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Tolerance to donor skin graft by grafting with mixed fetal F344 rat and BALB /c mouse

thymus in nude mice
XIE Zhi-jie, WU Jun, ZHENG Jun-song, PENG Shuang-fa (State Key Laboratory of Trauma, Burns and Combined Injury, Institute of
Bums Southwest Hospital Third Military Medical University, Chorngqing 400038 China)

Abstract: Objective To establish the model of mixed thymus transplaniation by grafting with fetal F344 rat
thymus and BALB le mouse thymus in nude mice and to explore the mechanisms of tolerance to donor skin graft.
Methods Three months after mixed thymic graft transplantation, skin grafting was performed and the reconstitution
of CD4 CD25 T cell subsets in the rcipients was detected by flow cytometry. The expressions of host MHC class |
and MHC class II in thymic grafts were observed by immunohistochemisty. Viable whole splenocytes from mixed
thymus-grafted nude mouse were adoptively transferred into syngeneic normal BALB le mice. Then full thickness F344
rat skin and third-party C57BL /6 mouse skin samples were grafted simultaneously. Results  After mixed thymus
transplantation, efficient reconstitution of mouse CD4' CD25 T cells in the peripheral blood was observed. Thymic
grafts showed densely repopulating thymocytes that stained with mAbs for mouse MHC class [ in the deep cortex and
medulla compartments. Furthermorwe, host-derived MHC class 1I positive cells with the appearance of dendritic cells
were clearly present and well distributed in the medulla. In adoptive splenocyte transfer experiments, F344 rat skin
grafts were significantly prolonged as compared with the third-party allogeneic C57BL /6 mouse skin grafts. Conclu-
sion Tolerance to donor skin grafts can be transferred by splenocytes from tolerant mice to secondary recipients. The
major mechanisms involved in the induction of tolerance may be central deletion within the thymic graft and immune
regulation of regulatory T cells.
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