
BRITISH MEDICAL JOURNAL 12 MARCH 1977 667

Takayasu's arteritis
Takayasu was a Japanese ophthalmologist who in 1908 pub-
lished a report of a curious fundal appearance in a 21-year-old
woman.' When he presented the problem at a conference of
the Japanese Ophthalmological Society a colleague contributed
another patient with similar ocular appearances combined
with a remarkable absence of pulses in the arms. So began the
story of Takayasu's arteritis or aortitis, a syndrome described
under 15 or more names in contributions from all over
the world. The term pulseless disease was suggested in
Tokyo in 1951 by Shimizu and Sano,2 who also emphasised
the ocular and cerebral aspects of the condition. Though the
bulk of cases have been reported from Japan the condition is
not confined to the Orient or to any ethnic group. Reports
from Britain have been sparse3-5 but include two 19th-century
descriptions.6
From the many accounts8-'4 there emerges an entity distinct

from other processes affecting the aorta and major arteries,
such as atheroma, syphilis, medionecrosis, or giant cell
arteritis. The disease classically affects young women aged
between 10 and 30, the sex ratio being at least 7 to 1. The
pathological process is a panarteritis,'5 probably first affecting
the adventitia and vasa vasorum and leading to secondary
changes in the media, where the most characteristic finding is
loss of elastic tissue. The intima responds by proliferation with
subsequent thrombosis, the end result being stenosis, occlusion,
or aneurysm formation. In its most familiar form the aortic
arch and the big trunks arising from it are affected, but lesions
are common in the descending thoracic and abdominal aorta,
and most if not all reports of "congenital coarctation" at
atypical sites are probably examples of the condition.'6 The
pulmonary artery may also be affected, with an incidence of
4500 in 76 necropsies reported from Japan.14
The disease starts as an acute or subacute systemic illness,

the features of which mimic countless other conditions and
include fever, sweating, fatigue, cough, haemoptysis, pleurisy
with effusion, arthralgia, abdominal pain, anaemia, raised
sedimentation rate, and abnormal plasma proteins. The most
specific findings are tenderness of the main arterial trunks and
the development of bruits. The systemic features, often
undramatic or unrecognised, may merge with those arising
from arterial stenosis or occlusion, which dominate the later
stages of the disease, or there may be a latent interval of weeks
or months before ischaemic manifestations appear. The modes
of presentation of this established phase depend on the location
of the arterial lesions, the commonest being absence of the
upper limb pulses and manifestations (sometimes bizarre) of
cerebral, ocular, or facial ischaemia. Hypertension from renal
artery stenosis,'5 cardiac failure, coronary thrombosis, and
aortic incompetence"1 are other complications. The condition
has rightly been termed5 another "great imitator," which may
land the sufferer in almost any hospital department. The
diagnosis is confirmed radiologically. Lande et all 7 have
emphasised the importance of visualising the whole aorta,
including the origins of all its branches in both thorax and
abdomen, if the extent of the disease is to be discovered.
The aetiology remains obscure. The coincidence of pulse-

less disease with conditions such as tuberculosis10 18 has been
noted, but the current consensus favours a hypersensitivity or
autoimmune reaction. No succinct statement on prognosis is
possible. The disease may progress rapidly with death from
complications within a few months, or the process may burn
out, leaving the patient many years of life with symptoms from

whatever vascular damage was done. Anticoagulant therapy12
has been used, though without striking benefit, and it is not
compatible with the more favoured steroid treatment-from
which (while information is scanty) symptomatic improvement
and even return of absent pulses have been reported.'2 13
Immunosuppressive drugs19 may prove of value, but more
experience is needed. Surgical relief may be possible for
established vascular occlusions or stenoses.20 21

ITakayasu, M, Acta Societatis Ophthalmologicae Japonicae, 1908, 12, 554.
2 Shimizu, K, and Sano, K, Journal of Neuropathology and Clinical Neur-

ology, 1951, 1, 37.
3Lewis, T, and Stokes, J, British Heart_Journal, 1942, 4, 57.
4Skipper, E, and Flint, F J, British Medical3'ournal, 1952, 2, 9.
Strachan, R W, Quarterly Journal of Medicine, 1964, 33, 57.

