[4%

AIREARENES 2-1

EEmR

B2 O DS

T%éoEA?%U%A;DBmv@%&ﬂuémmﬁu77Uﬁ%7xUhkmuxamﬁmﬁﬁ%§&91mam%mmb
Ef,+ﬁmﬁ&%ﬁ&§#rmamoMVKM%LK7XUﬁA@4ﬁ®1ﬁﬁ%bfm5tm5:&mﬁﬁmfmmu:aw
5.aawHW@%%%njmfwﬁﬂﬁéﬁwé:tﬁ@%%%«@kémﬁﬁvﬁée%km,E%ﬁ%%méam&bf
%ﬁkﬁ?éi%&ﬁ@~ﬁtb€MVﬁﬁéiwtézaﬁ,m&%tﬂ?5ﬁ§m£m$%ﬁ&bf$wenaoit,ﬁ
%ﬁﬁﬁmaﬁﬁmﬂﬂﬁwﬁzﬁﬁwﬂﬁﬁ%ﬁa:tbﬁmr%aﬁeﬂ%ﬁfm,%%#m%ﬁT@&%ﬁﬁiayuy
9@&&Kﬁ?éﬁﬁ7mﬁﬁbtmief,@%%Kﬁ?%&—x7*9x>bjmdﬁAtﬁﬁbT¥%¢§%KE®%m
%ﬁ%ﬁ#?é&&%ﬁﬁT&ﬁTﬁéia3?F—A@ﬁ%#aﬂﬁ%nﬁmKiﬁ&ﬁut$%ﬁBﬁDéN%?§6,ﬁ
&m,mv%%m%uzamﬁugmrHW%%%éi&?%tb@%t&%@%@ﬁ&ﬁ%ﬁfﬁao

AR 3-2
EESBNE FERE RHERES
3
o ®]eEH FE—RAFER FEERSORS | BEEmENER
WAES - HEEHY £ B 0 20044 9 A 6 B B |
Whatever Happened to the U.S. NEES
—i B AIDS Epidenic?
Jaffe, H Science, KE
MRBEONERR | 2004:305:1243-1244
TR (%)
*ETM,ﬁ%ﬁ@ﬁmﬁvFD94WZ&&ﬂ%$RK§AéhTR%,MM@E&K%?%A&@%@ﬂﬁ?LTM%°Z ERLOTERERKR -
@EEM,ﬁ%%ﬁﬂﬁ&%@77Uh%7xUﬁA@&EB?,txm:yﬁ%wﬁﬁg,3$Uﬁ%ﬁgmswfﬁtﬁ§ TDMHBERIES

BELROER SO

TIZVARTAVAANZADS BY AV BHAELTEZ SN, f# BRRATHE, BLons/ERAORTXE, REFEDLURE
MEDAL ) =2 /Y TRABHNEREERTILER27%
LTWd. BE, BtonoENATIE, 60 AL EOmBEE 2. BIEMEMEFRONEIED B,
B, 7Vl T 5 NAT REDE RS L O 88 S ERA 0 &
EIRZBNTYANADBRREATHONTE D, M5 ERA
ERALBERLEOHIVEBR) A7 IBDTHENEEZ SN,

TERENLTHAEREEN R LORBLZ R UILEREN £

The impact of male-to-male
sexual experience on risk
profiles of blood donor
Sanchez AM et al. TRANSFUSION
2005:;45:404-413




PUBLIC HEALTH

Whatever Happened
to the U.S. AIDS Epidemic?

Harold jaffe

of Americans believe AIDS is the

“most urgent health problem facing

the world today,” ranking second behind

cancer (41%) (7), concern about HIV/AIDS

in the United States has been falling. In na-

tional surveys, the proportion of Americans

who consider HIV/

. Enhanced online at AIDS to be the

jmgdencemag_ofg/cgj/ “most urgent health

. content/full/305/5688/1243 problem facing this

nation today” has

decreased from 38% in 1997 to 17% in

2002” (2). The Centers for Disease Control
and Prevention’s (CDC) budg-

a Ithough more than one—tl:lird (36%)

