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Guidance for Industry

'Recommendations for Management of Donors at Increased Risk for
- Human Immunodeficiency Virus Type 1 (HIV-1) Group O Infection

This guidance represents the Food and Drug Administration’s (FDA’s) current thinking on this
topic. It does not create or confer-any rights for or on any person and does not operate-to bind
FDA or the public. You can use an alternative approach if the approach satisfies the
requirements of the applicable statutes and regulations. If you want to discuss an alternative
approach, contact the appropriate FDA staff. Ifyou cannot identify the appropriate FDA staff,
call the appropriate number listed on the title page of this guidance. '

1.~ INTRODUCTION

We, the Food and Drug Administration (FDA), are providing you, blood and plasma
establishments, with a revised list of countries that should-be included in questions for
identifying donors at increased risk for HIV-1 group O infection, We are also providing you
with recommendations for discontinuing the use of some questlons used to identify these donors.
and for management of donors previously deferred. :

This guidance supersedes the memorandum entitled “Interim Recommendations for Deferral of

Donors at Increased Risk for HIV-1 Group O Infection,” dated December 11, 1996 (Ref. 1).
That memorandum contained interim measures to reduce the risk of HIV-1 group O transmission
by blood and blood products pending licensure of test kits specifically labeled for detection of
antibodies to HIV-1 group O viruses. Now that an FDA-licensed test for detection of antibodies
to HIV-1 group O viruses is available, those interim recommendations are'no longer current.

FDA'’s guidance documents, including this guidance, do not establish legally enforceable

_responsibilities, Instead, guidances describe the FDA’s current thinking on a topic and should be _
~viewed only as recommendations, unless specific regulatory or statutory requirements are cited.

The use of the word should in FDA’s guidances means that something is suggested or- -
recommended, but not required.

II.. . BACKGROUND

The first report coﬁﬁnning the idéntification of HIV-1 grou}5 Oin patients from Centrai and

" West Africa was published in 1994 (Ref. 2). That same year, the Centers for Disease Control
~ and Prevention (CDC) reported findings of a study indicating that several FDA:licensed HIV -
antibody screening tests were unable to detect one or two of eight group O sera (Ref, 3). Tests

based on recombinant antigens and synthetic peptide. anugens failed to detect at least one . -
specimen, whereas three of the fivé tests based on whole virus lysate antigens detected all

- specimens,
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In June 1994, in response to the inability of some FDA-licensed HIV antibody assays to detect
HIV-1 group O sera, FDA Blood Products Advisory Committee (BPAC) recommended that
manufacturers modify their test kits to include detection of HIV-1 group O in clinical specimens.
Since then, we have requested manufacturers of HIV-1 assays to include group O specific
antigens or sequences in their test kits to detect antibodies to HIV-1 group O or HIV-1 group O
nucleic acid. We also requested that manufacturers test HIV-1 group O specimens in their
clinical trials to obtain a specific claim of sensitivity for group O for their test. These requests
were initially conveyed to manufacturers as letters to their Investigational New Drug .
Applications (INDs) and Product License Applications (PLAs), currently referred to as Biologics
License Applications (BLAs).

In 1996, FDA issued the memorandum “Interim Recommendations for Deferral of Donors at
Increased Risk for HIV-1-Group O Infection,” to reduce the risk of HIV-1 group O transmission
through blood and blood products. In that memorandum we recommended the inclusion of

. questions related to HIV-1 group O risk in the donor history questionnaire pending the licensure
of test kits specifically labeled for detection of antibodies to HIV-1 group O viruses. These
direct questions inquire as to whether the donor was bom or resides in specific West and Central

African countries where HIV-1 group O is prevalent, or had a history of travel to these countries,

a history of blood transfusion or medical treatment since 1977 in these countries, or sexual
contact since 1977 with anyone who was born or lived in these countries. We also recommended
in the 1996 memorandum that donors who gave an affirmative response to one or more of the
questions in the donor history questionnaire related to HIV-1 group O risk be indefinitely
deferred pending licensure of test kits specifically labeled for detection of HIV-1 group O.

Since the identification of the first two HIV-1 group O cases in the United States (U.S.) around
1996 (Refs. 4, 5) there have been no additional group O cases that have been conclusively
identified in the U.S. HIV-1 group O infection in the U.S. continues to be extremely rare.

In August 2003, FDA approved the biologics license application for the first donor screening test
specificall J labeled as sensitive for detection of antibodies to HIV-1 group O, the Genetic
Systems™ HIV-1/HIV-2 Plus O EIA. Blood and plasma establishments, manufacturers and
testing laboratories that are implementing a licensed test that is sensitive for HIV-1 group O -
antibody detection may use this test to screen blood and plasma donations for antibodies to HIV-
1 and HIV-2, including HIV-1 group O. Other assays for HIV-1 group O detection are under
development and if approved by FDA, may be used when available for screening blood and
plasma donations.

