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Investigation of a new therapeutic approach in a rat HUS model
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HUS (hemolytic uremic toxin syndrome) is a well-known disease caused by
enterohemorrhagic Escherichia coli 0-157. This HUS is a syndrome with hemolytic anemia,
thrombocytopenia, and acute renal failure that can be fatal in children and the elderly. The only
treatment for this disease is supportive care and there is still no effective treatment. In the
present study, we developed a rat disease model to investigate various treatment options for HUS,
and examined its validity. Verotoxin (STx2) has been found to play a major role in the pathogenesis
of this HUS, and we were able to model the intraperitoneal administration of this STx2. In this
model, however, acute renal failure was reproducible, but the reproducibility of hemolytic anemia
and thrombocytopenia was problematic.
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Fig. 1. Motality curves on control group and Carvedilol group. there were no significant
differences on mortality curves between groups (P=0.21)

Fig. 2. Representative light microscopic
photograph of renal tissue. Arrows show
thrombotic occlusions of glomerular
capillaries.
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Table 1. Blood study and cytokine concentrations

Control Carvedilol |P Lac mmol/L
(n=10) (n=9) value 12

WBC  (/uL) 4320+ 1196 3433 +1045 0.10 10 T

Hb (g/dL) 19.7+3.3 194+3.6  0.83

Plt (/uL) 92.9+22.6  958+225 0.78 8

BUN (mg/dL) 59.5+29.7 63.9+32.0 0.76

Cr (mg/dL) 0.79+046  0.72+0.50 0.77 6 8.0 +3.5

LDH (IU/L) 3844 +£2033 3263 +1522 0.49 4

GOT (IU/L) 189+77 149 £ 50 02

GPT (IU/L) 28.6+5.0 27.0+ 5.6 0.52 2

T-bil (mg/dL) 0.020 +0.012 0.013 +0.014 0.27 0

I-Bil  (mg/dL) 0.019+0.012 0.013 +0.014 0.35 Control Carvedilol
TNF-o. (pg/mL) 0 10+£27.7 0.27 Fig. 3 Lactate level at 48hrs after intraperitoneal
IL-1p (pg/mL) 3.7+ 11.6 0 0.36 verotoxin2 injection. There were no differences
IL-6 (pg/mL) 0 0 1.0 between both groups (P=0.26).
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