )
» Assuming a processing reduction of 4-6 log 40 , and
* Two d.fferent UK vCJD preva!ence estsmates
‘ '4-6
Log1o Reduction C
Model Qutputfor .. Mods! Qutput for P
LOWER vCJD Case . - HIGHER vCJD Infection .
Prevalénce estimate of Prevalence based on
~1.8 In 1,000,000 estimate of
basedon .. 1in 4,225 /
Clark and Ghani ( 2005) by _!-Iihon et af (2004) .
Mean B .
. Maan
Est. Total Total exposure 1o Mean Mean Mean
Number quantlty vc,‘,'p ib, | Popuation— exposureto | Population—
severe vWD | FVillused ofall -~ based vCJD iv Dy’ based
patlants in by a". paﬂam per |- pota_n ;-lalb of alt pgﬂgnu potenha!
us patients per yoar vCJD risk per vCiD rlsk
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exi?,sdum million 10 ©- Df - -l O 250y years
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Potential exposure of severe von Willebrand disease patients io vCJD agent: Results based
on lower epidemiological model estimated prevalence of ~1.8 in 1,000,000 (Clarke and
Ghani, 2005}, Adult vWD (>15yrs of age) patients with severe disease on prophylaxis
consumed the largest quantities of pdFVIH product annually and may potentially be at
greater vCID risk.; Using the lower epidemiological model prevalence estimate, analysis of
deVl‘II utlhzanon data indicated that 73 Adult-vWD patients on prophylaxis treatment
reglmen used an average of 186,880 IU and are potentially exposed to an average of 4.89 x
107 i.v. IDs per.person per year, and representing an average potential vCID risk of 1 in
4.1 million per person per year (Table 5.2A.). At this level of risk, only 1 vCID infection
would be predicted to occur in an average of approximately 56,000 years. As mentioned
earlier the 5" and 95" percentile intervals for all of the model outputs usmg the lower
prevalence estimate (~1.8 per million) in Table 5.2A. are from 0 to ¢ meaning that the

. chance of an infected donor donating to a plasma pool would be an infrequent event.
Greater than 99% of the time (on avcrage) the model estimates the risk to be zero because

. vCJID agent was not present in pdFVII product used during treatment. However, the

. model predicts that 0.027% of the time the exposure to vCID agent may be greater than
zero, and there is a possible but low risk of vCJD infection.

Totaling the model results reveals that the approximately 250 severe vWD patients in the
US used a total of 29.9 million JUJ, and are potentially exposed to an average. total of 7.05 x
10 i.v. IDso per year.. This represents an average potential vCID risk of 1 in 28.450
(Table 5.2B.) or (as predicted by the model) rough]y equal to one vCID infection observed
over a time span of approximately 28,450 years in the population of 250 severe VWD
patients.

Potential exposure of severe von Willebrand disease patients to vCJD agent: Results based
on higher prevalence estimate of 1 in 4,225 (Hilton et al 2004). At the higher surveillance
prevalence estimate, among the vWD patient populations examined by the model, results
(Table 5.2A.) indicated that adult vWD (>15yrs of age) patients with severe disease on
prophylaxis used the largest quantities of pdFVHI product annually and may potentially be
at greater vCJD risk. Analysis of pdFVIII utilization data indicated that 73 Adult vWD
patients on prophylaxis treatment regimen used an average of 186,880 YU _per person per
year ani are potentially exposed to an average of 4.32 x 10°i.y, IDs, PEr person per year,
representing an average potential vCID risk of_1 in 46,300 per person per year (Table
5.2A.). At this level of rigk, only 1 vCJID infection would be predicted to occur in an
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average of" approx:matcly 630 years for the populatlon of 73 Adult VWD pauents on
prophylaxls h‘eatment regimen. '

The potential nsk Df vCID infection for the éntire populatlon was ca]culated using the
higher surveillance prcvalence estimate. The model results shows that the approximately
250 severe vWD patients in the 'US used a total of 29 9 million IU (Table 5.2B.), and are
potentlally exposed to an average total of 4.91 x 107 i.v. Dsp per year.- -This represents an
average potential vCID risk of 1 in 403, i.e., of one vCID infection observed over a time

_ span of 405 years for the population of 250 severe YWD patients in the U.S.

