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before treatment was started. There has, however,
never been a recommendation to avoid cimetidine
in renal failure, only to adjust the dose. The
original general practice records of every patient
recruited to our study were examined. Our field
workers found no evidence that patients in the
study had been screened for renal impairment
before starting treatment with cimetidine.

In summary, we see no reason to change our
earlier conclusion that there was no evidence that
cimetidine was responsible for the excess of
observed over expected deaths from urinary dis-
orders during the second, third, and fourth years
of follow up in our study. In the fifth and sixth
years there was no excess.
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SIR,-Dr N All and others (16 November, p
1426-7) described a case of acute renal failure
associated with cimetidine therapy. Acute inter-
stitial nephritis is a well recognised complication of
treatment with this H2 antagonist, and, as
the authors state, several cases have now been
reported. Indeed, it has been included in the
prescribing information for cimetidine since 1979.
However, this nephrotoxicity is extremely rare.'
The authors suggest that "on present evidence"

ranitidine should be used in preference to cime-
tidine in people with impaired renal function who
need an H2 antagonist. On the contrary, there is no
significant evidence to indicate that patients with
renal impairment are prone to this complication.
Most reported cases have occurred in patients
whose renal function was normal at the time they
started cimetidine treatment. Acute interstitial
nephritis appears to represent an idiosyncratic
hypersensitivity response to this drug.

Other authors have suggested that serum creati-
nine concentrations should be measured routinely
in patients taking cimetidine.2 This is difficult to
justify, however, as nephrotoxicity is so un-
common.

Clinicians should merely be aware of this
problem and include it in the differential diagnosis
should a patient taking cimetidine unexpectedly
develop renal impairment. Renal function has
improved in all reported cases on withdrawal of
treatment.

JOHN TAPSON
HATEM MANSY

Department of Medicine and Nephrology,
Freeman Hospital,
Newcastle upon Tyne NE7 7DN

I Rowley-Jones D, Flind AC. Cimetidine-induced renal failure. Br
Med3' 1982;285:1422-3.

2 Rudnick MR, Bastil CP. Elfenbein IB. Cimetidine induced acute
renal failure. Ann Int Med 1982;91: 180-2.

SIR,-Dr D G Colin-Jones and his colleagues
discuss the safety of normal use of cimetidine
(19 October, p 1084). I am concerned about its
possible abuse.

Recently I performed a difficult emergency
Billroth I gastrectomy on a thin 29 year old woman

who was mistakenly being operated on for a painful
epigastric hernia. The hernia was in fact a sealed
perforation of a chronic pyloric ulcer with severe
stenosis and a huge stomach.

In retrospect she had suffered ulceration for
seven years, during which she had taken over 1500
cimetidine tablets, at least 1000 oral analgesics,
and over two gallons of antacid. Since 1976,
when cimetidine was introduced, the numbers of
operations for ulcer have declined dramatically, as
have the number of gastric cripples after surgery.
Although this case may be the exception rather
than the rule, it might also be a "tip of the iceberg"
of cimetidine abuse; this woman was physically
and psychologically a gastric cripple before sur-
gery. Safe effective surgical therapy is available for
cases of intractable peptic ulceration.
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Kent and Canterbury Hospital,
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Growth hormone 1985

SIR,-Professor R D G Milner's leading article
on biosynthetic growth hormone suggests that
parents will be angry unless a precise mechanism
for prescribing, dispensing, and charging for the
new drug is not urgently issued from the bureau-
cratic machine (7 December, p 1393). He is too
mild. Parents are already furious with the DHSS,
at whose door responsibility for the present con-
fusion should be laid.

So imprecise are the terms of the product licence
regarding these three issues that even the manu-
facturers, for whom they were written, should be
angry. They are, wrongly, marketing the drug via
retail chemists-but the DHSS failed to advise
them against doing so.

Regarding cost, the Child Growth Foundation
wrote to the Prime Minister in 1980 asking that
money should be allocated to cope with the bio-
synthetic hormone's arrival on the market. Even
then it was obvious that its price would be much
higher than that of human growth hormone and
that the traditional mechanism of paying for it
might need modifying. The then minister for
health, Dr Gerald Vaughan, sent us an evasive
reply, but we hoped that he would take note of our
request and think about it. It is not evident that he
did.