African Americans between the ages of 25
and 44 years. The number of Americans
living with AIDS also continues to rise
and is now approaching 400,000 (see the
figure). Because of variability in state re-
porting laws and the difficulty in distin-
guishing between recent and long-stand-
ing infection, precise national HIV inci-
dence data are not available. However, the
CDC estimates that about 40,000 Amer-
icans become infected each year (4). This
figure is not believed to have changed
over the last decade. The mean annual ex-
penditure for care of an HlV-infected pa-

POLICY FORUM

this problem reflects the reluctance of
health care providers to offer routine test-
ing to persons at risk for HIV infection or
living in high-prevalence areas. Early in
the epidemic, there was strong opposition
to HIV testing because of perceptions that
the test was inaccurate and the confiden-
tiality of results could not be maintained
(8). Many providers also considered the re-
quirements for extensive pretest counsel-
ing burdensome. Moreover, because treat-
ment was not available, there was little in-
centive to learn one’s infection status.
Although the proportion of men who
have sex with men (MSM) among reported
AIDS cases has decreased, this population
still accounts for the largest number of per-
sons with AIDS. Further, in the 30 states
with long-standing reporting of HIV infec-
tion, diagnoses among MSM increased
17% from 1999 to 2002, while remaining
stable in other risk groups. Outbreaks of
infectious syphilis in MSM,
about half of whom are HIV-

et for domestic HIV/AIDS & ¢, _ 200
programs increased by only & ® Incidence 14— 1993 detfinition infected, indicate ongoing
5% from 2001 to 2004, less § 807 @ Deaths ,implementation 350 __  high-risk behavior. The contin-
than the rate of inflation (3). 28 79-|® Prevalence L 300 1::’ uing HIV epidemic in MSM
Some of the decreasing in- f,h 60 2 remains a prevention chal-
terest in the domestic epidem- £ 250 3 lenge, with no easy answers.
ic is understandable. With the & 501 £ Many factors may be con-

. . P ; o - 200 o -
increasing availability of high- G 404 8 tributing to these behaviors (9).
ly active antiretroviral therapy 2 150 § One likely explanation is that
(HAART), annual AIDS cases ¢ 30 T HIV/AIDS is no longer viewed
and deaths have fallen dramat- 9 204 - 100 E as a fatal disease. Older MSM
ically (see the figure). AIDSis & ;] L so  may also be suffering from
now viewed by many as a 5 : “prevention fatigue,” meaning
z 07 e T o T T T 0 that they are simply tired of

chronic disease for which sur-
vival can be measured in years
rather than months. As the
profile of persons with AIDS
has gradually shifted from
white middle-class gay men to
poor African-American and
Hispanic residents of the inner city and ru-
ral South, and as AIDS “celebrity deaths”
become fewer, the general public appears to
find the epidemic less alanming. Yet there
are still reasons for concern.

The Problem

Since the epidemic was recognized in
1981, it has killed more than half a mil-
lion Americans, a total exceeding all
American combat-related deaths in all
wars fought in the 20th century. Despite
great advances in treatment, HIV/AIDS is
the second leading cause of death in
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United States. Numbers are adjusted for reporting delays. All surveillance
data are from (23).

tient in the HAART era is estimated to be
about $18,000 (5).

A major challenge to prevention is to
increase the number of persons who know
their HIV infection status. Without this
knowledge, infected persons cannot know
they may be transmitting the virus to others
and will not receive HIV treatment and
care. Yet of the estimated 850,000 to
950,000 infected Americans, about a quar-
ter are unaware of their infection (6). Even
when persons do seek testing, it is often
late in the course of their infection. For ex-
ample, during 2000 and 2001, 37% of per-
sons diagnosed with HIV either had AIDS
at the time of their first positive test or de-
veloped an AIDS-detining condition with-
in a year of that test (7). To some extent,

1998 2000 2002

hearing the same prevention
messages. For younger MSM,
the lack of apparent illness in
peers along with the belief that
HIV/AIDS was only a problem
for a past generation may con-
tribute to risk-taking behavior. Other fac-
tors contributing to unsafe sex may include
the use of recreational drugs, particularly
crystal methamphetamine (/0) and easy
access to anonymous partners through the
Internet (/7).

