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PROCEEDINGS

DR BROM:  Bill Freas, would you call the neeting

to order, please?

DR. FREAS: M. Chairman, nenbers of the
jconmttee, invited guests and public participants, | would

l1ike to welcone all of you to this, our eighth neeting of

|Comﬁttee. | amBill Freas, the executive secretary for the
fconmttee. Both days of this neeting are open to the public.
At this time, | would like to introduce to the
 public menbers of this commttee, seated at the head table.
11 would like to start on the right side of the room the
audi ence's right, and would the nenbers please raise their

hand as the nane is called so that people in the audience

| can see who you are.

In the first chair, at the corner of the table, is
Dr. Raynond Roos, Chairman, Departnent of Neurol ogy,
University of Chicago. Next to Dr. Roos is a tenporary
voting menmber for this neeting, Dr. Linda Detwler, Senior
staff Veterinarian, U S. Department of Agriculture. Next is
a standing commttee nmenber, Dr. Bruce Ewenstein, Cinica
| Director, Hematology Division, Brigham and Wnen's Hospit al
Next 1S a standing conm ttee nenber, Dr. Donal d Burke,
dDirector, Center for Immunization Research, Johns Hopkins
University.
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Next is a tenporary %oting nmenber for today and

[ our consuner representative, Barbara Loe Fisher, Co-Founder

and President, National Vaccine Information Center, Vienna,
Virginia. Next is a tenporary voting nenber, Dr. Paul
McCurdy, consultant to the National Heart, Lung and Bl ood
Institute, NH Next is a standing commttee nenber, Dr.
Pedro Piccardo, Assistant Professor, Indiana University
Hospital.

In front of the podiumis a tenporary voting
nenber, Dr. David Gaylor, statistician and consultant from
Little Rock, Arkansas. Next is a tenporary voting nenber and
:@al so the Chairman of FDA's Bl ood Products Advisory
(Jommittee, Dr. Kenrad Nel son, Professor, Departnent of
Iipidemiology, Johns Hopkins University School of Hygiene and
Public Health. Next is a standing commttee nmenber, Dr.
‘Davi d Bolton, Head, Laboratory of Molecular Structure and
‘Function, New York State Institute for Basic Research.

Next is the Chairman of this commttee, Dr. Paul
:Brown, Medical Director, Laboratory of Central Nervous
:System Studi es, National Institute of Neurological Disorders
«and Strokes. At the corner of the table is a standing
«conmi ttee nmenber, Dr. Ermas Belay, Medical Epidemn ologist
Zenters for Disease Control and Prevention. Around the
«corner is a standing conmttee nmenber, Dr. Dean Civer,

IFrof essor, School of Veterinary Medicine, University of
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California, Davis.

The enpty seat will shortly be filled by Dr. Peter
Lurie, who is a nedical researcher for Public Gtizen's
‘Heal th Research Group, Washington, DC. The next individua
I's a standing conmttee menber, Dr. Elizabeth WIIians,
Professor, Departnent of Veterinary Service, University of
Woning. In the next chair is a standing conm ttee' nenber,
IDr. Stan Prusiner, Professor of Neurology, University of
Zalifornia Institute for Neurodegenerative Diseases. Next is
a hon-voting consultant for today's neeting, Dr. Susan
iLeitman, Chief of Blood Services Section, Departnent of
‘Transfusion Medicine, NH

Next are two guests of the commttee, Dr. Richard
pavey, Who is here today as a representative fromthe Public
Health Service Blood Safety and Availability Advisory
Committee. Next is Dr. Louis Katz, Vice President for
Medical Affairs and Medical Director for the M ssissipp
Walley Regional Blood Center, Davenport, lowa. Drs. Lisa
Ferguson and Jeffrey McCul | ough, standing nenbers of this
committee, W Il not be with us today.

| would Iike to thank everyone for com ng. | now
would like to read the conflict of interest statement into
t-he official record.

The f Ol | oW ng announcenent is made part of the

public record to preclude even the appearance of a conflict

M LLER REPORTI NG COWPANY, | NC
735 C Street, S E
Washington, D.C. 20003-2802
(202) 546-6666




599

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

of interest at this neeting. Pursuant to the authority
granted under the Conmmittee Charter, the Director, Center
for Biologic Evaluation and Research, has appointed Drs.
Linda Detwiler, David Gaylor, Paul McCurdy, Kenrad Nel son
and Ms. Barbara Loe Fisher as tenporary voting menbers.
Based on the agenda made available, it has been determ ned
that the agenda addresses general matters only. General
matters wai vers have been approved by the agency for all
nmenbers and consultants of the TSE Advisory Conmttee. The
general nature of the matters to be discussed by the
commttee will not have a unique and distinct effect on any
of the menbers' personal inputed financial interests.

In regards to FDA' s invited guests, the agency has
determ ned that the services of these guests are essential.
The follow ng reported interests are being nade public to
allow neeting participants to objectively evaluate any
presentation and/or comments nade by the participants. Dr.
Richard Davey is a forner chief medical officer of the
Anerican Red Cross. Dr. Dennis Confer is enployed at the
Nati onal Marrow Donor Programin M nneapolis. Dr. Jean-
Philippe Deslys -- his enployer, CEA in France, is involved
in the devel opment of a diagnostic kit for BSE. Dr. David
A asser is Chief of Ophthal nol ogy at the Patuxent Medi cal
G oup. He was a paid consultant to the Lions Eye and Tissue

Bank and Research Foundation. Dr. Louis Katz is enployed by
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1e M ssissippi Valley Regional Blood Center. Dr. M chael
Miller’s enpl oyer, the Colorado Division of Wldlife, has
agulatory authority of some deer and el k ranches in
olorado. Dr. Alan WIllianms is currently enployed by the
merican Red Cross, J.H Holland Laboratory. He is also
cientific advisor to the American Association of Bl ood
anks and the Canadi an Blood Service. Dr. Gen Zebarth is
he owner of an elk ranch. In addition, he provides nedical
rare for elk at his veterinary clinic.

In addition, Dr. Paul Brown has recused hinself
rom any votes involving corneal transplant risk during the
iscussion of such risks because he is an unpaid consul tant
.nd co-author of the EBBA Ri sk Assessment Report.

In the event that discussions involve nore
specific products or specific firns for which FDA's
>articipants have a financial interest, the participants are
ware Of the need to exclude thenmselves from such discussion
and their exclusion will be noted in the public record.

A copy of the waivers will be available, upon
sritten request, under the Freedom of Information Act. Wth
respect to all other neeting participants, we ask in the
interest of fairness that they address any current or
orevious financial involvenent with any firm whose products
they may wish to comrent on. SO ends the reading of the

conflict of interest statenment. Dr. Brown, | turn the
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10
meeting over to you

DR BROW.  Thank you very much, Bill. Wl coneg,
everyone, to what will be for many nmenbers on the committee,
nysel f included, our last neeting. W take it, | think, as a
compliment fromthe FDA that they have | oaded our plate
today and tonorrow with every conceivabl e question they
m ght have in the comng year. Therefore, we are operating
on a short schedule and | brought this grotesque toy as a
def ense against prolixity of presentation --

[ Laught er]

-- | never want to hear it again but, as a |ast
resort, | wll operate it if |ong-w ndedness gets out of
hand. | think we should now start. | should tell the
audience, in case they did not know, that this norning the
topic will be a reconsideration of the sane topic that we
have considered several tines in the past, namely, risk of
acquiring CID through exposure to a bovine spongiform
encephal opathy. So, this is old territory, reeval uated.

This afternoon we will extend these considerations
into new territory, namely, simlar risk considerations to
cell and tissue products. Tonmorrow we will al so address sone
new territory in the formof any potential risks for humans
and specifically human donors, recipients of blood from
oeople Who m ght conceivably have cone in contact with
chroni ¢ wasting di sease focused in northern Colorado to
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southern Mntana and, finally, a consideration at the end of
the day tonorrow of any potential risks inherent in the
consunption of nutritional supplenents.

DR FREAS: Dr. Brown, there is one official
announcenent, the Acting Deputy Conmm ssioner for Food and
Drugs has announcenent that he has to nake at this tine,
with your perm ssion.

Presentation of Awards for Conmttee Service

DR SCHWETZ: Thank you, Bill. Thank you, Dr.
Brown. | will be brief to not incur the wath of what you
have sitting in front of you as your tool.

| just want to comment on advisory committees
within the FDA. In the spirit of bringing experts in to
advise us and in the spirit of transparency of the process
of accunulating infornation for decisions and the decision-
maki ng process, the agency has a |arge nunber of advisory
commttees. | can assure you that this advisory comittee
for TSE -- 1 don't know of any of the other advisory
comm ttees that have a responsibility that is greater than
yours. | don't know of one where the recomendations that
you have nade through the years are discussed in our
nmeetings nore often than the reconmmendations that have cone
out of this advisory commttee. Wien you think of the effect
on the health of people; when you think of the effect on the

health of the econony, this is a major advisory committee
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12
and the recommendations that you provide for us are

extremely inportant.

In that spirit, it is a particular pleasure for ne
to bring special attention to three nmenbers who are com ng
of f your advisory commttee at this tinme. If the three of
you would cone and join ne up here just for a second, Dr.
Brown, Dr. Prusiner and Dr. Roos?

These three people have nade major contributions
to this field, obviously through a |ong period of time. They
have had nany, many awards that have been given to them and
it is a particular pleasure for ne to be able to recognize
the help and the years of service that you have given to us.
The TSE had its first neeting in '97 and prior to that the
comm ttee was known as the Ad Hoc Special Advisory Commttee
on Creutzfeldt-Jakob Disease. These three scientists are the
three remaining nmenbers of that original TSE commttee. So,
we are particularly happy that you have worked with us for
all of this time and provided the hel pful advice that you
have given us, and we have a plaque for you and a letter
from the Comm ssioner thanking you for your help.

[ Appl ause]

| have asked Paul to stay on just for a second
| onger because of the special role that he has played in
chairing this effort. Your skill in running meetings; your

skill in being able to draw people out; and the skill of
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13
nllowing everybody to have an opportunity to speak and to be
fair in getting information into the record, giving
rerybody the opportunity to express their opinions; and |
link, importantly, pulling things together in the form of
scommendations that not only canme to us but recommendati ons
hat have stood up under a lot of fire through a number of
sars -- 1 think that is a particular tribute to your skil
nd your know edge of the whole field and your ability to
anage an advisory conmittee of this kind.

So, in special recognition we have another plaque

0 go with that. Thank you very nuch, Paul

[ Appl ause]
DR. BROMN: | thought perhaps | was going to get a
itanium gavel but | still have wood. Now we have Dr. Asher

rho will charge us for this norning's topic. Dr. Asher is
iromthe CBER 'which is in the FDA and you are well

lamliar with him because he gives us our charge twice a

rear.
I ntroducti on, Charge and Questions
DR ASHER: Thank you, Paul. Good norning.
[ Slide]
This session will address once again a now
Eam liar and troubling topic, the suitability of blood and
olasma donors who traveled or lived in BSE countries, and

l et ne begin by reviewing briefly part of the history of
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14
this issue.

[ Slide]

For several years the FDA has recommended deferra
of blood and plasma donors at increased risk of getting CID
and that blood and bl ood conponents, including plasma, from
donors recogni zed to be at increased risk who actually get
CJD be withdrawn.

Until 1998 FDA al so reconmended withdrawal of
plasma derivatives, however, there is no demonstrated risk
to recipients of CID-inplicated plasma derivatives.
Processing greatly reduced infectivity, if not elimnates
it, fromFractions IV and V, and CID wi thdrawal s do not
substantially reduce the theoretical risk because at | east
25 percent of the plasma pools used to produce derivatives
are likely to contain a contribution froma donor who w ||
ultimately get sporadic CID and, of course, no screening
question can defer; no |aboratory test can detect those
donors. Furthermore, w thdrawal have failed to retrieve nost
CID-inplicated products and contributed significantly to
shortages of some plasna derivatives.

[ SI'ide]

Recogni zing those facts, in Septenber of 1998 the
FDA revised its policy recomendi ng continued deferral wth
CJD or increased risk of CID, continued quarantine of blood

and conponents, including plasma, from donors with CID or at
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increased risk of CID but no withdrawal of plasm

derivatives prepared frompools to which donors with
classical CID or at increased risk of classical CID had
contri but ed.

However, the FDA continues to reconmend wi thdrawal
of plasma derivatives and quarantine of internediates
prepared frompools to which any donor who devel ops new vCJD
contributed which, fortunately, has never occurred.

[ Slide]

But there remains a concern about donors who were

potentially exposed to the BSE agent and who m ght be

i ncubating new vcab. The reasons for that increased concern

or that new vcJap is an energing infection not found in the

U. S. A Less is known about its pathogenesis than of sporadic

)CJD and the two different diseases nmay differ. For exanple,

'1yrnphoid tissues in new vcdD contain detectabl e protease-

resistant prion protein while those in sporadic CID do not.
In 1998, U K authorities decided not to source

|pl asma for fractionation from U K donors, which inplied

| sone | ack of confidence in the safety of the plasma on the

| part of another regulatory authority.

