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SHORT REPORTS

Deafness in Paget's Disease:
Effect of Salmon Calcitonin
Treatment

Deafness commonly accompanies Paget's disease in the skull. The
deafness may be conductive or sensorineural but is usually mixed.'
Theoretically treatment with calcitonin might be expected to improve
hearing as this hormone reduces the raised turnover and vascularity
of the diseased bone tissue and may also produce radiological remodel-
ling of the bone.2 We investigated this possibility in 10 patients with
Paget's disease who were treated with salmon calcitonin for 12 to 62
weeks (mean 41 weeks).

Patients, Methods, and Results

Six of the 10 patients had radiological evidence of Paget's disease in the skull.
A full otological and audiometric assessment was performed, and at least
four daily urine collections were assayed for total hydroxyproline in each
patient before and about every three months during treatment. Salmon
calcitonin solution (Calcimar, Armour) 100 M.R.C. units (about 25 gg) was
given subcutaneously by self administration daily as a single or divided
injection.
The results of treatment are shown in the table. There was no subjective

or objective improvement in hearing in any patient.

Discussion

Our failure to find an improvement in hearing contrasts with the
findings of Shai et al.,3 who reported early improvement in air con-
duction in three out of six patients with deafness due to Paget's
disease. Two of these patients had congestive cardiac failure and
calcitonin treatment produced a noticeable diuresis, a feature we did
not observe. A rapid improvement also occurred in another patient,4
but as the skull radiograph was normal the diagnosis of deafness due
to the Paget's disease was questionable.
The lack of improvement in hearing in our patients is disappointing

but probably indicates that longer treatment is necessary to induce
radiological healing of the disease, which may take many months or
even years to become apparent5 and was not observed in this study.
Treatment was, however, associated with a striking reduction in the
turnover of the diseased bone, the mean urinary hydroxyproline level
falling 66% (from 2-21 mmol/24 h to 0-74 mmol/24 h (290 to 97 mg/

Audiometric Assessment and Clinical and Biochemical Observations before and during Salmon Calcitonin Treatment

Deafness Before Calcitonin On Calcitonin
Case Age Radiological _ Length of HearingNo. and Skull Additional History Urinary Bone Urinary Pain Treatment Change

Sex Involvement Conductive* Sensori- Neurall Hydroxyproline Pain Hydroxyproline Relief (Weeks)
neuralt (mmol/24 h) (mmol/24 h)

1 65 M. e+Lft + + ++ 0 |Wartirie gunner 2 70 + + 1 16 + 62Right + ± + + 0 j
2 52 F. + Left + + + 0 3-56 + + + 0 95 + 46 -

3 75M. + Left + + + ± 0 Mother deaf with skull Paget's 6-82 - 1-28 - 53 -Right + + + + 0 disease, 3 grandchildren
have hearing aids

4 74 F. + Right ++ + + 0 Father had Paget's disease 1|96 1-17 30 -Lefht + ++ 0
5 62 M. + Right 0 + + 0 109 + 0 38 + 27 -Lefht 0 ++ +
6 69 M. + iLeft 0 ++ + Wartime gunner 2!35 143 12 -

7 54F.Left ++ + + 0 L. head injuryfromVl rocket 08 -8+ 65
t4 F. t _ ,Right 0 + 0 blast, streptomycin deafness 086 + + 028 + 61 |

1959, recovered
8 69 M. - .'1 Left + + + 0 Gunner. L. chronic otitis 079 + 018 + 52869M. ~ {Right 0 + 0 media, inactive 07 -8+ 5

9 69 M. - Right 0 + + 1-45 + 0 34 + 54

10 56 M. - Left 0 + 0 0 50 + 0-24 + 39Right 0 + 005+ 024+ 3-

*0= No air/bone gap. + = Air/bone gap <20 dB (average of readings taken at 500 Hz, 1 kHz, 2 kHz). + + = Air/bone gap >20 dB (average of readings taken at 500 Hz,1 kHz, 2 kHz).
t + = Bone conduction threshold <30 dB at 2 kHz. + + = Bone conduction threshold >30 dB at 2 kHz.
tO = No retrocochlear signs. + = Abnormal tone decay or speech discrimination indicative of neural lesion.
Conversion: SI to Traditional Units-Urinary hydroxyproline: 1 mmol/24 h 131 mg/24 h.

