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early stage. It would also be simple routine to&print-out lists of people due to attend for special
purposes, e.g., antenatal attendances or immunization procedures.

Conclusion
We have seen the automatic typewriter in operation and shown that the system described

above will function satisfactorily during the 'mock-up' trial runs. A full report and specification
including an account of the work-study, flow-charts, computer programming requirements
and costs has been submitted to the Royal College and to the Ministry of Health. A report
has also been sent to the Sheffield Regional Hospital Board.

It is our intention to develop the system slowly in order to gain experience at each step
and we shall do this in a busy working urban practice of almost 6,000 patients.
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CLINICAL NOTE

Autoimmune haemolytic anaemia and alpha methyldopa
A case report and comment

B. W. MCGUINNESS, M.D.
Bridgnorth

ALPHA METHYLDOPA (ALDOMET) HAS BEEN the mostly widely prescribed, moderately powerful
antihypertensive for some years. The deserved popularity of this drug is on account of its
effectiveness and relative absence of side actions. Also dosage is not so critical as with the
more powerful antihypertensive drugs. It was estimated in 1966 that more than 100,000 patients
were receiving treatment with the drug in Britain (Carstairs et al. 1966).

Although side effects caused by alpha methyldopa are generally less troublesome than
those of other drugs of the powerful group including guanethidine and the older ganglion
blocking agents, one uncommon side action is sufficiently serious to warrant particular attention.
This is autoimmune haemolytic anaemia which was first linked in 1966 with alpha methyldopa
by Worlledge and her colleagues at the Royal Postgraduate Medical School. They identified
about 30 cases of the anaemia in patients receiving the drug and studied 25 serologically. In
24 there was overt haemolytic anaemia and one had a 'compensated haemolytic process'. The
patients had been receiving alpha methyldopa from three months to three years before anaemia
was discovered but ten had been on treatment for a year or less. The majority were receiving
1 G. or less of the drug per day. The development of the anaemia was usually insidious and
the symptoms leading to the discovery of the anaemia extremely variable. In a few cases it was
acute in onset. The severity of the anaemia varied and there was no relation between the
amount of the drug taken and the intensity of the anaemia. The Coomb's antiglobulin reaction
was positive in all cases and was entirely of the Ig. G. or 'warm antibody' type. Peripheral
blood films showed spherocytosis and polychromasia and were indistinguishable from films
of other cases of haemolytic anaemia of the warm antibody type (Worlledge, et al. 1966).

Fortunately the anaemia remits rapidly on withdrawing the drug or if this is undesirable,
to the administration of steroids. It is important to recognize this complication since the
anaemia may produce symptoms of myocardial ischaemia, precipitate cardiac failure or both.
Furthermore the presence of red-cell antibody may confuse those cross-matching blood for a
patient who is taking alpha methyldopa. This could be important if major surgery was needed
and it also'matters in pregnant patients.

Case. Mr A. K is a machine shop inspector at an electrical factory. Well all his life, he first came
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for advice at the age of 61 years on 21 December 1966. He had had a 'black out' at work two weeks
before and an attack of faintness whilst walking home two days before his attendance. He had felt
vaguely unwell for several months but had never suffered pain.

He weighed 15 stone 7 lb. with a height of 5 ft. 6 in. and his blood pressure was 240/120 mm Hg
He had cyanotic lips and was slightly breathless on exertion. It was impossible to localize the cardiac
apex because of obesity and the heart sounds were quiet. There was no retinal abnormality and palpation
of his peripheral arteries was unrevealing. The urine was free from sugar and blood urea, cholesterol
and haemoglobin estimations were all within normal limits. Chest x-ray showed a normal cardiac
outline and the electrocardiogram showed left axis deviation in a horizontal heart with sagging of the
RT and ST segments in standard leads 1 and 2 and v6. This pattern suggested left ventricular strain.

He was put on an 800 Calorie diet to attempt a weight reduction of two stones and at review two
weeks later his blood pressure was still high at 230/120. Treatment with alpha methyldopa was started
using 250 mg. four times daily and during the next three months he lost weight, the blood pressure
dropping to the acceptable level of 150/90 on 30 March 1967.

In August 1967, he developed chest pain on walking about 300 yards, although his weight was down
to 14 stone 7 lb. and the blood pressure satisfactory at 180/90. The angina was attributed to coronary
artery narrowing and trinitrin given. This relieved his pain and a second electrocardiogram in September
1967 showed no change as compared with the baseline tracing. These findings should have provided a
clue as to the cause of his angina.

