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Agoraphobia
A patient with agoraphobia feels anxiety in public places and
tends to avoid them. The term is sometimes defined as fear of
open spaces' but this is not strictly correct either clinically2
or etymologically.3 The Hellenistic agora was a meeting of the
people, and by derivation the word came to be used for the
place where the meeting was held. It is only because of the
fine weather of Greece that the agora was in the open, and if
the term agoraphobia were derived from Anglo-Saxon it
would no doubt also carry the meaning of fear of enclosed
spaces. The essence of agoraphobia is that anxiety is greater

on public than on private property, and anxiety usually
increases as the distance from the individual's private property

increases. To some extent this variation of self-confidence with
territorial position is a trait which is widely distributed in the
population: as E. B. White remarked, "Many a New Yorker
spends a life-time within the confines of an area smaller than
a country village. Let him walk two blocks from his corner and
he is in a strange land and will feel uneasy till he gets back."
The Greek term agora also came to mean the gift of public

speaking,3 and it is interesting, that among agoraphobic
patients the act of speaking in public is the most terrifying
ordeal of all. A certain diffidence about speaking in public is
common in the general population, and indeed at medical
meetings comments from the floor tend to come from a few
regular contributors, irrespective of the topic. These indi-
viduals are no doubt at the extreme non-phobic end of the
agoraphobia dimension; we should hesitate to burden the
language with the term agoraphilia. The biological advantage
of an agoraphobic dimension is obvious: in a democratic
assembly of 6,000 Athenians the number of speakers to any

motion must necessarily be limited otherwise no business
would ever be completed.

Quite distinct from the trait of agoraphobia, which tends to
be a lifelong characteristic of personality, is the illness or state
of severe agoraphobia, which is one of the most disabling of
the neuroses. The illness of agoraphobia has a definite onset,
usually in the 20s or 30s, and the patient, usually a woman,

develops symptoms of severe anxiety in public places such as

streets, cafes, the hairdresser, the cinema, and public transport.
In pure cases of agoraphobia4 she is perfectly happy at home,
but an invisible barrier stretches across her door or her garden
gate beyond which lies a limitless expanse of terror and misery.
In other cases even at home the patient feels anxious or

depressed, and she may suffer from any other neurotic symp-

toms such as insomnia, fear of meeting people, or fear of being
left alone: a survey of a random sample of a population in

C BRITISH MEDICAL JOURNAL 1974. All reproduction rights reserved.

Vermont5 found a prevalence of clinical agoraphobia of 6 per
1,000.
The management of agoraphobia is difficult, but there have

been advances in recent years. First of all, a patient with an
acute attack of agoraphobia which does not respond rapidly to
adequate doses of a benzodiazepine should be referred to a
psychiatrist because of the great danger of chronicity. Many
patients who appear in the psychiatric clinic have been house-
bound for 10 or 20 years, and by this time intractable habits
of avoidance may have been superimposed on the original
illness. As with most diseases, management takes the form of
attempting to reduce the disability and helping the patient
to make the most of life in spite of any disability which is
resistant to treatment. Since to many people the idea of
agoraphobia is as difficult to grasp as colour vision to the
blind, one of the first measures is to reassure the patient that
she is suffering from a real disorder and that she is in the hands
of a physician who is familiar with it. Many patients are
helped by communicating with other sufferers, for instance
by joining the Open Door Club,6 which sends out a regular
news-sheet.

Benzodiazapines and other anxiolytics are of only limited
benefit for the longstanding case because of the development
of tolerance, and their most effective use is probably to help
the patient to attend uncommon events such as weddings.
Patients who can get about but are prone to sudden attacks of
panic are helped by the knowledge that they have a tablet
of an effective anxiolytic in the purse or pocket. Tricyclic
compounds are ineffective, though no controlled trial has yet
been reported. A recent trial7 suggests that the monoamine
oxidase inhibitor phenelzine may be helpful. There is also
evidence that psychosurgery may be beneficial. A retrospec-
tively controlled trial showed benefit from lower medial
quadrant leucotomy8 and the newer methods of stereotactic
tractotomy look promising.9 10 Both M.A.O.I.s and psycho-
surgery merit further evaluation in prospectively controlled
long-term trials.
Even if physical methods of treatment are effective they