Range of Predicted annual mean potential per HA patient vCJD risk for pdFVIII (Table 6)
The FDA risk assessment for potenitial vCJD inféction risk for US manufactured pdFVIII
generates results for several scenarios that reflect two key factors that greatly influence the
final risk estimates including: (1) Reduction in vCID agent in pdFVIII product during
manufacture, and (2) UK vCID prevalence estimate. As indicated earlier, the model used
two widely different prevalence estimates, one lower prevalence estimate based on -
epidemiological modeling of predicted vCID cases in the UK (Clarke and Ghini, 2005) of
approximately 1.8 in 1 million and one higher prevalence estifmate based on surveillance
data of UK pauent tissue.samples (Hilton et al 2004) of 1 in 4,225, The use of these two
- estimates gives rise to a difference in resnlis generated by the model that vary by an
average of appro:umately 130 fold. :

The model cvaluated three separate categories of reduction in infectivity including 2-3
logio, 4-6 10810, and 7-9 log;g. These three hypothetzcal categories were chosen' to span the
possible range of reduction of vCJD agent for pdFVII products. Table 5.3A. and 5.3B.
displays model results for a lower prevalence estimate and a higher prevalerice estimate at
all three levels of reduction. It should be noted that the mean difference between the lowest
range of 2-3 log;o and the highest range of 7-9 logyo is nearly 1 million fold (6 logo).

These two largest contributors to the final risk estimate also contribute to the greatest
uncertainty in the model. Results from the mode] shown in Tables 5.3A. and 5.3B.

indicate that there is a difference of approxzmately 20 to 55 million fold between the lowest
and highest risk estimates of each patient gioup.




Table 5.3A. Range of Predicted Annual Mean Potential per HA Patient vCJD risk for pdFVill —at ihree lovels of c!earance 7-8 l'ogm. 4—6 ’ngo,

and 2-3 logyy and af a highar vaalence and Lower Prevalence eslimates and at
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This range or difference in the estimates of about 20 -55 million fold is reflected in the higher and
lower prevalence results generated by the model shown in Table 5.3A. for each HA patient
treatment group with severe disease. On closer inspection of the results in Table 5.3A. for
patients with the most intensive pdFVIII product use, that is, the 62 patients on prophylaxis-with
inhibitor and with immune tolerance, the effect of clearance on mean potential vCID risk across
the three ranges of clearance can be seen. At the Jow end of risk, the mean potential vCJD risk
per patient per year risk (at 7-9.1ogo and the lower prevalénce estimate) is } in 551 million,
Conversely, the highest risk for this patient group is seen at the 2-3 logyg cledrance level and the .

higher prevalence estimate and is estimated by the model to be an average of

1in 24. For patients

on episodic treatment with no inhibitor who have a less intensive annual use of product, the
model predicts the lowest risk (at 7-9 logyc and the lower prevalence estimate) to be 1 in 3.2
billion. The model predicts the highest risk for this group of patients, if they used pdFVII
product with a 2-3 log)o clearance level and the higher prevalence cstnnate would be 2 mean

potential per patient risk of 1 in 159.

Table 5.3B. Range of Total Population-based Exp'osﬁre and Potential'vCJD Risk
from Model Predicted HA population with severe disease annual vCJD Exposure and Risk associated with use :

of plasma-derived Factor VIli:

*

Lower Prevalence assumptions of Prevalence of 1.8 in 1,000,000 and 7-9 Iogw reduction, and

Higher Prevalence assumptions of Prevalence of 1in 4, 225 and 2-3 logse reduction.