[ Slide]

Ai ded by advice fromthis commttee in Decenber,

11998 and June, 1999, the FDA announced revised neasures.

| Deferral of donors who had resided in the U K. for at |east
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i X months cumul ative between the first of January, 1980,
when the BSE epidemic is thought to have nost |ikely have
egun or slightly thereafter, and Decenber 31, 1996, a tine
fter which the U K was thought to be in good conpliance
ith several measures to reduce opportunities for hunan
xposures to the BSE agent, that is, the ban on use of wheat
nd bone in rum nant feeds specified risk materials renoval
nd the 30-nmonth slaughter schene. This deferral was
stimated to reduce the nunber of donor days of exposure in
he U K. by alnost 87 percent While losing a predicted 2.2
ercent of donors.

The FDA al so recommended deferral of donors who
received injected U K bovine insulin, but no wthdrawal of
>lasma derivatives for U K residents or exposure to
i nj ectabl e bovine products from BSE countries. The FDA made
v commitment to nonitor effects of this revised policy on
:he bl ood supply and to reevaluate its policy frequently,
ind the TSE Advisory Committee neeting of last June in this
session were organized in partial fulfillment of that
commitment.

In June of last year the conmttee was asked to
reeval uate the new donor deferral policy and to consider
whet her potential exposure to the BSE agent in France and
ot her BSE countries justified recomendi ng deferral of sone

donors resident there as well as the U K. The commttee
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| concl uded that BSE was nuch |ess prevalent in other BSE

icountries conpared with the UK, at |east at peak levels in
‘the U K. and that, while U K beef products had been

j consumed in sone European countries, especially France and
}the Net her| ands, that consunption was |less than it had been
1in the UK In France both the fraction of beef products

|t hought to have been fromthe U K. and the nunber of new

| vcoD cases relative to those in the UK were about 5

percent by rough estinmate. The exposure to BSE agent in

| French beef was considered small conpared to that of UK

| beef .

[ Slide]

The conm ttee was concerned that the new policy
for residents in the UK had just conme into effect about
six weeks earlier and that further deferrals m ght
j eopardi ze supplies of blood and plasma. So, the nenbers
advi sed the FDA to nmake no change in donor deferral policy
until effects of the new policy becane apparent.

Since June of |ast year, of course, nuch has
happened. Di agnosed cases of BSE in Britain, which peaked at
nmore than 3000 a nonth in early 1993, have continued to fal
and only about 100 a nonth recorded |ast year is still a
substantial nunber. BSE cases may have peaked in Swtzerland

as well, but the situation is different in other European
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[ de]

That came as no surprise to our Departnent of
Agriculture which had becone sufficiently concerned about
t he possible spread of BSE in European cattle to issue an
interimregulation in Decenber of 1997, prohibiting
inportation of live rum nants and nost rum nant products
fromall countries of Europe, due to potential risk of BSE
The Scientific Steering Coomittee of the European
Conmmission, in a report on geographic BSE risk published
| ast year, also concluded that a nunber of European
countries that have not recognized BSE in native cattle,
nonet hel ess, probably had infected aninals in their nationa
her ds.

[Slide]

Recently, concerns about BSE and new vcap have
increased. |t has been recognized that substantial exports
of U K cattle, beef and beef products, as well as neat and
bone meal, to several European countries continued during
high BSE years -- nore about that later in the norning.

Rat es of new di agnoses and deaths from new vcap
increased in the United Kingdom Fortunately, that has not
been found in France. Diagnosed BSE cases have increased in
several European countries -- France, Bel gium and new
countries have recognized disease, nost recently Gernmany,
Italy and Austria.

M LLER 73RI;_>PC(]:?TIStI\JrGeetC,C]VPg’-.\I\IIE\.(, I NC.

Washi ngt on, D. C. 20003- 2802
(202) 546-6666




599

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

19
These and ot her issues concerning Europe wll be

reviewed by two speakers. Robert WIIl is unable to attend
due to famly illness, but he will be represented in
absentia by our Chairman, Paul Brown, who wll present
information about U K and other countries of Europe. Jean-
Philippe Deslys will present infornation about France and
other data of interest concerning BSE, and both will conment
on the situation el sewhere in Europe as well. Johannes
‘Loewer was to have reviewed TSE in Germany but the recent
‘BSE rel ated reorgani zation of their mnistries of health and
.agriculture has pronpted a reeval uation of biologics
-regul ation and research in Germany requiring his urgent
joresence t here.

Qther information of concern, a prelimnary report
«f TSE transmtted by transfusion of blood drawn during the
;asymptomatic | ncubation period of sheep experinentally
-infected with BSE agent to healthy sheep obtained from a
"NE-free source -- if that finding reflects a higher |evel
«>r nmore consistent infectivity in blood of animals with BSE
ithan is found with other TsSeEs and if that property is also
cassociated with bl ood-in new vcgp, the unfavorable
Linmplications for the safety of blood of persons incubating
vCJID are obvi ous.
Heal th Canada has issued a precautionary directive
 Eor deferral of blood and plasma donors who spent extended
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periods of time in France, and Tony Gulivi has kindly
agreed to review the basis for that decision for us today.
The U.S. Departnent of Agriculture recognized that
some U.S. military personnel and dependents in Europe
consumed peef products obtained fromthe U K , and Col. M ke
Fitzpatrick and Col. Scott Severin will share information
about that potential exposure wth us.

[Slide]

Finally, Paul McCurdy will report on the current
supply of blood in the U S. A, and Allan Wlliams will
attenpt to estimate possible effects on supply to be
expected if additional donors are deferred for residence in
France and ot her BSE countri es.

[Slide]

Let me close now by reading the charge and
questions for the TSE Advisory Committee today. Please
evaluate new i nformation concerning new vcdD in the U K and
France, and BSE in the U K, France and other European
countries where the di sease has infected or may have
infected cattle. Address the risk that donors resident in

various countries, including overseas U. S. mlitary

~personnel and dependents, m ght have been exposed to and

infected with the BSE agent, and consider inplications for
the safety of the blood supply.
[Slide]
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In the context of a risk-benefit estimate, please

consi der effects that FDA bl ood-donor policies may have
al ready had on the blood supply in the U S., as well as
effects to be expected if additional deferrals of blood
donors are reconmmended.

[Slide]

The questions -- are recent data on rates of new
vCgD in the U K or the potential risk of transmtting vcJD
by human bl ood or plasnma sufficient to warrant a change in
current FDA policies concerning deferrals of blood and
pl asma donors based on a history of travel or residence in
the U K ? Please comment.

Have recommendati ons of FDA concerni ng donor
deferral for residence in the U K had an adverse effect on
t he bl ood supply sufficient to consider a change? Pl ease
coment .

[Slide]

Shoul d the FDA recomend deferral of blood or
pl asma donations by persons with a history of travel or
residence in France for an aggregate period of ten years or
more after 19807 If not, which years and aggregate duration
of residence, if any, should be of concern?

[Slide]

Shoul d the FDA recomrend deferral of blood or
pl asma donations by persons with a history of travel or
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residence in other countries identified by the USDA as

having BSE in cattle for an aggregate period of ten years or
nmore after 19802 If not, which years and aggregate duration
of residence, if any, should be of concern?

[Slide]

Shoul d the FDA recommend deferral of blood or
pl asma donati ons based on a donor's history of travel or
residence in nore than one country identified by the USDA as
having BSE in cattle for sone conbi ned aggregate period or
time? If so, which years and aggregate duration of residence
shoul d be of concern?

[SIide]

Finally, should the FDA recommend deferral of
o>lood or plasma donations based on a donor's history of
>otential exposure to beef or beef products fromthe UK
vhile serving in the US. nilitary or as a nmilitary
dependent ?

Those are the questions. W appreciate your
del i berations. Thank you very much.

[ Appl ause]

Updat es on vCJD and Estimated Human Exposure to the BSE
In the United Kingdom France and Qther BSE Countries
United Kingdom

DR. BROWN: Thank you, Dr. Asher. W are all

di sappointed and | am particularly disappointed that Bob
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WIl was unable to cone at the last nonent. H s father

became acutely ill and there was no question about a choice

of com ng or staying. He did, however, send to ne a massive

nunber of overheads which |I have culled, and will present to
you and, | hope, in a manner which he woul d approve.

[ Slide]

This is the sane chart that you saw from Dr.
Asher, extended up through nost of the year 2000. It is a
classic epidemc. This is BSE in the United Kingdom If it
has not already entered textbooks of epidem ol ogy as a nodel
epidenmic, it certainly will in years to cone.

The epidemc in the U K was turned around
basically by the feed ban which was introduced in 1988. The
anticipation is that this will continue to trail off down to
zero in the foreseeable future.

[ Slide]

These are forecasts nmade by two different
organi zations. In 1999, the observed number of cases of BSE
in the UK was close to 2000. The estinmate was al so cl ose
to 2000; slightly greater here.

In the year'2000, the estinate was 1114. There
actually were close to 1300, | believe but, again, the
predi cti on based on nodeling was quite good. In the year
2001, there is predicted to be a substantial reduction and
further than that | have no information, but it is not
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anticipated that this disease will continue to affect

cattle.

[Slide]

A different type of predication, based on the
previous nodels, is the nunber of BSE-infected cattle that
-m ght enter the human food chain under the age of 30 nonths

that is, cattle under the age of 30 nonths during the
last year of the BSE incubation period. Cattle infected
earlier inlife typically do not develop clinical BSE unti
;about 36 nonths of age. So in that period of the year before
ichey becone ill, it is estimated that in 1998 there were
:about six animals that may, indeed, have entered still the

human food chain in the United Kingdom In 1999 it was

‘halved. In the year 2000 it was down to about 1 and in 2001
about the same. But, again, it is going down. Sp this year,
the prediction is that eight-tenths of a cow nay yet enter

-the human food chain.

[ Slide]

This is the human consequence. In 1994 the first
case of vcgp occurred in the United Kingdom These are years
of onset of disease. As you see, over the past six years
there has been a clear trend upward, nothing |like you see in
BSE whi ch expl oded but still a clear trend upward. These are
unverified but alnost certain cases, awaiting
neur opat hol ogy. There will certainly be nmany nore cases
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reported in the year 2000. No one can predict exactly how

many but it is certainly not going to be up on the ceiling;
it is going to be in this range.

[Slide]

This is the quarterly onset, that is to say the
nunber of cases with onsets on a quarterly basis, starting
in 1984 and proceeding on up through probably -- well, this
Is 2000. They scatter around an average line which is
significantly upward noving, and these are the confidence
limts in dots. So, this is the picture at the nmonment, both
‘BSE and variant Creutzfeldt-Jakob disease in the United
'Kingdom As you know, neither disease is linted to the
Uni ted Ki ngdom

[Slide]

Here is not quite up to date because the nunbers
«change every day but this BSE in Europe conpared to BSE in
ithe U. K These are all U K You start in Continental Europe
with Austria. So U K, over 180,000 cases since 1987. | have
hi ghl i ghted the four countries which nore cases of BSE have
occurred than in any other country to date in Europe, and

they are France with 243; Ireland w nearly 600; Portugal

‘'With nearly s00; and Switzerland with 365.

[S1lide]
This overhead shows you exanples of the yearly
i nci dence of BSE in four of these countries. In Swtzerland,
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which has had an active surveillance programfor some tine,
you can see that there appears to be a plateau, possibly
even a decrease, over the |ast several years.

[Slide]

In Portugal -- we don't know what happens in 2000
yet but there was a clear increase in Portugal in the |ast
fiew years of the decade

[Slide]

In Ireland, simlarly, there was an explosion in
1996 and that has continued to increase until the present
time.

[Slide]

Then, finally France, in which there was very
lLittle recogni zed BSE in the early years, in the '90's, and
now a very large increase in recogni zed cases in part, and
perhaps a major part, by virtue of active surveillance.

| n many countries in Europe BSE has not really
been | ooked for, not really, and when it really is |ooked
Eor with the support of immunocytochem cal staining and a
search for the prion protein, cases are being found and that
is probably largely responsible for the apparent increase
lout not necessarily so. It is certainly contributing, and it
is also contributing to those countries that did not earlier
recogni ze BSE and now, in the past several weeks or nonths,

have been reporting their first cases.
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[ Slide]

So, how did that happen? Well, it happened
presumably because Britain exported contam nated naterial
and they did this in three different ways. They exported
| what are cal | ed flours, neals, neat offal and grieves, and
lgrieves is approximately the sane 'as nmeat and bone neal --
fnot quite but approximately. Bob split these into two half
decades, ‘80 through ‘84 and then '85 through '90. Bel gi um
| and Luxenbourg inported a substantial anount in both
{periods, that is throughout that decade. They nust have had
ja fantastic salesman in France because is junped from 2600
‘tons to alnost 35,000 tons in the late 1980’'s, a period of

greatest concern for BSE contam nation peaking. The Irish
;VRepuinc imported, as would be expected, a considerable

| anount and in the Netherlands, as in France, there was a
? very | arge increase in the inportation of neat and bone
jnem. The significance of neat and bone neal, of course, is
:*that this is fed as a nutritional supplenent to cattle in

| these countries. So, presumably, a good deal of this

inthis slide and the next slide there is an

| inportant caveat or two, and one thing that everybody who
‘jhas ever dealt with international trade knows is that when a
l country says they exported X anount of things to another
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suntry, the other country will tell you that they inported
different figure. So, it is not known whether or not al
these -- well, | think we can say with certainty that all
Z these exports did not go to these countries and, if they
id, some of themleft and went to another country.
witzerland may have, for exanple, gotten neat and bone neal
rom Yugoslavia, which got it fromltaly, which got it from
he Netherlands, which got it fromthe United Ki ngdom

nternational trade in this kind of material is hopelessly

ntraceable.

