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These results suggest that the POEF effect either does not require 
digestion or requires processes not sufficiently inhibited by a 5 mg/ 
kg dose of famotidine. To ensure that gastric secretions were suffi­
ciently inhibited, a follow-up group of 48 rats was run in the iden­
tical paradigm. except that the volume of the famotidine infusion 
was increased from I to 2 ml/kg, thereby increasing the dose from 
5 to 10 mg/kg, and the rats were required to ingest two, rather than 
one, placentas. The combination of (a) running all the 10 mg/kg and 
control rats separately from the 5 mg/kg groups, (b) the change in 
the volume of the orogastric infusion, and (c) the change in number 
of placentas required prevented us from analyzing the 10 mg/kg 
data as part of one overall ANOVA using two doses. 

Baseline TFLs did not differ among the four groups in the 10 
mg/kg famotidine test. and ranged from a mean of 3.57 ::!:: 0.04 
s to a mean of 3.74 ::!:: 0.06 s. F( 1,46) = 1.33, P > 0.25. The 10 
mg/kg dose of famotidine increased the responsiveness to vagi­
nal/cervical stimulation in rats fed the enhancer control (beet). 
Although both famotidine-vehicle groups were comparable to 
the respective groups in the 5 mg/kg experiment, and placenta 
ingestion enhanced the vaginallcervical stimulation-induced an­
algesia, whereas beef ingestion did not [vehicle + beef (group 
D): mean = 34.37 ::!:: 9.06%; vehicle + placenta (group C): mean 
= 67.24::!:: 13.16%], 1(1, 22) = -2.06,p < 0.05. the groups 
given I() mg/kg famotidine did not differ from each other statis­
tically rfamotidine + beef (group B): mean = 47.96::!:: 12.43%; 
famotidine + placenta (group A): mean = 61.60 ::!:: 13.33%1 as 
had the groups given 5 mg/kg famotidine. Therefore, although 
the famotidine + placenta treatment (group A) showed consid­
erably more antinociception than did the basic control group 
(group D) (6 1.6% increase from baseline vs. 34.37% increase), 
the elevation of TFL in famotidine + beef rats (i.e., group B as 
well as group A) obscured. statistically, the enhancement pro­
duced by placenta ingestion in the overall analysis. 

It is not clear why the 5 and 10 mg/kg doses of famotidine 
differentially affected tail flick latency of beef-fed rats in response 
to vaginal/cervical probing. We detected no obvious conditioned 
flavor aversion to vanilla-flavored water in a separate group of rats 
gi ven 10 mg/kg famotidine, nor were there any differences in stom­
ach pH produced by the two doses of famotidine tested. We also 
subsequently tested whether 10 mg/kg famotidine, by itself, pro­
duces an enhancement of vaginal/cervical stimulation-induced anti­

nociception: rats that received no enhancer (placenta) or control en­
hancer (ground beet) showed the same change from baseline tail 
flick latency regardless of whether they were infused with famoti­
dine (57.12 ::!:: 12.01%), famotidine vehicle (48.17 ::!:: 7.9R%), or 
nothing (51.49 ::!:: 12.62%). F(2, 33) < 1.0. 

DISCUSSION 

Both gastric vagotomy and treatment with famotidine. a po­
tent Hrhistamine receptor antagonist, severely reduce gastric se­
cretory activity. Tn a previous study we found that gastric vagot­
omy blocked the enhancement produced by placenta ingestion of 
morphine antinociception (15). In the present experiment. we 
found that pretreatment with a dose of famotidine at the high end 
of the therapeutic range (5 mg/kg) did not block the enhancement 
produced by placenta ingestion of vaginal/cervical stimulation­
induced antinociception. Pretreatment with an extremely high 
dose of famotidine (10 mg/kg), in conjunction with a stomach 
load, may have produced a sufficient amount of stress to lead to 
an elevation of endogenous opioids. This, in turn, might have 
produced a detectable increase in baseline antinociception (be­
fore application of vaginallcervical stimulation), thereby obscur­
ing POEF enhancement during vaginal/cervical stimulation. 

The findings that gastric vagotomy blocks the POEF effect 
and that famotidine treatment apparently does not, taken together, 
suggest that the POEF effect does not require normal digestive 
processes, or other processes inhibited by famotidine. but does 
require an intact vagus as the afferent pathway for the transmis­
sion of information about the presence POEF. The next step will 
be to ablate vagal afferents selectively and test whether POEF 
still enhances opioid-mediated analgesia in those rats. If further 
investigation supports the conclusion that digestion is not re­
quired as a mediating event for activation or manufacture of the 
POEF molecule, we can then conclude that POEF stimulates gas­
tric receptors that then send information directly to the CNS over 
vagal afferent fibers. 
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