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Mucocutaneous lymph node
syndrome in two siblings

The occurrence of a disease within a family often leads to much
aetiological speculation, particularly when the disease is a newly
recognised entity, such as Kawasaki disease or the mucocutaneous
lymph node syndrome.' We describe two sisters who simultaneously
developed the syndrome, the first time this has apparently been ob-
served in siblings.

Case reports

Case 1-A 2-year-old Jamaican girl developed a fever, followed the next
day by a generalised erythematous rash, which lasted for three days without
desquamation. She then developed diarrhoea and vomiting, and on the
sixth day became drowsy and was admitted to hospital. She was febrile
(39 3 C); her lips and throat were strikingly red; and she had bilateral con-
junctivitis. She had generalised lymphadenopathy, indurative oedema of her
fingers and toes, neck stiffness, and a negative Kernig's sign. On the eleventh
day a systolic murmur varying from ejection to pansystolic was heard, fol-
lowed by a pericardial friction rub the next day, and her liver became
palpable. On the eighteenth day her fever subsided and she improved con-
siderably.
Lumbar puncture produced normal results. Urine analysis showed a

moderate amount of blood, with 15 x 106 white cells/l. An electrocardiogram
taken at the time of the pericardial friction rub showed slight elevation of the
ST segment in all the leads. A chest x-ray film and the results of echo-
cardiography were normal. The serum complement C3 concentration was
0 7 g/l (normal 0-7-1 7), C4 was 0-2 g/l (normal 0 1-0-7). No antinuclear
factor was detected, and lupus erythematosus cells were not present (see
the table for the results of other investigations).

Case 2-A 44-year-old Jamaican girl, the sister of case 1, developed one
day later than her sister fever, irritability, and swollen neck lymph nodes
The next day a rash spread from her face all over the body. On the sixth day
she was admitted to hospital. Her temperature was 40'C; there was definite
oropharyngeal and lip erythema, bilateral conjunctivitis, indurative oedema
of her fingers and toes, a generalised maculopapular rash, and cervical
lymphadenopathy. On the tenth day she developed transient pain and
swelling of both knees and ankles. Desquamation of her skin began around
her fingers on the seventeenth day, and progressed all over. At this stage her
fever settled and she improved clinically.
The results of urine analysis were normal (see the table for the results of

other investigations).

Clinical details of the patients

Case 1 Case 2

Haemoglobin concentration (g/dl) .105 10-2
White cell count ( 10- /1) .113 11 1
Neutrophils (0") .91 56
Eosinophils ()O 0 7
Erythrocyte sedimentation rate (mm in first h) 95 72
Sickling test .Negative Negative
Serum aspartate transaminase concentration
(normal 5-40 IUl) .123 93

Total lactate dehydrogenase concentration
(normal 42-100 IU/1) .167 253

Urea stable lactate dehydrogenase concentration
(normal 26-70 IU/1) 73 127

Anti-streptolysin 0 titre (normal <200 U/ml) 100 <50
Complement fixation titres on paired sera against

measles, parainfluenza 3, Sendai, herpes simplex,
toxoplasmosis <10 <10

Discussion

These two sisters developed contemporaneously an illness consistent
with the clinical features of the mucocutaneous lymph node syndrome.2
The younger sister was more severely affected and developed
diarrhoea, aseptic meningitis, pericarditis, haematuria, and hepato-
megaly. The last two features have not been described in this syn-
drome. The older sister had the more characteristic desquamation of
the skin during the convalescent phase. She developed a transient
polyarthritis. Together they illustrate the spectrum of symptoms and
signs in the syndrome, a disease rarely described in Negroes.
The aetiology of the mucocutaneous lymph node syndrome remains

obscure. The simultaneous occurrence of the disease in our two cases
strongly suggests an environmental factor, which might be infective,
dietary, or environmental pollution. We have been unable to establish
an infective cause, the results of microbiological tests being negative
in both sisters. Rickettsia-like particles have been reported from skin

and lymph node biopsy specimens.:' Mercury poisoning has been
postulated, as some features of acrodynia occur in the syndrome, but
serum mercury concentrations were normal.4 Clinically the disease
bears a resemblance to infantile polyarteritis nodosa.5 Sudden death
occurs in about 2 % of the cases and is caused by myocardial infarction
and coronary aneurysm.2 The raised serum lactate dehydrogenase and
transaminase concentrations with an abnormal electrocardiogram in
the younger sister suggests some myocardial damage. Since the
aetiology is unknown, treatment should be primarily supportive.

1 British Medical Journal, 1977, 1, 407.
2 Kawasaki, T, et al, Pediatrics, 1974, 54, 271.
3 Hamashima, Y, et a,, Lancet, 1973, 2, 42.
4 Kawasaki, T, Pediatrics, 1975, 56, 336.
Tanaka, N, et al, Archives of Pathology and Laboratory Medicine, 1976,

100, 81.
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Are reprints worth while?

Authors of scientific papers are often requested to supply reprints.
Letters in the BMJ1 2 have debated the desirability of this means of
communication, but there has been little quantitative analysis.

Method and results

I retained all reprint requests in the nine months after publishing a paper
on a general medical topic, infective endocarditis,3 and I enclosed a question-
naire with all reprints supplied. A total of 155 reprint requests were received,
all but one being pre-printed postcards. Fifty-four per cent of the requests
came from the USA, 23°, from Western Europe, 130% from Eastern Europe,
and 10%o from elsewhere. Personal signature of the request forms bore no
major relationship to return of the questionnaire-640% of signed requests
as opposed to 58°, of non-signed requests being returned. Eighty-seven per
cent of requests gave the correct title of my article and 83%/ the correct
reference; in 68%' both were correct.