Since September of this year we have twice tried
to obtain assurances that all children who might
benefit from treatment will get it. Both replies that
have come back from the Elephant and Castle have
laboured the fact that there will be no shortage of
the new drug but singularly failed to describe how
treatment might be achieved or guaranteed. The
government may not have felt obliged to answer a
parent group on such a matter but it made itself
look ridiculous given that we knew it had not got a
purchasing policy to buy it. The second reply, in
particular, when referring to dispensing arrange-
ments may surprise even its own Growth Hormone
Committee if it receives a copy.
The inability of the DHSS to come up with

a policy may cost the country dear. To get
their patients back on to treatment as soon as
possible many of the specialist paediatricians have
been forced to follow the expensive, and DHSS
approved, route of advising parents to obtain
prescriptions from their family doctors. The esti-
mated cost to the nation is roughly double the
amount that the NHS would pay if the hormone
was prescribed via hospital pharmacies receiving
special funding and benefiting from bulk buying
discounts. We hear, daily, that the health service is
strapped for cash: no wonder, if the department
wastes it in this way.

But the bill may not stop there. According to a
senior specialist advising the foundation, it might
even be quadrupled because the DHSS, ignoring
the advice of the specialists, issued an "open"
product licence that allows not only any specialist
to prescribe the growth hormone but family
doctors too. If Professor Milner is concerned about
who the specialists might be-if they are other
than the experts manning the country's 21 recog-
nised growth centres-the foundation is con-
cerned that proper control over the hormone's
availability is being surrendered. If the hormone is
to be marketed through wholesalers there is no way
individual prescriptions can be vetted. The possi-
bility that children might be given the hormone
who do not need it is not only adding to its expense
but is also extremely disturbing.
The prescribing and dispensing of the hormone

should, for the wellbeing and safety of our child-
ren, be the responsibility of experts in growth
and development. With supraregional funding
of the specialist hospitals and a revision of the
wording of the product licence the foundation
believes that all Professor Milner's questions
would be answered. Parents find it unbelievable
that we have, for the first time, an assurance that all
our children could be treated but a department
without the wit to manage it.

TAM FRY
Chairman,

Child Growth Foundation
London W4 l'PW

Misleading guidelines on oxygen treatment in
asthma

SIR,-Dr Frank Wells, the joint secretary of the
joint formulary committee of the BMA and
Pharmaceutical Society of Great Britain, accepts
that the recommendations in the British National
Fornulary on oxygen treatment for asthmatic
patients are misleading (2 November, p 1281).
However, after seeking the advice of his expert
contributor section 3-6 of the BNF will not be
altered but may be supplemented by a statement
which, we feel, may lead to further confusion. The
implication of the proposed statement appears to
be that patients with "uncomplicated severe
asthma" do not develop hypercapnia and for this
reason it is safe to administer high concentrations
ofoxygen. The incorrect concept that it is unsafe to
give hypercapnic asthmatics high concentrations
of oxygen will thus be perpetuated.
We would also like to point out that the BNF is

not produced for ambulancemen. However, we do
accept that ambulance crews are not trained to
differentiate between patients suffering from
chronic obstructive bronchitis and severe acute
asthma but suggest that this cannot be used as a
cogent reason for perpetuating inaccuracies. In our
opinion the section on oxygen therapy for patients
with asthma in the BNF must be rewritten.

ANDREW T ELDER
GRAHAM K CROMPTON

Respiratory Unit,
Northern General Hospital,
Edinburgh EH5 2DQ

***Dr Wells replies below.- ED, BMJr.

SIR,-The joint formulary committee has had the
opportunity to consider further the whole question
of oxygen therapy, and the following amendment
will now appear in section 3-6 of the Bn'tish
National Formulary from edition No 12 onwards:
Where facilities for blood gas measurements are not

immediately available, for example, while transferring
a patient to hospital, 35%-50% oxygen delivered
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through a conventional mask is recommended. How-
ever, exceptionally asthma is diagnosed in patients
with a long history of chronic bronchitis and probable
respiratory failure. In these a lower concentration
(24%-28%) may be needed to limit oxygen induced
reduction of respiratory drive.