[Slide]

The U. K. also sent live cattle el sewhere. Here
.gain, France is the chanpion inporter of |ive bovines from
he United Kingdom the Irish Republic somewhat |ess but
still a very inportant nunber; Italy, of course, a lot in
.980-84. The Netherlands again, like France, inported a
great many live cattle.

So, live cattle are, in some cases and perhaps
nany cases, slaughtered in the countries to which they have
oeen exported, slaughtered and, therefore, able to be
rendered in those countries and being rendered would then go
into the nutritional supplements made in those particular
countries. Hence, there would be a risk for BSE to devel op

apparently endogenously but, in fact, secondarily to their

own recycling of material
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(Sl de]

This is mainly for human use. Once again, France
i nported substantially nmore offals that would include such
things as brain, thynus, spleen, liver, kidneys and
intestines. Myst of this nmaterial was destined for the human
food chain, not for animals, although spleens sonetines find
their way into animal feed an in particular pet feed.

[Slide]

This is a slide which I thought woul d be of
particular interest. | got sone extra information from Bob
when | saw the slide. In the U K there have been sone
identified patients who subsequently died from vcJgp, who had
at some point, in the previous 10-15 years, donated bl ood.
The nunmber reported by the relatives was 12, of whom 7 were
able to be traced through the National Blood Associ ation.
The nunber of recipients of blood fromthe above these 7
traced cases was 20. So, there were 20 people in the United
Kingdom as we speak, who received blood or a blood product
froma patient that subsequently died from Creutzfel dt-Jakob
di sease, from variant disease. One of these died while
asynptomatic but it is not known at the monent which one.

You can see the years of receipt, and they range
from 1981 through 1999. They also include not only labile
bl ood components, typically packed red cells, whole blood,
plasma and in one case cryoprecipitate. Mt of this plasm
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iss fresh-frozen plasma. As they also point out, or I would
point out, 8 donors |ater devel oped vcJID and their plasma
was used for plasma product manufacture. The products and
recipients have not been identified. | doubt if they ever
will because we are tal king about thousands of donations in
a given pool and, therefore, hundreds if not thousands of
recipients. S0 it is a mxed bag of recipients but at |east
t:hose who receive |abile conponents are under surveillance,
and obviously this will be a major point of interest as to

what happens to these people. At the nmonent, all remain

healthy.

[slidel

Finally, these are the projections for the
eventual total nunmber of variant cases in the United
Kingdom. |f the mean incubation period -- and this is al
mathematical nodeling that appeared in Nature this past year
if the nean incubation period, that is the |lag period
between the point of infection and the beginning of synptons
c>f vCID is assuned to be less than 20 years -- and these
columns don't differ in a great way, and if the number of
cases | ast year were 10-14, 15-19 or 20, these are the

| oredicted ranges of nunbers of cases that will occur
:forever, total, finished. You see they range from somewhat

| ess than 100 to sonewhat |ess than 3000.

One of these two colums will probably in fact
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turn out to be correct. My own viewis that this incubation

period wll probably turn out to be correct. If it doesn't
and if the nmean incubation period extends to 20-30 years,
}Ihe nunbers go up somewhat -- | amsorry, | msread the
previous one. It is under 100 to just a few hundred, 630. If
the incubation period is somewhat 'longer, the |ow end of the
scale is nodeled to be not too nuch different but the upper
Mlinits woul d be closer to 3000 cases. These are simlar
‘:Eigures over here..

| didn't highlight these because | think this is
creally quite unrealistic. | cannot inmgine an average
:dincubation period being greater than 30 years in this
«di sease; certainly not greater than 60 years. \Wat you want
tzo notice particularly is that it is only if the incubation
‘period is nodel ed as greater than 60 years on average that
‘you get those horrendous figures that were and continue to
‘be quoted, that is the upper limt of over 100,000 cases
‘Even if it is just 60 years in this grouping, the maxinmm
;predi cted nunber of variant cases in the United Kingdomw ||
:not exceed 6000. That 6000 is not sonething that we woul d
1 ook forward to but it certainly beats 100,000 or 200, 000

wwhich are the upper limts that were being calculated until

very recently.

So, 1 would think personally that we are probably

‘tal ki ng about a nmaxi mum 20-30 year average incubation period

M LLER REPORTI NG COWPANY, |INC
735 C Street, S E
Washi ngton, D.C. 20003-2802
(202) 546-6666




S99

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

32
and, therefore, predicting that there will not be nore than

a few thousand, 3000 cases in the United Kingdom for al
time. | think that is the substance of what Bob woul d have
said. He would al so have pointed out that the British BSE
Inquiry, which was published a couple of nmonths ago, pointed
out that a popular m sconception is that the British
government really didn't do anything until their backs were
against the wall in the md-1990's after wvcJdp had been
recognized, and that is a msconception. Very significant
nmeasures were taken well before anybody knew that BSE was,
in fact, going to be transmitted to humans. That included
measures both to break the cycle of infection in aninmals and
to prevent contam nated material fromentering the human
food chain. They commended all of the scientists and
agencies in Geat Britain for doing that, and they also
poi nted out that there were sone oversights and there was
sonme perhaps unacceptable lag time between when the nmeasures
were first thought about and when they were put into
practice. Thank you.

[ Appl ause]

Returning to ny function as chairman, we wll now
have an update on the BSE vcJD situation in France, given by
Jean-Philippe Deslys. | did not nention sonething that nost

people in the roomknow, | think, that there are 91 cases of

vCJD currently identified in the United Kingdom one case in
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Ireland in a patient who had lived in England for several

years so, in a sense, doesn't count as an indigenous case
But, there are three cases in France in patients who never

visited Geat Britain. Dr. Deslys?

France

DR, DESLYS:  Thank you very nuch

[Slide]

Just to present the situation, unfortunately, gs |
amthe last scientist who was able to reach this neeting due
to different circunstances, Dr. Asher asked ne to put this
i n perspective.

So, the problemin Europe is that an inportant
nunber of BSE-contami nated cattle which are supposed to have
entered into the food chain, about one nillion originated
from United Kingdom and so many went in the United Ki ngdom
food chain, a nunber of cases after the ban and that is the
probl em of the crisis that we are now in, in Europe because
with the neasures which were taken we were supposed to have
no nore cases. The fact that the BSE agent is transm ssible
to sheep and that sheep have been fed with the sane
contam nated neals, and that sheep have been exported in
many countries, not only in Europe of course, and the fact
that -- these nunbers are wong now because it is an old
transparency, but the fact that BSE is transnissible to man.

[Slide]
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This one is in French, but just to remnd you that
it is the same agent which contam nated cattle and which
contam nated man. In fact, this is just to show thatin man
and the macaque nodel we have exactly the same signature and
in France we have the sane signature in the first new
variant cases as in the cases that are seen in the UK, gpd
that with the lesion profile done in mce, in France we have
exactly the same thing with BSE as what is seen in the UK

[Slide]

So, the sanme agent contam nated the cattle, al
the cattle in Europe and man in the U K and in France.
These are the results we obtained with the patients in
France. This is a tonsil froma patient. In the previous
slide you saw patient nunber 1 with a cerebral biopsy, and
here is a tonsil in patient nunber 2, and here is a tonsi
from patient nunber 3, who is still alive in France.

That is the main problemw th new vcip. New vCJID
in man is detectable in peripheral tissues and in al
reticular endothelial systems. Here you see it in tonsils
but you can detect it in spleen, in Peyer's patches, in
| ynph nodes, while with the usual strength of CID and with
sporadi ¢ CID you don't detect anything in periphera
tissues.

[Slide]

Here is a theoretical view which cones from work
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fromKimerline showing that in scrapie, after peripheral

contam nation, you will first have replication of the agent
in reticular endothelial system and then very delayed you

have neuron invasion until the death of the host. In the

blood, in an experimental nodel, you can detect it. Mich
work, not including Paul Brown's work, really showed it.

.And, the level of infectivity in blood certainly is related

to the level of replication in peripheral tissues. Everybody
wi |l understand easily that if this agent replicates in al
the lynphoid tissues, then blood can be contam nated at a

| evel which cannot be predicted easily because, in fact, you

‘have very few infectivities in blood.

[ de]

| can't give you details on that work which is

;still ongoing, which will be published in PNAs, but just to
;say that the intravenous route in primates -- and we used
macaques here -- is very efficient. So, the general idea

that the difference of efficiency between the intravenous
route and direct intracerebral route is around 10 is
certainly true for BSE, and perhaps it is nore efficient.
[ SIi de]
To try to detect new variant in blood -- we are
all hoping that new tests are going to be efficient. You
have heard about tests devel oped by Marydo Schmerr wth

capillary electrophoresis. Jerry Safar al so devel oped a
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beautiful test. James Hope has another technique. Prionics

is developing a new one. W have a new test which is in
devel opnent too. But for the noment none of these tests have
been able, to ny know edge, to detect anything in blood from
man. For the nonment, | have not heard of other groups than
the one of MaryJo Schnerr being able to detect it in blood
in different nodels. So, for the nmoment, unfortunately, we
have no tool to detect sinply with a biochem cal test new
variant infection in blood.

[Slide]

This is to try to explain what is happening in
Europe and nore particularly in France. Wien a BSE case is
detected in France, all the herd is killed. These cases were
reported in Cctober, and | know you know that we have nore
cases. But when you represent them depending on the date of
birth, you see here the first peak which corresponds to the
i nfections when neat and bone nmeal contami nated fromthe
Uni ted Kingdom were nassively inported to France. After that
you have a drop when there is a ban on this neat and bone
meal, and then a new increase here, nore inportant than what
we observed previously. And that is a problem what happened
exactly here. In fact, certainly things cane into the
alinentation of bovines. It is true that here there were
holes in the epidem ol ogi cal detection. You can see here
that when you present the data depending on the year of
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preparation -- here you have a hole, we were |acking sone

cases. But you see an increase here. You have sonething nore
or |ess exponential.
L What is true too is that this phenonmenon is
}increased by the fact that tests are being used. People are
Glooking nore carefully and, so, you are detecting cases that
11vwere not detected before. That is true. However, we are
speaking of a very limted amunt of cases conpared to UK
and I will show you that on further transparencies.

The ot her problem here is that you see abnormally
young cases in bovines, here |ess than four years old, which
is abnormal with cattle which is supposed to have been
contam nated with Iow doses with the infectious agent.

[Slide]

Here is the latest data, | obtained yesterday,
with the cases during last year. During |ast year we
obtai ned nore cases than during all previous years. (ne -
third of themare linked to the active surveillance but one
‘part of themin the passive surveillance is also linked to
‘my point of view and to the point of view of other

iscientists, t hat people were nore careful. They knew that
;there was an active surveillance, and the sane phenonenon
lloccurred also in Switzerland. Wen the program of active
surveillance began a nunber of cases detected by passive
.surveillance increased too.

W e C street, S E -

Washi ngton, D.C. 20003-2802
(202) 546-6666




5gg

10
11
12

13

14

15
16
17
18
19
20
21
22
23
24

25

' 38
[Slide]
But, in fact, the main interest here is to know
the exposure of man to the BSE agent. | have put on the same

graphic cases fromthe U K and cases from France. As you
can see, you don't see the cases from France because the
nunber of cases fromthe U K are so inportant that the
cases from other countries are conpletely ridiculous.

So, concerning the exposure of man in France, |
have tried to nmake sone cal cul ati ons. About 10 percent of
the human consunption of beef products in France were |inked
to beef inported fromUK So, if you take these cases and
you divide them by 10, you still see that here the problem
comes fromthe U K Fromhere, there was an enmbargo on

cattle from U K and, second, you can't conpare here this

|l phenonenon with what is happening here because there is an

enormous difference, especially for specified offals and
notably on brain and on spinal cord which was used before in
human food. It is not because people were not eating brain
that they have not eaten these contam nated offals. They
were Using many things in sausages, in many sauces, in nmany
things. They were banned in France but they were still used,
for exanple, in other countries like Gernany and it is a big
probl em now i n Germany because they are discovering that
there are now 14 cases and they think that they are going to
find nmany cases with systenatic screening.
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The other problemis the increase in the exports
romthe U K of offals, and these increased exports were
efore the ban on offals. So, we suppose that a greater
mount of contam nated brain and spinal cord could cone into
rance here,

So, we could separate these data into three parts.
ere, before '96 and before the ban on offals and now where
here are efficient measures, and now the systematic testing
m all bovines over 30 nonths. So, now in Europe you have
.wo possibilities. Young bovines are tested or they do not
:nter into the food chain. This was a neasure which was
:aken in U K since '96 concerning the ban on bovi nes over
.0 nont hs.

[ Slide]

Concerning the tests which are used to eval uate
>ovines whi ch can enter the food chain, you know that four
-ests were evaluated and three tests were selected by the
zuropean Uni on.

[ Slide]

This one was elimnated. It was not sensitive
enough and there was m sdi agnosi s of positive cases, and
also false-positive for negative. But it has been corrected
and now it wll be reevaluated with the new corrections. It
was the English test.

Here is the Prionics test and the test we
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Heveloped. This was the nost sensitive one, 300 times nore
sensitive than the first ©1%€ and 30 times nore sensitive

L han the Western Blot. The nore inportant thing is that this
Lest, here, was as sensitive as the nouse bioassay.

[ Slide]

| can't give details on that because it is work

which is still undergoing and which will be published next

week in Nature. SO0, you can consider it only as a
hypothetical thing based on previous data that | gave you on
the sensitivity versus bioassays.