usually require to be supplemented by psychological measures,
both to demonstrate to the patient that the anxiety is no longer
present and to encourage the patient to deal with any residual
anxiety. That may be effected by the technique of flooding,
in which the patient is maintained in the feared situation for
several hours until the anxiety wears off and he is able to relax
in a situation which was formerly terrifying. The knowledge
that anxiety is self-limiting and may be endured is not often
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learned by the patient who avoids it altogether, and it requires
skilled psychological techniques to help the patient to undergo
the required learning. In both alcoholism and obesity it has
been found that self-help groups of sufferers are often able
to achieve more than the physician can with the individual
patient, and a recent controlled trial from the Institute of
Psychiatry in London" showed that socially cohesive groups
of agoraphobics benefited more from a communal flooding
experience than did non-cohesive groups. Other methods
of behaviour therapy such as desensitization have been dis-
appointing,12 but clearly the whole field of behaviour therapy
requires more investigation, particularly combined with
physical treatments.
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Scombroid
Intoxication after eating fish was named ichthyosarcotoxism
by Halstead' and reported by him to comprise six distinct
clinical entities associated with different groups of fish. One of
these groups is the suborder Scombrodei, which includes
tunny and mackerel, though other less familiar genera seem to
be responsible more often for poisoning. Numerous outbreaks
have been reported from Japan, where raw fish is often eaten.2

Recent interest has been aroused by a large outbreak last
year in the U.S.A., affecting 232 persons from four states who
had eaten commercially canned tuna fish from two lots pro-
duced by one canner.3 The incubation period ranged from 15
minutes to three hours with a mean of 45 minutes, and the
symptoms, which lasted up to eight hours, included nausea,
vomiting, abdominal cramps, diarrhoea, flushing, headache,
urticaria, and a burning sensation in the mouth. Hospital
treatment was not required, and there were no deaths. Assays
on nine samples of the suspected fish showed histamine levels
ranging from 68 to 280 mg/100 g of fish muscle, as compared
with a normal of 3 mg/100 g.

It seems that the toxic entity in this disease is composed of
histamine (resulting from the enzymatic decarboxylation of
histidine by certain organisms), saurine (named after "saury,"
a dried fish delicacy associated with scombroid poisoning
but not yet defined chemically), and possibly other compounds.
Of organisms capable of forming histamine from histidine,
Kimata4 reports that Proteus morganii has been most commonly
cultured from incriminated raw fish.

Ienistea5 states that fish, fish products, and some types of
cheese may develop large amounts of histamine, but that
histaminolytic bacteria probably break it down. Shewan6
mentioned a taboo on the consumption of mackerel in
certain localities in Scotland; this was thought to be due to
the ptesence of histamine, which may be produced in quantity
when these fish are stored at temperatures above 8°C.

Closer scrutiny is needed ofthe relationship between spoilage
organisms and their toxic byproducts. Enumeration of the
various organisms in raw fish and open-pack cooked fish sus-
pected to cause this scombroid type of food poisoning would
be useful, together with careful examination of stool samples.
The outbreak of scombroid fish poisoning in the U.S.A. is
said to be the first reported from commercially canned fish.
It would be interesting to know whether similar incidents
can be recalled in Britain.
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An Artificial Pancreas?
Insulin was first used in the treatment of diabetes in 1922.
Many routes for its routine administration have been attempted
but only subcutaneous injection has stood the test of time.
It is remarkably free from serious side effects: sepsis and
allergy are rare, and minor local reactions or fat atrophy are
common but not dangerous. Only hypoglycaemia remains both
disagreeable and at times hazardous, and anything which
could eliminate it would be welcome. A system of insulin
delivery on demand is needed; pancreatic transplantation,
islet transplantation, or a mechanical artificial pancreas are
the methods for achieving it.

Pancreatic transplantation has been performed successfully,
but the mortality is high and even in the U.S.A., where most
experience has been obtained. There were in 1973 only two
long-term survivors from 32 operations.' This price is clearly
too high for the theoretical advantage of halting the progress
of diabetic complications in some patients, and certainly too
high as an exchange for insulin injections. Admittedly many
of the pancreatic transplants were performed in conjunction
with renal transplants in patients with advanced renal failure:
even then the mortality remains much greater than for renal
transplant alone.2

Islet transplantation looks more promising and has been
successful in diabetic rats.3 The techniques are still experi-
mental, and problems of rejection have yet to be overcome.
Relatively large amounts of embryonic islet tissue are needed,
and the methods of organ culture, with alteration of immuno-
genicity, are still being developed. The development of an
artificial pancreas sounds an exciting alternative.
An artificial pancreas system consists of a glucose sensor,

which rapidly determines the concentration of blood or tissue
glucose and which controls an insulin infusion apparatus.
Techniques for continuous monitoring of glucose concentra-
tions have been developed over many years.4 The most
refined glucose sensor is a glucose-oxygen fuel cell, only
12 x 12 x 2 mm in size. It has been implanted subcutaneously
in animals and has responded to blood glucose changes for
up to 117 days.5 Most systems depend on continuous flow of
blood through a glucose analyser, which at its best requires
a blood flow of 005 ml per minute with a delay of 31 minutes
before the blood glucose reading is recorded. Using this
system, workers in Toronto have linked the blood glucose
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