FRANK WELLS
Joint Secretary

Joint Formulary Committee
of the British Medical Association
and of thc P'harmaccutical Societv of (ircat Britain,

London V'C I H 9JP

Fibrinogen: a possible link between social
class and coronary heart disease

SIR,-Dr H L J Markowe and colleagues show
high fibrinogen values, a possible cardiovascular
factor, in lower grade employees compared with
higher grade employees (9 November, p 1313).
This finding fits well with the raised cardiovascular
mortality in lower classes.' The authors consider
that "job stress" might be the basis for their
results.
Our group has carried out a longitudinal study

trying to determine the effects of "examination
stress" on blood viscosity and plasma viscosity,
which are highly dependent on fibrinogen. In
volunteers who had prepared themselves for final
exams for an average of four months we found that
blood viscosity at low shear and constant packed
cell volume was 20-1I% and plasma viscosity 3*3%
higher (both significant at the 1% level) when stress
was present. Measurements were taken on the day
of the examination and three weeks after the
candidates successfully passed it.

These results seem to confirm that stress is the
reason for the fibrinogen differences in the study of
Dr Markowe and colleagues. It is interesting to
note that all cardiovascular risk factors are asso-
ciated with haemorrheological abnormalities much
like the ones described above.2 On the basis ofsuch
observations we have formulated a working hypo-
thesis,3 which suggests that both atherogenesis
and haemorrheological variables are influenced by
partly similar phenomena-namely, the adsorp-
tion of plasmatic macroproteins to surfaces in
contact with plasma. Haemorrheological measure-
ments may therefore have valuable diagnostic
potential.

E ERNST
A MATRAI

M BAUMANN
Haemorrheological Research Laboratory,
Clinic for Physical Medicine,
University of Munich,
8000 Munchen 2, FRG

1 Marmot MG, Shipley MJ, Rose G. Inequalities in death-
specific explanations of a general pattern? Lancet 1984;i:
1003-6.

2 Ernst E, Matrai A. Haemorheologv and cardiovascular risk
factors. HerzlKreislauf 1984;16:165-72.

3 Ernst E, Weihmayr T, Schmid M, Baumann M, Matrai A.
Cardiovascular risk factors and hemorheology-physical
fitness, stress, obesity. Atherosclerosis (in press).

Antisecretory drugs and gastric cancer

SIR,-What is a simple clinical gastroenterologist
-like myself-to think? Dr K G Wormsley (23
November, p 1054) in "getting to the point" has
not helped much. There is a regulatory body, the
Committee on Safety of Medicines, which has
statutory responsibility and authority in matters of
drug testing and prescribing. Physicians must also
make their own decisions in given situations when
testing new drugs as in everyday practice. Dr
Wormsley has declared his position.

Loxtidine was withdrawn from testing after the
finding of "diffuse carcinoma of the fundus in
rats." These tumours were not dose related.'

Prcsumably an as vet unpublished report details
these findings,I variously entitled "diffuse gastric
carcinoma in the rat produced by loxtidine"' or
"association of long lasting unsurmountable hista-
mine H2 blockade and gastric carcinoid tumours in
the rat" (7 September, p 675) by those who have
had the opportunity to study the work in detail.
Fundic carcinoma in mice was also reported in the
same abstract.' Reports on omeprazole describe
"carcinoid tumours" in the rat4 but not in the
mouse. Are the findings in animals receiving these
two agents similar? If not, are differences those
of degree or more fundamental? Disinterested
observers need to address and answer these
questions. A number of investigators have started
retesting omeprazole in short term healing studies
in duodenal ulceration on the grounds that a
significant benefit in healing at two weeks would be
a genuine advance.
Drug prescribing in the United Kingdom and

elsewhere is such that once a drug is approved
for general use the only sanctions remaining are
those of prudent prescribing habits-not always
enough-so a reasonable safety margin has to be
provided. Regulations cannot protect against all
aspects of bad prescribing. Should we, therefore,
be testing in the short term drugs which if pre-
scribed long term have profound acid lowering
effects?

