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Abstract (limited to 4000 words)t

Intestinal transzplantation hasz imecreasingly become an effective optiom to
manage 1rreverzible inteztinal failure. However, rejection and
lmminosuppression assoclated side effects are two major factors contributing
to poor ocutcomez of small bowel transplantation. Induction of donor—szpecific
tranzplant tolerance 1z the ultimate goal to solve asbove problems. (ur
previcus study zhows that transplant tolerance can be establizhed in zkin
allograft via mized chimerism following donor bone marrow infusion, while
intestinal tranzplant tolerance 1z a huge challenge due to 1tz strong
allogeneic response. Our proposed studies are: 1) to establizh stable and
durahle mized chimeriszm via domor’ s bhone marrow infusion and to optimize
induction strategies and clarify the relationship between chimerizm levels and
tolerance; 2} to induce intestinal transplant tolerance in mice via mixed
chimerizm and to define ztrategiez toward inducing tolerance and its
associated mechanismsz: 3) to establish an intestinal transplant tolerance
model in non—human primates and to define its mechanisms and zafety of
tolerance induction strategies. We anticipate that these studies w1ll provide
insightz into mechanizmz of intestinal transzplant tolerance, and to further
contribute to development of clinieal strategies that improve long—term
intestinal graft surviwval.
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