Among African Americans, the epidem-
ic poses particular prevention challenges.
Overall, AIDS case rates are 10 times high-
er in African Americans than in white
Americans. Reasons cited for these high
rates include poverty, substance abuse, in-
creased rates of other sexually transmitted
diseases that facilitate HIV transmission,
and lack of access to and utilization of
health care. Particularly hard hit have been
African-American women and youth, who
account for about two-thirds of AIDS cas-
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es in women and teenagers, respectively.
Many of the young women are being in-
fected by older male sex partuers. Bisexual
men may also be playing a role in trans-
mission to women. In one study of HIV-
infected MSM, 34% of Atrican Americans
acknowledged having sex with both men
and women as compared with 13% of non-
Hispanic whites (12) .

Some Solutions

To address some of the prevention chal-
lenges, CDC announced a new public
health initiative in 2003: Advancing HIV
Prevention: New Strategies for a Changing
Epidentic (4). Much of the initiative is fo-
cused on increasing knowledge of infection
status by making HIV testing a routine part
of medical care and providing new models
of testing outside of medical settings. The
initiative also emphasizes prevention pro-
grams for infected persons, including
strategies to decrease mother-to-child HIV
transmission. In the prenatal setting, for ex-
ample, voluntary “opt-out” testing (notifi-
cation that an HIV test will be included in a
standard battery of prenatal tests unless re-
fused) is now a recommended approach to
prevent perinatal transmission (/3). Pretest
counseling need not be extensive (/4).

A key technical advance for increasing
knowledge of infection status has been
Food and Drug Administration (FDA) ap-
proval of a rapid HIV antibody test that can
be performed outside the laboratory and
provide results in about 20 minutes (/5).
The use of this test is now being evaluated
for persons receiving care in medical set-
tings, such as emergency departments, as
well as in nonclinical settings, such as mo-
bile outreach vans. Persons with negative
results can be told they are not infected:
Those with positive results are told that they
are likely infected and are asked to return in
a week or two for a confirmed result.

Progress in HIV prevention will also re-
quire identifying new prevention venues,
such as correctional facilities. At any given
time, about 2 million Americans are incar-
cerated in prisons or jails. At the end of
2001, 2.0% of state prison immates and
1.2% of federal prison inmates were known
to be HIV infected (/6). Many other jail and
prison inmates are at risk for infection upon
release based on their histories of drug use
or high-risk sex. In jails, where stays are
typically only a few days, rapid HIV testing
is feasible and can be linked to prevention
and care services for those found infected.
In prisons, where stays are longer, more
comprehensive HIV prevention programs
can be instituted. Making H!V prevention a
priority in correctional settings will require
both funding and a commitment from pub-
lic health and correctional officials.

Advancing beyond the status quo may al-
so require actions that have not been politi-
cally acceptable. For example, sharing of
needles and syringes is the main route of
HIV transmission among injection drug
users, who still account for almost a quarter
of newly reported persons- with AIDS.
However, access to sterile injection equip-
ment is often liimited by state laws that re-
strict sales of syringes, criminalize their pos-
session, and limit the operations of needie
and syringe exchange programs. Although
exchange programs have been shown to re-
duce needle sharing (/7) and are supported
locally by city governments and communi-
ty-based organizations, as well as interna-
tionally by the governments of many other
industrialized countries, the use of U.S. gov-
ernment funds for these programs is prohib-
ited. HIV prevention programs for injection
drugs users should also include access to
high-quality addiction treatment, along with
prevention case management services for in-
fected persons; such services are not always
available or adequately funded.

The role of abstinence programs has al-
so been politicized in the development of
HIV prevention strategies. Abstinence, in-
cluding interventions to delay the onset of
sexual activity, clearly makes sense as a
prevention strategy for youth, and has been
shown to be effective in heavily affected
countries, such as Uganda (/8). However,
the majority of American teenagers, over
60% in 2003, report that they have been
sexually active by the time they are high
school semiors (/9). Additionaily, the “ab-
stinence until marriage” message has no
meaning for gay and lesbian persons, for
whom marriage is illegal in most of the
United States. In contrast, prevention
strategies emphasizing correct and consis-

_tent use of male condoms, a highly effec-

tive means to prevent HIV transmission
(20), have been criticized (27).

