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the other (14 December, p 1699). Of course, a
correlation is an association and not an indication
of a causal relation, but the high rate of psychiatric
morbidity in prisons makes this very high correla-
tion, accounting for over 88% of the variance,
a compelling reason to doubt the success of com-
munity policies, with a reluctance for psychiatrists
to admit mentally abnormal offenders.45

Apart from the likelihood that discharged long
stay patients will go to prison, the problems of
destitution, disease, and death, from disease and
suicide, are great,69 the estimated incidence of
suicide in schizophrenia being as high as 17%.1o
The likelihood of violent crime" and suicide'2
appears to be particularly high soon after dis-
charge, and we believe there is a need to reconsider
current policies.
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Gastrointestinal bleeding in Romford

SIR,-I was interested in the report by Drs J D
O'Brien and W R Burnham (7 December, p 1609).
I recently reviewed patients presenting with
bleeding and perforated gastric and duodenal
ulcers at the Royal Hampshire County Hospital,
Winchester.
Over 20 months 50 patients (mean age 74 years)

required emergency surgery; 31 (62%) were taking
anti-inflammatory drugs (table). Five patients
were taking piroxicam; two of these had perforated
duodenal ulcers and three had bleeding duodenal
ulcers. Ten were taking indomethacin, five were
taking steroids, seven were taking aspirin, three
were taking azapropazone, and one was taking
buprenorphine. The mortality in this group of
patients was I0%.
The incidence of peptic ulcer disease appears to

be decreasing.' These findings, however, together
with those of others2 3 suggest that the use of anti-
inflammatory drugs has become an important
cause of bleeding and perforation of peptic ulcers
in the elderly. An appreciable number of these
patients will be symptomatic while taking their
drugs and in these cases the drug should be
withheld until the symptoms are investigated.
More detailed studies are certainly justified,

Reason for surgery in 50 patients according to drug history

Perforated duodenal Bleeding duodenal Perforated gastric Bleeding gastric
ulcer ulcer ulcer ulcer

No of patients 27 14 3 6
No taking drugs 16 9 2 4
No with history of dyspepsia 10 4 2 1

especially in relation to regional prescribing
patterns.
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SIR,-Though far less refined than the study of
Drs J D O'Brien andW R Burnham (7 December,
p 1609), we would like to offer a corollary to their
important observations. During an investigation
into formulary compliance, the broad outline of
which has been reported,' 154 patients referred
to a clinic with a wide variety of gastrointestinal
symptoms had a detailed drug history taken
by a pharmacist. Twenty nine (19%) were
taking non-steroidal anti-inflammatory analgesics.
Though adherence to hospital policy is usually
measured in cost terms, the number of prescrip-
tions for these compounds dispensed in 1985
breaks down as follows: ibuprofen 46%, naproxen
24%, indomethacin 12%, diclofenac 10%, piroxi-
cam (non-formulary) 4%, and others 4%.
Of the patients interviewed, 9 were taking ibu-

profen, 3 indomethacin, 2 naproxen, and 1 diclo-
fenac. Though found on only 4% of prescriptions,
6 patients (21%) were taking piroxicam. Of the
remainder, 4 further non-formulary preparations
were being given to 2 patients each. There is no
evidence at this stage that medication was a
contributing factor in producing symptoms, but a
more detailed analysis is underway.

In our experience detailed drug histories are
very difficult to get. The average time taken was
12 5 niinutes per patient interview-far in excess
of the emphasis that could be given by a doctor in a
busy clinic. Retrospective comparisons of our data
with the notes revealed that the hospital physician
was told of the non-steroidal agent taken in 12
out of the 29 cases and the general practitioner
mentioned it in only six of the referral letters. We
agree with the Romford group that national data on
prescribing frequency should he made available
and far greater emphasis placed on non-steroidal
agents when histories are taken in particular
groups of patients.
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SIR,-We read with interest of the difficulty that
Drs J D O'Brien and W R Burnham had in locating
data on prescribing frequency of individual non-
steroidal anti-inflammatory drugs (7 December, p
1609). We could not obtain this information
because of an agreement between the pharma-
ceutical industry and the DHSS to maintain
secrecy for commercial reasons.'
We have found a similar incidence of ingestion

ofpiroxicam in patients presenting with perforated

peptic ulcers. Piroxicam was introduced in 1980,
and from January 1980 to December 1982, 89
patients were admitted with perforated peptic
ulcers to Ipswich Hospital. Of these, 41 patients
were taking non-steroidal anti-inflammatory drugs
and nine of these were taking piroxicam- 10% of
all patients and 22% of those patients taking non-
steroidal agents. Of 89 controls matched for age,
sex, and month of admission, none were taking
piroxicam and seven were taking non-steroidal
agents other than piroxicam.