The list of countries included in the interim recommendations in the 1996 memorandum included
Cameroon and countries adjacent to Cameroon (Central African Republic, Chad, Congo,
Equatorial Guinea, Gabon, Niger, and Nigeria). However, subsequent reports indicated the
presence of HIV-1 group O in countries in Africa that are not adjacent to Cameroon, including
Senegal, Togo, Zambia, Benin, and Kenya (Refs. 6-8). In addition, the country formerly named
Zaire, recently renamed Democratic Republic of Congo, has not identified any cases of HIV-1
group O infections thus far, but the name of the country might be confused with the country of
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Congo where HIV-1 group O has been identified. As aresult, we recommend revisions to the
list of countries of origin or residence where HIV-1 group O is endemic that is used to identify
potential donors who are at increased risk of group O infection (see Figure 1 and Table 1).

With the availability of a licensed donor screening test that is sensitive for antibodies to HIV-1
group O; donors who were previously deferred may be eligible for reentry after a waiting period
of one year and may be reentered if a current donation from the donor is found to be non-reactive
us;ng a group O sensitive anti-HIV-1/2 test.

II. RECOMMENDATIONS

A Revised Questions to Identlfy Donors at Increased Rlsk of HIV-1- Group 0]
Infection

We recommend that the following questions be mcluded in the direct questlons on high
risk behavior in the donor history questionnaire’ to exclude donors who are at increased
risk for HIV-1 group O infection:’ '

1. Were you born in or have you lived in‘any of the following countries sirice
1977:  Cameroon, Benin, Central African Republic, Chad, Congo, Equatorial
Guinea, Kenya, Gabon, Niger, Nigeria, Senegal Togo, or Zambia? If so, when?

+ 2. Ifyou have traveled to any of those countries since 1977, did you receive a
blood transfusion or any medical treatment with a product made from blood? If
so, when? - .

3. Have you had sexual contact with anyone who was born in or lived in these
_ countries since 1977? If so, when?

"We recommend that you defer indefinitely a potential donor who gives an affirmative
. "answer to any of these questions. Donors deferred on this basis (or previously deferred
. consistent with FDA’s 1996 memorandum on “Interim Recommendations for Deferral of
Donors at Increased Risk for HIV-1 Group O Infection™) may be considered for reentry
one year after their last potential exposure to HIV-1 Group O as determined by their
responses to the above donor questions, in accordance with the recommendatlons below
in II1.C,

B. Discontinuation of the Questiens that Address HIV-1 Group O Risk

If you implement a licensed anti-HIV-1/2 test for donor screening that is specifically
labeled in the “Intended Use™ section of the package insert as sensitive for detection of
HIV-1 group O antibodies, you may discontinue use of the questions in section III. A,

.1 Establishments that have implemented the AABB (formerly known as the American Assogiation of Blood Banks) N

full-length donor history questionnaire (DHQ) and accompanying materials should question donors concerning
possible exposure to HIV-1 group O virus using the capture question approach developed for this protocol. .
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that address HIV-1 group O risk. If you hold a biologics license, you must report this
minor change in an annual report (section 601.12(d) of Title 21 Code of Federal
Regulations (21 CFR 601.12(d}).

FDA recognizes that by implementing these measures, the safety benefit of the deferral
due to potential group O risk is being replaced by the greater safety benefit of the group
O sensitive test in a setting of low overall risk to blood safety. We believe these
measures are warranted given the rarity of Group O infections in the U.S. as indicated by
CDC data (Refs 4, 5). The risk for individuals to acquire HIV-1 group O by sexual
exposures in the U.S. appears to be remote given the rarity of HIV-1 group O in this
country.

C. Reentry of Donors Deferred on the Basis of a Response to HIV-1 Group O
Risk Question(s)

A donor who was deferred because of a previous or current affirmative response to one or
miore of the questions in the donor history questionnaire related to HIV-1 group O risk
may be eligible for reentry after a waiting period of at least one year following the date of
the donor’s last potential exposure to HIV-1 group O. The donor may be reentered if:

1. a current donation from the donor is tested and found non-reactive using an
anti-HIV-1/2 screening test that is specifically labeled in the “Intended Use”
section of the package insert as sensitive for detection of HIV-1 group O
antibodies, and

2. the donor meets all other donor eligibility criteria®.

? Since individuals who travel to an area considered endemic for malaria by the Malaria Branch, CDC, are deferred
from donating Whole Blood and blood components for one year following their departure from the endemic area,
and since the areas considered endemic for malaria include the countries in which HIV-1 group O has been
identified, the current deferral for donors potentially exposed to malaria includes donors potentxally exposed to HIV-
1 group O while in Africa.
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Table 1. Current and Previous List of Countries with HIV-1 Group O Risk

Current List of Countries Previous List of Countries
Cameroon Cameroon
Central African Republic Central African Republic
Chad Chad
Congo Congo
Equatorial Guinea Equatorial Guinea
Gabon Gabon
Niger Niger
Nigeria Nigeria
Senegal
Togo
-Zambia
Benin
Kenya’
6
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- sons in areas of Europe and Asia to which TBE is endemic.
) q.wm<. occurs in natural foci characterized by ecologic hab-
" itats favorable for ticks, especially in wooded areas within

Tick-borne
Encephalitis
from Eating Goat
-~ Cheese ina
Mountain Region
| of Austria

Heidemarie Holzmann, Stephan W. Aberle,
Karin Stiasny, Philipp Werner, Andreas Mischak,
‘Bernhard Zainer, Markus Netzer, Stefan xovv_.
Elmar Bechter, and Franz X. Heinz

We report transmission of tick-borne m:oouzm__ﬁ._m virus

- (TBEV)'in July. 2008 through nonpasteurized goat milkto 6
- humans and 4 domestic pigs in an alpine pasture A 500 m.

above sea level, This outbreak indicates the émergence of -
ticks and TBEV atincreasing altitudes in central mcaum and

. the efficiency o* oral transmission of TBEV.