New voices and community leadership
to support HIV prevention are urgently
needed. The dramatic upswing of HIV in-
fections that occurred among MSM during
the early 1980s was followed by an equally
dramatic drop in incidence during the mid-
to-late 1980s (22). This reduction occurred
well before substantial federal or local fund-
ing for HIV prevention became available
and almost certainly reflects prevention.ef-
forts within gay communities themselves.
However, many of the leaders of those ef-'
forts have either died or are no longer active
in HIV prevention. Although current ac-
tivism largely has focused on access to ther-
apy, more advocacy for prevention is criti-
cal. The message must be that prevention of
HIV infection is of paramount importance,
even though the infection is now treatable.
Infected persons, individuals who know the
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burden of lifelong treatiment with potential-
ly toxic drugs. could be particularly credible
spokespersons.

Similarly, more HIV prevention leader-
ship is needed in the African-American com-

. munity. Because of a variety of issues, partic-

uiarly those related to racism, stigmatization,
and homophobia, there has been some reluc-
tance within this community to acknowledge
the seriousness of the HIV/AIDS problem.
For some, the epidemic may be just one more
burden to bear. The black church and other
faith-based entities, powerful social forces in
the African-American community, canplay
critical roles in HIV prevention. Without po-
litical, community, and faith-based leader-
ship, the problem will only become worse.

Americans should be proud that their
country is now fully engaged in the global
fight against HIV/AIDS. At the same time,
however, we must ask ourselves why we,
collectively, don’t care more about the do-
mestic epidemic. Thousands of young
Americans are dying each year of a pre-
ventable infection.
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_Issue Summary

Transmnssnble Sponglform Encephalopathles Advnsory Commlttee: N

16 Meetmg O g
, Oct 14,2004 . e
Silver Spring, Maryland

" Topic#6. Consideration of Current FDA-Recommended Safeguards to’
S 'Reduce the Possible Risk of Transmission of Creutzfeldt-Jakob
Disease (CJD) and Variant Creutzfeldt-Jakob Dlsease (vCJD)
' by Blood and Blood Products P

Issue ’

FDA seeks advnce from the FDA Transmlsslble Sponglform S :
Encephalopathies (TSE) Advisory Committee (TSEAC) on whether recent
data regarding vCJD warrant consideration of the need for addltnonal
safeguards for blood and blood products.

Background

Most attempts to detect infectivity in blood or seram of animals with TSEs failed
until 1978, when Elias Manuelidis and colleagues demonstrated the transmissible
agent in crude buffy coat preparatlons of 13 guinea pigs injected with brain =~
material of other guinea pigs with experimental Creutzfeldt-Jakob disease [1],
detected throughout most of the incubation period. Assay guinea pigs had long
incubation periods (some over a year), suggesting that amounts of infectivity in
donor guinea pig blood were probably very small. In 1983, NIH investigators
demonstrated that the blood buffy coats of mice infected with a TSE agent
derived from a patient with the Gerstmann-Straussler-Scheinker disease (GSS)—
-similar to familial CJD—also contained infectivity, detectable from the middle of
the incubation period through terminal illness [2]. The finding of small amounts
of TSE infectivity in blood was later confirmed in a variety of other animals with ...
TSEs [3-5], including sheep with naturally-acquired scrapie [6] and experimental
bovine spongiform encephalopathy (BSE) [7] and chimpanzees injected with
brain material from a GSS patient [8]. Although much infectivity was associated
with nucleated cells {5, 8-12], plasma contained substantial amounts as well [13].

During the past 20 years the FDA has made recommendations to the blood
industry intended to reduce the theoretical risk of transmitting the
infectious agents of Creutzfeldt-Jakob disease (CJD) and variant CJD
(vCJD) by blood and blood products. The history of FDA’s policies in this
area is summarized in Appendix I. Because no validated screening tests are
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available to identify infected units, safety must rely on precautionary
deferrals of donors thought to be at increased risk for CJD and vCJD and
withdrawal of products when post-donation information reveals that a danor
should have been deferred. The Agency, aware of the uncertainties
surrounding the magnitude of the risk, the effectiveness of available risk-
reducing measures, and the potential for contributing to shortages of life-
sustaining blood products; is committed to review at frequent intervals its
policies regarding CJD and vCJD. -FDA has taken a proactive approach in
addressing potential risks from CJD and vCJD consistent with the findings
of the Institute of Medicine regarding decision making that took place for
HIV and the blood supply [14]. In particular, FDA blood safety policies
regarding CJD and vC]JD have generally been reviewed publicly with the
TSE Advisory Committee, especially when new information suggests that
risks should be reevaluated. Since the last meeting of the TSEAC in F eb
2004, the followmg new information on vCJD has come forward ‘