The principle of this analysis is to say it is

t:rue that we don't know which is the mninmal infectious dose,

f£or nice, but what we know is that mice inoculated directly
by the intracerebral route are more sensitive than bovine
contam nated by the oral route. W know that the nouse node
i.e then 100 tines nore sensitive than bovine contam nated by
t:he oral route. It neans that with one gram of brain
t:itrating 10® infectious units per gramyou are able to kil
jLooom ce or ten cows. And we know that cows contam nated by
t:he oral route are, we suppose, |€ss sensitive than man

ccontaminated by the oral route because you have a species

loarrier. Then, if with a sensitive test you are able to

«elimnate all that is dangerous for mce, then you wll

Jprotect man.

(Sl de]
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It is possible to confirmthese kinds of results

with Western Bl ot because you have a purification step

[ Slide]

We will not discuss this because we have not
published it, but just to tell you that it works very well
I N scrapie, as | presented in Septenber

[ Slide]

Even if we don't know the exact nature of the
agent, you know that many people think that it is protein
but, whatever, with the level of sensitivity we have now,
frommny point of view, we are able to protect people from
contamnation in food but we are not, unfortunately, able to
say that there are not healthy carriers and that the bl ood
is safe. Thank you for your attention

[ Appl ause]

DR BROM:  Thank you very nuch, Jean-Philippe. |
t hink, you know, we have heard a fair anount already and
possi bly there m ght be questions that committee members

woul d want to ask at this point. Yes?

DR LURIE:  Dr. Deslys, you had that striking
slide of the trends and the nunber of cases in France
conpared to in the U K, but do you have any conparabl e
i nformati on where you have corrected for the nunber of cows
in those countries? In other words, what is the rate of
detection of cow cases in Britain conpared to France, not
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just the nunbers?

DR DESLYS: No, | do not have many details. Wat

we know for the moment is that the cases observed in France
clearly come fromthe UK, fromcontaninated cattle from
the U K That is in evidence in France. W have only three
cases for the nmoment versus 88, if | understood well the

| ast nunbers from Bob WII. So, the estimtions done by
Anica Perovich were that if we have a maxi mum of 3000 cases
inthe UK we would have a maxi mum of 300 in France, but
these are very rough estimations. In fact, when we discussed
with Bob WIIl he said | prefer to say that we don't know.
So, here is a very inprecise point of view | admt it. But
| am not a specialist of nodelization.

DR BROMN:  Your question actually had to do with
COWs.

DR DESLYS: Ch, sorry.

DR BROM:  That is okay. Is it not true that
France actually has nore cattle than Great Britain even
bef ore BSE?

DR DESLYS: O course.

DR. BROMN:  The nunber of cattle in France exceeds
by a significant anmount the nunber of cattle in the United
Ki ngdom

DR DESLYS: Sorry, | omtted --

DR BROM:  That is okay.
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DR. DESLYS: Yes, the cattle of France -- | don't

know if it is three times nore than in the U K Let ne see,

we have 20 mllion of cattle, | think, in France --

DR BROM: | think that is right. | think France

‘has about tw ce the nunber of cattle that the U K had

ibefore BSE. Yes, you had a questidn?

DR CLIVER  Another frame of reference thing, |
am assumng that the U K s still experiencing sporadic CID
at a one inone mllion rate approximately. | amtoo lazy to
| ook up their population but by way of frane of reference,
conpared to the new vcap, how nany classic CID cases are
t here?

DR BROM:  Yes, the population of Geat Britain
is approximately 60 mllion

DR CLIVER  So, they should have about 60 per

-year.

DR BROM: and they have about 60 per year.

DR. CLIVER  (Ckay. So, we are |ooking at sonething
approachi ng but nowhere near yet the sporadic CID --

DR BROMN: That is correct. \Wat we are | ooking
at now is Somet hing approaching a third of the sporadic
i nci dence. Stan?

DR PRUSINER:  Two things, | wonder if we can get
copi es of the overheads that have been shown in the first
two presentations? Unless they are in here and | can't find

M LLER 73R5EPCC]3TISt’\ereetO,OVZA,\|\gl I NC.

Washi ngton, D.C.  20003-2802
(202) 546-6666




sgg

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

44
them It would be very useful

DR. BROMN: | will have to ask Bob. | don't think

any of it is classified. It is certainly not classified

.anymore.
DR PRUSINER  That is what | nean. | have a

comrent on the second presentation. | presunme you were at

this neeting -- in honesty, | can't renmenber; there were a

lot of people there in Novenber.

DR. DESLYS: No, | was not there.

DR PRUSINER  Ckay. It is now very clear, by
ithree different methods, that the R3 mice underestimte the
ititer of BSE prions by a factor of 1000 to 10, 000.

DR DESLYS:  Yes.

DR. PRUSINER So, 1| think to stand there and say

that that is the standard on which you then relate your

i mmunoassays really is not informative at this point because
we know in cattle and titration done in Geat Britain, we
now know in bovinized, meaning transgenic mce expressing
bovi ne PRP genes where the nouse PRP gene is knocked out,
both fromMartin Goship in Germany and our own data, that
the titers are, as | said, between 1000 and 10, 000 tines
greater than with R3 mice. | think it is a very inportant
point that needs to be nade and | don't think that the R3
nice are a good standard on which you then conpare your

| munoassays.
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DR DESLYS:  You are perfectly correct concerning

the sensitivity. Cattle inoculated by intracerebral route
are about 1000 tines nore sensitive than R3 mice. W all
jhope that it will be confirmed that transgenic mce wll be
:1 at least as sensitive as cattle contam nated by R3 m ce.

But the point was not this one. The point was if
you take the new mce, transgenic mce, then ny
«denonstration will be not a difference from 100 between R3
mice and cattle contam nated by the oral route, pyt 100, 000
‘between transgenic mce and cattle contam nated by the oral
route, but it will not change the denonstration. Do you see
what | nean? Am | clear enough?

DR PRUSINER No, | don't understand.

DR DESLYS: (n, sorry.

DR. BROM:  You know, Philippe, this is an
.interesting point and | tend to side, unusually, with Stan
oon this issue but it is really not too relevant to the focus
«f the conmittee, that is, the diagnostics of BSE in cattle,
ithe details, and what tests are best and what tests aren't
cis alittle peripheral to what the commttee wants to
:address. So, | think I will snuff this discussion.

Laura, you may have had a question. This is Laura
‘Manuel idis. Laura, you are going to have to use the mke.

DR MANUELIDIS: | think one of ny concerns about
'the tests and al so about perhaps sone of what may be | ow
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estimates, Paul, as far as | am concerned about potentia

human cases is the fact that nost of these tests are done on
brain at end-stage of disease and we really have no idea of
any test, at a preclinical stage, how sensitive it is. so
really products fromanimals that are preclinical are going
back into the food chain and also'people's own times of
materials are going back possibly through instrunment

contam nation, etc. So, in fact, that mght lead to an

i ncreased incidence of some of the things that you have been
proposing. That is a concern that | think we have to address
unl ess there is some kind of preclinical test that really
can be done.

DR. BROMN: | think Jean-Philippe makes this point
in his article actually. Nobody yet knows whether any test
currently available is sensitive enough to make the
di agnosis of BSE at the preclinical stage, but this is work
In progress, isn't it, Jean-Philippe?

DR DESLYS: Yes. | amgoing to try to respond
Wi t hout saying things which are under enbargo. W know
different things fromliterature. First, | amsorry but it
will be once nore with the R3 nodel because it is the
reference one for the moment. What we know from BSE is that
we don't find anything outside the central nervous systemin

naturally contam nated cattle. You only find something in

Il Peyer's patches in the iliumwhen you contam nate cattle
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w th heavy anmounts of contam nated brain, 100 grans of

brains. It doesn't nean that it is not infectious; it means
that it is not within the limts of detection. | agree with
you.

Now , concerning the preclinical sanples, we know
al so froma pathogenesis study from Gerald Wiss that always
with this nodel of mce, conventional nodels, they' are able
to detect it from 32 nonths, and that is why there is a
limt of 30 nonths for the elimnation of cattle. So, that
is a point for new invasion but | have a small correction.
In this study, unfortunately, there were not enough aninals
at each point; only one at point 26. So, | amnot so sure
that 30 nonths is perfect. To give you an exanple, it seens
that in Germany they have just found with our test cattle
natural ly contam nated which was 28 nonths ol d, and
confirmed by Western Blot.

DR MARJUELIDIS: That is fine but that is a brain
after the animal has died so there is not an effective
preventive measure, and that is the problem You can't stop
it going into the food chain --

DR DESLYS:  Concerning the preventive neasures,
you ask for elimnation of specified offals. You know that
the intestine is elimnated, the spleen and many peri pheral
tissues. Second, | was putting my finger on this |evel of
sensitivity of mce versus nman because if you are not able
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to detect anything in mce outside the central nervous

systemin naturally contam nated cattle, then it inplies
that the infectivity is at a lowlevel. | agree with you
that there is infectivity but at a low | evel and so not
dangerous for man, as it is not dangerous for mce. But we
are dealing not only by the fact that there is no infectious
agent but that you are under the limt that is dangerous for
man. And, if you go further in this way of thinking you can
see that scrapie is very dangerous for man because scrapie,
when inoculated to primates by the intracerebral route, wll
kill the animal but in the natural way of life we don't
i nocul ate contam nated brain of sheep in man's brain and,
so, by the oral route there has been no problemfor
centuries, or | would say not a detectable problem

DR BROMN: Dr. Belay?

DR BELAY: Dr. Deslys, | have heard reports that
‘beef from BSE-infected animals have actually ended up in the
«(grocery stores in France. Wre you able to determne or
:assess how often this actually occurs or was this an
isolated incident?

DR BROMN:  This grocery store incident, animals
froma herd that got into the food chain --

DR DESLYS: Yes --

DR. BROMN:  -- about three nonths ago.

DR DESLYS: Yes, that is the beginning of the
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crisis in fact.

DR BELAY: The question is whether or not this
was an isolated incident or were you able to determ ne how
often this actually occurred?

DR DESLYS: To ny know edge, it was the first
tzime that it occurred and that is 'why it got such publicity.
‘But you are dealing with the fact that in France we are
«elimnating systematically the whole herd when we find one
«contam nated aninmal, even if we know perfectly well that we
will not find anything else in this herd because there are a
wery |imted nunber of cases per herd.

DR BROM: In that situation, Jean-Philippe, was
izhe ani mal that was diagnosed, did it die? Was the anim
¢3ick? Was it a clinical case of BSE?

DR DESLYS: Yes, in fact the details of the story
Lare that at the slaughter house they received an ani mal

whi ch was not well clinically so the veterinarian bl ocked
it. They diagnosed the disease and then they understood that
there was a probl em because this animal was comng froma
nerd which had been sent to the slaughter house one week or
two weeks before. It was an agriculturist responsible for
-he sal e who took off the diseased animal officially to
allow it to have feed him better, but he went to jail

DR BROMWN: So, the answer is without a good

veterinarian there wouldn't have been any detection; there
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woul dn't have been any publicity. |t would have been a non-
event. So, these things have happened and nmay happen again.
W have a | ong-waiting question or comment. All right, Jay.

DR EPSTEIN.  Jay Epstein, FDA. Dr. Deslys, | know
that you didn't want to conment about the human epi dem ol ogy
vcdgD in France but | would Iike to press you on the point
wth the follow ng observation. It strikes me as odd that
the first two cases in France were reported very early on in
recognition of the human epidemc, around '96, early '97.

DR. BROWN: The first case.

DR EPSTEIN.  The first case.

DR. BROWN: Not the first two; the first.

DR EPSTEIN. Do you actually know the dates of
t he cases? Because the question | want to ask is whether the
apparent lack of any increase is notable, and how that m ght
correlate with estimates of the tinme period during which
there were intensive infectious exposures in France. In
other words, have you | ooked at the question of how |long and
in what magnitude there were potentially infectious neat
products comng from U K, and at what |evel has been the
apparent persistence in France and does that correlate in
any way with the apparent |ack of a rising epidemc curve in
France?

Also, | would like to focus on the apparent third

case in France. It seens as if that individual has survived
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@ particularly long tinme. Is that true? And, does that, you

know, negate that that is a real case, and is there any
other supporting evidence, such as from MRl or tonsil biopsy
or anything else, to establish that that is a case? And, are
you reporting probable cases the way the U K is? In other
words, do we have three but do we have some additiona

nunber surviving now who are probable that shoul d be added
to the total ?

So, if you could just clarify a little bit better
what we think is going on with human surveillance and
whet her there is any correlation with intensivity of BSE
risk in France?

DR BROMN: Did you get all that? Even | can't
remenber all, that but fundanentally he wants to know is
there any correlation between BSE exposure and the frequency
wi th which CID occurs -- inpossible answer because you only
have three cases.

The second is about the diagnosis of disease in
the third case, who is living a long tine, and probable
cases.

DR DESLYS: | amgoing to try to respond to al

Jlof these points. First, the first case occurred in France --

| was personally anxious because it occurred in the region
of Lyons which is very well known for cooking of brain and
spinal cord. |f we had had a guess for a case it would have
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been there because of the culinary tradition. But, in fact,

with only a few cases you can't do any statistics and it is
only a ganble

Second, concerning the apparent absence of
correl ation between the occurrence of cases and the
explosion of BSE, in fact, even with the well-known reported
situation'with human grow h hornone in France we have seen
variations. So we have to know that with this disease there
are variations that we don't know how to expl ain.

