Fig. 3. Electron micrographs of positively stained VLPs showing inter-
nal corelike structoves. Sphetical VLPs from sample no. 6 (a) and
sample no. 3 (b} and rodlike VLPs from sample no. 7 (c) are shown. a
A 65-nm spherical VLP with a 35-nm inner core and surface spikelike
projections; b 80-nm spherical VIP with a 45-nm core; ¢ rodlike VLP
130nm in the major axis and 70nm in the minor axis containing

. two corelike structures {arrows) within an outer coat 10nm thick.
., Bar100nm :

spherical VLPs barely detectable despite careful observa-
tion. Thus, although the presence of the virus-like particles
in the blood was significantly (P < 0.001) associated with the
elevation of plasma ALT levels, indicating that these virus-
like particles do cause liver cell necrosis, the nucleic acids
of parenterally transmissible known hepatitis viruses were
not detected in any tested plasma samples.

A novel DNA virus, which was desipnated TT wvitus
(TTV), has been successfully cloned from serum of a pa-
tient with. posttransfusion hepatitis of unknown etiology.”
TTV particles are 30- to 32-nm spherical particles with a
density of 1.31-1.35g/ml in cesium chloride.” The morphol-
ogy and buoyant density of TTV were quite different from
the VL.Ps described in this ariicle. Recently, a novel single-
stranded DNA virus, which was named NV-F, has also been
successfully cloned from the serum of a patient with non-
A-E hepalitis without isolation of the virus particles.” NV-

¢ 27

F DNA was detected in 17 (24.6%) of 69 patients with .
non-A-E and in 5 (2.8%)} of 180 healthy individuals. There-

fore, further morphological study and genomic study of

NV-F should be carried out to evaluate whether the circu- .
lating VLPs were closely related to NV-F.-

In conclusion, the presented VLPs, which morphologi— '

cally resembled togaviruses or coronaviruses, may be a-
causative candidate virus of bloodborne non-A-G hepatitis,
and details of the etiological implications should be further
elucidated.
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| _-IEDA'PbliCY'oh Blood Donations from ;Men' Who Have Sex with
Other Men | | "

What is FDA's policy.on blood do.nations from men who have sex with other men {MSM)?

Men who have had sex with other men, at any fime since 1977 (the beginning of the AIDS epidemic in the United States)
are currently deferred as blood donors. This is because MSM are, as a group, at incréased risk for HIV, hepatitis B and
certain other infections that can be transmitted by transfusion. .

The policy is not unigue to the United States. Many European counfries have recently reexamined both the science and

-ethics of the lifetime MSM deferral, and have retained it (See the franscripf of the "FDA Workshop on Behavior-Based

mals In the NA (8 at Dprwww ida.oo es/natl30806Ehim#T fo [{0e )
decision is also consistent with the prevailing inferpretation of the European Union Directive 2004/33/EC article 2.1 on
donor deferrals. .

Why doesn't FDA allow men who have had sex with men to donate blood?

A history of male-to-male sex is associated with an increased risk for the presence of and transr_nissibn of certain infectious
diseases, including HIV, the virus that causes AIDS. FDA's policy is infended to protect all people who receive blood
transfusions from an increased risk of exposure.to potentiafly infected blood and blood products.

" The deferral for men who have had sex with men is based on the following considerations regarding risk of HIV:

= Men who have had sex with men since 1977 have an HIV prevalence (the total number of cases of a disease that are
present in a population at a specific point in fime) 60 times higher than the general population, 800 times higher than
first time blood donors and B00O times higher than repeat blood donors (American Red Cross). Even taking into
account that 75% of HiV infected men who have sex with men already know they are HIV posfiive and would be
unlikely 1o donate blood, the HIV: prevalence in potential donors with history of male, sex with males is 200 times
higher than first fime blood donors and 2000 times higher than repeat bicod donors.

+ Men who have had sex with men account for the fargest singte group of blood donors who are found HIV positive by
blood donor testing.