e

Presumptlve transmission of vCJD from blood of a second cllmcally healthy
donor. The UK Transfusion Medicine prdenuology Review (TMER) [15] has
identified and enrolled 50 recipients of labile blood components from 16 donors- - -
later found to have vCJD in an on-going look-back™ study. (In addition, TMER
identified nine vCJD donors who contributed plasma to 23 pools used for
fractionation into derivatives before 1999.) As of Aug 12, 2004, 13 of 18
surviving recipients of labile blood components had been enrolled in TMER for at
least five years; thirty-two recipients had died, two with evidence of vCID.

On 17 Dec 2003 the UK Department of health announced that one recipient of

non-leukoreduced red blood cells had died with vCID. (The case has been

described in detail {16] and was presented at the 15™ meeting of TSEAC [17].) In

Mar 1996, a clinically healthy young blood donor donated Whole Blood to the

UK National Blood Service. Red blood cell concentrate—not leukoreduced—was : ‘”i
transfused into an older surgical patient. Three years four months later the donor ’
developed signs of vCID, confirmed at autopsy. Six and a half years after the

transfusion the recipient became progressively demented with other neurological

signs and died after 13 months; autopsy revealed vCJID. The recipient was found

to be homozygous for methionine at codon 129 of the prion-protein-encoding

(PRNP) gene, as had been all other persons with vCID tested. UK authorities

estimated the recipient's age- adJusted food-borne risk of vCID to have been from

1:15,000 to 1: 30,000.

In Jul 2004, UK authorities announced that prechmcal vCID had been dlagnosed
the previous year in a second person in the TMER cohort. (The case has been
partially described in the medical literature {18).) The second recipient was
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transfused in 1999 with non-leukoreduced red blood cells from a clinically
healthy donor who developed signs of vCJD 18 months later, confirmed at death
in 2001. Five years after transfusion, the recipient died of a ruptured abdominal
aortic aneurysm without signs of neurological disease. Abnormal prion protein
typical of vCJID was detected at autopsy in several areas of the spleen and in a
cervical lymph node, suggesting that infection was present but had not yet spread
to the brain. It seems highly improbable that two cases of vCID resulting from
coincidental food-bome transmission would occur by chance in the small TMER
cohort during a short period of time.

Variant CJD in a person heterozygous for methionine at codon 129 of the
PRNP gene. The second presumptive transfusion- transmitted case of vCID was
in a person heterozygous for methionine at PRNP codon 129 [18]—the first time
that genotype has been found in any patient with vCJID to be tested. (As noted
above, all other vCJD patients tested have been homozygous for methionine at
PRNP codon 129.) Although the case was preclinical, it seems probable that
infection would eventually have progressed to involve the nervous system had the
patient not died of an unrelated disease. Homozygosity for methionine or valine at
PRNP codon 129 is known to be over-represented in persons with iatrogenic and
sporadic forms of CJD [19], however heterozygotes have not been completely
spared from those diseases. The finding of a transfusion- transmitted vCID
infection in a heterozygote implies that such individuals are unlikely to be
absolutely resistant to infection with the BSE agent and that food-bome vCID
cases may be expected in all PRNP genotypes, possibly in smaller numbers and
with longer incubation periods than for homozygous individuals. In any case,
persons heterozygous for methionine/valine at codon 129 of the PRNP gene
(comprising about half the population in the UK) appear to be susceptible to
blood-bome infection with human-adapted BSE agent.

New cases of vCJD per annum peaked in the UK in 1999 and deaths in 2000; only
one new case has been reported recently outside the UK [17]. The current total
stands at 157 definite or probable cases in UK, three presumably UK -acquired
cases dying outside UK (Canada, Ireland, US), seven cases thought to have been
acquired in France and one in Italy. The times of residence in and departure from
the UK of two cases in North America suggest that the incubation periods of
food-bome vCJD may be as short as nine years (Will RG, unpublished
observation).