On 19 October 1967 the patient had a severe attack of arm pain after a heavy meal. He took
six trinitrin tablets at once and this was followed immediately by syncope. He was visited at home as an
emergency and was found to be extremely pale with a blood pressure down to 118/40. Admission to
Bridgnorth Infirmary with a clinical diagnosis of myocardial infarction followed and there it became
clear that he was severely anaemic. An electrocardiogram failed to confirm infarction. Further investi-
gation showed that he had severe haemolytic anaemia and the combined syndrome of syncope, hypo-
tension and pallor was attributed to acute anaemia with myocardial anoxia rather than to true myocardial
infarction. The haematological findings are summarized in graph one. A direct Coomb's test was
strongly positive and the bone marrow was hypercellular with severe normoblastic hyperplasia and
greatly increased storage iron. The serum folate level was reduced, which is a common finding in any
haemolytic anaemia. Alpha methyldopa was discontinued and treatment with prednisolone 80 mg
daily and folic acid 15 mg daily was started. He responded dramatically to this regime and it was
possible to withdraw the steroid gradually within the course of one month. He was able to leave hospital
on 20 November 1967 and was fully active by 1 January 1968. However, his blood pressure had
risen over the weeks and in January it was 240/140 which necessitated resumption of antihypertensive
therapy. The drug debrisoquine ('declinax') was chosen and good control has been readily regaind
using doses of 50 mg daily. The patient returned to work in a full capacity on 1 March 1968 and has
been well since.

Discussion
Acquired haemolytic anaemia is usually associated with a positive Coomb's test. When

of the direct type this indicates the presence of an immunoglobulin attached to affected red
cells (Lo Buglio and Jandl 1967). The association of haemolysis and a positive Coomb's test
implies a haemolytic process involving antibodies and in the absence of a clear extrinsic cause
this is usually referred to as 'autoimmune'. The precise mechanisms by which tolerance for
the body's own antigens is interfered with is unknown but in some the haemolysis appears not
to be truly autoimmune but to be allergic, the red cell being injured as an 'innocent bystander'
(New Engl. J. Med. 1963). Since the report by Harris in 1956 of immunohaemolytic anaemia
caused by stibophen, a number of other drugs have been incriminated including quinidine,
quinine, phenacetin, penicillin, antazoline, p-aminosalicylates and sulphonamides. In all
these the incidence of reactions is rare but more recently it has been observed that a high
percentage of patients receiving the drug alpha methyldopa have a positive direct Coomb's
test. Carstairs and his colleagues reported in 1966 that about 20 per cent of patients on methyl-
dopa for more than six months had a positive direct Coomb's test, and Worlledge and her
associates estimated that immunohaemolytic anaemia may occur in about 0.2 per cent of the
patients receiving this antihypertensive drug.

In view of these figures it is surprising that more cases of this acquired haemolytic anaemia
have not been reported in the medical press. Indeed scrutiny of the literature from English-
speaking countries reveals reports of less than 50 cases. The discrepancy between expected
incidence and the number actually documented may be explained by a failure to recognize
the disorder or a failure to publish accounts of cases. Both explanations are likely.

In practical terms it is clear that a close watch should be kept on all patients receiving

64 B. W. McGun4NNss



AUTOIMMUNE HAEMOLYTIC ANAEMIA AND ALPHA METHYLAOPA 65

macjilo~lohillWsl) %gYS 7 Prelnisolonc ng pcr day Rcticilocfyte
(i per 100 / 'tl t' puccritagc ol tutal R .B.C.

134

15___ ~IlllluIfiIllhI 11U IllJll lll~¶lullTI lllliIfflflIl!T Foli akid 113 per d.y5*

11 lS __________________

30.10.67 30.11.67 31.12.67

Figure
Showing response to treatment.

alpha methyldopa and that, at very least, there should be a pre-treatment haemoglobin estima-
tion and checked at six months and a year after starting treatment. This should be easy using
a haemoglobinometer of the Spencer A-Q type in the general practitioner's surgery. Ideally
the Coomb's test should be performed at the 7th month after starting the drug and again on
the first anniversary (Lancet 1966) to detect those developing the immune action.

Immunohaemolytic anaemia due to alpha methyldopa has considerable theoretical interest
also with implications far beyond its significance as an unwanted drug reaction. Thus Lo
Buglio and Jandle (1967) in their work on the alpha methyldopa red-cell antibody have shown
that the globulin had specificity for the rhesus locus. Perhaps the most significant comment
was from Worlledge et al. who wrote "It is not too much to hope that the solution to the
mechanism of antibody formation in patients on alpha methyldopa will lead to a better under-
standing of the causation of autoimmune haemolytic anaemia and autoimmune diseases in
general". For the present there is no sign of alpha methyldopa being replaced by something
better. Perhaps when it is, this unusual drug may be remembered for its side effects and the
knowledge gained therefrom rather than its undoubted usefulness. In this sense drugs like
alpha methyldopa are like Mark Anthony's Caesar, 'the evil that they do living after them and
the good oft interred with their bones'.

Summary
A case of autoimmune acquired haemolytic anaemia due to alpha methyldopa is described

and the significance of this side effect discussed. It is suggested that patients on treatment
should be closely watched for anaemia and that where practicable a Coomb's test should be
performed at appropriate intervals to detect those particularly at risk. Some wider implications
of the disorder are briefly reviewed.
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