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the use of these drugs we would not recom-
mend the prophylactic use of any drug in this
situation-including phenytoin, which is not
the first line of treatment for either convulsions
or cardiac arrhythmias. In severe tricyclic
antidepressant poisoning electrical and mech-
anical myocardial standstill is the frequent end
result and all antiarrhythmic agents should be
held in reserve unless absolutely necessary.
Complications such as convulsions should be
treated as they arise and we feel that intra-
venous diazepam is the drug of choice in this
situation. In the two patients described
immediate measures were taken to reverse
hypoxia and ensure the patency of the patient's
airway. The aim of the paper was to highlight
the fact that reliance on simple basic resuscita-
tive procedures is more likely to benefit the
patient than expecting any drug to do this for
you.
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Slow-release morphine

SIR,-I feel that I cannot allow Dr T D
Walsh's letter (31 October, p 1187) to go by
without comment.
Dr Walsh suggests that MST-1 is not

effective as described by the manufacturer and
that four-houily aqueous morphine is a
suitable alternative. I am sure no one would
dispute that narcotics given regularly, in
adequate doses, and in anticipation of the pain,
can be extremely effective; but the purpose of
such administration is usually to improve the
quality of life, and a four-hourly schedule
throughout the 24 hours condemns the
patient to considerable domestic disruption
and, if the preparation is an aqueous narcotic,
involves the inconvenience of carrying around
a liquid container that may be quite large. The
advantages of slow-release preparations are: (a)
with an adequate dose, a 12-hourly regime is
perfectly feasible; and (b) a tablet preparation
is much more convenient than a liquid. The
new higher-dose forms (30, 60, and 100 mg)
allow this preparation to be used in high doses
with the same long duration of action. In the
last 12 months in this unit we have treated 66
patients with MST-1 in doses up to 20 tablets
twice daily, 14 patients with MST-3 in doses
up to 10 tablets twice daily, and 10 patients
with MST-6 in doses up to five tablets twice
daily. Only one has withdrawn and this was
because of itching (an effect common to all
narcotics) and none has stopped because the
preparation is ineffective. For those patients
for whom a four-hourly regimen is preferred
(and those are few) we now use diamorphine
tablets, which retain the advantage of a dry,
stable preparation with flexibility of dosage.
While I would agree that there have been

few clinical trials published, I would strongly
disagree that such studies are only practicable
in special hospice units, since these prepara-
tions are ideally suited to domiciliary ad-
ministration. I believe that there is now
adequate clinical experience to recommend

this product instead of a four-hourly aqueous
preparation for all cancer patients requiring
regular narcotics.
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Transdermal drug administration-a
nuisance becomes an opportunity

SIR,-In response to the leading article about
transdermal drug administration (3 October,
p 875), which states that the evaluations of
forms of nitroglycerin await publication, we
would like to make a brief preliminary report
of our experience with isosorbide dinitrate
cream.
A randomised double-blind, placebo-

controlled crossover study was performed in
seven patients (mean age 61) with stable
angina pectoris. The placebo or active cream
(made up as an oil-in-water emulsion con-
taining 1 g of isosorbide dinitrate per ap-
plication) was rubbed into the pectoral skin
twice daily for periods of three weeks, at the
end of which a graded treadmill exercise test
was performed from two to six hours after the
last application of cream. The mean (A SEM)
exercise time during isosorbide therapy
(5-4 0 7 min) was not significantly different
from that when placebo was used (5 9_L
0-6 min; p X0-05 paired t test). Similarly,
there were no differences in the reported
frequencies of anginal attacks, consumption of
isosorbide tablets, or heart rate and systolic
blood pressure at rest or during exercise.

Because the patients reported headaches
only during active treatment we feel con-
fident that the isosorbide entered the circula-
tion. It is possible, however, that we failed to
show the expected cardiac benefit of isosorbide
dinitrate cream because the rate of absorption
or blood levels of the drug were inadequate.
We are therefore studying the pharmaco-
kinetics of this preparation in more detail.
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Vasospastic disease, cold stress test,
and prostaglandin E1

SIR,-We have studied the effects of a cold
stress test on 25 patients with secondary
Raynaud's phenomenon, 25 with primary
Raynaud's disease, and 25 normal controls,
and have also examined the effects of prosta-
glandin El (PGE1) on patients with secondary
Raynaud's phenomenon. Thermographic
assessment was carried out; and we dispute the
assertion of Dr A J M Cleophas and others (2
May, p 1476) that an environmental tempera-
ture of 20°C causes biased results because of
physiological vasoconstriction, and also the
findings of Mr P C Clifford and others (18
October 1980, p 1031) that PGE1 does not
affect the intensity of vasospasm after cold'
stress.
Our results showed that the normal group

had a hyperaemic response after 15 minutes'
adaption at environmental temperature of
20°C, a response which was absent in most
cases of secondary Raynaud's phenomenon
and about half the primary group. After

immersion of the gloved right hand in water
at 37°C for three minutes and then at 20°C
for 1 minute, normal controls rapidly re-
gained and frequently exceeded entry tem-
perature; whereas those with secondary
Raynaud's phenomenon, even after 20 minutes,
rarely rewarmed and often cooled further.
After PGE, infusion, however, most patients
showed a normal response to cold stress-
that is, hyperaemia after 15 minutes and
rewarming within 20 minutes.
We conclude that 20'C is an eminently

suitable environmental temperature at which
to conduct cold stress tests as described above,
as it allows discrimination between normal and
abnormal and also demonstrates objective
improvement in blood flow after treatment
with PGE1.
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Haematology in developing countries

SIR,-We refer to a recent leading article on
haematology in developing countries (25 July,
p 262) and to the article on haematology
training in the same issue (p 292). The
Caribbean Food and Nutrition Institute, a
specialised centre of the Pan American
Health Organisation, which itself serves as the
American regional office of the World Health
Organisation, has recently completed a study
of the feasibility of measuring or screening
haemoglobin concentrations in the primary
health clinics of the Caribbean by para-
medical personnel. This study, which was
directly funded by WHO, will be reported in
detail in the near future; but in the meantime
we would like to outline the results of a part
of the study which is very relevant to some of
the issues raised in the two BMJ articles.
The importance of the development of a

simple, inexpensive, and robust means of
measuring haemoglobin concentrations lies in
the need for it to be used at the point of
delivery of primary health care so that
problem-oriented action can be initiated at
once. We therefore believe that not only
should it be simple, etc, but it should not even
depend on batteries and should be cheap
enough to be part of the personal equipment
of all relevant primary health care personnel.
Furthermore, we believe that, at the level of
the health care system being discussed, a
means of dividing the clients into groups
needing different actions is as good as or better
than a numerical measurement. An instrument
intended to meet these criteria has been
designed and prototypes have been field
tested, with the results that are briefly reported
below.
The instrument is designed to compare the

optical density of a thin film of haemolised blood
with two neutral filters whose optical densities
correspond with two chosen cut-off points in the
haemoglobin concentration scale (8 and 10 g/dl).
The light source is daylight or room light diffused
by an opalescent screen and filtered to a narrow
band of the spectrum to ensure that the com-
parison is one of brightness and not of colour. The
body of the instrument is a commercially available
photographic slide viewer adapted to use small
pieces of gelatine colour and neutral filters. The
specimen cell and its holder in the prototype was
hand made from metal and glass, but tests on
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