F I LEE
Department of Gastroenterology,
Vlictoria Hospital,
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Patients with suspected Lassa fever in
London during 1984

SIR,-After a long period of neglect it is encourag-
ing to see a revival of interest in the management of
infection in hospital and an appreciation of the
need to train nurses and doctors in infectious
diseases and their control. With infection rife in
many hospitals and a high proportion of very
susceptible immune deficient patients being cared
for in hospital, it is no longer acceptable to nurse
infectious patients in side rooms with inadequately
trained staff. This, of course, has been appreciated
for many decades by the DHSS, but plans for
the provision of p'rrpose built units in general
hospitals have mostly never been implemented,
while regional infectious diseases units have been
allowed to decline with loss of trained and experi-
enced staff.
A purpose built infectious diseases unit by itself

is inadequate because staff must be properly
trained, not only in the control of infection but also
in the clinical assessment and management of
patients. This need has been fully appreciated
by the Royal College of Physicians, which has
recommended the appointment to such units of
physicians specially trained in infection to ensure
expert management.
The paper by Dr Anthea Tilzey and others (30

November, p 1554), emphasising the difficulties
they experienced at St Thomas's Hospital with
suspected Lassa fever, reflects light from one facet,
albeit an important one in London. In doing so
they have created the impression that Lassa fever is
of little consequence and can be readily contained.
Unfortunately their conclusions are based on a

very small number of cases outside Africa, and it is
always unwise to extrapolate from such limited
experience. Within west Africa there is ample
evidence that Lassa fever is a major hazard for
hospital staff, and great care must be taken to
prevent nosocomial spread. For example, in Sierra
Leone Keane and Gilles reported that over three
years 15 out of 75 hospital staff were infected with
Lassa virus and two died'; in Nigeria 14 out of 73
patients diagnosed as having Lassa fever in two
hospitals were hospital staff.2 Moreover, there is
evidence of case to case spread from patients
without pulmonary disease. In one Liberian hospi-
tal 9% of patients confirmed to have Lassa fever
were contacts with no history of parenteral expo-
sure. 3

In the UK it is very unlikely that Lassa fever or
any of the other viral haemorrhagic fevers will pose
a threat to the general community, but they
present a hazard to clinical and laboratory staff so
due care should be taken to reduce risks to the
minimum by careful clinical and epidemiological
assessment of febrile patients from endemic areas
and skilled management of suspected or confirmed
cases.

R T D EMOND
Coppetts Wood Hospital,
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Parenteral nutrition

SIR,-Professor Miles Irving recommends "the
normal daily requirement of electrolytes, trace
elements, and vitamins in parenteral feeding" (16
November, p 1404). We recently described a
case where fulminant cardiovascular beri-bern
developed after only two weeks' balanced high
energy parenteral feeding incorporating daily
multivitamin supplements (Solivito) with 1-24
mg of thiamine.' After partial recovery from
post-traumatic sepsis the patient underwent an
apparent secondary haemodynamic deterioration
with renal failure, initially attributed to septic
shock. He was recognised near the point of death,
biochemical testing was confirmatory, and on
recovery after high dose thiamine replacement he
had defective short term memory.

Such cases are probably not rare. Macroscopic or
microscopic changes of Wernicke's encephalopathy
are seen in 2% of necropsies.2 Our case closely matches
a description of Wernicke's encephalopathy in three
surgical patients on parenteral feeding for burns,
wasting disease, or sepsis in whom a period of
secondary cardiovascular decompensation and meta-
bolic acidosis (in other words, fulminant beri-bern)
preceded death.3 Clinically, septic shock is difficult to
distinguish from fulminant cardiovascular beri-beri.'
Most patients with the hyperdynamic changes of
septic shock have pre-existing malnourishment from
wasting disease or alcoholism, often with liver
disease.4 A common metabolic defect has even been
postulated to explain the close similarities and "patho-
logical synergy" between septic shock and cirrhosis.'
Thiamine deficiency-especially if plausibly but in-
adequately treated-remains the likeliest candidate
for such a defect. We therefore propose four precau-
tions in the parenteral feeding of such patients.

(1) Slow intravenous replacement doses of thiamine
(100 mg) and other water soluble vitamins should
always be given at the start of parenteral feeding.

(2) Daily maintenance dosages should err gene-
rously on the side of safety. For thiamine we suggest at
least 2-5 mg/1000 kcal (4-2 MJ) balanced intake since
this is the minimum regimen that has been tested
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