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TABLE IIi-Details of nine mothers with abnormal HbAj concentrations (%)

HbA, HbA, Baby's weight
Case lst or 2nd day 6 weeks at birth Centile Obesity
No after delivery after delivery (g)

1 8-0 7-1 4600 99
2 8-1 6-8 4310 96
3 8-1 6-9 4450 98
4 8-2 6-6 4250 97
5 8-2 7-1 4780 99
6 8-8 6-3 4310 96
7 8-9 7-4 4270 98
8 90 4210 97
9 9-8 6-8 4720 99 +

Three mothers, including one who had a high HbAL concentration
could not be traced after delivery; all the other mothers had normal
glucose tolerance at six weeks after delivery and all HbA1 concen-
trations had returned to normal at that time.

Discussion

As expected there was a higher proportion of obese mothers
among those with big babies than in the control group.4 There
is a tendency for heavy babies to come from obese mothers or
mothers with a high HbA, concentration but there is no
statistically significant association between the two and only one
patient with a high HbA, concentration was obese.
The nine women with high HbAj concentrations immediately

after delivery represent 18% of those with large babies. The risk
of gestational diabetics having large babies is difficult to estimate
because of variable criteria for diagnosis and because if detected
gestational diabetes is normally treated. Opperman found that
40% of gestational diabetics had babies over the 90th centile5
when treated with diet but not insulin and O'Sullivan found
13% in a similar study.6 We can estimate the incidence of heavy
babies in gestational diabetics if we assume that about 2-5% of
unselected pregnant women have gestational diabetes and that
about 4% of non-diabetics have babies weighing above the 95th

centile.' The 50 big babies would then be made up of babies of
97-5% of the population who have a 4% risk and those of the
2-5% of the population with an x% risk. From our figures if 41
of our 50 mothers are non-diabetic and 9 are diabetic:

97.5 9
x= 5 1x4=34%.

This rough estimate of risk appears to be reasonable.
Without the evidence of glucose tolerance tests in late

pregnancy we cannot confirm the diagnosis of gestational
diabetes in the nine mothers with high postnatal concentrations
of HbA,. Nevertheless, the overall correlation between over-
weight babies and a raised mean concentration of HbA1 in their
mothers suggests that glucose tolerance has been impaired in at
least some of this group. It will be of interest to follow up these
patients in their subsequent pregnancies and in the long term
to see if they develop diabetes.

We thank Mrs Sarah Dickson and Mrs Margaret Oliver for
secretarial help and Dr L Prescott for statistical advice.

References
'Fluckiger R, Berger W, Winterhalter KH. Haemoglobin Alc. Reliable

index of diabetic control. Diabetologia 1977;13:393.
2 Kynoch PAM, Lehmann H. Rapid estimation of glycosylated Hb for

routine purposes. Lancet 1977;ii:16.
3Fraser DM, Smith AF, Gray RS, et al. Glycosylated haemoglobin

concentrations in newly diagnosed diabetics before and during treatment.
Br MedJ3 1979;i:979-81.

4 Thomson AM, Billewicz WZ, Hytten FF. The assessment of fetal growth.
Journal of Obstetrics and Gynaecology of the British Commonwealth 1968;
75:903-16.

5 Oppermann W, Gugliucci C, O'Sullivan MJ, Hanover B, Camerini-
Davalos RA. Gestational diabetes and macrosomia. In: Camerini-
Davalos RA, Cole HS, eds. Early diabetes in early life. London:
Academic Press, 1975:455.

6 O'Sullivan JB, Gellis SS, Dandrow RV, Tenney BO. The potential
diabetic and her treatment in pregnancy. Obstet Gynecol 1966;27:683-9.

(Accepted 10 March 1981)

SHORT REPORTS

Seatone is ineffective in
rheumatoid arthritis

Seatone is an extract of the New Zealand green-lipped mussel Perna
canaliculus. It has been found to have anti-inflammatory activity in
an experimental model' and has been enthusiastically reported in
newspapers.2 A controlled clinical trial has been reported,3 suggesting
that the green-lipped mussel is effective in rheumatoid arthritis and
osteoarthritis while having a low incidence of side effects. Our study
was designed to test the anti-inflammatory efficacy of a single course
of four weeks' treatment with Seatone.