Third, concerning the diagnosis, we are the
reference | aboratory to make a diagnosis by Western Blot in
France. So, we have studied all the sanples. To ny
know edge, there is no other suspect case but perhaps we
will be wong in one week. | don't know. For the noment,
there is no notion that another case is occurring.

Concerning the length of the disease, it is a
common pattern with what we have observed with growth
hormone but you have to note that people are abnormally
young and so nore resistant; second, they go back to their
Eamily and they are nursed very carefully. So, | think that
is the interpretation that pediatrics gave me but we think
chat it goes through a longer evolution but, in fact, we
don't know.

DR BROM:  Jay, to expound on that, a diagnosis

is a lock once the biopsy is positive and, two, all over
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Europe, not just France and the U K, cases are being

referred as possible vcId and 90-odd cases that exist now in
Europe are culled fromover 600 patients in Europe over the
past few years that have been referred as possible vcJgp. The
Eur opean surveillance systemis a beautiful thing.

DR EPSTEIN: (Not at mcrophone; inaudible) . . . in
France.

DR. BROM:  The notion is that exposure to BSE in
France is probably less than a twentieth of what it would be
in the UK The nunbers, in sinple-minded arithnmetic, aren't
bad when the U K had 60 cases, France had 3. That is about
a twentieth. And, the exposure in other parts of Europe is
at least in order of nmagnitude less than it was in France,
judging by inported materials, and so forth, and so it is no
surprise that even one case of vCJD hasn't turned up
el sewhere yet. It may but they haven't checked.

Jean-Philippe, thank you very nuch. | think we
wi Il conclude the questions now. Ray, you have one and then
we have to nove on. Al right?

DR ROCS: One quick one, Paul. On one of Bob
WIl's slides you had the transfusion history of the vcaD
patients. Was that figure high? In other words, were there a
surprisingly |arge number of individuals who had received
bl ood? It went by quickly.

DR. BROMN:  No, probably low -- well, perhaps
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nei ther low nor high. Perhaps one of the blood people here

can tell you, but 7 donors, 20 recipients. That is to say,
there were 7 donors who provided bl ood and sone of the
recipients got packed cells. |f supplies were not thrown
away that could be fresh-frozen plasma given to sonebody
else. So, the sane donor could donate blood that would go
into two |abile conponents, or the plasnma could be used for
plasma protein production.

DR LEITMAN: can | clarify? None of those
patients had ever received transfusions. They had been
lhnealthy enough to be blood donors in the past. So, 7 were
known donors, of which 10 recipients had been transfused. Is
that correct?

DR BROAN:  Twenty.

DR. LElI TMAN: | am sorry, 20 recipients

DR. BROMN:. Those donors subsequently died from
-vegp but it has nothing to do with whether they thensel ves
‘had received blood. The answer to your question is -- and |
admtted it fromthe slide because | thought it was
«confusing -- of the 91 patients in the U K that have died
fromvcagp, only one had ever received blood in his life --
inot surprising in view of the youth of the patients. Usually
-you woul d expect, you know, ten or so.

The next presentation is going to be made by Tony

Gulivi, from Canada, and he is going to give us the
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1 || Canadi an vi ewpoint. Tony?
o 2 Canadi an Assessnents and Policies Concerning Deferral of
3 Bl ood Donors who Resided or Traveled in Countries
4 with BSE and vCJD
5 DR G ULIVI: Thank you, Paul. Thank you for
6 Jinviting mne and | thank al so the FDa.
7 (Sl de]
8 What | want to do is to review what we have done
9 fJin the policies, and we started to look at this question
10 Qsince 1998, post Kreever, and then realized that we had to
11 Jchange conpletely our structures in Health Canada and with
12 Rhospitals and with bl ood systens because this is just one
~ 13 Kpart of problens that we are going to hit in the blood
o 14 }msysten1all the time and, therefore, we changed the way we
15 “morked. | want to explain that because the way that we work
16 ‘ now I's how we devel oped the policies.
17 [Slide]
18 So, what we did is develop in the bl ood-borne
19 HMipathogens -- Health Canada is divided really intw in this
20 ff.area. One is the regulatory field and the other one is a
21 [fhpublic health risk assessnent field, and we worked together
22 fito give information to our regulators so they could do
23 [hpolicies. So, my division has centered everything on risk
24 J.assessnent.
25 So, what we have done in the last two years, we
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had received funding, and so on, to develop these types of
outreach into the hospitals and into the public health field
to look at different populations and to get information so
that way, when we put in a policy, we know what is
happening. This is what is inportant here because now we
have a central site in Canada so when we put in a policy for
CIJD we know what is happening to the patients; we know what
i's happening with the bl ood supply, plus, we get information
fromour two blood suppliers, which are CBS and HemaQuebec.
That is inportant, the blood supply and what is happening at
the level of the hospitals.

[ Slide]

We al so have developed in the last three years,
and work together with the European centralized systemfor
CID surveillance. Wth that we connect with our food
regul ati on people and we have a risk assessment group there.
Then we have centralized |abs, and so on, to do autopsies
and genetics. And, we work very closely with the bl ood
system on that.

[slide]

What el se we have done is we have nade a division
to work as a risk assessnent for CID and for other blood
problems. This division will get information fromdifferent
areas within government and outside. So, this works as a

centralized risk assessnent center to help to give
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nformation to the regulators. It also works as an early
rarning Syst em

[slidel

We knew that we had to | ook at the question of cJp
1 other countries. W focused on France but, in the
santime, 1 we did risk assessnents for other countries that
ad BSE. When we did this we |ooked at different nodels and
ifferent ways of doing it, but it is a total risk
ssessnment so we | ooked at the internal risk, ourselves, how
uch we inported meats; how much byproduct nmeats we got from
ifferent countries. W |ooked at what is happening in
ifferent countries, in U K and France in that respect, and
e made connections wth these through the surveillance
roup, the CID surveillance group, and they got the
nformation for us.

Then we | ooked at external risks of us inporting
eats fromother countries that could have gone fromU K to
*rance, to France, to Belgium to Canada, and we got that
-ype of information. It is very unconfirmed information
cecause it IS very hard to trace. But because we have a
close relationship with United States, nost of our inports
rome fromthe United States. W are 90 percent self-
sufficient; 90 percent we get our meats from Canada, and the

rest, 9.9 percent cones fromthe United States and 0.1 cones

from el sewhere.
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[ Slide]

Then when we do a policy we always have to | ook at
he bl ood supply risk, and we work with the blood people,
he bl ood suppliers. The regulators will-tell themto do a
onor assessment, Wwhich they have done in the last three
ears and they are still continuing to do that. Both
emaQuebec and CBS are al ways looking at whomthey' are
ecruiting, where they come from and so on, and they are
eveloping a nice systemthere. We get that information
hrough our regulators. They ask for the information from
he suppliers and we get it through the regul ators.

[ Slide]

When we | ooked at how to do anal ysis and nodel i ng,
/e cane out with four or five different nodels and when we
ipplied it to France and then to the U K, the nodel on that
30b WIl's slide, the nodel that Paul showed you, is the
nodel that we preferred -- not preferred but we did a nodel
chat said let's |look at proxies. Let's look at the nunber of
cases of BSE and the nunber of cases of cases of vcdb and
use that as a proxy; ignore the incubation period and cone
out with numbers.

The nunbers we got for the U K, and that is where
we came with the six-nonths policy, they were between 200-
sonething to about 10,000. The number that we got for France

I's about 50-300 people who have cone down, total, with vcJdp.
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We are going to be publishing this data. A lot of journals
;have asked us to publish this so we are just thinking of

fwhich journal. But that is the nodel. And, we |ooked at two

i nportant nodels, one, case history-lI, the proxy system and
that is how we devel oped the options for the regulators

[Slide]

The background for the regulators -- apart from
5the fact that we do something and we give it to the
jregulators, they do their own background, their own
:infornation. So, for CIDis the theoretical risk. W had
done precautionary neasurenents in the U K in August, 1999.
;Donor deferral, withdrawal of conponents and derivatives
because of that policy.
| [Slide]

The donor deferral basis was the basis of
?residence inthe UK -- this is our first policy -- in the
{ period of tine between 1980 and 1996, and then cunul ative
resistance for six months or |onger and this was done by
nodel i ng that we gave to TTP of the nunber of people that
wll come down with the disease with tinme. Just a nodel

[Slide]

What we knew at that tinme was that in France there

iwere three cases, and we used that information and wth our

first nodel we predicted, at that tinme, that we should see

| about three to five cases in France. That was |ast year. Now
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ve shoul d have seen about five to SiX caseS. But there are

>nly three cases in France, as far as | know.

So, we are reevaluating the nodels again but that
does not change the policy. It is just the science part
shere Wwe are reevaluating the nodels and because of our |ack
>f knowl edge of the pathology and 'the |ack of know edge of
the disease itself.

[ Slide]

We are considering now occurrence of BSE
consunption of U K beef, occurrence of vcgp for countries
>f Europe, and what is inportant is this, these two factors:
Ahen We did the risk analysis for France the occurrence of
BSE in that country, and if you project with our nodels to
the nunber of wvcagp it came to al nbst 0.001 cases. And, with
the nodels that we sawin U K, we related that back to the
U K. and the U K had 1000 cases per nonth, and going down,
and that is how we did the nodel.

So, now we are relying on saying that the nunbers
of BSE, if they are small in that country and if the
surveillance systemis excellent -- we watch it very closely
but we don't change the policy yet. We wait until this
happens or there is a probability of this happening in that
country.

[Slide]

Option of risk is the withdrawal of products based
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bn ten years. So, when we did the nodel it was either based

>n ten years because of that "20 percent factor." The other
>ption was to reduce the U K further down to the
corresponding period of France and the "20 factor" that we
am out With, or reducing aggressively U K from six nonths
down and not even touching France.' So, those are the options

ve had at that tine.

[Slide]
What we did at that time -- there is a slide
nissing -- we had data fromthe blood services, and know ng

that this was a theoretical risk that we were dealing with
ve wanted to know what we were going to introduce as a true
risk -- blood supply, introduction of new viruses or other
viruses in the system Wth that data, we did an analysis
and cane out saying, fine, the cut-off point of a new risk
versus theoretical risk in our nodel was 2 percent |oss of
donors. When we got the information back from CBS and
HemaQuebec, that six-month deferral corresponded to two-
three percent of |loss of donors. So, that made sense for us;
maybe we shoul d just extend that policy.

[ Slide]

The other thing we had to do is consider another
maj or probl em because we get inmunogl obulins -- 50 percent
of i munogl obul ins come from el sewhere, nostly fromthe

United States. We are self-sufficient in other things |ike
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al bum n whi ch comes from Canadi an plasma which is

manufacture in the states. Mst of our Factor deficiency is
all reconbi nant even though there mght be an al bumn
portion to it but Factor VII, Factor IX is 100 percent
reconbinant in Canada. So, our problemwas with
I munogl obul ins. \What do we do with i munoglobulins if we
inport and have a policy that is not existent in another
country like the United States or France? \WWat are we goi ng
to do with our product?

The true risk of not giving that product to a
patient versus the risk of spreading that disease was
outwei ghed and that is why we said that Canada applies the
same deferral for fresh components, but will not mandate,
you know, the people in the United States that they follow
our deferral. W prefer it but we don't mandate that.

[Slide]

This is because of this 70 percent -- it is really
50 but at that time it was 70 percent. \Wat we have done
t hough is nmake a recommendation to the regulators and to the
bl ood services to ook and go for plasma sufficiency and now
they are comng up with plans for that.

[Slide]

So, I1n conclusion, for us it is still a
theoretical risk even though sonme ani mal studies have shown

the true risk is the blood supply availability. So, we have
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o weigh other relative risk with the true risk. It has to

e bal anced. And, how do we manage this hypothetical risk?

f we put a policy in, what are we going to do about it?

hat is why we have these central sites in the hospitals now

0 assess what type of nedical changes are going on if there

s a reduction of blood.

[ Slide]

This is just an overview of what is happening
ike | said, there is nowthis unit that not only works for
'JD risk but for other blood problens. They get information
iromall our central sites, comunities, public health
sites. W& have a surveillance systemfor the henophiliacs,
‘or the bone marrow transplants, and we have an active
surveillance system for new viruses. W have about a
-housand sanpl es of unknown viruses from transfusions that
ve analyzing now with history. So, that is all put in
sentrally. That is going to help us to see what is going to
1appen Wi th CIJD, and also will help us see what is happening
at the level of the hospital blood supply. One thing is
supply that CBS and HemaQuebec know t hey have, but what is
nappeni ng at the hospital |level and in the ordinary

oractices. Thank you.

[ Appl ause]
DR. BROMN: Does the conm ttee have any questions

for Tony?
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DR EMENSTEIN. | was wondering if you have
consi dered some of the data on fractionation of TSE activity
in Fractions IV and V? You are worried about albumn a
little bit and nore about inmunogl obulins where infectivity
seens to partition away from that.

DR G ULIVI: That is right, yes. W had data from
di fferent conpanies on this and when we | ooked at the data
on TSE, the amount that is there, going through all the
fractions, albunmin came to be nunber one, but because of the
problem that we see in Canada, that 90 or 100 percent of
al bumn cones from Canada, we didn't have to worry about it.

It is not from another country. Since we put a policy in, it

is our albumn. So, we were fortunate in that way. That is
why we had to focus on the issue of inmmunoglobulins,

DR EVENSTEIN. What | meant was that the
i mmunogl obulin fraction also appears to benefit fromthe
purification --

DR GULIVI: Yes, that is right. That is why we
said we did not inpose anything for manufacturing to conply
with our policies, you know, from outside.

