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reach its tarcet. That complicates matters, as
the aition’s very charge virtually imprisons it
when diffusion harriers block the way, The
task of diffusion fulls to the lipid-soluble
neutral base, which carries the local anesthetic
molecnle through the membrane. In short: the
cation is the molecular species that plugs the
channel, but the molecule must first be in the
base form to get there.

Certain chinnel-hlocking marine toxins ttet-
rodotoxin. for instance) circimvent this hand-
icap in that they hind to receptors located near
the entrace to the sodium channel, where it
faces the extruneural environment. Derivie-
tives of these drugs thus may well tarn into
usedul blocking agents, since they do not have
to rely on transmembrane diffusion to reach
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the internal action locus—as conventional
anesthetios must da.

Finally, a few words about “use-dependent
inhibition.” a topic detailed at some length in
the review article, While intensity of (and
recovery from) experimental hlockade may be
varied to some eatent by manipulating the
frequeney of stimulation, the phenomenon’s
clinical relevance remains to he seen.

With the hindmarks now well in sight, the
reader i all the better savor the technical

Tocal

niceties and  eaperimental  subtleties of

s polished review article.
Ruporpir 11 pE Joxa, MLD.
Aunesthesia Research Center
Unicersity of Washington
Seattle. Washington Y8193

Strichar

Control of Respiration

OBESITY AND RESPIRATORY DRIVE
I some markedly obese paticnts, respine
tory response to carbon dioxide is signifi-
cuntly decreased. Can this abnormality he re-
versed by dietary manipulation? The authors
have studied 1S obese patients (six with
the obesity=hypoventilation syndrome and
12 with normal CO, responses). Pulmonary
function, hlood gases, serum ketone Jevels,
and ventilitory response to CO. were eval-
wted at three times: D Control period of
3-5 days during which paticuts were nain-
tained on a 23500-keal diet (40 per cent
carbohydrate, 10 per cent fat. 20 per cent pro-
tein): 2) Ketosis was induced for 3=7 weeks
by fasting (13 subjects) or a -00-keal diet of
protein (five subjects): 3) Patients were
re-fed with o 1.000-1.200-keal  diet for
T-10 davs. Studies were performed at the

end of cach phase. Clunres in weight were

stmilar in the hypoventilting and control
aronps. GO, sensitivity wis analtered by
ketosis in the obese controls. However, in
the hypoyentilating group, CO, response wis
more than donbled in the ketotic phase
WS =000 LS=t( 0.9 = 0.1 lmintorr in
the th plises). This fiprovement could
not be related to changing weight, pulmoary
function, arterial Blood pH. or differences
in ketosis hetween the two gronps, There wis
a signilicant relationship between €O, ore-

sponse and ketone-body concentration i the
hypoventilating subjects. The authors con-
clude that the decreased ventilatory response
to CO, occurring in some ohese patients
may be returned toward normal by dietary
manipulation. (Fricd PL, and others: Effect of
ketosis on respiratory sensilivity to carbon
dioxide in obesity. N Engl | Med 294
1081 -1056. 19760
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