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showed crystal clear fluid under normal pressure.
Microscopic examination showed no cells, and
the protein content was 35 mg./100 ml.

It was thought that the hypertensive crisis
might be a consequence of the drug therapy.
In case the administration of pethidine was a
contributory factor, she was treated with a forced
acid diuresis and a minimal urine pH of 4-8
was obtained. The blood pressure started to
fall and by 10 hours after the ingestion of
Mucron it had reached a level of 130/70. The
blood pressure remained normal during the rest
of her stay in hospital, and on follow-up one
month later she was normotensive and asympto-
matic apart from a mild depression.

Sympathetic amines contained in prepara-
tions for the symptomatic relief of nasal con-
gestion are made up in free- or slow-release
forms. Tonks and Lloyd' reported two cases
taking monoamine-oxidase inhibitors in whom
the use of a slow-release form of phenyl-
propanolamine resulted in the development
of a severe headache, and in one case status
epilepticus, but only slight elevation of blood
pressure. A marked rise in blood pressure
was shown experimentally by Dr. Cuthbert
and colleagues, using phenylpropanolamine
in the free form in subjects taking mono-
amine-oxidase inhibitors. The present patient
supports their suggestion that severe hyper-
tensive crises may be seen more commonly
with amines in their free form than with
slow-release preparations. On the other hand
there may be little difference in the incidence
with which both types give rise to severe
headache.-We are, etc.,

A. M. S. MASON.
R. M. BUCKLE.

Southampton General Hospital,
Southampton, Hants.
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Hypertension from Cold Remedies

SiR,-The paper published by Dr. M. F.
Cuthbert and others (15 February, p. 404)
prompts me to report the case history of a
patient seen recently in Leeds.
A 36-year-old woman was admitted with a

history of severe headache of sudden onset three
hours previously. This was associated with
vomiting and photophobia; in addition, she
probably had a fit while still at home, after
which she remained drowsy and confused, but
was still complaining frequently of the headache,
which was mainly frontal and vertical. She
had some neck stiffness and a positive Kernig's
sign. The plantar responses were extensor, but
there were no focal signs in the nervous system,
although later she developed a transient right
hemiparesis. She was normotensive, and full
physical examination did not reveal any further
abnormal signs. A lumbar puncture confirmed
subarachnoid haemorrhage, and cerebral angio-
graphy suggested the possibility of a left
posterior communicating aneurysm. She was
managed conservatively in view of some uncer-
tainty in the x-ray findings and because of her
long-standing somewhat hysterical personality.
There was no evidence of recurrent bleeding,
and she made a complete recovery.

Questioning revealed that she had been
taking phenelzine 30 mg. daily for six months,
and that a few hours before her subarachnoid
haemorrhage she had taken two Mucron tablets.
This proprietary nasal decongestant contains
30 mg. phenylpropanolamine in each tablet, plus
vitamin C, phenacetin, and ipecacuanha.

Al though we (like Tonks and Lloyd in
their cases of encephalopathy in similar
circumstances') did not observe the blood
pressure to be raised, it seems likely that
sudden severe hypertension caused by the
interaction of phenelzine and phenylpropanol-
amine resulted in the rupture of a berry
aneurysm. About three hours passed before
the onset of the headache after taking the
Mucron and a further three hours before the
blood pressure was taken. It is feasible that
six hours is long enough for the blood
pressure to have risen to dangerously high
levels and fallen again. Dr. Cuthbert's ex-
periments on himself with a monoamine
oxidase inhibitor and phenylpropanolamine
were quite rightly cut short with phentol-
amine, and so we do not have any evidence
as to how long to expect the blood pressure
to remain raised in such circumstances.

