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Use of Serological Tests to Reduce the Risk of
Transmission of Trypanosoma cruzi Infection in
Whole Blood and Blood Components for

Transfusion and Human Cells, Tissues, and
Cellular and Tissue—Based Products- (HCT/Ps) -

DRAFT GUIDANCE

This guidance document is for comment purposes only.

Submit comments on this draft guidance by the date provided in the Federal Register notice
announcing-the ayailability of-the. draftgmdance Submit written comments to the Division of
Dockets Managcmenﬁ;(]ﬁ‘A-—B 053, Fosd arid Bm&Adnnmstratmn 5630 Fishers Lane, Rm. 1061,
Rockville, MD: 20852, Submiit electronic. comments to http: S www: regulatlons gov. You should
identify all comments with the docket number listed in the notice of availability that pubhshes in
the Federal Register. : . .

- Additional copies of this draft guidance are available from the Office of Communication,
Outreach and Development (OCOD) (HFM-40), 1401 Rockville Pike, Suite 200N, Rockville,
MD 20852-1448, or by calling 1-800-835-4709 or 301-827-1800, or from the Internet at
http://www.fda.gov/cber/guidelines.htm. - ‘

For questions on.the content of this guidance; contact OCOD at the phone numbers listed above.
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Guidance for Industry

Use of Serological Tests to Reduce the Risk of Transmission 6f
Trypanosoma cruzi Infection in Whole Blood and Blood Components

for Transfusion and Human Cells, Tissues, and Cellular and
Tissue-Based Products (HCT/Ps)

This draft guidance, when finalized, will represent the Food and Drug Administration’s (FDA’s)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 reguldtions. If you want to
discuss an alternative approach, contact the appropriate FDA staff. If you cannot identify the

appropriate FDA staff, call the appropriate number listed on the title page of this guidance.

I. - INTRODUCTION

We, FDA, are notifying you, establishments that manufacture Whole Blood and blood
components intended for use in transfusion, and establishments that make eligibility
determinations for donors of HCT/Ps, about FDA approval of a Biologics License Application
{BLA) for an enzyme-linked immunosorbent assay (ELISA) test system for the detection of
antibodies to Trypanosoma cruzi (I. cruzi). This test is intended for use as a donor screening test
to reduce the risk of transmission of 7 cruzi infection by detecting antibodies to 7% cruzi in
plasma and serum samples from individual hitman:donors, including donors.of Whole Blood and
blood components intended for use in transfusion, and HCT/P donors (living and cadaveric (non-
heart beating)). This guidance document does not apply to the collection of Source Plasma.

In addition, we are providing you with recommendations for unit and donor management, .
labeling of Whole Blood and blood components, and procedures for reporting implementation of
a licensed 7. cruzi test at your facility or at your contract testing laboratory, as required for blood
establishments under Title 21 Code of Federal Regulations 601.12 (21 CFR 601.12). For
establishments that make donor eligibility determinations for HCT/P donors, we are notifying
you that we have determined 7. cruzi to be a relevant communicable disease agent under

21 CFR 1271.3(r)(2), and are providing you with recommendations for testmg and screening
donors for antlbodles to T. cruzi.

The recommendations inade in this guidance with respect to HCT/Ps are in addition to
recommendations made in the document entitled “Guidance for Industry: Eligibility
Determination for Donors of Human Cells, Tissues, and Cellular and Tissue-Based Products
(HCT/Ps) ” dated August 2007 (Ref. 1)
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We recommend that you implement the recommendations provided in this guidance within one
year after a final guidance is issued.

FDA’s guidance documents, including this guidance, do not establish legally enforceable
responsibilities. Instead, guidances describe 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.

IL BACKGROUND

Chagas disease is caused by the protozoan parasite, I. cruzi. The disease is found primarily in
Mexico and Central and South America; the pathogenic agent has rarely been reported to cause

-human infection in the United States (U.S.) by natural vector transmission (Ref. 2). Natural
infections are transmitted mainly when the feces of certain blood sucking insects (triatomine
bugs, commonly referred to as kissing or chinch bugs) that harbor the infection are rubbed into a
bug bite, other wound, or directly into the eyes or mucous membranes. Other primary forms-of
transmission include congenital (mother to unborn infant), organ transplantation, and blood
transfusion. Current estimates are that at least 11 million persons in Mexico and Central and
South America carry the parasite chronically and could present a potential source of infection
should they become donors. The presence of the pathogenic agent in U.S. and Canadian donors
is increasing due to immigration of infected individuals from endemic areas. Some experts
estimate that there may be as many as 100,000 persons unknowmgly infected with 7. cruzi, who
reside in the U.S. and Canada.

Vector-borne infections are mostly mild in the acute phase and then, persist throughout life,
usially without symptoms. Acute infection in patients with compromised immune systems, for
example, from cancer therapy or organ transplantation, can be very serious and sometimes fatal.

" Treatment options are limited, but are most effective early in the infection. The lifetime risk of
severe cardiac complications (cardiomegaly, heart failure and arrhythmias) or infestinal disorders
‘(megacolon, megaesophagus) in infected individuals averages about 30% (range of 10 to 40%
depending on a variety of factors) and may occur many years after the initial infection. During
the acute phase of vector-borne Chagas disease, parasites are found in skin lesions at the site of
transmission. The parasifes are then spread through the bloodstream to various tissues,
particularly skeletal muscle (Ref. 3). During the chronic stage of Chagas disease, most persons
who harbor the parasite are asymptomatic and unaware of their infection. During this phase,
parasites have been demonstrated in muscle (especially cardiac muscle), nerves; and digestive
tract, but there has been very httle 1nvest1gat10n of tissue dlstnbutlon during that phase (Refs. 3
through 10). '





