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In this study, our aim was to determine whether
hepatic ischemia or anoxia and reperfusion injury of
similar duration would result in the same degree of
hepatic failure as measured by metabolic indices and
eicosanoid levels.

35 male Sprague-Dawley rats (300-350g) were
used as organ donors. Livers were studied in vitro
using an isolated perfused rat liver preparation,
maintained at 389C in a temperature controlled
chamber oxygenated with a Hamilton lung and perfused
with a modified Krebs-Henseleit buffer and 2% Bovine
albumin. Two groups of livers were studied, Group 1
(n=10) and Group 2 (n=15) experiments consisted of
livers exposed to 90 min of global ischemia or
global anoxia at 389C, respectively, followed by 60
min of reperfusion. LFTs, ABGs, electrolytes, TxBa,
6 Keto-prostaglandin F (PGFy o), and leukotriene C4
(LTC4) were measured, the latter by
radioimmunoassay, at Baseline (-5,0) and 3,10, 30
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Nausea and vomiting (N/V) continue to be
a major source of postoperative morbidity following
major gynecologic surgery. Ondansetron (OND;
GR38032F, Glaxo) a selective 5-HT, antagonist
has previously been shown to effettively control
chemotherapy-induced N/V. This study was designed
to evaluate the prophylactic antiemetic efficacy
and safety of OND in females undergoing major
gynecologic surgery. IRB approved informed consents
were obtained from 56 healthy (ASA I-II) subjects
scheduled for elective inpatient gynecologic
surgery. Unpremedicated patients were randomized
to receive, in a double-blind manner, either
OND 8 mg IV or placebo (PLA) infused over 2-5
min prior to general anesthesia induction, with
a second dose infused 8 hr after the first dose.
General anesthesia consisted of induction with
thiopental followed by sufentanil, N20:O2 (70/30%)

isoflurane, and muscle relaxant as indicated.
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and 60 min during reperfusion only. Results
indicate that ischemia or anoxia-induced hepatic
failure result in a similar degree of hepatic
metabolic dysfunction. However, TxBs levels during
reperfusion differed significantly between Groups 1
(anoxia) and 2 (ischemia) {Fig.). We conclude that
there may be subtle differences in TxBp levels
between hepatic ischemia and anoxia which will
require further elucidation using more
sophisticated biochemical analyses.
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Postoperative pain relief was provided by
patient controlled analgesia using meperidine
or morphine. Hematologic, hepatic and renal
parameters were evaluated prior to and 24 hr
post study drug infusion. Droperidol 0.625 mg
IV vas given as a rescue antiemetic when indicated.
There were no significant differences in demographic
data or type and amount of postoperative narcotic
given for pain relief between the two groups.
Antiemetic efficacy is defined as complete response
- no emetic episodes and no droperidol administration
for 24 hr after anesthesia. The complete response
rate for OND (16/30; 53%) was significantly (p=0.047)
greater than PLA (7/26; 27%) for the 24 hr post-
anesthesia period. Treatments were compared
using the Mantel-Haenszel test.

Nausea was assessed on a numerical scale
of 0 (no nausea) to 10 (worst nausea) pretreatment,
on awakening, and at 0.5, 1, 1.5, 2, 3, 4, 5,

6, 7, 8, and 24 hour. OND was significantly

(P <0.05) better than PLA at preventing nausea
at 3, 4, 5, 6, and 8 hr post study drug infusion.
Treatments were compared using the Wilcoxon rank
sum test.

No significant differences were found between
groups with respect to study drug related adverse
events. There were no study drug related changes
in hematologic, hepatic or renal parameters 24
hr post treatment.

OND is a safe and effective antiemetic for
the prophylactic control of N/V following major
gynecologic surgery.




