SU-B47

Sirolimus EHS50{ EE= cyclosporineZ}2| HetF 047}
S off O|X|= Qe

oF
e
H
N
0%
e
ro
ol
ok
E]
oill
rlo
o
4>
ret
‘._)p.
k3
H?
o
oo
4>
0
0 o
N
o
[l
]
02
2t
o

Effect of Sirolimus on Diabetes Mellitus in Rat with or without
Cyclosporine Treatment with or without Cyclosporine Treatment

Hyun Kuk Song, Jung Yeon Ghee, Dong He Han, Hye Eun Yoon, Su Hyun Kim
Bum Soon Choi, Yong-Soo Kim, Byung Kee Bang, Kun Ho Yoon and Chul Woo Yang

Departments of Internal Medicine, The Catholic University of Korea

Purpose : Combined treatment of sirolimus (SRL) and cyclosporine A (CsA) has synergistic nephrotoxicity, but
the effect of SRL on CsA- induced pancreatic injury is unknown. We investigated the influence of SRL on
pancreatic injury in rats with or without CsA treatment.

Methods : Sprague- Dawley rats maintained on a low salt diet (0.05% sodium) were treated subcutaneously with
vehicle (olive oil, VH, 1mL/kg per day) and CsA (15 mg/kg per day) for 21 days. SRL (0.3 mg/kg per day) was
concumrently administered via subcutaneously to CsA and VH groups. The effect of SRL on CsA- induced
pancreatic injury was evaluated by intraperitoneal glucose tolerance test (IPGTT), plasma insulin concentrations,
blood glucose level and pancreatic b- cell morphology.

Results : The VH+SRL group significantly increased blood glucose concentration, calculated AUC (806 £34 vs.
599*13 mg/dL min, p<0.05) and decreased plasma insulin concentration (0.37+0.01 vs. 0.42%0.01 ng/mlL,
p<0.05) compared with the VH group. In the CsA group, blood glucose concentration and calculated AUC (1069
*+49 mg/dL min, p<0.05) significantly increased and plasma insulin concentration (0.33%*0.01 ng/mL, p<0.05)
was significantly lower than the VH and the VH+SRL group. Combined treatment of CsA and SRL group further
increased blood glucose concentration and calculated AUC (1546+38 vs. 1069*49 mg/dL min, p<0.05) and
decreased the plasma insulin concentration (2.9#0.02 vs. 0.33%0.01 ng/dL, p<0.05) compared with the CsA
group. Immunohistochemical staining for insulin in the VH group and VH+SRL group showed strong and uniform
pattem of the islet cells. In contrast, a lower intensity of insulin staining and vacuolization in islet cells were
observed in the CsA group compared with the VH or the VH+SRL groups. Combined treatment of CsA+SRL
group showed further increased the vacuolization in the pancreas islet cells and decreased pancreatic b islet
mass.

Conclusion : Combination of sirolimus and CsA aggravates CsA- induced pancreatic injury.
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