DR. BROM: There was a question over here. Go
ahead.

DR- LURIE | would just like to ask you to
enlarge a little bit nmore on what the thinking was in Canada
when you extended the ban to anount certain anmount of
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residence in France. There is so nmuch talk about that. Tel
us what you thought about it; what the elenents were; why
you canme down the way you did.

DR G ULIVI: Yes. Renenber, in Canada it is post-
itreever. Ckay? So, that is one thing. The other thing is the
precautionary principle that has been used for the U K So,
we had that policy already, an official policy. So,' when TTP
‘Looked at it, you know, they said they had a policy for one
country; what are they going to do with another country?
That IS why they asked us to do the risk assessnent and get
tthe information. Qur risk assessment pointed the probability
of a person going to France and com ng back and carrying
t-hat di sease cane, | think, to 0.01 of a Canadian traveling
izo U K. comng back. Then we calculated the tine and saw
tthat if you spread that out in time it came to three years
lrefore you woul d have a person com ng back, carrying that
«di sease.

Now, because there was a policy already and
lbecause the policy stated that in countries with vcdp the
‘TTP acted. Gven the fact that the true probl em would be
bl ood supply and if the suppliers were able to supply bl ood
in Canada, given the fact that the theoretical risk is so
1low, we went ahead with the policy. That is the thinking
‘there and that is what happened. R ght now, even though when

‘'we put the UK policy in we predicted a 4 percent decrease,
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there was a 1.4 percent decrease. A |lot of people self-

deferred. But CBS and HemaQuebec did an aggressive canpaign
of bringing back donors. They did an excellent job. Then,
when we thought about France the same thing happened. There
was a little dip down and then the aggressive canpaign
brought it up.

DR. BROM: We have two final questions. Ray has a
questi on.

DR ROOS: If | read some docunents correctly, you
separate residents in France from residents in UK

DR G ULIVI: Yes, we don't combine them

DR ROOS: And, | wondered whet her you woul d
comrent as to your rationale for that.

DR G ULIVI: Yes, the rationale was sinple. It
was a |logistic nightmare in the sense of how could you do
four nmonths plus two nonths in different countries? How
woul d you get that information to the donors? There was a
problemw th the system blood supply system since the risk
is the blood supply. That is nunber one.

Nunber two, the risk in U K is nuch, nuch higher
than the risk in France. So, the policies don't add up. They
are different. There is six nonths in one country or six
mont hs in another country.

DR BROM:  Renenber, Ray, that Tony earlier in
his talk said that they were only reevaluating the science.
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It would have no effect on the policy.

DR GULIVI: That is right, yes.

DR BROMN: A question here?

DR, NELSON: | am not clear what the policy is.
Exclusion in Canada for donors is six nmonths either in
France or UK ?

DR G ULIVI:  Yes.

DR. BROMN: And a final question, Dr. Belay?

DR BELAY: If you isolate HemaQuebec, what was
the inpact on the blood supply in Quebec of adding residence
in France as part of the donor deferral policy? And, were
you able to conpensate?

DR G ULIVI: Yes, HemaQuebec conpensated very
fast. HemaQuebec did their analysis. Wen they did their
ri sk assessnments for six nonths, three nonths, one nonth and
so on, and |ooked at six nonths, they saw they would | ose
about 3.2 percent donors. The TTP, not us but the TTP asked
what is your plan in place to recover those donors? And,
they cane out with a plan by which they have recovered -- in
t hree weeks they recovered, right away.

DR BROAN:  Thank you. This is the first session
of the morning. W are running a little bit behind so we are
going to have a stretch break of ten mnutes and then we
wi Il reconvene. Ten m nutes.

[Brief recess]
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DR BROM: W have two topics before the public

hearing and the commttee subject. The first subject is a
very interesting one that has been brought up before the
conmittee before and will continue, | think, to be of mgjor
interest. That is the potential dietary exposures of U.S.
service personnel and dependents to the BSE agent. For this
topic we have two colonels, Col. severin fromthe Department
of Defense, Vet Service Activity. Following himwll be Col.
Fitzpatrick fromthe Arnmed Services Bl ood Program O fice.
Col. Severin?
Potential Dietary Exposures of U S. Service Personnel
and Dependents to BSE Agent

COL. SEVERIN: Thank you.

[Slide]

Following the initial blood donor deferral policy
for individuals who had spent six nonths or nore in the
U K, DOD asked the FDA if they had consi dered service
menbers and their famlies who had been in Europe during the
sane time period. We were aware that beef procurenent
contracts had included purchase of U K beef with delivery
to Continental Europe. The FDA requested further information
whi ch was provided by the Arny Surgeon General on 23
Cctober, 2000. This menmorandumis the basis for today's
briefing.

[Slide]
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Service nmenbers had four sources of beef while
stationed in Europe. Cbviously, the mlitary dining
facilities is one source; the conm ssary stores, which are
DOD' s version of a grocery store; the exchange outlets which
woul d include convenience stores, snack bars, concession
operations and cafeterias; and then, obviously, eating on
the [ocal econony. Since eating on the local econony is an
I ndi vi dual choice, we have no information on the source of
beef they bought for personal use or the frequency of the
consunption of this type of beef item

The contracting agencies were contacted for their
procurenent data, and this was conpiled by the Ofice of the
Army Surgeon General. Based upon the dollar value of these
contracts, those records were kept fromone to five years
and then destroyed. Since we had to | ook back twenty years,

t he agencies had to provide us estimtes instead of actual
hard data nunbers for the pounds of beef procured during
this tine frane. For carcass beef and box beef the
procurenment specification did require that beef shall be
free of portions of spinal cord. However, this does not nean
that if a spinal cord. is present the carcass would be
rejected. All it neans is that it would be considered as
part of the veterinary inspection procedure for that offered
| ot by the meat packer and, depending upon how frequently

this occurred, there may have been a price nodification on
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the contract but the carcass would not have been rejected.

[ Slide]

Qoviously, troop feeding, soldiers eating in the
mlitary dining facilities, were eating beef fromthe United
States. The sanme is true for operational rations which woul d
have included your MREs, your tray packs which are a
hernetically sealed, institutional-packed type neal, or the
hot neals that would have been prepared in the field.

[ Slide]

The Conmi ssary Agency does not do its own
contracting. The Defense Logistics Agency provided contract
support for all European procurement. During the 1980-1989
time frame beef procurenent averaged 2.5 mllion pounds a
month, and 35 percent of this amount came fromthe U K and
65 percent cane from ot her European countries, which would
primarily be Germany, Hungary, Yugoslavia, Denmark and
Italy. O the U K product, approxinately 300,000 |bs
monthly was delivered to conm ssary stores north of the Al ps
and 575,000 | bs went to the stores south of the Al ps. These
contracts were witten on a nonthly basis. Thus, the source
of supply to a specific store could change nonthly. The 112
comm ssary stores would distribute between 21 delivery
routes, and contracts were bid as routes, not as individual
stores. These contracts were for carcass beef which was
split into forequarters and hindquarters at the packing
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1 flhouse, and further processed into retail cuts at the neat

2 (lmnarkets of the conm ssary stores.

3 [ Slide]

4 In 1990 the Beef to Europe Programwas initiated

5 |l for comm ssary stores north of the Alps. This program

6 |flentailed shipnment of box beef of U S. origin to Europe. This
?7 was a congressionally mandated program not related to the

8 |fl:issue of BSE. On the occasion of supply failure emergency

9 lflpurchase was done within Europe and 99 percent of this

10 |flpproduct canme from Gernman neat packers. All conmm ssary stores
11 fwithin the U K participated in the Beef to Europe Program
12 |fwith the exception of the Edsel Conm ssary in Scotland.

13 }:«Shi pments to the Edsel Conm ssary and to areas south of the
14 {flialps continued to be U K carcass beef up until 1994. In

15 {fi1994 this was converted over to box beef and the annual

16 [f:anounts of beef shipped south of the Alps is shown on this

17 Jf:slide.
18 [Slide]
19 AAFES, the Arny and Air Force Exchange Service,

20 flwas not able to provide estimates of total pounds of beef

21 fprocured. They did use simlar carcass neat cuts and

22 }‘distribution patterns as were described for the Conm ssary
23 ‘Mﬁgency. Records of beef purchase fromthe U K for 1980-1995
24 d,are not available. There are no records of U K carcass beef

25 J:purchases after 1995. However, they did purchase priml and
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sub-primal cuts through March of 1996 from the U K European

beef was used by AAFES food service outlets and
approximately 20 percent of this did cone fromthe UK

Prior to the reduction of troop strength in Europe
there were 54 hanburger franchises which operated as
concessions. These operations used preformed patties which
came fromthe U K through 1989, and in 1990 this was
sswtched to either beef fromthe US. or beef that was
ground in an AAFES operation in Germany which used a
combination of U.S. and non-U. K. beef product.

This informati on answers the basic questions USDA
posed back to the Ofice of the Arny Surgeon General. |
would |like to point out, however, that the possibility
exi sts that U K beef could have been consunmed in areas

out side of Europe. For exanple, it may have been purchased

by naval ships resupplying in the Mediterranean Sea, or

coul d have been provided to service menbers in sout hwest
Asia at the tine frame followi ng Operations Desert Shield
and Desert Storm

Thank you. Col. Fitzpatrick will be doing
presentations on the bl ood and dependent popul ations.

DR BROM: Col. Severin, | have a question

COL. SEVERIN: Yes?

DR. BROM: \What kind of proportions would have

been beef products rather than beef itself? Because beef
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3ut any cooked neat product can be assuned to have been

>ossibly contam nated by mechanically renoved nmeat, which
vould have included nervous tissue.

COL. SEVERIN: From that standpoint, canned neat
-ype products that we woul d have been purchasi ng woul d have
seen the same products that would have been shipped to the
J.S. directly for inportation, but | have no actual nunbers
for that.

DR BROMN:  Yes, Dave?

DR BorLTON: | would like to ask do you have any
i dea of what other conponents, other than ground beef, would
have been in the preformed patties fromthe U K ?

COL. SEVERIN: | have no idea.

DR. BROMN:  Laura?

DR MANUELIDIS: | would just like to nake a
clarification or correction, as far as | understand it. Wen
| was in England in 1989, we were inforned that beef patties
were 10 percent grain by weight up to the period of 1989.
That was one of our discussion points. So, in fact, uncooked
beef patties did have significant anounts of contam nation

DR BROMN: Unfortunately, we don't have with us
Ray Bradley or other experts because that is flat out in
contradiction to what he has publicly said on nunerous
occasions. | don't know which of you is right. But | don't

think we are in a nassive governnent conspiracy node here,
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and | really don't know which is correct. It could be that
you are wong and it could be that Ray is wong. In any
case, at the least, in cooked beef products there would have
been a high |ikelihood of spinal cord and ganglia included
init. That is, shall we say, a mninumlevel of risk.

Now, Col. Fitzpatrick?

COL. FITZPATRICK:  Thank you, Dr. Brown. '|I amthe
Director of the Armed Services Blood Program Office and |
will be providing you data on the nunbers of active duty and
dependents or fam |y personnel stationed in Europe from 1980
to 1996. These nunbers were provided by the Mlitary
Manpower Center at the Pentagon and do not include .
reservists who may have been stationed on active duty for
training or extended active duty for training in Europe.
'They do not include government enployees, in other words
«civil service enployees of the United States Government
stationed in Europe, or contractors to the Departnent of
IDef ense stationed in Europe. | also need to point out that
the reservists activated in support of Desert Shield/ Desert
St orm who were depl oyed to Europe, many to the United
'Kingdom and to Germany, to Italy and to Turkey are not
included in these figures either

| will be providing a very gross, rough estinate
on the nunber of personnel dependents that may be affected

if the conmttee accepts the suggestion published yesterday
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by the Anmerican Red Cross and expands the donor deferral to
the present and includes all of Europe.

[Slide]

In 1980 to 1989 -- and the figures are broken down
this way to correspond to what Col. sSeverin has just told
you about beef procurenent in Europe, and we have al so
broken it down into nunbers north of the Al ps and south of
the Al ps so that you can see the differentiation given that
he has provided you figures on the amount of beef avail able
for consunption in those two areas.

During this time period, you can see that there
was a total of a little over three mllion individuals who
were stationed in Europe from 1980-’89; 1,400,000 were the
active duty service nmenbers and 1,776,000 were their famly
menbers.

[Slide]

If we go to the next tine frame where the area
south of the Alps was receiving U K beef and the area north
of the Alps was receiving the beef fromthe U S. program
you can see that the numbers change drastically. The Cold
War was over and we were reducing our nunbers in Europe.
There i s about 125,000 affected fromthe active duty

popul ation, with 719,000 famly nenbers, for a total of

1,245,000.

[Sli de]
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So by conbining those figures, we can see that
-here IS a total of 4.4 mllion people who may be affected
oy a deferral policy involving the consunption of beef from
:he U K in these areas during these tinme franes.

[ Slide]

| have broken that down and we asked the Mlitary
Manpower Center how many of these people are still*actually
>n active duty because that is ny major interest as the head
>f the Armed Services Blood Program W currently operate 21
FDA-1icensed blood donor centers to collect about 110,000
anits of blood annually, or about 1 percent of the blood
collected in the United States. W collect primarily from
the active duty population so really the 215,000 figure here
Is the one | have used. W don't recruit heavily fromthe
fam |y menber popul ation.