It would be of interest to know the age-sex
distribution of the authors' patients because
the elderly, particularly women, appear to be
particularly susceptible to perforated peptic ulcer-
ation associated with non-steroidal anti-inflamma-
tory drugs.23 We found a significant correla-
tion (p<00001) between the annual number of
patients aged over 65 with perforated peptic ulcers
taking these drugs and the annual number of
prescriptions issued for non-steroidal agents in the
region. No such correlation was found for those
aged under 65.3
We agree that less secrecy concerning pre-

scribing figures would aid investigation of drug
associated disease.
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SIR,-Drs J D O'Brien and W R Burnham (7
December, p 1609) reported that 204 out of 460
patients (44%) who were admitted with gastro-
intestinal bleeding had peptic ulcers and that 53 of
the 204 (26%) had a history of recent use of non-
steroidal anti-inflammatory drugs. Unfortunately
they did not report on the use of these drugs among
patients who did not have an ulcer or on the
diagnoses for which these drugs were indicated,
nor were they able to comment on the duration of
treatment. The choice of a non-steroidal anti-
inflammatory drug, its duration of use, and the
frequency of haemorrhage are all highly correlated
with diagnosis, and comparisons that do not take
account of this are of little value. Patients with
rheumatoid arthritis, for example, are much more
likely to suffer haemorrhages and to have been on
long term treatment.
The authors make the rather surprising state-

ment that piroxicam and ketoprofen are thought to
be "rarely associated with upper gastrointestinal
haemorrhage" and suggest that this might lead
to their use in patients with peptic ulceration.
Reference to the datasheets will show that this is
unfair.

Doctors are unlikely to prescribe non-steroidal
anti-inflammatory drugs for patients with an active
peptic ulcer or a recent history of ulceration, since
these are contraindications in the datasheets. What
is certain, however, is that whenever a new drug is
thought to be less irritant than older products it
will be used selectively in patients with a history
of dyspepsia and gastritis. Patients receiving
long term treatment with older products such as
naproxen or indomethacin are the "survivors" of
gastrointestinal toxicity who experience fewer
gastrointestinal disturbances than those who are
treated with the more recently introduced drugs.
The latter, because of their novelty, attract more
attention from the media, and more reports of
alleged side effects are consequently sent to the
regulatory authorities.
During the past three years we have witnessed a
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succession of withdrawals of non-steroidal anti-
inflammatory drugs, including several of the most
recently introduced and best tested products. The
supporting evidence for withdrawal has not been
published, but the decisions seem to have been
based on yellow cards or journal anecdotes. Such
reports are useful for generating hypotheses about
possible risks but are of practical value only when
the events reported are very rare or unusual.
NHS data cannot be used to provide estimates

for the number of patients who might be at risk
from adverse reactions. For example, 12 000 pre-
scriptions could provide a month's supply for
12 000 patients or a year's supply for 1000.
Some of the non-steroidal anti-inflammatory

drugs, such as indomethacin, have been used by
many patients for up to 20 years, while others, such
as piroxicam, have been available for five years or
less. The authors cannot distinguish short term
from long term use among their patients or
distinguish between individuals whose ulcers were
caused by non-steroidal anti-inflammatory drugs
and those whose ulcers would have occurred
spontaneously. They have no estimate of the
number of patients at risk. Neither their data
nor those from the CSM which they quote are
suitable for comparing the safety or dangers of
non-steroidal anti-inflammatory drugs.

W H W INMAN
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Southampton S03 3BX

Massive bladder haemorrhage

SIR,-Mr Nigel Bullock and Mr Robert H
Whitaker do intravesical formalin an injustice
in their valuable review of the management of
massive bladder haemorrhage (30 November, p
1522). It is not necessary to use a concentration of
5-10% formalin since more dilute solutions can
produce an excellent therapeutic response with
very little toxicity. We have seen a patient with
massive and intractable haemoichage who showed
a prompt response to 2% formalin.
A 34 year old West Indian man presented in 1967

with an IgG x myeloma. Over the course ofthe next 13
years he received first oral and then intravenous
cyclophosphamide to control his disease. Gross pain-
less haematuria developed in April 1981 and this
persisted over several weeks such that red cell trans-
fusion was required. Cystoscopy showed a few telangi-
ectasias of the bladder mucosa. Gross -haematuria
with the passage of large clots persisted, and his need
for transfusions rapidly increased to a level where four
units of blood were needed every three to four days. In
an attempt to control the bleeding a balloonpump was
inserted into the bladder to compress the bleeding
points but this proved unsuccessful. Subsequently the
bladder was irrigated with 200 ml of a 2% formalin
solution, which was retained in the bladder for 20
minutes. Over the following week the haematuria
gradually cleared and the patient did not require
further transfusions. Unfortunately his general
condition continued to deteriorate with increasing
bone pains, hypercalcaemia, and bone marrow failure.
Over the final six weeks of his survival haematuria was
mild and intermittent and he required just six units of
packed cells, compared with a total of48 units ofblood
given over the six weeks before the intravesical
formalin. At necropsy there was marked thickening of
the bladder wall, which showed extensive fibrosis in
the superficial and deeper layers. There was extensive
ulceration, in places down to the superficial muscle,
with dystrophic calcification of the surface.