Predictions of vCJD infection rates based on finding of abnormal prion
protein in lymphoid tissues of preclinical vCJD.

Shortly after the first descriptions [20], it was noted that lymphoid tissues of a
person dying with vCID (spleen, lymph nodes) contained detectable amounts of
abnormal protease-resistant prion protein (PrP*°) [21, 22]. The appendix removed
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from an otherwise healthy person who developed signs of vCID eight months

later also contained PrP* [23], as did another appendix removed two years before
onset (a third removed 10 years before onset was negative) [24]; those fortuitous
findings suggested that a survey of archived tonsils and appendices might provide
some estimate of the minimum number of persons with preclinical vCJID in the

UK population. Two such surveys have been reported to date: the first found one
positive appendix among 8318 adequate specimens saved from patients 10 to 50
years old between 1995 and 1999, yielding an estimated rate of 120/million (95%
CL, 0.5 — 900/million) in that population [24]; the second yielded three positives
among 12,674 appendices for an estimated rate of 237/million (95% CI, 49 —
692/million) [25]. All tonsils were negative. It is interesting to note that both

tonsils and appendix of the second presumptive transfusion-transmitted case were
negative for PrP*, attributed to the non-food-borne route of infection [18].

Charge to the TSE Advisory Committee

For many years the FDA and other regulatory authorities [26]) have taken very
seriously the theoretical possible transmission of all forms of CJD by blood
products and has advised blood and plasma establishments to defer donors

thought to be at increased risk for CID. :
There have been six general bases for CID/vCID-related deferrals [27]:

A. General CJD risk reduction (1) CJD in a donor, (2) history of
treatment with pit-hGH or dura mater allograft, and (3) history of
CID in a relative unless confirmed to be other than familial CJD or
the donor PRNP genotype is found to be normal

B. vCJD risk reduction (1) history of prolonged residence in most
BSE countries (defined by USDA list of BSE-related import
prohibitions) currently including UK, France or other European
countries west of the Former Soviet Union (or '
residence/employment on a US military base in Europe during
periods when beef was procured from UK), (2) history of
transfusion in UK in or after 1980, and (3) injection with bovine
insulin of UK origin in or after 1980

The FDA CID/vVCID blood safety policies have been recommended to reduce the
risk that a donor might be incubating CJD of any kind while not deferring so

many donors as to compromise the supply of blood products. The TSEAC is now
asked to consider whether the CID/vCID deferral policies currently recommended
by FDA to protect the safety of the blood supply remain justified and, if so and
considering recent additional information about BSE and vCID, they are still
adequate. If TSEAC considers any current policy inadequate, FDA solicits its
advice in suggesting enhancements to existing policies or possible additional

59



policies that might reduce the risk further without jeopardizing an adequate
supply of life-sustaining and health-sustaining blood products.
Questions for the Committee

1. Are the measures cumrently recommended by FDA to reduce the risk of
transmitting CJD and vCJD by blood and blood products still justified?

2. Do the recent scientific data on vCID warrant consideration by FDA of
any additional potentially risk-reducing measures for blood and blood
products? - ’ :

3. Ifso, please comment on the additional pofehtially risk-reducing measures
that FDA should consider at this time.
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Appendix I

History of FDA Policy Making
Regarding Risk of Transmitting CJD and vCJD by Transfusion

In Aug 1983, FDA learned that a US blood donor bad been diagnosed with CJD;
in-date components and plasma derivatives were voluntarily withdrawn. Over the
next 12 years there were nine other CJD-related voluntary withdrawals of US
blood products. In Nov 1987, FDA, aware that TSE infectivity had been found in
animal blood and concemed about a growing number of iatrogenic cases of CJD
among people treated with injections of human cadaveric pituitary growth
hormone (pit-hGH), issued 2 memorandum recommending precautionary deferral
of blood donors previously treated with pit-hGH—acknowledging a concem
about potential transmission of CJD by products from blood of clinically normal
at-risk donors [28]. In subsequent years, FDA recommended deferral of other
donors thought to be at increased risk for CJD: recipients of dura mater grafts and
people with a family history of CID. In Aug 1995 [29], FDA also
recommended—in addition to donor deferrals—precautionary withdrawal of
blood, blood components, and plasma derivatives [30] from donors recognized
post-donation to have CJID or to be at increased risk for iatrogenic or familial
CID.