[ Slide]

Just so that the civilian collection agencies
woul d have sone nunbers to work with, the nunbers that are
no longer on active duty or are no |longer famly nmenbers of
active duty personnel that were stationed in Europe during
that time frame of 1980-1996 total about 3.9 mllion
I ndi vi dual s.

[ Slide]

So the inpact on our programwoul d be that out of

the current active duty population of 1,400,000, about
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215,000 woul d be ineligible because of an expanded deferral.
le have already deferred individuals who |ived six nonths or
longer in the U K when the FDA gui dance was established
:hat we shoul d make that deferral. Using a gross estinate
-hat Allan can refine, that is 15.3 percent of the entire
active duty popul ation. We know that the entire popul ation
>f1.4mllionis not eligible to donate for other reasons
and | have not adjusted those figures to make all owances for
chat. So, 15 percent of the active duty population w ||
cecome ineligible should this deferral be expanded. And, the
sercentages Work out about the same for the dependent
sopulation. That turns out to be about 16 percent.

[ Slide]

We currently recruit about 130,000 donors annually
in order to collect that 110,000 units of blood. Another
rough estimate, that neans we are recruiting about 9.2
percent of our total population. That is a little high. It
doesn't account for repeat donors and it doesn't account for
the civilians that donate to our program A rough correction
factor woul d probably reduce that to about 7 percent but we
are still recruiting at a higher percentage rate than the 3-
5 percent reported by civilian blood collection agencies.

|f we have a ban enacted that denies us that extra
15 percent we will, of course, have to increase this

recruitnment nunmber. That is probably doable w thin our
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rgani zation. If, on the other hand, as the Anerican Red
ross suggested, we defer everyone who has been in western
urope for over six nmonths, again by gross, rough estinmates
hat could make as nmuch as 47 percent of the active duty
opulation ineligible to donate.

A very optimstic estimte which assunes that al
hose individuals who are left would be able to donate says
hat we woul d have to increase our recruitnment to 17
rercent . Using a rough calculation that Dr. Epstein has
entioned in the past that about 30 percent of the
opulation is eligible to donate, and adjusting for that
-his 17 percent would have to increase to alnost 57 percent
>f the avail abl e popul ation. So, the inpact of a deferra
such as suggested by the Red Cross would be significant to
ur program And, during Desert Shield/ Desert Stormthe
nilitary collected about 80 percent of the blood that was
shipped to southwest Asia and we relied on civilian
collection agencies for the other 20 percent.

So, ny goal here was to make the comittee aware
>£ the inpact of their decisions on our program and ask that
they weigh the scientific and the hypothetical risk values
accordi ngly and nmake a bal ance decision and we will, of
course, conply with the recommendati ons and gui dance of the
FDA regarding collection of blood fromindividuals who had

been stationed in Europe. Thank you
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[ Appl ause]

DR. BROMN: Thank you, Col. Fitzpatrick. On the
ame topic, | think we will proceed directly to two brief
.omments, one by Dr. McCurdy and one by Dr. WIIlians, both
n the topic of the possible effects of recent changes in
he FDA bl ood-donor deferral policies on the U S. blood
supply. Dr. McCurdy?

Possible Effects of Recent Changes in FDA Bl ood- Donor
Deferral Policies on U S. Blood Supply

[Slide]

DR. MCCURDY: \When the decision was in the process
>f being nmade to defer blood donors who had spent six or
nore months in the U K, one of the requests that was made
Erom the Ofice of the Assistant Secretary for Health was
-hat we nmake an attenpt to nonitor the bl ood supply and see
vhat effect this deferral rate woul d have on the
availability of blood. The National Heart, Lung and Bl ood
Institute began to do this as pronptly as we coul d.

[Slide]

To refresh your nenory, what we did was start out
with a sanple of blood centers. A sanple of blood centers
was selected fromdata available to the National Bl ood
Resource Data Center of the AABB and was selected to be
fairly representative of blood centers in the United States.

W selected 27. There was a little bit of weighting to the
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[ Appl ause]

DR BROM:  Thank you, col. Fitzpatrick. On the

|
Hsane topic, | think we will proceed directly to two bri ef
| coments, one by Dr. MCurdy and one by Dr. WIlians, both

WOn the topic of the possible effects of recent changes in

the FDA bl ood-donor deferral policies on the US. p|ood
supply. Dr. MCurdy?
Possi ble Effects of Recent Changes in FDA Bl ood- Donor
Deferral Policies on U S Blood Supply

[Slide]

DR MCCURDY: \When the decision was in the process
of being made to defer blood donors who had spent six or
more nonths in the UK, one of the requests that was nmade
fromthe Ofice of the Assistant Secretary for Health was
that we nmake an attenpt to nonitor the blood supply and see
what effect this deferral rate would have on the
availability of blood. The National Heart, Lung and Bl ood
Institute began to do this as pronptly as we coul d.

[Slide]

To refresh your menmory, what we did was start out

W th a sanple of blood centers. A sanple of blood centers

was selected fromdata available to the National Bl ood

J:Resource Data Center of the AABB and was sel ected to be

fairly representative of blood centers in the United States.

I W selected 27. There was a little bit of weighting to the
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Larger cities because we wanted to be a bit nore sensitive
:o shortage than a truly random sanple. W had one |ate
iropout. There were six substitutes for dropouts, and the
final sanple was 26.

[ Slide]

You will recall froma previous presentation that
che various different centers took a while to get on line
and, indeed, we didn't have a conplete sanple, | believe,
intil sonmetime in the summer or fall of the year 2000.

[ Slide]

We, therefore, felt it necessary in neking a tinme
series conparison to correct the data for missing centers.
de started out by doing a sinple nunber correction, that is,
jividing the data supplied by N centers and nultiplying by
che total sanple. That is, if we got 20 centers we would
divide by 20 and nultiply by 26.

We al so had data from previ ous surveys of the
National Bl ood Data Resource Center that gave us the percent
contribution to the total supply of individual centers, and
after a while we began to do what | think is a bit nore
sophi sticated correction but it, nevertheless, is a
correction and one can ask questions as to whether that was
reasonabl e or not.

[ Slide]

W al so decided to | ook at the bl ood rel eased
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rather than col |l ected because we wanted to have information

on what was available for distribution. On this slide we
have the sanple, the corrected sanple actually. This is the
percent correction so it is a bit nore sophisticated than
our initial one. These are the dates. W got 19 centers in
January. W did get some data for the preceding three nonths
retrospectively collected, but there were too few centers
and | got the inpression after looking at this with that
information, that they probably weren't very reliable.

You can see the nunber of centers down here. W
had data for October and Novenber and those had a conplete
sanple. The rest of them required some correction. This is,
as you can see, an absolutely flat curve. The U K deferral
had to be brought into play by all because centers by April.
Some inplenmented it before that, but at |east all of them
had it inplemented by April and there was no di scernable
change in the amount of blood released for distribution

[Slide]

This shows the inventory during the same period of
time. We collected inventory information on the first and
third Wednesdays of each month, and there is sone
fluctuation here. Qobviously, this is a regression line, a
cal cul ated regression line. As you can see, the slope is not
significantly different from zero.

Again, here is the number of centers that
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varticipated. W had a conpl ete sanple beginning with the

Iirst Wednesday in Septenber, and have had a conpl ete sanple
since that tine.

| do want to point out that these data here do not
speak t0o the issue of whether there is or is not a shortage.
"his is only the supply side. W had planned fromthe very
>eginning, and are still planning in the near future, to
>egin collecting data on the utilization of blood and
-:ransfusion services. That, of course, will give us the
>ther side of the coin. Thank you.

[ Appl ause]

DR. BROM: Thank you, Paul. Now Dr. Allan
Nilliams, who comes to us from the Anmerican Red Cross.

DR WLLIAMS:  Good norning.

[ Slide]

| was asked to address three topics this norning
related to donor related to U K travel. The first is the
i npact of the travel deferral fromthe perspective of
docunented deferral s observed to date. Second, based on the
donor travel survey conducted in early 1999 to predict donor
loss in relation to potentially expanded deferral criteria.
Third, to address, to the extent possible, specia
popul ati ons of donors such a mlitary dependents, tissue and
cell donors and individuals who may have had exposure to

animals that could potentially host TSEs.

M LLER REPORTI NG COWPANY, [INC.'
735 C Street, S.E
Washi ngt on, D. C. 20003- 2802
(202) 546-6666




599

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

84

Two prelimnary notes, there are copies of ny talk
istributed to the coomittee. Anyone else who would like a
spy is welcome to see me. | understand it will also be on
he CBER web site. There is a handout which provides a
onversion for the many percentages that you wll hear in ny
alk to actual nunmbers of altruistic blood donors. | think
t is inportant to rem nd ourselves that when we tal k about
ven | ow percentages we are tal king about hundreds and
housands of good people who donate bl ood for the good of
thers, and. | think it is good to keep that in mnd.

Because of tine constraints, when there is
nformati on presented that has been presented at a prior
ieeting, | Wl go through that very rapidly.

[Slide]

Just a very brief overview of the survey which
1111 al so support sone of the data which will be presented
:oday.

[Slide]

The survey was conducted on a random sanpl e of
december, '98 or January '99 donors at 12 blood center
sites. These included the five Reds sites plus three
additional, extension REDS sites used for other surveys,
olus the Red Cross ARCNET program The total distribution
was 19,000 optically read surveys with a single nailing and

a cover letter fromwhich we got 9500 responses, for about a
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50 percent response rate.

Sone of the other data collected was details about
donor travel to the U K and Europe and sonme denographics,
including sex, age, first time repeat donor status, and
education.

[ Slide]

Specific to the U K, the question was, did you
live in the United Kingdomor the Republic of Ireland bet

1980-1989 0or, a separate question, 1990-1996. In fact, we

ended up pooling these data and using the entire 16-year
period. The intervals that we used to describe travel are
shown here, and | think nost of you are famliar with these.

[ Slide]

Summarizing the data related to U K travel
cravel by donors any time between 1980 to 1996, 22.8 percent
of the donors and there was a wi de range by blood centers,
from 10.2 percent to 31.7 percent, particularly higher on
the coastal areas, as you mght expect. Travel was higher in
relation to higher education, older age and repeat donor
st at us.

| think one conment in relating the survey
estimates to actual experience, we know we had hi gher survey
return rates fromrepeat donors. That was corrected in the
original estimte. W also recognize that there were nore

returns from ol der donors and from nore educated donors. W
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couldn't nmake that correction because not all of the centers

had t he denographics available for the sanpling frane. In
addition, these groups also donate nmore frequently so you
don't really know how to nake that correction, Per year
travel to the U K, 1.3 percent.

[Slide]

This, you will recall, is a conmparison of donor
| oss for different periods of U K travel to the anmount of
person days in the UK that would be elimnated, and the
figure ultimately chosen was a six-nonth deferra
elimnating 2.2 percent of donors, with elimnation of
approximately 86 percent of the person day theoretical risk

[Slide]

As far as what has happened since inplenentation
of the deferral, we have some observations but there are a
couple of points I want to nake before show ng those
nunbers.

[Slide]

Deferral occurs at several different levels, and
we use the concept of self-deferral of the donor being aware
t hrough education of sonething that makes the donor
ineligible for donation. This occurs before a blood drive
and | think, particularly in the case of this travel
deferral, there was a lot of immediate attention about the

deferral. Sonme blood centers sent letters to their entire
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onor base. | know Canada did and several Red Cross centers
id. Several blood centers at the time of recruitnent asked
he question about travel so as to prevent these folks from
oming in, and there were nunerous tel ephone inquiries to

he blood centers. Self-deferral can also occur at the blood
d:rive prior to registration, based on donor educationa
material and, in sone cases, the questionnaire itself is

sal f-adm nistered to the donor

Then there is interview based deferral. This is

where the questionnaire is actually reviewed and/ or

adm nistered by an individual. If that deferral then

results, that is recorded as a U K travel deferral

Finally, a tough quantity to get at are individuals who may
fail to defer appropriately. This could be not paying
attention to the information, m sunderstanding of the
i.nformation, not heeding the travel deferral. These woul d be
fi al se-negative responses and we know from post-donation
information, error and accident reports to the FDA these are
fEairly high for this particular deferral. W haven't

exam ned specifically the causes behind that yet.

[ SIide]

| say this as a preanble to the data that actually

:resulted fromthe on-site deferrals. The nunbers are really

very |low conpared to the estimate. For this deferral, within

the Anerican Red Cross systemdeferral is 3.1 percent. And,
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61 percent of those donors deferred are repeat donors. From

data shared by Marian Sullivan, National Blood Data Resource
Center, based on the same 26-center sanple described by Dr.
Mccurdy, deferral is 0.33 percent. This is probably the nost
representative estimate for the country because that is a
good representative sanple. O that group, 75 percent were
repeat donors. The difference between these two, |‘would
«guess, i s probably due to the fact that the Red Cross has
fewer coastal areas represented and they use, for the nost
jpart, a self-deferral interview process which may facilitate
«donors | eaving before they actually neet up with an
interviewer. Sone of the coastal sites that were high in the
survey -- New York Blood Center has experienced 0.6 percent;
Ibl ood centers of the Pacific and San Francisco, 1 percent.

An interesting conparison is with Canadi an Bl ood
:Services deferrals. They ran a survey before ours and
actually reached very simlar deferral data, around 2, 2.3
ppercent. Their on-site deferral is 0.22 percent countryw de,
lout they also track data related to pre-site deferrals that
lhad been admi ni stered through tel ephone interviews or
:recrui tment prescreens by their blood centers and that added
:@another 0.6 percent to the observed data. So, you can see
there is some validation to the fact that there is pre-
interview deferral happening.