6 Savory, W S, Medical and Chirurgical Transactions of London, 1856, 39,
205.

Broadbent, W H, Transactions of the Clinical Society of London, 1875, 8,
165.

8 Ross, R S, and McKusick, V A, Archives of Internal Medicine, 1953, 92,
701.

Bonventre, M V, New York State Journal of Medicine, 1974, 74, 1960.
Sen, P K, et al, British Heart3Journal, 1963, 25, 610.
Schrire, V, and Asherson, R A, Quarterly J7ournal of Medicine, 1964, 33,

439.
12Nakao, K, et al, Circulation, 1967, 35, 1141.
13 Fraga, A, et al, Arthritis and Rheumatism, 1972, 15, 617.
14 Nasu, T, Pathologia et Microbiologia, 1975, 43, 140.
5 Danaraj, T J, Wong, H 0, and Thomas, M A, British Heart3Journal, 1963,

25, 153.
1 Lande, A, Amlerican Journal of Roentgenology, 1976, 127, 227.
1' Lande, A, et al, New.e York State Journal of Medicine, 1976, 76, 1477.
18 Kinare, S G, Pathologia et Microbiologia, 1975, 43, 134.
9 Alpert, H J, Medical Annals of the District of Columbia, 1974, 43, 69.

25 De Bakey, M E, et al,Jfournal of the American Medical Association, 1958,
166, 998.

21 Aldasoro, G E, et al, International Surgery, 1976, 61, 168.

Fungal infection of the eye
A recent account from the Enugu Teaching Hospital, Nigeria,'
of fungal corneal ulcers has focused attention on a subject that
Professor Barrie Jones2 has been studying for the last 10 years
at the Institute of Ophthalmology in London. His interest was
sparked off in a dramatic way when a woman was flown from
Singapore after her corneal graft had become infected with a
fungus. In spite of every effort an enucleation was eventually
necessary. Since then research has led to considerable advances
in treatment so that with early recognition good results are
possible.

Despite widespread distribution in the atmosphere and on
plant life, fungi do not normally cause eye infections. If,
however, the resistance of the host has been lowered by illness
or immunosuppression with steroids infection may develop.
There has been an enormous increase in reported cases of
fungal eye infection in the last 10 years, and as many as 100
different fungi have been incriminated. The clinical3 presen-
tation is usually in the form of an indolent ulcer. Its surface is
whitish yellow with raised edges and fingerlike processes
extending into the stroma; there may be satellite lesions and
pus in the anterior chamber (hypopyon). The appearances are
very variable, with widely different pictures from different
organisms. The diagnosis may and indeed should be confirmed
by corneal scrapings, examined both histologically and by
incubation. If after several scrapings there is no clear answer
then an aqueous specimen or a corneal biopsy or both should
be taken. Diagnosis must be accurate so that the right
chemotherapeutic agent may be used. Untreated, the inevitable
course of such an ulcer is to worsen, leading to haemorrhage

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.1.6062.667-a on 12 M
arch 1977. D

ow
nloaded from

 

http://www.bmj.com/


668 BRITISH MEDICAL JOURNAL 12 MARCH 1977

into the anterior chamber (hyphaemia). Later intractable
glaucoma arises from the aqueous humour's being caught in the
posterior chamber and so squashing out the anterior chamber.
The pace varies from the explosive course of Fusorium solani to
the slow meandering of Phialophou.
Treatment is primarily medical. Later, surgery may be

necessary: a conjunctival flap or a corneal graft. Formerly,
treatment with polyene drugs and mercurioles was limited by
their toxicity, but pimaricin is a useful first-line treatment.4 The
newer antifungicides, such as chloromycine or flucytosine and
thiabendazole of the imidazole group, are more effective and
specific, but as fungi are plants treatment must be for weeks
rather than days. Infected patients are best treated in specialist
centres; but (as can be seen from the Nigerian report) many
cases occur in areas far from such centres, and a plea has been
made in the British Journal of OphthalMologv& for the prepara-
tion of a combination of drugs that can cover a wide range of
bacterial and fungal infections. Such a preparation could be
made up in one medication so that treatment could be started
before the actual fungus has been identified. It is possible,
however, to send scrapings by airmail to the Institute of
Ophthalmology for identification so that, if necessary, specific
treatment may be given at a later stage.
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Dangers of
dextropropoxyphene