2-3

7-9 4-6
Logie Reduction I.ogw Reduction .- Logs Reduction
Mode! Output | Modal Output | Model Outpet Model Output | Model Output
Made! Qutput for for for, for
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The results from the risk assessment model shown in Table 5.3A. show a wide range of

difference in the predicted risk and displays the range in our uncertainty and knowledge in
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predicting the potential vCJD. infection risk for HA patients who use US manufactured human
pdFVIIL. However, as further scientific information and data become available in the future, the
uncertainty in the model may decrease and thc ‘estimates of vCID risk for recipients of pdFVIII

may become more precise.

Evaluatmg the total vCID mfectlon risk for the severe HA population of 1,800 by summing the
total annual exposure (at the higher vCID Infection prevalence estimated), the mode] predicts that -
the population would use a total average of approximately 243 million IU FVIL If the patient

population used product that attained a clearance of 7-9 logyp and assiming the lower prevalence
the model predicts that for the total patient population the mean total annual risk would be 1 case

" in 1,6 million years representing a negligible vCJD risk that would likely not give rise to new

cases of the disease. At the other end of the spectrum at the 2-3 log;q clearance level and the
higher prevalence the model predicts a mean of approximately 13 vCJD infectjons per year
(Table 5.3.B.) for the patient populatmn

V.D. Sensitivitj( analysis

Sensitivity analysis is used to identify the input parameter or parameters that have the greatest
impact on the risk estimates generated by the model and are done by varying the values of key
input parameters and evaluating the effect on.the final risk estimate. Our goal in doing these
analyses was to identify the key input parameters that have the greatest influence on ammual
exposure to the vCID agent. The model was examined and candidate variables for the sensitivity
analysis were chosen from the model that exhibited the largest potential for variability and/or
uncertainty and those values are listed in Table 5-7. Importance analys:s isa type of sensitivity
analysis, Our unpoxtance analysm used two values, one at the minimum or 5" percentile value
and one at the maximum or 95" percentile valiie to provide a reasonable estimate of i impact across
the range tested, The results from the importance analysis are displayed as tomado plots (Figures
2.A., 2.B, and 2,C.), which graphically shows the relative influence of each input parameter -
evaluated on the final model estimates. The most influential factors are displayed at the top of the
plot and those that are least influential or those with negative influence on the risk are at the
bottom of the plot.

For the FVIII risk assessment the output being monitored in the sensitivity and importance
analyses was annual exposure (I,;) to vCID agent quantified in i.v.IDsg units. The sensitivity and
importance analysis were conducted using the HA patient population on prophylaxis treatment
regimens with inhibitor and being treated for immune tolerance as the example population used to
do the analyses. This population displayed the largest mean usage and the widest range in
product utilization. We assumed that the sensitivity and importance analysis results are
representative of all the HA and vWD patient populations included in our study since all of the
populations were assumed to differ only by the total average quantity of deV T utilized per
year.

The importance analysis was performed for each variable by doing two sets of simulations, each
with 5,000 iterations. For each set of simulations the value of one testing variable was set at the
minimuri or 5™ percentile value for the input msmbunon and the simulation run; for the second
run the varizble was set at the maximum or 95™ percentile value and the simnlation run., The
importance analysis was run separately each time using one of the three surveillance estimate
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ranges The first analysxs used a range of 0. 7 t0700 per ‘million, whzch encompasses the entire
" range for both the HIGH and LOW prevalence estimates. ‘The second analyses uséd the higher
" vCID Infection prevalence estiriate of 1 in 4,225 (or 237 per million) derived from.a tissue
surveillance study (Hilton et al 2004). This prevalence was based on the variable (Pvcip.sar) in the
model that used data from a tissue surveillance study. To do the sensitivity analysis we used a 5%
percentile value of 49 per million and a 95% percennle value of 692 per million. The third set of
analyses used the lower vCID Case prevalence estimate of ~1.8 per million based on
cpldennologlcal ‘modeling from actua) vCID'o¢currence conducted by Clarke and Ghani (2005).
This prevdlence was (P\;CJD.Em) based on epidemiologic modelmg and to do the sensitivity
* analysis we used a 5 percentile valiie of 0.7 per million and a 95™ percentile value of 4 per
million,” The results of al} sunulahons and the ranking of input parameters by their importance is
* represented graphically using a tomado plot shown in Figurés 2.A. , 2.B. and 2.C. The tornado

