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Allogeneic spleen tissue transplantation combined with low-dose FK506 in induction of allograft tolerance in or-

thotopic liver transplant rats
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[ABSTRACT] Objective: To investigate the influence of allogeneic spleen tissue transplantation with low-dose FK506 on al-
lograft tolerance in rats receiving orthotopic liver transplant and the related mechanism. Methods: Female Brown Norway (BN)
rats were divided into 5 groups (eight rats in each group). Rats in Group 1 received orthotopic allogeneic liver transplantation u-
sing inbred Lewis rats as donors. Rats in Group 2 received Lewis liver transplantation+low-dose FK-506 (0. 25 mg/kg FK-506
was orally given after transplantation). Rats in Group 3 received Lewis liver transplantation+ Lewis spleen transplantation.
Rats in Group 4 received Lewis liver transplantation+ Lewis spleen transplantation+low-dose FK-506. Rats in Group 5 received
Lewis liver+ SD spleen transplantation+ low-dose FK-506 group. The survival periods were recorded in each group. The form-
ing of chimerism, the responsiveness of T cells to alloantigen and the pathological changes of transplanted liver were analyzed af-
ter treatment. Results: Compared with rats in other groups, rats in Group 4 had an obviously longer survival time. an obviously
reduced T cell responsiveness to alloantigen, and an obviously increased donor-positive cells (remained for 60 days after trans-
plantation) (P<C0.05). There was no significant pathological rejection in Group 4. Conclusion: Allogeneic spleen transplanta-
tion combined with low-dose FK506 treatment can obviously induce graft immune tolerance in orthotopic allogeneic liver trans-
plant recipients through promoting formation of chimerism and T cells hyporesonsiveness to alloantigen.
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Fig 1 Responsiveness to alloantigen of T cells from

recipients receiving liver and spleen transplantation
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Fig 2 Pathological analysis of liver in recipients receiving allogeneic orthotopic liver transplantation

A': Heavy acute rejection in allogeneic liver transplant recipients and in thirty-party spleen tissue transplant (derived from SD rat ) ; B: Mild acute

rejection in allogeneic liver transplant recipients followed by low-dose FK506 therapy; C:Mild acute rejection in allogeneic liver transplant recipi-

ents combined with spleen tissue transplant; D:No rejection in allogeneic liver transplant recipients combined with spleen tissue transplant fol-

lowed by low-dose FK506 therapy

VFZ2 SCHRN 1 SR T i 2 K A 45 G g 4 i 5 mT
PAAZS 5 0 B 40 A6 %) 0 T, O O T 40 A A1 RE % 3 B
POHIT T 40 M A 75 4L , i APC P85 40 R 7 1 Thi
AI(IL-2 . TNF-o) [f] Th2 B (1L-10) 7 1k, 1 B 5 35
14 9 8 40 1 BR S L (524K APC Ll 5 Rk gl m
il AT 75 S T 40 B 5 B 2k R L 75 1G4 s S v 1Y
BRET 32 1 7= A, 3K —BLHIFE 5 T B R S 1 1) e
PET 52 vl ok Mz B A, FRATTAE A 44 DT 174 4cb 2R
I AR R 5 — PR 3R A B E 4L 2 AT T B AL
P 7E S5 s 2 B FK506 T 40 B A4 9 J0E B8 4175
A AR B4 2R B R A T Ak B SR AL T
V5 JLIUE 240 e ) 9 T A TR R A G, TR A B9 LRI LA
Fifs SR T 25 Wk B A A E— A g

ARSI 563 3 A% ) b G4 4L, FE /N TR i FK506
YEHIT RE WA W 5 S i & IR B TR 100, B AR SZ 4K T 40 M
Xof ) Ao 47 Ji fg s g P o AT A2 3 () A IO A% A 4 1Y
Go BT 32 . DI R S5 B 1) 1 B L 3 — 7 o R A )
SHAT A R I T 5%

[Z % X #k]

[1] Lu L,Gambotto A,Lee WC,et al. Adenoviral delivery of CT-
LAA4lIg into myeloid dendritic cells promotes their in wvitro
tolerogenicity and survival in allogeneic recipients[ J]. Gene T-
her,1999,6:554-563.

[2] Eto M, Hackstein H, Kaneko K, et al. Promotion of skin
graft tolerance across MHC barriers by mobilization of dendrit-
ic cells in donor hemopoietic cell infusions[J]. J Immunol,
2002, 169.:2390-2396.

[3] Wang Q. Zhang M, Ding G,et al. Anti-ICAM-1 antibody and
CTLA-41g synergistically enhance immature dendritic cells to

induce donor-specific immune tolerance in wivo [ J]. Immunol

[4]

(5]

(6]

(7]

(8]

(9]

(10]

(11]

(12]

(13]

[ EH] 2006-04-10
[AX 48]

Lett, 2003,90: 33-42.

Adkins B, Jones M, Bu Y,et al. Neonatal tolerance revisited
again: specific CTL priming in mouse neonates exposed to
small numbers of semi- or fully allogeneic spleen cells[]J]. Eur
J Immunol, 2004,34:1901-1909.

Tomita Y, Yoshikawa M, Zhang QW, et al. Induction of per-
manent mixed chimerism and skin allograft tolerance across
fully MHC-mismatched barriers by the additional myelosup-
pressive treatments in mice primed with allogeneic spleen cells
followed by cyclophosphamide[ J]. J Immunol, 2000, 165 34-
41.

Donckier V, Flamand V, Abramowicz D, et al. Dissociation
between chimerism and skin graft tolerance after neonatal in-
jection of allogenic spleen cells[J]. Transplant Proc,1998,30:
4018-4019.

Goto S, Kamada N, Delriviere L, et al. Orthotopic liver re-
transplantation in rats[ ] ]. Microsurgery,1995,16:167-170.
Woeg, £ OMRGERS . R AEBHIEZ GAP-43T #f
S PR SRS R TR 220K, 2004, 13.:289-291.
Wong T, Nouri-Aria KT, Devlin J, et al. Tolerance and latent
cellular rejection in long-term liver transplant recipients[ ] ].
Hepatology, 1998,28.443-449.

Starzl TE, Demetris AJ, Murase N, et al. Cell migration, chi-
merism, and graft acceptance [ J]. Lancet, 1992, 339 1579-
1582.

Bertolini F, Pruneri G. Chimerism of the transplanted heart[ J].
N Engl J Med,2002,346:1410-1412.

Chiffoleau E, Walsh PT, Turka L. Apoptosis and transplanta-
tion tolerance[ ]]. Immunol Rev,2003,193:124-145.

Chen M, Wang YH, Wang Y, et al. Dendritic cell apoptosis in
the maintenance of immune tolerance[ ] ]. Science, 2006, 311
1160-1164.

[f&EBH#] 2006-08-28
BT



