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Erythromycin induces supranormal gall bladder
contraction in diabetic autonomic neuropathy

S M Catnach, A B Ballinger, M Stevens, P D Fairclough, R C Trembath, P L Drury,

P J Watkins

Abstract

Gall bladder motor function is impaired in
some patients with diabetes. It has been sug-
gested that the abnormalities of gall bladder
motility are confined to those patients with
autonomic neuropathy. Erythromycin, a
motilin receptor agonist, causes gall bladder
contraction in both normal subjects and
patients with gall stones with impaired gall
bladder emptying. The effect of erythromycin
on gall bladder motility in seven patients with
diabetes with an autonomic neuropathy, six
patients with diabetes without autonomic
neuropathy,. and 17 normal subjects was
studied using ultrasound. There was no signifi-
cant difference in gall bladder fasting volume
between the three groups, but the patients with
diabetes with autonomic neuropathy had
impaired postprandial gall bladder emptying
compared with normal subjects (percentage
emptied (SEM) 40 (10-3)% v 64 (2-8)%,
p<0-01) and those with autonomic neuropathy
(48 (7-7)%, NS). Erythromycin produced a
dramatic reduction in gall bladder fasting
volume in patients with diabetes with an auto-
nomic neuropathy, compared with either
normal subjects or patients with diabetes
without autonomic neuropathy (percentage
reduction 62 (4-6)% in patients with autonomic
neuropathy, v 37 (17-6)% in those without
autonomic neuropathy, and 26 (7-3)% in the
normal subjects, (p<<0-02) and returned gall
bladder emptying to normal in all patients with
impaired emptying. The pronounced effect of
erythromycin in diabetic autonomic neuro-
pathy suggests denervation supersensitivity
and that the action of erythromycin on the gall
bladder is neurally modulated.

(Gut 1993; 34: 1123-1127)

Erythromycin, and some of its analogues, are
potent motilin receptor agonists and will stimu-
late gastrointestinal motor activity in many
species, including man.' It has been suggested,
however, that not all of the effect of erythro-
mycin on gastrointestinal motility is mediated by
the motilin receptor as some of the actions of
erythromycin are dissimilar to those of exogenous
motilin.? Erythromycin will change the cycle
length of the migrating motor complex in
progress and, at high doses cause giant retrograde
antral contractions and clustered contractions in
the duodenum. None of these phenomena have
been described with motilin. We have shown
that oral erythromycin will provoke gall bladder
contraction in man, in both normal subjects and
those with gall stone disease, although the exact
mechanism is unclear.’? There is, however,

some preliminary evidence that cholinergic
mechanisms play a part in the action of erythro-
mycin on the small intestine and the gall
bladder.*®

Gall bladder motor function abnormalities
have been described in patients with diabetes.
Gitelson et al® were the first to report that
diabetic patients have larger gall bladders than
normal and this has also been confirmed by other
groups.” In addition it has been reported that
postprandial gall bladder contraction isimpaired,
and that these abnormalities are confined to
those patients with autonomic neuropathy.*"

We have investigated the effect of oral
erythromycin on gall bladder fasting volume and
postprandial gall bladder emptying in diabetic
patients with and without an autonomic neuro-
pathy and compared this with the action of
erythromycin on gall bladder motility in normal
subjects.

Methods

SUBJECTS

Diabetic patients were recruited from the
Department of Diabetic Medicine, King’s
College Hospital, London. None had any history
or symptoms of gall stone disease and none were
taking any drugs apart from insulin or oral
hypoglycaemic agents. Two groups of diabetic
patients were studied.

GROUP A

Seven diabetic patients with autonomic neuro-
pathy. Their median age was 52 years (range 48—
69), four of whom were women. The presence of
autonomic neuropathy was defined according to
the following criteria': (i) heart rate variability
on six maximal respiratory efforts of less than 10
beats per minute; (ii) abnormal heart rate
response to the Valsalva manouvre (that is, a
ratio of less than 1:1.15; (iii) heart rate increase of
less than 10 beats per minute on standing; (iv) a
fall in systolic blood pressure on standing of
more than 20 mm Hg.

