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Fig. 1 Survival days of graft of each level Cs treatment group
(Group I: 0.5 mg/kg/day, Group 11 : 5.0 mg/kg/day,
Group IIT: 15.0 mg/kg/day, Group 1V : 30.0 mg/kg/day)

in a mouse skin transplantation model.
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Fig. 2 Survival days of graft of each level anti-LFA-1Ab treat-
ment group (Group A : rat 1gG,, 40 mg/kg/day, Group
B : anti-LFA-1Ab 20 mg/kg/day Group C : anti-LFA-
1Ab 40 mg/kg/day) in a skin transplantation model.
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Fig. 3 Survival days of graft of each level (Groupl : Cs 15 mg/
kg/day+anti-LFA-1Ab 40mg/kg/day, Group 2 : Cs
30 mg/kg/day +anti-LFA-1Ab 40 mg/kg/day, Control is
rat 1gG,, 40 mg/kg/day) combined medication in a mouse
skin transplantation model.
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Fig. 4 blood cytokine value (INFy, TNFa, [L-2, IL-4, IL-5) of
Cs transfusion group and Cs and anti-LFA-1Ab combina-
tion group in mouse skin transplantation model.  Control
is non-treatment group.
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Combined use of ciclosporin and anti LFA-1 monoclonal antibody to
induce immunological tolerance in mice skin graft
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Abstract

Pharmacotherapy by immunosuppressive agents is a major treatment method for suppressing rejection after transplantation.
On the other hand, the possibility of donor-specific immunosuppression blocking sub-signals by using monoclonal antibody and
peripheral acquired tolerance derivation have been reported. However, there are a few reports that reviewed combined effects of
both regimens. In the present study, an analysis of combined effect of ciclosporin and anti-lymphocyte function-associated
antigen-1 mAb (anti-LFA-1mAb), which has a different immunosuppression mechanism, in skin allograft transplantation
consistency of the C57BL/6 mouse as donor and the BALB/c mouse as recipient. There is no significant prolongation for
survival in ciclosporin group (n=5) administrated subcutaneously 0.5, 5.0, 15, and 30 mg/kg respectively for 9 days from the
day before transplantation compared with mean graft survival days (MSD ; 10.35 days) in the control group (n=5). There
was no difference in graft survival among Cs groups according to dosage, but the high dosage group developed weight loss as a
side effect.  On the other hand, 80% of anti-LFA-1 mAb group administrated 40 mg/kg/day for 8 days showed over 28 days
MSD of graft survival and growth of hair. Although the combined therapy group with anti-LFA-1 mAb (40 mg/kg) and Cs
(15 mg/kg) had a prolonged MSD (18.25 days) compared to the control group, there was no prolongation of MSD between the
combined therapy group and anti-LFA-1 mAb group (40 mg/kg). Moreover the combined therapy group with high Cs dosage
showed 40% mortality. Therefore the anti-LFA-1 mAb therapy showed a significant prolongation for survival, thus acquired
tolerance derivation by the single treatment could be recognized in skin allograft transplantation. However, it was suspected

that there seemed to the no synergism of anti-LFA-1 mAb therapy combined with calcineurin inhibitor (Cs).
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