After a public announcement in Sept 1998 (and in guidance published in Aug

1999 for immediate implementation with a request for comment and in revised
form in Nov 1999 [31]), FDA no longer recommended withdrawal of plasma
denivatives from donors at increased risk for most forms of CJD, for several
reasons: (1) epidemiological studies failed to find that transfusion with human
blood or components or treatment with plasma derivatives was a risk factor for
sporadic CJD (summarized most recently at the 15" meeting of the FDA TSE
Advisory Committee [32](2) the very large pools of plasma used to prepare
derivatives have a high probability of containing a contribution from a donor
incubating CJD 33], because CJD has a lifetime risk of one n nine thousand
persons with long silent incubation periods, sometimes exceeding 38 years [34],
and it is not possible to identify those donors; (3) in experimental spiking studies,
the processes used to fractionate plasma have demonstrated a substantial capacity
to reduce if not eliminate the infectivity of TSE agents from most final products
[35] (though only modestly effective for factor VIII ), and (4) withdrawals, while
possibly reducing a theoretical nisk of transmitting CJD, were thought to

contribute to shortages of some plasma derivatives. However, FDA has continued
to recommend deferring donors at increased risk for all forms of CJD and to
retrieve in-date components when post-donation information revealed that donors
either developed CJD or should have been deferred because they had an increased

risk for CJD [27].
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While no longer recommending withdrawal of plasma derivatives from CID-at-
risk donors, FDA has continued to recommend withdrawals of all plasma
derivatives prepared from pools to which any donor later diagnosed with vCIJD
contributed; fortunately, that has never been necessary in the US, although donors
who later became ill with vCID have contributed to pools used in the manufacture
of plasma derivatives in other countries [36}—thus far without evidence of
transmission. (Some recipients of plasma derivatives in the UK {15] were recently
notified of the results of an assessment exercise to estimate the potential risk
371)

FDA was more concemned about the theoretical possibility of transmitting vCID
than other forms of CJD wvia plasma derivatives because vCJD has an age
distribution, clinical presentation and course of illness, histopathology and
pathogenesis substantially different from those of other forms of CJD [20], and
experience with vCJD is much more limited. Hence, the reassuring
epidemiological studies that failed to implicate blood products as a risk factor for
other forms of CJD might not be predictive for vCID. For those reasons, FDA
concluded that additional precautionary steps were justified to reduce the risk of
transmitting vCJD by transfusion of blood components or injection of plasma
derivatives. In Aug and Nov 1999 [31] following discussions in TSEAC on Dec
18, 1998 [38]] and using information from a travel survey of blood donors [39,
40], FDA recommended that blood establishments defer blood donors who had
spent six months or more in the UK from the start of 1980 (estimated to be a
probable earliest date when a significant number of cattle were infected with the
BSE agent in the UK) and the end of 1996 (when UK fully implemented a variety
of measures to control BSE and prevent human exposure to the BSE agent [41].
That geographically based policy was estimated to reduce exposure to the BSE
agent (as total days spent by blood donors in UK) by about 87%, while predicted
to defer about 2.2% of US blood donors [40]).

As diagnosed cases of vCID continued to increase in the UK and former UK
residents in other countries and several cases were reported in residents of France
(currently seven) and Italy (one), affecting persons who had not visited the UK,
FDA, on advice of TSEAC, issued a second Guidance for Industry reducing the
recommended time that suitable donors might have spent in the UK to three
months and broadening the range of countries considered to pose a risk of
exposure to the BSE agent sufficient to justify deferring donors who had spent
substantial time there [27]. The acceptable maximum times that otherwise suitable
donors might have spent in those other countries were adjusted to reflect risks
relative to that in the UK, where the both BSE and vCJID épidemics were.the
largest: (1) US military bases in Europe were estimated to have about one-third
the risk of UK during periods when up to a third of the beef used there was
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procured from UK. (The recommended acceptable time spent on affected military
bases was six months, to provide an additional margin of safety.) (2) France was
estimated to have about 5% of the UK risk, because at least 5% of beef products .
consumed in France until the early 1990s were thought to have been imported

from UK, and, at that time, the number of cases of vCJD in France was about 5%
of those in UK, while both countries had roughly similar populations. (3) Other
European countries were assigned a nominal BSE risk based on BSE surveillance
data from Switzerland, estimated to be about 1.5% of UK risk; although it seemed
likely that a number of countries might have actual risks lower than that of
Switzerland, the quality of their BSE surveillance was uncertain.