* Biood donor {esting using current advanced technologies has greatly reduced the risk of HIV transmission but carinot
yet detect all infected donors or prevent all transmission by transfusions. While teday's highly sensitive tests fail to
detect less than one in a million HIV infected donors, it is important to remember that in the US there are over 20
million transfusions of blood, red cell concentrates, plasma or platelets every year. Therefore, even a failure rate of 1
In a million can be significant if there is an increased risk of undetected HIV in the blood donor population.

* Detection of HIV infection is particularly challenging when very low levels of virus are present in the blood for
example during the so-called *window period™. The "window period” is the time between being infected with HIV and
the ability of an HIV fest to detect HIV in an infected person.

« FDA's MSM policy reduces the likelihood that a person would unknowingly donate blood during the "window period”
of infection. This is important because the rate of new infections in MSM is higher than in the general population and
current blood donors.

* Caollection of blood from persons with an increased risk of HIV infection also presents an added risk if blood were to
be accidentally given fo a patient in error either before testing is completed or following a positive test, Such medical
errars oceur very rarely, but given that there are over 20 million transfusions every year, in the USA, they can occur.
That is one more reason why FDA and other regulatory authorities work lo assure that there are multiple safeguards,
not just testing. .

* Several scientific models show there would be a smalt but definite increased risk 1o people who receive blood
transfusions if FDA's MSM policy were changed and that preventable transfusion transmission of HIV could occur as
a result, :

= No alternate set of doner eligibility criteria (even including practice of safe sex or a low number of lifelime partners)
has yet been found to refiably identify MSM who are not at increased risk for HIV or certain other transfusion
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transmissible infections.

s Today, the risk of getting HIV from a transfusuon or a blood preduct has been nearly ellminated in the United States.
. . Improved pmcedures, donor screening for risk of injection and laboratory testing for evidence of HIV infection have
made the United States blood supply safer than ever. While appreciative and supportive of the desire of pefential -
blood donors to contribute 1o the heatth of others, FDA's first obligation is to assure the safety of the blood supply and
protect the health of blood recipients.

= Men who have sex with men also have an increased risk of having other infections that can be fransmitted to ofhers
by blood transfusion. For exarmple, infection with the Hepatitis B virus is about 5-6 times more common and Hepatitis
C virus infections are about 2 times more common in men who have sex with other men than in the general
population, Additionally, men who have sex with men have an increased incidence and prevalence of Human Herpes
Virus-8 (HHV-8). HHV-8 causes a cancer called Kaposi's sarcoma in immunocompromised individuals.

What is self-deferral?

Seli-deferral is a process in which individuals elect not fo donate because they identify themselves as having
characteristics that place them at potentially higher risk of canying a transfusion transmissible disease. FDA uses
selfi-déferral as part of a system fo protect thé blodd supply. This system-starts by informing donors about the risk of
transmitting infectious diseases. Then, potential donors are asked questions about their health and certain behaviors and
other factors (like travel and past transfusions) that increase their risk of infection. Screening questions help people, even
those who feel well, to identify themselves as potentially at higher risk for transmitting infectious diseases. Screening
questions allow individuals fo self defer, rather than unknowingly donating blood that may be infected.

1s FDA's policy of excluding MSM blood donors discriminatory?

FDA's deferral policy is based on the documented increased risk of certain transfusion transmissible infections, such as
HIV,-associated with male-to-male sex and is not based on any judgment concerning the donor's sexual orientation,

Male lo male sex has been associated with an increased risk of HIV infection af least since 1977. Surveillance data from
the Centers for Disease Confrol and Prevention indicate that men who have sex with men and would be likely to donate
have a HIV prevalence that is af present over 15 fold higher than the general population, and over 2000 fold higher than .
current repeat blood donors (i.e., those who have been negatively screened and tested) in the USA. MSM confinue to - -
account for the largest number of people newly infected with HIV.

Men who have sex with men also have an increased risk of having other infections that can be fransmitted to others by
blood transfusion.

