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SHORT REPORTS

Response of antidiuretic hormone to
chlorpropamide
Chlorpropamide has been used to treat diabetes insipidus since 1966,1
but its mode of action is still not entirely clear. There is good agree-
ment that it augments the renal effects of endogenous antidiuretic
hormone,2 but it might also cause pituitary release.3 To help clarify
this we have measured serial plasma concentrations of antidiuretic
hormone in a group of patients receiving long-term chlorpropamide.

Patients, methods, and results

Eleven patients with maturity-onset diabetes (two women; age range 38-66
years, mean 56 years) requiring treatment with oral hypoglycaemics were
studied. All were receiving conventional dietary advice. Blood was taken
from an antecubital vein (after 30 minutes' sitting and overnight fast) before
and four, eight, and 12 weeks after they started taking 250 mg chlorpropamide
daily. Plasma concentrations of antidiuretic hormone were measured by
radioimmunoassay (normal range 4-12 jtg/l). This method is reliable in
assaying both normal and raised concentrations.4 Serum sodium and plasma
glucose concentrations were measured by routine automated analysis. No
change in chlorpropamide dosage was made during the study. All patients
had normal renal function. Changes in measurements were assessed by
Student's t test.
Serum sodium concentration did not change throughout the study

(figure), and no patient developed hyponatraemia. Blood glucose concentra-
tion had fallen significantly by four weeks (p<0001) but was unchanged
thereafter. Plasma osmolality stayed within the normal range throughout the
study. Plasma concentrations of antidiuretic hormone did not change
significantly during the study.
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and plasma concentrations of glucose and antidiuretic
hormone during treatment with chlorpropamide.
Conversion: SI to traditional units-Sodium: 1 mmol/l
1 mEq/l. Glucose: 1 mmol/l_ 18 mg/lOO ml.

Comment

Defects of free water clearance may occur in normal subjects and in
patients with diabetes mellitus receiving chlorpropamide even in the
absence of hyponatraemia.2 If this defect is partly due to an increase in
secretion of antidiuretic hormone then plasma concentrations of the
hormone should rise during chlorpropamide treatment. We were
unable to show any such rise over 12 weeks in patients treated with
250 mg chlorpropamide daily. As no patient developed hyponatraemia,
however, we cannot state with certainty that secretion of antidiuretic
hormone would not increase in that condition. We think that a larger
dose of chlorpropamide would be unlikely to increase concentrations
of antidiuretic hormone, as 250 mg/day has been used effectively to
treat diabetes insipidus and hyponatraemia has been recorded with
this dosage.5

Peripheral augmentation of the effects of antidiuretic hormone
explains why chlorpropamide causes antidiuresis in patients who have
the capability of releasing antidiuretic hormone but not in patients
or animals who have no residual production of the hormone. We
have seen chlorpropamide used effectively in the treatment of diabetes
insipidus without any change in plasma concentrations of antidiuretic
hormone (unpublished observation). We could not show a rise in
plasma concentrations of antidiuretic hormone with the chlorpropa-
mide dosage used, and while these data do not preclude an acute effect
on release of the hormone,3 chlorpropamide given long term seems
unlikely to act direct on the pituitary or hypothalamus causing such
release.
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Intrathecal morphine: naloxone
reverses respiratory depression but
not analgesia
Since opiate receptors were localised in the brain and substantia
gelatinosa of the spinal cord' clinicians have been attempting to obtain
relief of pain by administering endorphins2 and morphine3 4 directly
into the spinal subarachnoid space. We report on a patient who
developed respiratory depression, vomiting, amnesia, and urinary
retention after receiving intrathecal morphine.

Case history

A 63-year-old man was admitted with a six-month history of intermittent
claudication. He had diabetes treated by diet, and hyperlipidaemia of one
year's duration treated with clofibrate. After femoral arteriography, left
lumbar sympathectomy was performed one month before admission. Two
weeks before admission he developed severe burning pain in both feet and
calves, which responded poorly to treatment with distalgesic (dextropropoxy-
phene and paracetamol), papaveretum, and carbamazepine. The pain was
thought to be causalgic; however, he had no clinical evidence of peripheral
neuropathy.

Because of the poor response to 60 mg papaveretum given over 24 hours
we evaluated his responses to intrathecal morphine. A 25-gauge spinal needle
was introduced at the LI-2 interspace and 4 mg morphine sulphate in 0 4 ml
water (morphine sulphate stabilised with sodium metabisulphite 01 % w/w
10 g/l; Evans Medical) mixed with 0-5 ml cerebrospinal fluid and introduced
intrathecally. Complete relief of pain occurred within 15 minutes of injection;
pulse and respiratory rates and blood pressure were normal, and he was
sleepy but rousable. Pain relief was assessed by a visual analogue scale5
(table). Complete relief lasted for 40 hours, compared with 10-24 hours in
another study.3
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