Patients, methods, and results

Thirty outpatients with rheumatoid arthritis took part in a cross-over
study to compare Seatone 300 mg with an identical placebo capsule three
times daily. The placebo capsule consisted of dried fish and had an offensive
smell indistinguishable from that of Seatone. Each treatment was given for
four weeks and was added to the patients' existing drug regimen. The
order of treatment was randomised and balanced. The patients were
receiving various analgesic and anti-inflammatory drugs but these had been
constant for at least four weeks before the start of the study and remained
constant during the study. All patients had arthritis that was inadequately
controlled by existing treatment, and all had requested a trial course of
Seatone in response to an advertisement in the waiting area of the clinic.
Note was made at the start of the study and at the end of each treatment

period of the pain score, using a visual analogue scale, duration
of morning stiffness, articular index, proximal interphalangeal joint
circumference, and analgesic requirements. Preference for one or other
treatment period was measured at the end of the study, when side
effects were recorded. The results were analysed using Student's t test
applied to paired data, except for the duration of morning stiffness and
preference, which were analysed using the Wilcoxon test.

Twenty-six patients completed the study. The table summarises the
results. There were no significant differences between Seatone and placebo
in any measurement. Ten patients preferred Seatone, nine preferred
placebo, and seven had no preference.

All the patients had requested Seatone treatment, so it is not surprising
that several responded well. Thirteen out of 22 patients (59 %) with morning
stiffness at the start of the study noted a substantial reduction in its duration,
and in two cases it disappeared completely. Figures for the placebo group
were identical. One patient was so enthusiastic about the first period of
treatment that she returned her stick to the physiotherapy department; she

Means of measurements made at start of study and at end of each treatment
period

Proximal
Duration of inter- Analgesic

Pain morning Articular phalangeal consumption
score stiffness index joint (number

(min) size (mm) of tablets)

Initially 12 3 43-7 11-5 567-7
After Seatone 11 0 30 6 9 0 569 3 58-8
After placebo 11-5 34-2 9 0 568-8 66-5

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J (C

lin R
es E

d): first published as 10.1136/bm
j.282.6273.1358 on 25 A

pril 1981. D
ow

nloaded from
 

http://www.bmj.com/


BRITISH MEDICAL JOURNAL VOLUME 282 25 APRIm 1981 1359

was receiving placebo. Three patients stopped the treatment because of side
effects while taking Seatone. One had headaches; one abdominal pain,
diarrhoea, and headaches; and one constipation. Additional minor side
effects were reported by two patients receiving Seatone and four receiving
placebo. One patient was withdrawn from the study for reasons unrelated
to treatment.

Comment

These results show clearly that a single course of Seatone was not
superior to a fish extract in rheumatoid arthritis. Previous evidence
for the effectiveness of Seatone is slender. The anti-inflammatory
activity shown by Miller and Ormrod' was obtained by intraperitoneal
and not oral administration. Intraperitoneal administration of
chemicals may have a spurious anti-inflammatory effect and is
therefore unreliable. The effects in patients shown by Gibson et aP2
were slight. Their study remained double-blind for only three
months, during which time 10 out of 17 patients with rheumatoid
arthritis receiving Seatone improved compared with three out of 11
receiving placebo. This difference is not statistically significant
(X2=2-67, p > 0-1). The results of measurements of pain, stiffness,
and articular index were not given for patients receiving placebo,
and no other evidence was put forward to show that Seatone was
superior to placebo.
A four-week course of Seatone does not appear to be worth while

except for the very considerable placebo effect that any new treatment
has in rheumatoid arthritis.

This work was supported by a grant from the Arthritis and Rheumatism
Council, which we gratefully acknowledge.
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Systemic side effects with eye drops
One advantage of topical preparations of drugs is the lack of systemic
side effects. Ecothiopate eye drops are sometimes used in the treatiment
of glaucoma. Ecothiopate is an anticholinesterase, and systemic
cholinergic effects may occur.