In addition, FDA, concemed about UK blood donors who might be incubating
vCJD and a theoretical possibility of further adaptation of the BSE agent to
replicate in humans after a transmission by blood, also recommended deferring
anyone who had received a blood transfusion in the UK after 1979. No deferrals
of donors transfused in France other BSE countries were recommended, however,
because the risk of BSE infections of humans was so much lower there. FDA also
recommended deferring donors who had been treated with bovine insulin from the
UK in or after 1980. (Those and other CJD/vCJD-related policies recommended
for donors of Whole Blood are summarized in Table 1 of the Jan 2002 Guidance
Document [27].) '

The policies recommended for donors of Source Phsma (apheresis plasma) were
somewhat different from those for blood (Table 2 {27]). FDA did not recommend
deferring donors of Source Plasma for any period of residence in BSE countries
other than in the UK and France. (FDA recommended that recovered plasma be
treated like all other components so as to discourage the intentional collection of
Whole Blood from deferred donors.)

The modified donor deferral policy was estimated to reduce the overall BSE-
related risk by 91% (72% of the risk remaining after implementation of the 1999
policies), with a final overall donor loss of 4.6-5.3%; however, considerable
geographic variation was expected, including potentially higher donor losses in
coastal states and near military bases. (If blood establishments were to be more
aggressive in their deferral policies, then both overall donor loss and risk =~
reduction might be higher.) Implementation was recommended in two stages, to
be completed by Oct 21, 2002. Because of normal variability in blood donations,
probable self deferrals by some donors, encouragement of increased donations by
repeat donors, and active recruitment of new donors by blood programs, it has not
been possible to evaluate the actual effects of the new policies on the blood
supply, except to conclude that obvious shortages have not resulted.

In a joint meeting of the TSEAC and Blood Products Advisory Committee
(BPAC) on Jan 17, 2002 [42], FDA solicited advice on whether food chain
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controls to prevent human exposure to BSE implemented in the UK since 1996
were sufficient to obviate a need to defer blood and plasma donors based on their
subsequent travel or residence there. The reason for review was that a major US -
blood program had begun to defer blood donors based on time they spent in UK
not only after 1980 through 1996 but also after 1996 to the present. Thie measures
thought to be effective in protecting humans from food-bome exposures to BSE
agent in the UK were BSE control in ruminants® and a -number of steps to reduce
the likelihood that mfectmty present in cattle with unrecognized BSE would enter
the food chain. :

In subsequent meetings 'of the TSEAC, FDA has acknowledged that three other
countries had BSE in native-born cattle: Canada (two cows, one resident in USA
at time of diagnosis), Israel (one cow), and Japan (12 cows). The FDA was unable
to estimate either the potential risk reduction or the effect on the blood supply of
deferring residents in those countries, and the TSEAC did not suggest deferring
donors for any period of residence in those countries; therefore the FDA did not
recommend deferring donors who lived in or spent time in those countries.

# Ruminant feed ban (prohibition of the feeding of ruminant-derived meat-and-bone meal—and
most other mammalian proteins—to cattle, sheep and goats), a national BSE surveillance program
(including prion protein testing of appropriately selected brain tissues from cattle-at increased risk
of BSE) compliant with the requirements of the Office International des Epizooties (OIE) to which
the USA is signatory, prompt condemnation and destruction of animals with signs of BSE,
preventive culling of animals at increased risk, and adequate compensation to owners of
condemned cattle in order to encourage compliance

_ Age-based slaughter schemes (meat from cattle more than 30 months old no longer considered
edible in UK), separation of high-risk bovine tissues (specified-risk materials [SRM]) from edible
meat and prohibition of slaughter methods that embolize brain tissue into meat, e.g., intracranial
air injection and “pithing”, application of the same controls to imported and domestic meat

products
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