GROUP B

Six diabetic patients median age 50 years, range
(38-62), three women, in whom the presence of
autonomic neuropathy had been excluded.

The Table gives details of the patients. All of
the patients with autonomic neuropathy had
abnormal autonomic function tests as defined
above. Two subjects had a normal Valsalva ratio
but other tests of autonomic function were
abnormal.
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Characteristics of diabetic patients. Medians and ranges are given

4o
Without autonomic neuropathy With autonomic neuropathy {
Variable (n=6) (n=7)
Gender (men, women) 3:3 3:4 ‘—g 30k .l-
Age in years 50 (38-62) 52 (48-69) =
NIDDM/IDDM* AllIDDM 1 NIDDM o T /
Duration diabetes (years) 26 (12-39) 33(2-52) € P
Heart rate variability (beats/min) 23(16-25) 3(1-6) 3
Valsalva ratio 1-37 (1-25-1-52) 1-07 (1-0-1-4) Q 2
> 5
*NIDDM =Non-insulin dependent diabetes. IDDM=Insulin dependent diabetes. g /
©
e}
. = 10}
Seventeen normal volunteers, median age 37 ©
years, range 23-64 years, six women, were
recruited from hospital staff. None had any // 4 %
history of gastrointestinal or gall bladder disease o* N D DAN

and ultrasonography showed no evidence of gall
bladder abnormality.

All subjects gave informed consent and the
study was approved by the Research Ethics
Committee of the City and Hackney Health
Authority, London.

MEASUREMENT OF GALL BLADDER VOLUME

Gall bladder volumes were measured by ultra-
sound." Using a 3-5 MHz transducer, real time
ultrasound scans were obtained with an Aloka
SSD 500 scanner. Subjects were scanned supine
in the right anterior oblique position and gall
bladder visualised in the longitudinal and trans-
verse planes. Measurements of the maximum
length, width, and height were taken and
recorded in duplicate. The volume of the gall
bladder was subsequently calculated using the
ellipsoid method (volume=0-52XlengthXx
width X height)."

PROTOCOL

Patients with insulin dependent diabetes were
instructed to reduce their evening dose of long-
acting insulin by two units before the study, and
to omit the morning dose of insulin. Non-insulin
dependent diabetic patients were instructed to
omit the morning dose of oral hypoglycaemic
agent. Fasting blood glucose was determined
from a venous blood sample.

Erythromycin stearate 500 mg (Abbott) or
placebo was taken orally at 6 am in a double blind
randomised fashion, with a sip of water if
necessary. Scans were performed at 8 am after a
10 hour fast. The fasting volume (FV) of the gall
bladder was calculated from the mean of two sets
of measurements taken five minutes apart.
Subjects then drank 250 ml of a proprietary
enteral feed (Ensure, 250 Kcal, 8-8 g of fat as
corn oil, Abbott Laboratories, Berks, England),
and the gall bladder was rescanned at five minute
intervals for 40 minutes.

VARIABLES OF GALL BLADDER FUNCTION

Gall bladder FV describes the volume of the
gall bladder before the meal. After ingestion
of the liquid test meal, the smallest volume
obtained is termed the residual volume (RV).
The percentage of gall bladder emptying after
the meal (maximal percentage emptied) was
equal to (1-RV/FV)X100%. Gall bladder

Figure 1: Gall bladder fasting volumes in normal subjects
(N), diabetic patients without autonomic neuropathy (D), and
diabetic patients with autonomic neuropathy (DAN). There is
no significant difference between the three groups.

emptying was assumed to obey the first order
exponential function V/Vy=e*, where V, is gall
bladder volume at time t, V is initial gall bladder
volume, and b is the rate constant of emptying."
The rate constant of emptying can be calculated
from the linear regression of In gall bladder
volume v time.

STATISTICS

Results are expressed as the mean and standard
error of the mean (SEM). Differences between
groups were tested for statistical significance by
the Wilcoxon rank sum test, with p<0-05 taken
as significant. Paired data within each group
were compared using the Wilcoxon signed rank
test.