What about men who have had a low number of partners, practice safe sex, or who are currently in monogamous.
reiationships?

Having had a low number of partners is known to decrease the risk of HIV infection. However, to date, no donor eligibility
questions have been shown to refiably identify a subset of MSM (e.g., based on monogarmy or safe sexual practices) who
do not still have a substantially increased rate of HIV infection compared to the general population or currently accepted
bleod denors. In the future, improved questionnaires may be helpful to befter select safe donors, but this cannot be
assumed without evidence.

Are there other donors who have increased risks of HIV or other infections who, as a result, are alse excluded from donating
blood?

Intravenous drug abusers are excluded from giving blood because they have prevalence rates of HIV, HBV, HCV and
HTLYV that are much higher than the general population. Pecple who have received transplants of animal tissue or organs
are excluded from giving blood because of the still largely unknown risks of transmitting unknown or emerging pathogens
harbored by the animal donors. People who have recently traveled fo or lived abroad in certain countries may be excluded
because they are at risk for transmitling agents such as malaria or variant Creutzfeldt-Jakob Disease (vCJD}. People who
have engaged in sex in retum for money or drugs are also excluded because they are at increased risk for transmitting HIV
and other blood-borne infections.

Why are'some people, such as heterésexuals with multiple partners, aliowed to donate blood despite increased risk for
transmitting HIV and hepatitis?

Current scientific data from the U.S. Centers for Disease Control and Prevention {CDC) indicate that, as a group, men who
have sex with other men are at a higher risk for transmitting infectious diseases or HIV than are individuals in other risk
categories. Whife statistics indicate a rising infection rate among young heterosexual women, their overall rate of HIV
infection remains much fower than in men who have sex with other men. For information on HiV-refated statistics and

trends, go to CDC's HW/AIDS Stafistics and Surveillance web page.
Isn't the HIV test accurate enough to identify all HIV positive blood donors?

are highly accurate, but stilf cannof detect HIV 100% of the time. it is estimated that the HIV risk
from a unit of bload has been reduced to about 1 per 2 million in the USA, almost exclusively from so cailed "window
period" donations. The “window period” exists very early after infection, where even current HIV lesting methods cannot
detect alf infections. During this time, a person is infected with HIV, but may not have made enough virus or developed
enough antibodies fo be defecied by available tests. For this reason, a person could iest negative, even when they are
actually HIV positive and infectious. Therefore, blood donors are not only tested but are also asked questions about

43



44



IDA/CBER — FDA Policy on Blood Donations from Men Who Have Sex with Other Men

behaviors that increase their risk of HV infection.

Collection of blood from persons with an increased risk of HIV infection also presents an added risk fo fransfusion
recipients due to the possibility that blood may be accidentally given to a patient in error either before testing is-completed
or following a positive test. Such medical erors occur very rarely, but given that there are over 20 million transfusions
every year, in the USA, they can occur. For these reasons, FDA uses a muliHayered approach to blood safety including
pre-donation deferral of poteatial donors based on risk behaviors and then screening of the donated bigod with sensitive
{ests for infectious agents such as HiV-1, BIV-2, HCV, HBV and HTLV-IAl,

How tong has FDA had this MSM policy?

FDA's policies on donor deferral for history of male sex with males date back to 1983, when the risk of AIDS from
transfusnon was first recognized. Our current policy has been in place since 1992,

FDA has modified its blood donor policy as new scientific data and mare accurate tests for HIV and hepatitis became
available. Today, the risk of getting HIV from a blood transfusion has been reduced fo abouf one per two million units of
blood {ransfused. The sisk of hepatitis C is about the-same as for HIV, while the risk of hepatitis B is somewhat higher, ~—— ~ =

Doesn't the policy eliminate healthy donors at a time when more donors are needed because of blood éhortages?

FDA realizes that fhis policy will defer many healthy donors. However, FDA's MSM policy minimizes even the small risk of .
getting infectious diseases such as HIV or hepatifis through a blood transfusion.