24 h)). Further loss of hearing may, therefore, have been prevented by
treatment. The clinical and biochemical response to treatment was
most encouraging and confirms the usefulness of calcitonin in reducing
the abnormally raised turnover of bone and the bone pain of Paget's
disease.

We thank Professor J. Anderson, Dr. C. McKerron, and Dr. V. Parsons
for allowing us to study patients under their care, and Mr. H. Ludman for
his helpful criticism. Generous financial support was obtained for this study
from the Arthritis and Rheumatism Council and the Armour Pharmaceutical
Company.
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Myasthenia Syndrome during
Penicillamine Treatment

This article reports some observations made in a boy who developed a
myasthenic syndrome after treatment with D-penicillamine.

Case Report

This 13-year-old boy was admitted to hospital in March 1972 after his
16-year-old brother had died from Wilson's disease. At that time he felt
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completely healthy, without neurological symptoms or Kayser-Fleischer ring,
and liver test results were normal. Serum caeruloplasmin1 was slightly
decreased at 95 mg/l (normal value in our laboratory 130-270 mg/l), and
urine copper excretion was raised at 1-27 1Lmol/24th (81 gg/24 h) (normal
value 0-78 Lmol/24 h (50 sg/24 h)). After a diagnostic test with 64Cu2 a
preclinical stage of Wilson's disease was diagnosed.
He was given D-penicillamine 1 g/day. No side effects were observed

during the first 13 months. In May 1973 he developed weakness of the right
ocular muscles; in particular, ptosis was more pronounced at the end of the
day. During the next 10 days the weakness became worse and left ptosis
developed; no other muscles showed weakness. After edrophonium chloride
10 mg intravenously rapid opening of both eyes was noted. Electromyography
and immunological investigations were not performed. Penicillamine was
withdrawn and he was given neostigmine. After six weeks he showed no
symptoms of myasthenia.

Eight months later he still had no neurological symptoms. Laboratory
investigations confirmed the diagnosis of Wilson's disease. An electromyo-
gram and a laminagram of the mediastinum were normal. Though weak
antibodies to smooth muscles were detected in the serum by indirect immuno-
fluorescence no antinuclear antibodies were found.
The patient was again given D-penicillamine 0 75 g/day. During the next

10 months he had no side effects. Antibodies to smooth muscles were detected
in May and June 1974 but not in November 1974.

The myastlienic syndrome which developed in this patient was
probably induced by penicillamine, just as other autoimmune syn-
dromes have occurred after long-term treatment with this drug.3

1 Ravin, H. A., Journal of Laboratory and Clinical Medicine, 1961, 58, 161.
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Duodenal Obstruction due to
Abdominal Aortic Aneurysm

Patients frequently present with symptoms of upper gastrointestinal
tract disease, and these sometimes suggest an obstructing lesion. Such
symptoms are commonly associated with either scarring secondary to
chronic peptic ulcer or hold-up due to gastric antral carcinoma. A rare
cause of gastroduodenal obstruction is extrinsic pressure from
abdominal aortic aneurysm.' We describe a case and discuss previous
reports.

Case History
An 80-year-old man was admitted to hospital with a four-week history of
bilious vomiting, epigastric swelling, and vague upper abdominal discomfort.
The vomiting had occurred only at night. A duodenal ulcer had been treated
medically. He was thin and dehydrated with no clinical signs of anaemia or
jaundice. The blood pressure was 140/90. A 12 x 6 cm smooth, slightly
tender, pulsatile mass was palpable in the epigastric region of the abdomen.
Investigations showed haemoglobin 17-2 g/dl, blood urea 31-5 mmol/l
(190 mg/100 ml), serum sodium 133 mmol/l, serum potassium 3-1 mmol/l,
serum bicarbonate 39 mmol/l. A plain x-ray film of the abdomen showed a
soft tissue mass in the upper abdomen and a calcified aortic aneurysm on the
lateral view. A gastrografin meal showed that the body of the stomach was
raised over a large aneurysm. The proximal duodenum was dilated as far as
the distal second part. On turning the patient on to his side pressure became
apparent mainly at the duodenojejunal flexure.