Severe haematuria may occur months after
stopping cyclophosphamide, particularly if bladder
fibrosis has developed, and in this situation the
bleeding may prove intractable. 2 In the case
described here there was a prompt response to
formalin irrigation, and response rates greater than

80% are quoted.35 Complications of formalin
include urgency, dysuria, and suprapubic dis-
comfort and particular care is warranted if there is
any suggestion of vesicoureteral reflux. However,
the incidence of side effects has been considerably
reduced by the use ofmore dilute solutions (<4%)
at no loss to the therapeutic effect. Retreatment is
reliable and effective4 and was being actively
considered in this patient before he deteriorated
from other causes. Therefore in massive refractory
blood loss from the bladder, particularly when this
has been induced by cyclophosphamide, the intra-
vesical instillation of a dilute solution of formalin
may be lifesaving.
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SIR,-The leading article by Mr Nigel Bullock and
Mr Robert H Whitaker (30 November, p 1522) on
the control of massive bladder haemorrhage took
little account ofimprovements in the techniques of
arterial embolisation since 1970.' A review in 1982
found that therapeutic arterial embolisation had
been successful in 32 out of 35 patients with severe
bladder haemorrhage caused by malignant disease
and that it had been effective in some cases
of haemorrhage due to vascular malformations.2
There have been a few reports of successful
embolisation procedures since then, and our
experience of five patients at Charing Cross Hospi-
tal with severe haematuria from unresectable
bladder carcinoma is that the haemorrhage was
controlled by internal iliac artery embolisation.
The comment that arterial embolisation has a

"real risk" of producing bladder necrosis referred
to the case report by Hietala,3 which w-e feel
overestimated the risk of this complication. The
patient, a skydiver aged 26, had sustained multiple
pelvic fractures when his parachute failed to open
and subsequently developed bladder necrosis after
embolisation ofone internal iliac artery. A remark-
ably similar case concerning a skydiver, possibly
the same one, had been reported the previous year
in another journal.4 Both reports stated that there
was widespread pelvic vein thrombosis at the time
of embolisation and the pelvic circulation was
probably already compromised when the pro-
cedure was carried out and this may have contrib-
uted to bladder necrosis. If patients with post-
traumatic haemorrhage, advanced pelvic tumours,
vascular malformations, and uterine haemorrhage
are included there are now about 100 reported
cases of internal ilial artery embolisation, and these
two reports are the only examples ofimportant soft
tissue necrosis, so the risk is low.
Some patients suffere severe gluteal pain for a

day or two after embolisation, and persistent
buttock claudication has been reported, but the
most serious complication is a neurological defect,
which can affect one or both legs.5 6 This is
probably due to sciatic nerve ischaemia resulting
from occlusion of the arteria commitans nervi
ischiadicus, a branch of the inferior gluteal artery
that arises from the anterior division of the internal
iliac artery. Other complications are rare and the

procedure can usually be carried out under local
anaesthesia.
The available evidence suggests that iliac artery

embolisation is therapeutically effective, partic-
ularly if the haemorrhage is due to malignant
disease, and that it should be considered in all cases
of severe haemorrhage.
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Patients with suspected Lassa fever in
London during 1984

SIR,-It was interesting to read how patients
returning from west Africa with a feverish illness
are managed at St Thomas's Hospital (30 Novem-
ber, p 1554). Dr Anthea J Tilzey and others state
that there is a need to "obviate some of the
unnecessary anxiety and exaggerated precautions
for viral haemorrhagic fever" but unfortunately
outline procedures that are probably uncalled for
and may be detrimental to the patient's health.
When a person returns from west Africa or any

other area where falciparum malaria is endemic
and presents to any doctor, whether in general
practice or in a hospital accident and emergency
department, then the primary diagnosis must be
malaria. It seems that a patient with malignant
falciparum malaria who presents to St Thomas's
accident and emergency department will first be
put into "a strict isolation room"; he will then have
to wait for "a medical registrar or senior registrar"
to find time to come and see him before blood is
taken for thick and thin films. (Are casualty
officers incapable of doing this?) Once blood has
been taken can malaria now be diagnosed? It seems
not. "The minimum time needed to establish a
diagnosis of malaria may be extended consider-
ably, particularly at night or weekends, if the
activity of laboratory personnel is diverted to cope
with an emergency-for example ... a leaking
aneurysm." The diagniosis of falciparum malaria is
an emergency. Early treatment reduces the likeli-
hood of a fatal outcome and usually will result in
the patient returning to 100% health.
When malaria is finally diagnosed, "the patient

is admitted to a single room in a general ward and
'excretion, secretion, and blood' precautions are
taken." We fail to see the rationale behind this. Are
they worried about a dual infection with viral
haemorrhagic fever (as yet unreported in the
Western world)? Or are they worried that the
patient may pass on malaria to people nearby?
Each year at the Hospital for Tropical Diseases
about 200 patients with malaria are treated on the
open ward.

It is extremely important to emphasise to physi-
cians, paramedical teams, and the general public
that deaths will result if there are unnecessary
delays in giving lifesaving treatment. Recently at
this hospital we had a case where an ambulance
crew were reluctant to bring a feverish patient with
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