Dextropropoxyphene is an analgesic drug similar in structure
to methadone which acts directly on the central nervous
system.' It was synthesised first by Pohland and Sullivan in
19532 and has come to be widely used in Britain, where there
were 2-5 million NHS prescriptions for the drug in 1970.
Various proprietary preparations are available containing
different strengths of dextropropoxyphene hydrochloride,
alone or in combination with other analgesics and sedatives
such as paracetamol, phenacetin, aspirin, caffeine, and
amylobarbitone. These preparations include dextropropoxy-
phene capsules BP, Darvon, Depronal SA, Distalgesic,
Dolasan, Doloxene, Doloxene Compound, and Napsalgesic.
At first, problems of drug dependency with dextropropoxy-

phene were considered unlikely,3 but more recently, and
especially in the United States, addiction has become com-
mon, and formal controls over the use of dextropropoxyphene
have been introduced in many major hospitals in North
America.4 Several reports57 have confirmed that dependency
may develop. Quillian and Dunn7 described withdrawal
symptoms from propoxyphene in an infant born to a woman
treated regularly with the drug from the fourth month of
pregnancy. The drug was found in the cord blood, and urinary
excretion from the baby continued for four days after birth.
The other form of drug abuse in a modern developed

society is that of self-poisoning. Availability of a drug is one
factor determining how frequently it is used in self-poisoning:
not surprisingly, therefore, acute overdosage of dextropropoxy-
phene is common. The clinical features4 8 9' of acute toxicity

due to dextropropoxyphene include rapid onset of symptoms.
During the first 24 hours the patient's condition fluctuates
appreciably, with delirium leading at times to convulsions, loss
of consciousness, and respiratory and cardiac depression. This
fluctuating course means that sudden cardiac or respiratory
arrest may occur at any time during the first 24 hours, even
when the patient's progress may have seemed satisfactory.
Many doctors have been lulled into a false sense of security in
their management of patients poisoned with dextropropoxy-
phene, and Carson and Carson"' have recently emphasised the
particular danger of acute respiratory depression. Pulmonary
oedema has also featured as a major cause of death." 12
The increasing number of deaths due to acute overdosage

of dextropropoxyphene6 "'' 3 is causing growing concern,
especially in the United States. Carson and Carson"' have
claimed that a similar trend is occurring in Britain but that so
far it has not received sufficient recognition. A consistent
feature in recent papers6 "I has been that deaths have occurred
mainly when too much dextropropoxyphene has becn taken
together with central nervous system depressants-particu-
larly alcohol. These other preparations make dextropropoxy-
phene especially hazardous when taken in acute overdosage,
and any doctor prescribing the drug should emphasise to the
patient that alcohol should be avoided when taking it. Any
patient taking other types of central nervous depressant drugs
should be given an alternative to dextropropoxyphene as an
analgesic. Care should also be exercised in prescribing for
pregnant women and for patients with personality or other
psychological disorders likely to increase their susceptibility
to drug dependency.
With all these caveats, how good is the case for using the

drug at all ? Despite the popularity of dextropropoxyphene as
an analgesic, no substantial scientific evidence has shown that
it has advantages over many other analgesics with little or no
central action. Miller and his colleagues'4 made a compre-
hensive survey of 243 published reports of dextropropoxy-
phene and found few hard data on its therapeutic value and its
side effects compared with other analgesics. The unusual and
unpredictable dangers of dextropropoxyphene in overdosage
have to be set against its popularity based, presumably, on
doctors' and patients' clinical impression of its effectiveness.
Thus many would agree that any doctor prescribing the drug
rather than a simpler, less expensive, and potentially less toxic
preparation should be aware of the hazards and able to justify
his choice.
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