Waould FDA ever consider changing the policy?

FDA scientists continue to menitor the scientific literature and to consulf with experts in CDC, NIH and other agencies. FDA
will continue to publlc!y revisit the cument deferral policy as new information becomnes available.

. On March 8, 2006, FDA conducted a workshop ehtitled "Behavior-based donor deferrals in the Nucleic Acid Test (NAT)
C : era”. The warkshop addressed scientific challenges, opportunities, and risk based donor deferral policies relevant to the
protection of the blood supply from transfusion transmissible diseases, seeking input on this topic. Participants were given
the opporiunity to provide scientific data that could support revising FDA's MSM defetral. The workshop provided a very
active, open and broad-based scientific dialogue conceming current behavior-based deferrals and explored other options
that may be considered and the data needed to evaiuate them.

FDA's primary responsibility is to enhance blood safety and protect blood recipients. Therefore FDA would change this
policy only if supported by scientific data showing that a change in policy would not present a significant and preventable
tisk to blood recipients. Scientific evidence has not yet been provided to FDA that shows that blood donated by MSMora-
subgroup of these potential donors, is a5 safe as blood from currently accepted donors.

FOA remains willing to consider new approaches to donor screening and testing, provided those approaches assure that
blood recipients are not placed at an increased risk of HIV or other fransfusion transmitted diseases.
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/YT{IV—l‘ in Taiwan

Taiwan is entering a2 new and dangerous phase
of its HIV-1/AIDS epidemic. By the end of 2006,
13702 individvals (induding 599 foreigners) had been
reported as infected with HIV-1 to the Centers for Disease
Control of Taiwan.* In 2003, HIV-1 rates in first-time

‘blood danars, mi!i_téry cansceipts, and pregnant women

were measured at 5-2, 57-0, and 12.0 per 100000,
respectively.! Data from that year indicated HIV-1 rates

.of 0.09% for intravenous drug users, 02% for female

sex workers, 1-9% for patients with sexually transmitted
infections, and 6-7% for men who have sex with men
in saunas or bath houses? Since then, the number of
people living with HIV-1/AIDS in Taiwan has jumped
sharply, from an 11% increase in 2003 to a 77% increase
in 2004 and a 123% increase in 2005 (figure 1).!

However, after the implementation of a harm- -

reduction programme, a 10% decrease was seen in
2006 {figure 1). The current estimated number of
HIV-17AIDS cases in Taiwan is about 30000, which
suggests that the infection rate there could be greater
than that in Chima: 30000 per 23 million (1/767)
compared with 650 000 per 1-3 billion {1/2000).

A risk-factor analysis of reported cases showed that
the proportion of intravenous drug users infected with
HIV-1 increased from 17% (13/772) in 2002, to 81%
(70/362) in 2003, to 413% (628/1520) in 2004, to
72-4% (2461/3399} in 2005, and dropped to 68-6%
(2017/2974) in 2006 {figure 2)." The most important risk
factor for Taiwanese intravenous drug users is needle-
sharing, followed by the sharing of heroin diluents? A
miolecular epidemiological study showed that more than
95% of intravenous drug users with newly diagnosed
HIV-1 in 2004 and 2005 were infected with CRFO7_BC,
a dreulating recombinant form of subtypes B' and (.*

Previously, several studies suggested that CRFO7_BC
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originated in China’s Yunnan province as a mix of subtype  seeEditorial page 616
B’ from Thailand and subtype C from India. The subtype SccComment page 621
is believed to have moved to Xinjiang province in China's
northwest along a major heroin-trafficking route.®
Of the 60000-100000 intravenous drug users in
Taiwan, 10-15% may be infected with CRFO7_BC.
If so, they probably represent the largest group of
such intravenous drug users in northeast Asia. The
dreulating recombinant form might have followed a
separate drug-trafficking route to Taiwan from Yunnari
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Figure 1: Annual numbers of HIV-1 seropositive cases and AIDS patients reported to Tajwan Centers for
Disease Control*

623

49