Intravenous fluids were started, and his electrolytes reverted to normal,
the blood urea falling to 5-8 mmol/l (35 mg/100 ml). At laparatomy the
presence of an aortic aneurysm, 6 cm wide, was confirmed. In view of his age
and relatively frail condition radical resection was rejected in favour of
anterior gastrojejunostomy. Postoperative recovery was uneventful with
complete relief of symptoms.

Discussion

Osler2 first described duodenal obstruction as a feature of abdominal
aortic aneurysm. There have been seven similar cases.3 These patients
invariably complained of nausea, vomiting, and abdominal pain. Five
of the patients admitted to weight loss and several were emaciated.
The duration of symptoms was variable, ranging from days or weeks
to 11 years. An abdominal mass was palpable. Duodenal obstruction

was confirmed in all but two cases by contrast radiology. The site of
obstruction was the third part of the duodenum except for one
patient where there was hold-up at the pylorus. Two patients had
symptoms severe enough to cause electrolyte imbalance due to
vomiting. In another a phytobezoar was found at necropsy in the
obstructed duodenum.4 Four patients were treated by simple bypass:
posterior gastrojejunostomy in two, anterior gastrojejunostomy in one,
and isoperistaltic duodenojejunostomy in the fourth case. One
patient underwent resection of his aneurysm but died ten hours later.5
A further patient died before surgery could be performed.4 Two
survived bypass procedures and their symptoms were relieved.
Our patient conformed to the usual pattern. Interestingly, vomiting

occurred only at night but was sufficiently severe to cause dehydration,
alkalosis, and hypokalaemia. He was treated by anterior gastro-
jejunostomy and this was very successful. It had also proved effective
in two previous cases. The only patient to undergo radical surgery
died immediately afterwards. A palliative bypass procedure thus
appears to be satisfactory and the surgeon should not be tempted to
perform major surgery if the patient's fitness is doubtful.

I should like to thank Mr. J. Blal-e and Dr. R. Courtenay-Evans for per-
mission to report this case and for their advice in preparation of the manu-
script.
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Side Effects due to Treatment of
Hypertension with Prazosin

Prazosin is a new antihypertensive agent which has recently become
available. Its antihypertensive action is said to be due to phospho-
diesterase inhibition in arteriolar smooth muscle. Early reports'
indicated that postural hypotension should not be a major problem,
and only a few patients had had other side effects. This apparent
freedom from side effects would make it very useful, particularly in
elderly patients. We have used this drug in a total of eight patients,
two (nos 1 and 2) in hospital, and six in general practice. Both hospital
cases and five others developed severe side effects after starting
Prazosin.

Case Histories

All the patients had normal renal function on the basis of blood urea concen-
trations. The table summarises the relevant details for each patient. Severe
hypotension occurred in patients 1 and 7, and symptoms of postural hypo-
tension in patients 2 and 6. Severe recorded tachycardia occurred in patients
3 and 7, and patient 5 experienced palpitations. Other symptoms were
weakness, light headedness, dizziness, and diarrhoea.

Discussion

We believe, from our experience with relatively few patients, that side
effects due to Prazosin may be more common and on occasions much
more severe than previously reported. Other reports of side effects
have led to the Committee on Safety of Medicines to issue an Adverse
Reaction Notice.2 In view of the combination of hypotension and
appreciable vasodilatation in patient 1 we postulate that hypotension
is due to rapid onset of alpha-receptor blockade. It is now recommen-
ded that the first dose of Prazosin should be given just before the
patient goes to bed at night. We think that the severity ofhypotension
can be so great that even this method of starting therapy could be
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