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Effects of Antiplatelet Agents on the Graft Survival
in Murine Cardiac and Skin Transplantation Model

Seong Yup Kim, M.D.", Sang Hyun Ahn, M.D.", Sang Il Min, M.D.", Si Hwa Kim, M.S.",
Yu Jin Jeong, B.S.", Seung Kee Min, M.D.", Sang Joon Kim, M.D."? and Jongwon Ha, M.D."?

Department of Surgery, Seoul National University College of Medicine',
Transplantation Research Institute, Seoul National University Medical Research Center?, Seoul, Korea

Background: At the initiation of immunologic response, platelets rapidly release chemical mediators which may induce re-
jection of transplanted organ. The purpose of this study was to investigate the effect of antiplatelet agents in murine cardiac
and skin transplantation models.

Methods: In the minor major histocompatibility (MHC) mismatch model, BALB/c (H2d) mice underwent heart transplantation
from B10.D2 (H2d) mice. In the major MHC mismatch model, CBA (H2k) mice were used as the recipients and C57BL/10 (H2b)
mice as donors. The recipients were divided into four groups and each group was treated with distilled water (DW), sarpogre-
late, cilostazol, or clopidogrel respectively. For skin transplantation, the recipients in the minor MHC mismatch model were
divided into four groups similar to those in cardiac transplantation. The recipients in the major MHC mismatch model were
divided into DW-treated and sarpogrelate-treated groups. All treatments were done by the per oral route of administration.

Results: For graft survival in the minor MHC mismatch model of cardiac transplantation, sarpogrelate-treated group showed
increased median survival time (MST) compared to the other groups (DW-treated group 17.5 days, sarpogrelate-treated group
88 days, cilostazol-treated group 13 days, clopidogrel-treated group 23 days). Similar results were observed in the major
MHC mismatch model. In the major MHC mismatch model, the expression of adhesion molecules (L-selectin, intercellular adhe-
sion molecule-1 [ICAM-1], Mac-1, lymphocyte function associated antigen-1 [LFA-1]) was significantly higher in DW-treated
group compared to sarpogrelate-treated group (P<0.05) In the minor MHC mismatch model, MST in the antiplatelet-treated
skin graft group was not remarkably prolonged compared to DW-treated group. In the major MHC mismatch model, sarpogre-
late-treated group showed prolonged survival compared to DW-treated group (MST 25 vs. 19 days, £<0.05). There was no
statistically significant difference in the proportion of activated T cells and regulatory T cells.

Conclusions: The tendency for a better survival of grafts was observed in the sarpogrelate- treated skin and heart transplant
group compared to DW-treated group. However, further mechanistic study is necessary to these results.
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Fig. 1. Graft survival of minor mismatched cardiac transplantation
(Donor: B10.D2, Recipient: BALB/c). Abbreviation: DW, distilled
water.
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Fig. 2. Graft survival of major mismatched cardiac transplantation
(Donor: C57BL/10, Recipient: CBA). Abbreviation: DW, distilled
water.
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Fig. 3. Quantitative RT-PCR of adhesion molecules and chemo-
attractive cytokine. Abbreviation: DW, distilled water.
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C57BL/10, Recipient: CBA). Abbreviation: DW, distilled water.
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Ale B4Hd SA= glor o A7 Hash(23).
ol 7] A2 AA, Aol 2 o= major
mismatch & oj|A] cilostazol, clopidogrel, sarpogrelate
& 47 Borg wEEU JFol2 ¥ o] major mis-
match & oA & sarpogrelate Fof7q A&51ic), o]
+ cilostazol, clopidogrel& Al o| 2R o ZFFF T
o vlue) o £ AFHE HolA Z%7] whel uj
Algk Aok, =4, o M AA o] ARS- glo] Fd 4
o AAE ARgEte] o]2H ] AETIRME ZARSE,
o AAE AR TF SRF FASE T Abol el
o]2lH HFE7|7tel| SAXSE
gk olf7t i EA43) e
ujAlEE7] Xeksl] wWhied
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af AR Dol ARE Tl B AR clopidog-
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