- .1_”4.% -bome n:nouru_za virus (TBEV) is a. E:.:w:..

pathogenic flavivirus that is endemic <o many Euro-
pean countries and to parts of central and eastern Asia (/).

"+ Even though vaccination can cffectively prevent TBE (2), .

>10,000 cases -are reported annually for hospitalized per-

the 7°C isotherm (3).
is tick bites, but TBEV

major route of virus transmission
50 can be transmitted during con-

. sumption of nonpasteurized milk and milk products from
infected animals, primarily goats (3). Outbreaks resulting
. from oral virus g‘m-_ma_mm_os ‘are rare in-central Europe but

more common in. eastern Europe.and the Baltic states (3).
Our investigation of TBEV transmitted 3. milk from a goat
in an alpine pasture in a mountainous region provides evi-
dence for a changing TBEV epidemiology in central Europe

and the axuuzmmoz of ticks-and TBEV to hi gher regions. °

The Study
" We investigated a TBE outbreak, non..v_._m:._m 6 cases,
in a mountain qnm.oz in soﬂna Austria in July 2008. ._.rn

Author affiliations; Medical University of Vienna, Vienna, Austria (H.
. Holzmann, S.W. Aberle, K. Stiasny, F.X, Heinz); Regional Hospital,

Rankweil, Austria (P. Werner, S. xouuc and Austrian Public Health
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index case onnE.Sn_ ina 43-year-old shepherd who :ma .
stayed for 24 days at his alpine pasture (1,564 m above sea
level) before he was hospitalized for nonbacterial urethritis -
and nonspecific influenza-like symptoms (including pain in
the lower. abdomen and-legs), followed by clinical signs

- of meningitis. TBEV infection was confirmed serologically

by ELISA demonstration of specific immunoglobulin (Ig)
M and IgG in serum and cerebrospinal fiuid. The patient
did not remember a tick bite but had eaten self-made cheese
prepared from a mixture of nonpasteurized goat milk and
cow milk 8-11 days before illness onset; further investiga-
tion found 6 additional persons who had eaten the same
cheese (Figure). For 5 of them, recent TBEV infection was
serologically proven (Table). For 3 of these persons (2 men,

-44 and 65 years of ‘age; and 1 woman, 60 years of age),

similar to the index patient, a typical biphasic course and
symptoms of TBE Azo_._muoo_mn flu-like symptoms followed
by fever, cephalea, meningism, and ataxia after 4-10 days)
developed and they were hospitalized. The 2 other persons
who had caten-the cheese (female, 37 and 7 years of age)
were clinically asymptomatic. The noninfected person had *
vomited shortly after éating the cheese canmﬁo of a gastric ..
banding. None of the infected persons rna been <u8522_
against TBEV. )

- The cheese was _u_‘nvuqaa from a,mixture of fresh milk -
from 1.goat and 3 cows and was eaten shortly after produc- -
tion. Detection of .ﬁwm<.%oo_mo rnaumm_ﬁsu:o: inhib- " -
iting-(HI) .and =o=5___u_=m antibodies in 9« ‘goat's serum -

.proved infection in the goat;: the 3 cows were ma_.oanw?
tive for TBEV, At the time of this _=<nmcmm:o= (1 month

after cheese u..oacnconv TBEV ‘was already undetectable
by PCR in serum and milk of the goat. Cheese from the 3
batches produced after the ooiwa_:ﬂan cmnor was TBEV
négative by PCR. The original o:nomo was no longer avail- -
.able mo_‘ testing. .

TR T
x-ll’vll!i ‘tl!.lnll i{i .
o « .
N f“.‘!
. s Cammametanst ot et
oo ssgrenge
Irden Case (shapiedy THE M
R skt D
2 ~
N 3
. 2 -
s 'lilAv"IA-n . )
. D8 Aeymememets 2T Gonred TS biestien
. & Anrewtamon Contemed THE iactin
. - R T, o vsocim
f T O 8] i T T ]
0. 1 N m w 4 i L3 7 ﬁ

Wesks -
_u._uca Time course n.a series. of evénts. o* 8 .E?uoSa

iphalitis (TBE) outbreak from che made with goat milk.
Week 0, transport of goat to high m_s..an. », onset of disease;

.ol_:o%.a_nge_vaaqmm<.§coan %Su:u__ﬁ <_am. .
_sm. aoz_:uooaownzm_am S

| Emerging Infectious Diseases ..ii?&n.uoima.Kor&..Zo. dﬁc..o.ﬂwuo.am.oom . ERRTA 1Y 4 B

.wm.