Results

One patient in each of the diabetic groups had
gall stones. Both were asymptomatic with no
evidence of gall bladder wall thickening.

Although there was a trend for increased
fasting gall bladder volume in the diabetic groups
compared with normal subjects, this did not
reach significance (Fig 1). Diabetic patients
with autonomic neuropathy had impaired gall
bladder emptying after the test meal, compared
with normal controls (mean maximal percentage
emptied 40 (10-3)% v 64 (2:8)%, p<<0-01), but
there was no significant difference between
normal subjects and diabetic patients without
autonomic neuropathy (maximal percentage
emptied 64 (2:8)% v 48 (7-6)% respectively).
Within both diabetic groups, however, there
were some patients with impaired postprandial
gall bladder emptying (>2 SD from the mean of
the normal controls) (Fig 2).

Reduced gall bladder emptying in those with
autonomic neuropathy was reflected in a trend
towards increased mean postprandial residual
gall bladder volume (20-7 (7-7) ml), compared
with diabetic patients without autonomic neuro-
pathy (15-6 (3:6) ml) and normal subjects (9-0
(0-9) ml), although this failed to reach
significance.

The rate constant of postprandial emptying
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Figure 2: Maximal percentage gall bladder emptying in
normal subjects (@), diabetic patients without autonomic
neuropathy ( A ), and diabetic patients with autonomic
neuropathy (B). Means and SEM of the groups are shown.
The dotted line represents —2 standard deviations from the
mean of the normal subjects.

was significantly reduced in both groups of
diabetic patients compared with normal subjects.
(Rate constant of gall bladder emptying —0-024
(0-013)/min in diabetic patients with autonomic
neuropathy, and —0-026 (0-017)/min in those
without autonomic neuropathy, compared with
—0-04 (0-004)/min in normal subjects, p<<0-05).

Gall bladder volume (% placebo fasting volume)

201
Fasting
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Time (mins)
a0k I / Figure 4: Meal stimulated gall bladder emptying after placebo
7 / (A /M) and oral erythromycin 500 mg (A/0)) in (A) patients
without autonomic neuropathy and (B) patients with
/ * / autonomic neuropathy. Means and SEM are shown.
20} / I /
/ T Erythromycin had a profound effect on gall
_ 10} bladder fasting volume in both groups of diabetic
B / / patients, but its effect was especially noticeable
° in those with an autonomic neuropathy. Percent-
E , % /% age reduction in gall bladder fasting volume in
° D DAN diabetic patients with autonomic neuropathy, 62
5 _ (46)% v (17-6)% in those without autonomic
3 Residual neuropathy and 26 (7-3) in the normal subjects.
s 4or The percentage reduction in fasting volume was
el
= significantly greater in those with autonomic
° Ll neuropathy compared with the other two
groups, p<0-02). Gall bladder postprandial
residual volume was dramatically reduced in
both groups of diabetic patients by erythromycin.
20 /// (In diabetic patients with autonomic neuro-
- pathy, postprandial residual volume was
0 / reduced from 20-7 (7-7) ml to 5-2 (1-0) ml,
10 T " p<0-01; diabetic patients without autonomic
/ / T neuropathy, 156 (3-6) ml to 7-8 (2-3) ml,
p<0-01) (Fig 3).
oL /A / Figure 4 shows the time course of the action of
D DAN erythromycin on postprandial gall bladder
Figure 3: Gall bladder fasting and residual volumes in emptying. In contrast with the effect on gall
dg‘f;;‘]ic P“'ie"‘sl W';‘“?i;ﬁ}l;i"g u’)i‘h n“’i“"ml"m"‘ﬂ:“’“"’i’ghy bladder fasting volume, erythromycin had a
(500 mg’(:ﬁf;i:ff fp<0.05 pl‘;zcrebt(l)v;r;hfzymygzy ¢ similar effect on meal stimulated gall bladder

** p<0-01 placebo v erythromycin. emptying in diabetic patients with autonomic
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neuropathy, those without autonomic neuro-
pathy and normal subjects. The rate constant of
gall bladder contraction was unchanged in either
diabetic group by erythromycin. (Diabetic
patients with autonomic neuropathy —0-024
(0-013)min v —0-026 (0-009)/min. Diabetic
patients with autonomic neuropathy —0-026
(0-017)/v —0-023 (0-015)/min).

