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Infusion of donor specific bone marrow alleviates acute rejection reaction

in liver allotransplantation

XIE Hai - yang, JIA Chang — ku, ZHENG Shu - sen

(Key Laboratory of Combined Multi — Organ Transplantation, Minisiry of Public Health, The First Affiliated Hospital, Zhe-
jiang University School of Medicine, Hangzhou 310003, China. E —mail; xiehaiyang@ yeah. net)

[ABSTRACT] AIM: To study the effect of nonmyeloablative donor specific bone marrow infusion on the immunore-

action of liver allotransplantation and its implication. METHODS: Orthotopic liver transplantation model was used in this
study. Groups were set up as follows: Group I, syngeneic control ( Wistar — to — Wistar) ; Group II, acute rejection (SD — to
— Wistar) ; Group III, acute rejection treated with cyclosporine A by intramuscular injection (SD — to — Wistar + CsA).
Group IV, bone marrow infusion 7 d before transplantation. General characteristics and survival time were observed. Histo-
logical grades of rejection were determined by pathological examination. IL -2 and IFN - vy expression in grafted liver were
detected by Western blotting. Chimerism of donor cells was also measured by PCR for a male — specific marker ('Y — chromo-
some — specific sequence, Sry). RESULTS: No signs of rejection were found in Group . Acute rejection occurred in
group II , and all the recipients died 9 — 13 d posttransplantation with median survival time being (10.7 £0.5)d. Only mild
rejection was seen in group [l[. As for group IV, 4 out of 6 recipients had long — term survival ( >100 d) , and the histologi-
cal grade of rejection was significantly lower than that in group II (P <0.05). Compared with group II ,the transcription
level of IFN — o and IL —2 markedly decreased in group IV. Y — chromosome — specific sequence ( Sry) of male SD rats was
detected in the bone marrow of female recipients at 15 d after bone marrow infusion. CONCLUSION: Donor specific bone
marrow infusion enhances chimerism formation in bone marrow, alleviates the rejection of liver allotransplantation and im-
prove survival of liver allotransplantation.
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Fig 1  Survival time post transplantation of different groups.

I : syngeneic control group ( Wistar — to — Wistar) ;
II : acute rejection group (SD —to — Wistar ) ; Il ; CsA
treated group (SD - to — Wistar + CsA) ; IV: bone mar-
row infusion group (SD - to — Wistar + DSBM). *P <
0.01 compared with group 1II.
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Fig 2 Rejection grades of grafted liver in different groups.
I : Syngeneic control group ( Wistar — to — Wistar) ;
Il : acute rejection group (SD —to — Wistar) ; I : CsA
treated group (SD —to — Wistar + CsA) ; IV ; bone mar-
row infusion group (SD - to — Wistar + DSBM) ; rejec-
tion grades of group [V are significantly lower than that
of group II at all but day 1 time point. *P <0.05 vs
groupIl ; *P>0.05 vs group III.
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Fig3 Expression of IL — 2 in grafted livers at different time

points posttransplantation. [ : syngeneic control group
( Wistar —to — Wistar) ; 1T :
—to— Wistar) ; Il : CsA treated group (SD —to — Wist-
ar+CsA); IV: bone marrow infusion group (SD —to —
Wistar + DSBM) .
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Fig4 Expression of IFN — +y in grafted livers at different time
points posttransplantation. | ; syngeneic control group
( Wistar — to — Wistar) ; II : acute rejection group (SD —
to — Wistar) ; Il ; CsA treated group (SD —to — Wistar +
CsA); IV: bone marrow infusion group (SD - to — Wist-
ar + DSBM).
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Fig5 Detection of chimerism 15 d after donor specific bone in-
fusion. M: GeneRuler™ 100 bp DNA ladder 1, 2, 3, 4,
5, 6. different individuals; N negative control; P: posi-
tive control.
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