Case report

The patient, a 59-year-old man, presented in 1980 complaining ofexcessive
sweating of increasing severity for two years, which was most troublesome
after meals and during the night. He also complained of intermittent
diarrhoea for 10 years. This had been investigated in 1974 and no definite
cause found. It had been adequately controlled with codeine phosphate. He
had also noticed muscle weakness and fatigue for two years. He was com-
pletely blind as a result of glaucoma, for which he had been using "eye
drops" since the age of 29 years. Apart from blindness no abnormal physical
signs were apparent on examination. The following investigations were
performed and yielded normal results: full blood count and erythrocyte
sedimentation rate, blood urea and electrolyte concentrations, glucose
tolerance test, thyroid function tests, urinary 4-hydroxy-3-methoxymandelic
acid, gastrointestinal hormone assays (vasoactive intestinal polypeptide,
pancreatic polypeptide, gastrin, and glucagon), and barium meal and follow-
through. He was treated with propantheline with minimal improvement.
Two months later it was suggested he stop using pilocarpine, one of his

eye drops. He had no ill effects from this and so took it on himself to stop
using his other eye drops-namely, Phospholine iodide 0-25 % (ecothiopate).
All his symptoms-the hyperhydrosis, muscle weakness, fatigue, and
diarrhoea-resolved and he was able to stop taking the codeine phosphate.
On reintroducing ecothiopate he noticed a return of postgustatory sweating;
he stopped using these drops again and remained well and asymptomatic.

Comment

This case history emphasises the importance of a full drug history,
including topical applications used, and full knowledge of the side
effects of any such drugs. Such knowledge would have saved many
years of symptoms and unnecessary investigations. Ecothiopate is an
anticholinesterase, and symptoms of cholinergic overactivity have
been reported., 2 These side effects may have potentially lethal
implications in respect of surgery and anaesthesia, when muscle
relaxants such as suxamethonium may be used. Gesztes3 reported
prolonged apnoea occurring after anaesthesia in a patient who under-
went laparotomy for abdominal colic, vomiting, and diarrhoea. The
patient had been using ecothiopate eye drops for seven years before
this event.

I would hope that the above case history was unusual. There is a
problem, however, when patients are treated simultaneously by
diverse specialist departments. Side effects of some specialist treat-
ments simulate other medical disorders and may lead to referral to
further specialised departments unfamiliar with both the treatment
already being received and its potential side effects.
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Tetracycline-induced oesophageal
ulceration

Oesophageal ulceration associated with ingestion of tablets is being
increasingly recognised. Drugs already well known to be implicated
are emepronium bromide and slow-release potassium." We report a
case of oesophageal ulceration after ingestion of a tetracycline hydro-
chloride tablet.

Case report

A previously fit 24-year-old Iraqi man with no history of upper gastro-
intestinal disease or oesophageal motility disorder was given a seven-day
course of tablets containing 250 mg tetracycline hydrochloride for a chest
infection. He was taking no other medication. On one occasion he swallowed
a single tablet without water at 1 am, after which he went immediately to
bed and slept. He was awakened at 4 am with severe epigastric and lower
retrosternal pain unrelieved by water, milk, or antacids. He took no further
tetracycline tablets and presented to the casualty department eight hours
later still complaining of pain and odynophagia. Examination revealed only
epigastric tenderness. He was referred to a medical outpatient clinic and
seen two days later, by which time the epigastric pain had settled but
odynophagia continued. There were no abnormal physical signs.

Investigations showed haemoglobin concentration to be 14-4 g/dl; a chest
x-ray film was normal. Fibreoptic endoscopy revealed localised ulceration
of the left lateral oesophageal wall 28 cm from the incisors. Oesophageal
mucosa above and below this lesion was normal, as were the stomach and
duodenum. Biopsy specimens of the ulcer showed pyogenic granulation
tissue consistent with an inflammatory ulcer. No specific treatment was
given and repeat endoscopy three weeks later showed the lesion to have
healed without stricture formation.

Comment

Tetracycline hydrochloride tablets have been cited as a cause of
oesophageal ulceration in two American cases,2 but both patients were
young women and each had a hiatus hernia. No such hernia existed
in our patient, but in all three cases the history was similar in that
the offending tablet had been taken just before sleeping and the
patient had awakened a few hours later with severe retrosternal pain.
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