Discussion
We have found that fasting gall bladder volume
was similar in both groups of diabetic patients
but the diabetic patients with autonomic neuro-
pathy had impaired gall bladder emptying after
the meal compared with those without autonomic
neuropathy, at least after the liquid meal
stimulus used in these studies. This may be
consequent upon delayed gastric emptying due
to diabetic gastroparesis changing nutrient
delivery to the duodenum and therefore release
of cholecystokinin, although the time course of
gall bladder emptying was normal. If gastric
stasis was responsible for the poor gall bladder
emptying, one might expect that gall bladder
contraction after the meal would be delayed.
Other workers have also described impaired gall
bladder emptying in response to a meal stimulus
in diabetic patients and most data would suggest
that this emptying defect is confined to those
with autonomic neuropathy.*" There is evidence
of cholinergic nerve damage in these patients, as
the cephalic phase of gall bladder emptying that
is mediated by cholinergic pathways has been
shown to be abnormal in these patients.”
Lithogenic bile with cholesterol super-
saturation is a prerequisite for cholesterol gall
stone formation. Marny normal subjects without
gall stones, however, also have supersaturated
bile and other factors must be therefore
involved.'* " There are several strands of evidence
to suggest that impaired gall bladder motility is

implicated in the pathogenesis of cholesterol gall

stones. Firstly, experimental evidence in prairie
dog, a model of cholelithiasis, has shown that a
gall bladder motility defect comes before gall
stone formation” and the propensity to stone
formation is corrected by improving gall bladder
motility.” Secondly, a proportion of gall stone
patients have impaired gall bladder emptying?2
compared with normal controls, and this
emptying defect is not corrected by removal of
the stones.” Finally, groups of patients known to
be at high risk for stone formation have impaired
gall bladder emptying. For example, gall bladder
stasis is common in patients receiving parenteral
nutrition and these patients quickly form sludge
and stones.”** This can, however, be prevented
by provoking gall bladder contraction with
prophylactic administration of intravenous
cholecystokinin.” Diabetes is associated with
gall stone formation even when confounding
variables such as obesity are taken into account,?
and the poor gall bladder motility described in
these patients may have a role in their propensity
for stone formation.

Erythromycin has an exaggerated effect on
gall bladder fasting volume in those with diabetic
autonomic neuropathy compared with either
those without a neuropathy or normal subjects.

It is possible that a denervation supersensitivity
in those with a neuropathy, with up regulation of
the receptors responsible for the action of
erythromycin, is involved. It is tempting to
speculate that the cholinergic pathways play a
part in this phenomenon as they have been
shown to be important in gall bladder motor
function,” and at least some of the actions of
erythromycin on the gastrointestinal tract are
cholinergically  mediated.*®  Interestingly,
erythromycin does not increase the rate of gall
bladder contraction in either group of diabetic
patients, unlike its effect in normal subjects, or
those with gall stone disease. The reason for the
discrepancy between the effect of erythromycin
on gall bladder fasting volume and the rate
of postprandial contraction in diabetic patients
with autonomic neuropathy is not clear, but
suggests that the two effects may be mediated by
different mechanisms.

In conclusion, we have confirmed previous
work that has shown that postprandial gall
bladder emptying is impaired in diabetic patients
with autonomic neuropathy. In addition, we
have also shown that erythromycin causes
pronounced contraction of the gall bladder in the
fasting state in those patients with neuropathy
compared with those without, perhaps suggest-
ing that the action of erythromycin on the gall
bladder may be mediated by neural pathways.

The potential role of erythromycin as a gall
bladder prokinetic agent has yet to be explored,
but in patients at known high risk of gall bladder
sludge and stone formation, such as those on
parenteral nutrition, erythromycin may have a
role in prophylaxis.

We would like to thank the Joint Research Board of St
Bartholomew’s Hospital and the Rahere Association for financial
support.
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