[Slide]
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| would Iike to now cover sone of the data that we

have relating to travel to France and other countries in
Europe. The questions on the survey that dealt with this --
the first one is did you travel or live el sewhere in Europe
bet ween the period 1980-1996 with the sanme tinme intervals
concerned? This is inportant because this provides the

curmul ative tine interval spent in Europe, simlar to what we
had for the U K

A nore limted question, because of space on the
survey instrument itself, is individual travel to countries
within Europe, particularly the BSE countries. For that, we
asked, please indicate if you traveled to or have lived in
any of the countries listed below. Wile we can't tie this
specifically to intervals, it does provide preval ence of any
visits to a BSE country during that tine period.

[ Slide]

So, data for this particular question related to
the U K overall travel, travel to BSE countries other than
the UK, 29.2 percent overall and any BSE country at all
35.5 percent -- again, a large range anong bl ood centers up
to the highest range of 47.7 percent for travel to any BSE
country at a single blood center. There is overlap in this
figure which is why they are not additive.

[ Slide]

Now, using these data to predict what the inpact
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of a France deferral would be, one needs to make an

assunption that there is simlar duration of travel within
countries, given the overall preval ence of travel to a
country. So, the observation nade for France is that 15.6
percent of the donors had been in France ever within that
time period. This is conpared to i2.8 percent in the UK
Therefore, relating that to 2.2 percent U K deferral for
six nonths, one would estimate a 1.5 percentage for six-
mont h deferral to France or 0.7 as a factor to convert
‘bet ween those two.

In fact, Canadian Bl ood Services collected those
«data, once again, and actually experienced a 1.7 increase in
deferrals for the addition of the independent six-nmonth
cumul ative France deferral

[ Slide]

Shown here are the actual data from Canadi an Bl ood
:Services. Figures are per 10,000 so 35 per 10,000 woul d be
0. 35 percent that they experienced at the start of the UK
«deferral. You see this downward trend, a little lower in the
sunmer tinme when the denographi cs change, and then back up
to 1.8 percent in Cctober. Between Cctober and Novenber they
inmplemented the France deferral and the rate went up to 3.2,
al nost exactly a 1.7-fold increase in deferrals. | think
that validates to a certain extent that estinate.

[ Slide]
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1 Shown here, wi thout going through them
2 {specifically, is the prevalence of any travel to countries
3 Jthat had experienced BSE at the tine we ran the survey, and
4 Jthese conversion factors could be used to conpare themto
5 fthe UK travel estinmates that are nore specific.
6 | (Sl de]
7 Shown here also for reference are bar graphs
8 Erepresenting travel to the U K, to Europe exclusive of the
9 fWU K and any BSE country between 1980 and 1996. Two-thirds
10 pof this graph was shown to you at a previous neeting. \Wat
11 jwas added in was the graph for travel to Europe not
12 gincluding the U K, and these nunbers are included for your
13 ‘reference. Eurotravel not including the U K runs froma
14 @high, it looks like, 29.2 down to a low of 0.7.
15 [ Slide]
16 This is a simlar graph. This was actually
17 QYipresented at a prior nmeeting and it included a U K. /France
18 gfigure. | would actually prefer that you use the conversion
19 gthat | introduced a couple of slides ago because this
20 jeactually, | believe, uses the figure for travel only to
21 g France plus Britain and | think the other one is probably
22 Jmore accurate.
23 | [ Slide]
24 What | did was follow up some of the analysis that
25 fwe had pursued in the first discussion of this talking about
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risk in ternms of person days. So, anong travel survey

respondents -- and this gets a little theoretical so shout
out if you don't understand it -- total U K BSE exposure,
the travel to the U K experienced by survey respondents,
252,000 person days. Travel to non-U. K Europe, a total of
516, 000 person days.

Now, we used sem -arbitrarily a factor of one-
tenth the risk in other parts of Europe -- and | shoul d say
that France is included here -- related to U K exposure. So
1 cut the non-U K BSE exposure to 51,602 person days, for
total BSE exposure of 304, 000.

[Slide]

Now, |ooking at the U K deferral of six nonths
already in place, the U K person days of theoretical risk
renoved 217,000 over the 252,000, the 86 percent figure that
you have seen before. Total person days of theoretical risk
renmoved -- this is UK plus the rest of Europe, 217,411
over 304,000 or 71 percent. The residual total risk not
renmoved, given these assunptions, is about 87,000 agai nst
t he donor | oss of 2.2 percent. Just to create an index here
for comparison, | am using percent person days renoved over
percent donor loss, and the figure for this calculation is
32.5.

[ Slide]

Doing the same thing, but here considering that we
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ave a Six-nmonth deferral already in place, what would

wappen if the U K deferral is reduced to three nonths? The
resi dual person days renmoved would be 21.2 percent. The
:otal person days renmoved woul d be 77.5 percent; additional
lonor | 0ss, 1.2 percent, and the index here 17.6 percent, so
v little lower efficiency for increasing that deferral

[Sslide]

The sanme thing for one nmonth. | won't go through
111 the nunbers but you can see the index is 7.8, again
rontinuing t0 go down.

[ Slide]

Now, to look at it a little differently, | am
1sing here travel to Europe. Those of you who are holding
>rintouts Of the talk, please either change the nunbers or
sross OUt the next three slides because | nade an error in
the nunbers that are there. The nunbers shown on the screen
here were corrected.

so, for consideration of deferral for a period in
Europe of over five years, and this includes France, on top
of the U K deferral of six nonths the residual person days
renoved is 2414. The error that | think | nmade was renoving
specific risk person days instead of overall person days. |
think right nowthis is correct. You actually have |ess
efficiency than | had originally calculated. So, 2400 person
days removed, 2.7 percent residual renmoved, and overall an
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index of 3.9 for Europe greater than five years.

[Slide]

Following the same train, a lower figure, three to
five years -- think in terms of the md-point -- 2.4.

[Slide]

Finally, Europe one to two years, 1.7. So, in
summary, the nunbers for these indices -- what was‘gai ned by
the original six nonths deferral had an index of 32.5; three
months U K., 17.6; and one nonth, 7.8. The nunbers for
Europe are considerably lower, so just as a factor of
efficiency.

[Slide]

Speci al donor popul ations.

[Slide]

| was asked to consider the 4.4 nmill ion dependent
military donors who had been on bases and possi bly exposed

to U K beef, and asked to convert these two |ikely current

f donors in the nation's blood supply. Based on U S. census

data, the typical famly is 3.1 individuals. Trying to get a
reduction in this figure for underage individuals who would
not be potential donors, we were able to reduce this to 3.7
mllion. Based on national health interview survey data, the
percentage of all adults in the country who donate, i.e.
6.4 percent per year. So, estimated current donors, 236,800
or about 3 percent of U. S. donors per year. That assunes
R A
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qual donation rates by mlitary versus general population
nd there are no data but | suspect they may actually be
igher in that popul ation.

[ Slide]

This is data presented before that I won't go
wrough in detail. In the general donor 1198 REDS survey we
had a question about ingestion of mammalian brain in foods.
This was stinmulated by a couple of Lancet |etters talking
bout squirrel brain ingestion and CID. So, we asked the
uestion. In summary, about 8.7 percent had eaten know ngly
snmalian brain at some point, and it boils down to 3.7
ercent beef, 2 percent pig, 0.8 percent |amb, 0.3 percent
quirrel and the rest of the numbers are |ower.

[ Slide]

Hunting of deer and elk was al so presented
reviously, 13.3 percent of our donors are hunters; 6.8
ercent overall have field-dressed an animal; 62.6 percent
ave known that they ate deer or elk, 40 percent of that
:i1led in the wild; 5 percent don't know, and 0.2 percent
mmow that they ate brain or spinal cord from the animal.

[ Slide]

Tissue and cell donors -- it is very tough to
:stimate deferrals for these populations. There is certainly
10 travel information readily available. Surveys would be

different to conduct. | think probably the only way that we
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can attack this is to look at the populations, trying to get
some basi c denobgraphic characterizations of them and
otherwise assune that a screened tissue donor may resenble a
screened bl ood donor if you correct for the denographics. So
what | amgoing to put in for the record is just the
cdenogr aphi cs of the donors that we had traveling in the
survey.

[Slide]

Distribution by sex was fairly even. W found that
the femal es tended to travel a little nore as they got
older, and we have done regression on these which were
represented at the first meeting. So, you can actually see
the corrected val ues for these denographics. These are the
univariate anal yses.

First time versus repeat donors, 13.8 percent of
Eirst time donors traveled to the UK -- these are all UK
data; 23 percent of the repeat donors, for an overall of
22.8 percent. A major difference there

[Slide]

Age -- Yyou also see a substantial difference, from
16.4 percent in the youngest age group up to a high of 30.8
percent in the greater than 65 group.

[Slide]

Education -- even a nore remarked change, with the

under high school |evel generally under 1 percent; high
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school graduates 5 percent; college and col |l ege graduates up
in the 30-35 percent range. So, clearly, this is correctable
if you know educational data for the population of interest.

[ Slide]

| was al so asked to briefly address what sort of
data systens woul d be appropriate'to readily make data such
as this available for future policy considerations; As nost
of you know, we have a program called the Retrovirus
Epi dem ol ogy Donor Study that is sponsored by the National
Heart, Lung and Blood Institute. W have a somewhat simlar
program ARCNET, Wthin the Red Cross, and we have the
Nati onal Blood Data Resource Center, also funded partially
by the Heart, Lung and Blood Institute. All of these have
establ i shed systens to collect research and/or bl ood
adequacy data and all of themdo the job very well. But for
an integrated rapid response network we need a little |arger
representation than is provided by REDS. W need capabl e
data systems at each of the participating centers so that we
can do things |ike define highly representative sanpling
frames. We need a rapid survey capability, which neans ad
hoc staffing availability, IRBs avail able and, nost
inportantly, the ability to not |lose ten nonths to a year by
having OVB review of federally funded surveys that are
deemed to be of great inportance. Such a network could al so
participate in the blood adequacy neasurenents in the

W 5 C Street, S E. -
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So, | just wanted to put that on the table. W
were able to conduct a travel survey. It was only by
tremendous cooperation by our colleagues and a fortuitous
circunstance of being able to use some systens that were
already in place that we were able to collect those data.

[Slide]

Limtations of survey data -- survey risk
estimtes are reproducible. That has been our experience.
But they are based upon self-report and the accuracy has not
loeen validated by other independent measures.

[Slide]

| would really like to acknow edge everyone who
lhas hel ped with all of the presentations to this commttee.

1 won't list all the prior ones but, particular to this
ital k, Dr. Joanne Chiavetta from CBS, Marian Sullivan
representing the National Blood Data Resource Center, Debbie
IKessl er from New York Blood Center, BaOguang Want and Steve
:Schwei nfurth from westat and Ed Notari from our ARCNET
jprogram who i s our data nmanager and cruncher, and M ke Busch

from Bl ood Centers of the Pacific.

| amsorry if | have exceeded ny tine but thank

 you very nuch

DR BROM:  Thank you very much, Dr. WIIiams.
[ Appl ause]
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Rat her than take questions for Dr. WIllians, | am

sure that the commttee fromtinme to time, inits

del i berations before lunch and its multiple voting, wll
undoubt edly ask for some of those slides to be put back up
or at least for your interpretations.

| am now going to turn over the nmeeting to Bil
Freas who will handle five presentations requested fromthe
general public. | renmind each of themthat there is a strict
five-minute time limt on each presentation. Bill?

Qpen Public Hearing

DR FREAS:  Thank you, Dr. Brown. The purpose of
this is to give nenbers of the audience a chance to comment
on comittee matters that are relevant to today's
di scussions. Based on our FR notice, | have received two
witten requests. They are from Jerry Singettary and B
Sachan. They have been put in the commttee's blue folders
and will be made available to the public on our web site.

In addition to that notice, | have received four
requests to speak today during the open public hearing. The
first request is by Dr. Robert Jones, President of the New
York Blood Center. will you cone forward and naeke your
present ation?

DR. JONES: Thank you for the opportunity to
address the committee.

| am Dr. Bob Jones, President of the New York
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Bl ood Center. | amhere to express some serious concern

about possi bl e recomendati ons regarding the risk of
transm ssi on of spongiform encephal opat hies via bl ood
transfusion. W strongly support FDA s vigorous and
continuing efforts to reduce all risks associated with
transfusions. As such, it is my obligation to informyou of
t he serious nedical inpact of any further reduction in
availability of red blood cells for transfusion in the New
York Metropolitan area.

We are a mmjor supplier of blood products for the
entire New York-New Jersey netropolitan are, serving 200
hospitals and maj or academ c nedical centers. We distribute
nearly one mllion conponents a year, which is renmarkably
‘high due to the transfusion needs of our tertiary care
centers that provide care to patients fromall over the
worl d. Qur nobst precious and scarce conmponent is packed red
‘bl ood cells, derived fromvol unteer whole bl ood donations.
©Of 600,000 RBC units distributed annually in our area,
420,000 units come from donations nade at NYBC, 30,000 units
are purchased from U.S. blood prograns as surplus; and over
150, 000 units, or 25 percent, are inported under our
‘Eur obl ood program

Last April, we experienced inmediate drops in our
col l ections when we introduced the U K deferral. W
currently, as previously nentioned, defer up to one percent
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