I would like to thank Dr. R. N. Tattersall
for his permission to publish the details of this
case history.
-I am, etc.,

P. M. HUMBERSTONE.
The General Infirmary,

Leeds.
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Awareness during Anaesthesia

SIR,-In this day and age of light anaes-
thesia, any reminder that the patient receiving
a general anaesthetic expects to be unaware
of the surgical procedure, and have no recol-
lection of it, is welcome. However, perhaps
the picture is not so gloomy as Drs. J.
Wilson and D. J. Turner (1 February,
p. 280) suggest.
A reported study' described 20 consecutive

cases anaesthetized using atropine 0-6 mg., thio-
pentone 1-0-2-0 mg./lb. bodyweight, nitrous
oxide 3 5 1./min.; oxygen 1-5 L./min. into a
semiclosed circle absorber system, relaxants,
and artificial ventilation 50-150% in excess
of the Radford Nomogram value. Words
of established emotional significance, in the
form of a story, were tape recorded and
repetitively applied to the patients through in-
sulated earphones at times varying from 10-90
minutes after the induction of anaesthesia. On
the second or third postoperative day the
patients were visited by an experienced inter-
viewer who was unaware of the precise details of
the study. The interview was designed to
annotate a predesigned protocol. No evidence
indicating recall of auditory stimuli could be ob-
tained, nor did any patients provide evidence of
distress.
The difference between these results and

those recently reported in your journal may
be explained by differences in experimental
method and by the environment of the
patients. Important factors in any considera-
tion of awareness and recall associated with
surgery are the sounds available to the
patients, their interpretation of them, and
the significance of that interpretation to the
patient. As the authors indicate, if patients
are anaesthetized the problem doesn't arise.
However, if the surgical situation demands
particularly light anaesthesia, perhaps partial
isolation of the patient from auditory stimuli
is of value during the operative period. Also
the appropriate auditory stimuli provided by

good nursing care immediately the patients
are even dimly aware of their environment
will have a lasting effect on their overall
impression of the surgical experience.-
I am, etc.,

J. W. R. MCINTYRE.
University Hospital,

dimonton, Alberta,
Canada.
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Ampicillin and Urticaria

SIR,-I read with interest the papers
dealing with adverse reactions to drugs in
your issue of 1 March (p. 527), and, in par-
ticular, that by Dr. Natalie Hurwitz and
Professor 0. L. Wade (p. 531). In their
summary the authors suggest that "larger
surveys of adverse reactions in relation to
drug usage would make a useful contribution
to the problem." In common with most
other pharmaceutical manufacturers, we
maintain extensive coverage of the inter-
national medical and allied scientific literature
on our drugs, including a continuous survey
of adverse reactions and side-effects. I feel,
therefore, that it may be of general interest
to present our findings with ampicillin, which
was reported by Dr. Hurwitz and Professor
Wade as having produced eight maculo-
papular pruritic rashes in 103 patients
treated, an incidence of 7-8%.
Our most recent figures show that a total

of 13,638 patients treated with ampicillin
have been reported in the published clinical
literature. Of these, 383 (2 8%) experienced
skin reactions of various kinds. The descrip-
tion and incidence of rashes varies from
observer to observer; careful observation of
the patient and post-treatment follow-up tends
to produce a higher reported incidence. Of
the rashes recorded in the literature 58 were
described as urticarial, 23 as macular, and
114 as maculopapular (including the so-called
" morbilliform " type); 19 patients exhibited
other types of rash, and 169 skin reactions
were of an unspecified nature.
The rashes reported during ampicillin therapy

fell into two broad categories-that is, urticarial
and erythematous. Urticaria is generally
regarded as a sign of true penicillin hyper-
sensitivity, and there is no evidence to suggest
that ampicillin is associated with a higher
incidence of this type of rash than other peni-
cilliins. The majority of the erythematous
rashes are apparently ampicillin-specific and do
not indicate true penicillin hypersensitivity.
They commonly start as a faint erythema, often
with a centrifugal distribution. They are usually
macular or maculopapular, and are less irritant
than urticaria and often controlled with anti-
histamines. In many cases the rash fails to
develop further and usually disappears quickly
when ampicillin is withdrawn; in some patients
it may even disappear without discontinuation
of the antibiotic. In a few cases, however, it
becomes a generalized severe erythema, some-
times with slight fever. Though the rash may
arise during the course of therapy, sometimes
as early as the first day, it often develops about
five days after the end of treatment, and for
this reason has been called the "fifth-day
rash." 1 Subsequent courses of the antibiotic
may not necessarily reproduce the reaction. In
a limited number of patients with this type of
rash investigated so far we have been unable
to demonstrate circulating reaginic antibodies
in the serum. It is now well established that
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