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SUMMARY 

The experience acquired with the use of 
epidural morphine during the peri-operatory 
period confirms the efficacy and safety of the 
method also in elderly patients with neoplasia 
and multiple pathologies of various etiology. 
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Several el户ctrophysiolog1cal data suggest 
that the main action of local anesthetics 
involves the direct depression of mem
brane permeability to Na+ ( 1 , 2). This re
duction in sodium conduction prevents 
normal depolarization in response to ap
plied stimuli (3), so that propagated im
pulse generation does not occur, and in 
effect a condution block follows. The un
derlying mechanism is related to the in
teraction of the local anesthetic with 
specific membrane lipoprotein receptors, 
which are present on the internal side of 
the plasmatic membrane in correspondence 
with the sodium channels (4). The possi
bility of passage through the channel is 
conditioned by the physico-chemical pro
perties of the local anesthetic itself, such 
as molecular weight, lipid solubility, pK 
and environmental pH. Under equal con
ditions, the non-ionized form which lacks 
charge and is therefore hydrophobic, pre
sen ts a greater diffusability. The state of 
the acid-base balance may thus be im
portant in determining the clinical action 
of local anesthetics. Alkalosis brings about 
a rapid induction of the anesthetics as 
well as a greater profundity. On the 
contrary, injection of local anesthetic into 
inflamed tissues where pH is reduced, 
brings about an insu伍dent degree of ane
sthesia due to the lesser quantity of un
charged anesthetic. 

A specific clinical problem that may be 
related to topical modifications in H+ 

concentration is constituted by the phe
nomenon of tac.hyphyIaxis, a state of rapid
tolerance that is frequently observed fol
lowing continuous or repeated administra
tion of local anesthetics in the subarach
noid or epidural space (

5
· 6). Although the 

etiology is not completely ascertained, 
there are data which support the hvpo
thesis that tolerance development follow
ing repeated intrathecal administration of 
anesthetic may be related to modifications 
in the H+ concentration in the cerebra
spinal fluid (CSF)（行；a reduction in pH 
brings about a relative decrease in the 
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