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IMMUNE TOLERANCE

The successful induction of immune tolerance
isamajor therapeutic goal for the treatment of
many immune-mediated diseases, including
autoimmune disorders such as rheumatoid
arthritis, type 1 diabetes, and multiple
sclerosis; asthma and allergic diseases; and to
preventing rejection of transplanted solid
organs, tissues, and cells.

Tolerance-induction approaches seek to
selectively block harmful immune responses.
For example, in transplantation, donor-specific
immune tol erance—a sel ective blockade of
immune responses directed against the graft—
would enable long-term graft survival without
the complications and risks of infection,
malignancy, and atherosclerosis associated
with systemic immunosuppressive therapy. In
asthma and allergic diseases, the goal of
tolerance research is to develop methods to
block alergic immune responses to alergens,
such as cockroach and house dust mite, that
cause or exacerbate these diseases. In
autoimmune diseases, tolerance-induction
approaches seek to block those immune
responses that cause the body to mistakenly
attack its own organs, tissues, or cells. Two
decades of intensive basic research in
immunology have provided a solid foundation
of knowledge and understanding that will
enable the application of promising tolerance-
induction strategies to the treatment of

human disease.

NIAID’s Division of Allergy, Immunology,
and Transplantation (DAIT) supports basic
research to elucidate mechanisms responsible
for immune tolerance, translational research to
facilitate the application of immune-tolerance
approaches to human diseases, and clinical
research to evaluate novel therapeutic
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approaches to induce and maintain immune
tolerance. New approaches are being
investigated to accomplish the following:

* Improve understanding of the molecular
mechanisms responsible for the induction
and maintenance of immune tolerance;

* Replace or improve suboptimal treatment
protocols for immune-mediated diseases,

» Discover methods to prevent or reverse
immune-mediated disorders for which no
effective therapies are currently available;

* Create an efficient research infrastructure
for the development and rapid testing of
tolerogenic agents in human immune-
mediated diseases; and

« Clarify mechanisms by which tolerogenic
agents suppress disease.

With co-sponsorship from the National
Institute of Diabetes and Digestive and
Kidney Diseases (NIDDK) and the Juvenile
Diabetes Research Foundation International,
NIAID supports the Immune Tolerance
Network (ITN). ITN is an international
consortium of more than 80 investigatorsin
the United States, Canada, and Europe,
dedicated to the clinical evaluation of novel,
tolerance-inducing therapies for autoimmune
diseases, asthma and allergic diseases, and to
preventing rejection of transplanted organs,
tissues, and cells. The goal of these therapies
isto “re-educate” the immune system to
eliminate injurious immune responses and
graft rejection while preserving protective
responses to infectious agents. ITN also
conducts integrated studies on the underlying
mechanisms of these approaches and develops
and evaluates markers and assays to measure
the induction, maintenance, and loss of
tolerance in humans. The ITN has 18
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* Identification and mechanistic
investigations of tolerant kidney transplant
patients.

More information on ITN’s mission and
research is available at www.
immunetolerance. org.

In collaboration with NIDDK, DAIT supports
the Non-Human Primate Immune Tolerance
Cooperative Study Group. The goal of this
program is to evaluate the safety and efficacy
of novel tolerogenic regimensin preclinical
models of kidney and islet transplantation.
Scientists in this study group have
demonstrated long-term graft acceptance using
tolerogenic regimens in both kidney and islet
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allograft recipients. In fiscal year 2002, this
program was renewed and several new
research centers were added, which will allow
alarger number of tolerance-induction
strategies to be rigorously evaluated. To
accelerate the research conducted through this
program, DAIT supports breeding colonies of
rhesus and cynomolgus macagues.

Other DAIT-supported research programs that
include studies on immune tolerance are the
Autoimmunity Centers of Excellence, the
Human Immunology Centers of Excellence,
Innovative Grants on Immune Tolerance, and
program projects in basic biology, basic
immunology, and transplantation tolerance.