* plot displays the correlations between key inputs in the model and the mode] ontput of exposure.
A tornado plot pricritizes the various input factors with the most influential factors at the top andﬁ‘ :
those that are least influential or those with negative influence on the risk are at the bottom of

plot.

Table 5.4. Input Vanables included in Importance Analysxs

Description of Name of Importance
variables’ { inpuit analysis values
' C : ‘variable : '
Enfir range of " Previcipux | Minimum: 0.7
estimated vCID Maximum: 700
prcvalcnce . i
in UK (cases/million)
High prevalence Previop. | 5 perc 49
estitatt of vCID it | . yxqsurveltiones) 95" perc: 692
UK (cases/million) -
LowvCID Prevycimuk i | 5 perc: 0.7
prevalence in UK . mod) 95 perc: 40 -
{cases/million) ’
Efficiency of donor Effiper | Mimimum: 8% ()
deferral policy Maximum: __ 99% -
-Efﬁcieiic"}‘r ofic.’ Aiciv Mivimum: 0.1
‘| versus'iv, route S Maximum: =~ 1
Number of donors .DRppy; - | Minimom: - 6500
per plasma pool . . Maxxmum 360000 -
_ ‘Quantxty of i.c. . Iy 5perc: . 2
| infectivity in infected 95%perc: 30
*1 hurani blood" o :
Mamfseturing yield Yvin' Minimum:' 120
of FYIL(IU/L . Maximum: 250
plasma) .
Log Manufacture Rieg Minimum; 2
Reduction of vCID Maximum: 9
‘agent © T
FVII used perycar I - Ry, 5% perc: 10000
] (IU/ycar)_ ' T 95" perc: 4000000
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Sensitivity analysis is used to study the quantitative relationship between the input'variables and
risk output; Same as in importence analysis, output to be monitored in sensitivity analysis is
annual exposure (I} to vCID of young HA patients under prophylaxis treatment with inhibitor
and immune tolerance treatment, Sensmvaty analysis for an input variable consists of multiple
simulations. Tn each simulation the testing input variable is fixed at one value within the input
range. Results. of sensitivity analysis are presented only for the most important input variables,
which were identified by the rankmg providéd by the mportancc analyms

Fig 2. A, Importance Analysis ranking influential factors for predicted apnual vCJD
exposure (I,,) using prevalence estimate encompassing the range of values for both high and
fow prevalence from 0.7 to 700 vCJD cases per million UK population. Tornado chart
showing impact of input variables on estimated annual exposure of severe HA patient with
prophylaxis, inhibifor and immune tolerance treatment

- A. Analysis with Inputs Encompassing Entire
High/Low Range of Prevalence from
0.7 1o 700 cases per million

Log Manufacture Reduction vCJD Agent -
FVill used per yr {IUfyr, person)

' ‘Prevalencs UK vCJD {cases/miliion)
Efficlency ofl.c. versus Lv. route
Quanmy Infectivity in Blood (D50/mi)
Yield of FVII from plasma (iUIL piasma)
Efficiency of Donor Deferrat Policy -

Fig 2. B. FVIII Importance Analysis ranking influential factors for predicted annual vCID
exposure (Iy,) using Tissue Surveillance-based (HIGH) prevalence estimate. Tornado plot
showing impact of input variables on estimated per treatment course exposure of pdFVIII
recipients,
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