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Induction of donor-specific tolerance in mouse islet transplantation model with
stimulately transportal infusion of donor derived CD4"CD25 Tcell

2007 4EfE WY H—F 7 2 —3 v 7 (No 2007-5033)
Hh AT, 12

1. Hikds - BAESMEL, EERYE 18R RS TMAH] 3-18-15, T 770-8503
Department of Digestive and Transplant surgery, Tokushima University
3-18-15,kuramoto-cho, Tokusima city, Tokusima,770-8503,Japan
Tel: 088-633-9276
Fax: 088-631-9698

2. Surgical Institute for Immunology Research, University of Alberta, Edmonton, Canada
2000 Collage Plaza 8215-112 St Edmonton, AB, T6G2C8,Canada
Tel:780-407-8348
Fax:780-407-6933

JRIEWIR 200744 H 20 H~2008 43 H 31 H
April 20,2007-March 31,2008

FZeRERE  Surgical Institute for Immunology Research, Clinical Islet transplant
Program,University of Alberta, 2000 Collage Plaza 8215-112 St Edmonton,
AB, T6G2C8,Canada
Tel:780-407-8348
Fax:780-407-6933

ffFsefaiEsE  Professor James AM Shapiro



Abstract

Background. Donor-specific transfusion is one alternative to induce donor-specific tolerance in transplantation,
however, its mechanism is still unknown. We have already reported that donor-derived CD4"CD25"Tcell induced
donor-specific tolerance, thus here we show that can be induced in MHC full mismatch model and investigate in vitro
and in vivo assay.

Material and Method. Islet and CD4*CD25 Tcells were isolated from Balb/c. Islet cells only (as control group) and
these cells stimulatory (as regT group) were transplanted into streptozotocin-induced diabetic C57bl6 mice via portal
vein. Mixed lymphocytes reaction was undergone with Balb/c derived CFSE stained CD4*CD25 Tcells as stimulator
and with naive C57hl6 splenocytes as responder. FACS analysis was investigated for these cells after 24, 48 and 72
hours culture.

Result. Graft survivals of regT group were significantly prolonged (Log rank test,P<0.01). The population of CFSE
positive cells were decreased in time dependent manner. There was significant high responding cell population around
220nm in Balb/c derived CD4*CD25 Tcells and naive C57bl6 splenocytes co-culture.

Conclusions. Islet graft survival was prolonged by donor-derived CD4*CD25*Tcells simultaneously transplantation via
portal vein in high responder model. This prolongation was not due to in vivo expansion of transferred donor-derived
CD4*CD25"Tcells. It is required to identify the population which increased among recipient lymphocytes against

donor-derived CD4"CD25 Tcells.
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