Analysis of the 94 returned questionnaires showed that 95%O of responders
had not read the paper, 95%, of requests were derived from Current Contents
(an index-publishing journal), 12%o of reprint requests were so that the
paper could be read, 3% for reference only, and 85°o for both these reasons.
Other interesting reasons volunteered included "reprints cheaper than
photostats" (five instances); less time-consuming to obtain (three instances);
specific interest in infective endocarditis (one instance); and the collection
of foreign stamps (one instance). Ninety per cent of responders thought
reprints a worthwhile form for communicating medical knowledge. Only 5%
of respondants volunteered thanks for "my courtesy" of sending a reprint.
The reasons for preferring reprints were better quality of figures and diagrams
(80%); that journals were not readily available to photostat (67%); convey-
ance of "comradeship in medicine" (47%O); ease of filing (39%); neater
appearance (38%); and lack of photostating fa.ilities (19%). Ninety-nine
per cent of reprints were retained for over one year.
The average number of reprints requested annually was 802 and the mean

response to their requests was 74°% of papers returned. The average number
of papers published annually by the reprint requesters was 5 (range 0-10;
SD3). The everage number of reprint requests for each of their papers was
110, and 79 (84%,,) of respondents routinely supplied reprints of their paper.
The personal cost of supplying reprints was about L38-L18 for the

reprints and £20 for packaging and postage.

Discussion

Only 94 of 155 questionnaires were returned; this poor return is
highly informative, though it simultaneously reduces the significance
of the reported results. Most reprints were requested to be read and
retained and thus could be considered a worthwhile communication,
but their value to requesters must be limited as only 74% of their
many reprint requests were honoured. It was, however, heartening
that most reprint requesters published and in turn were relatively
generous in supplying reprints.
Most respondents gave multiple reasons for their preference of

reprints. Remarkably photostats, although widely used in administra-
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tion,4 and with a similar "intellectual content," were not preferred by
the respondents, largely for aesthetic reasons. The greater convenience
.ind economy of reprints cited by several of those who returned the
questionnaire no doubt reflected a personal outlook not shared, I
imagine, by most reprint providers-although I hope that most would
support the solitary philatelist.

If the number of reprint requests reflects the interest generated,
it seems an author ought to receive over 110 requests for a paper
of above average interest. Most authors accept a moral responsibility
to provide reprints and this must be balanced against the costs. Often
these are wholly or partially derived from research funds, official sources,
or the NHS. In any case, money has to be spent and if borne directly
by the individual concerned, as in my case, almost certainly would
be better spent on more worthwhile projects or persons.5

Hamilton-Miller, J M T, British Medical3Journal, 1977, 1, 509.
2 Pickles, V R, British Medical Journal, 1977, 1, 510.
3Welsby, P D, Practitioner, 1977, 218, 382.
4Welsby, P D, British journal of Occupational Therapy, 1976, 39, 198.
5 Welsby, J B, personal communication, 1977.
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Trial of aspirin during weaning
patients with transient ischaemic
attacks from anticoagulants
Treatment with anticoagulants reduces both the frequency of transient
ischaemic attacks (TIAs) and the risk of cerebral infarction.' 2 One of
its problems is recurrence of TIAs and cerebrovascular accidents
during the three months after treatment is stopped.3' Recent work
has suggested that, because of its effect on platelets, aspirin may
reduce the frequency of strokes and TIAs. The present study explores
the role of aspirin during withdrawal of anticoagulant treatment.

Methods and results

Eighteen patients who had been taking warfarin for at least a year because
of TIAs were included. Twelve had had attacks in the carotid (10 hemisphere,
two retinal) and six in the vertebrobasilar territory. Thirteen had undergone
angiography showing appropriate vascular lesions. After explanation the
patients were divided into two groups. Six in each group had had carotid
and three vertebrobasilar TIAs. Warfarin was withdrawn from both groups
but one group received aspirin, 300 mg twice daily, while the other received
inert tablets of identical appearance. The patients were seen every two weeks
for three months by a physician who was unaware to which group they
belonged.
The attack rate while taking warfarin was 0-02 attacks per patient months

(24 attacks in 981 patient months). Three patients had experienced attacks
at a time when warfarin had been temporarily reduced. Only one patient
had had an attack in the three months before the start of the study. In the
three months after warfarin was stopped six patients experienced a total of
eight TIAs, the TIA occurring in the same territory as the initial episode.
If the three months before and after stopping warfarin are compared, there
is a significant increase in the proportion of patients experiencing TIAs
(X2 - 4 01 P < 0 05). Warfarin was restarted within the study period in
two of the patients who experienced a recurrence (one at four and the other
at seven weeks). The attack rate calculated for the period off warfarin was
0 16 attacks per patient month (eight TIAs in 50 75 patient months). This
represents an eightfold increase over the preceding three months on
warfarin (0 02 attacks per patient month). There was no difference between
the group receiving aspirin and that receiving placebo, three patients in each
group having further episodes.

Discussion

The importance of TIAs lies in the increased risk of a stroke, which
over five years is roughly one in three. Most TIAs are believed to be
due to thromboembolism from carotid lesions. Endarterectomy and
anticoagulant treatment are effective in reducing the frequency of

TIAs and the risk of strokes. Although anticoagulants are effective,
there are difficulties in their use. Marshall and Reynolds3 showed that
there was an increase in ischaemic events when anticoagulants were
withdrawn. We confirmed this in the present study, the attack rate
showing an eightfold increase.

There is currently considerable interest in the use of aspirin for
treating TIAs through its inhibitory effect on platelet aggregation.5
On the basis of present information it was appropriate to see whether
aspirin would protect patients against the increased risk of thrombo-
embolic incidents during the period immediately after stopping war-
farin treatment. The results showed no protective value from aspirin,
300 mg twice daily. This may not be entirely relevant to the general
use of aspirin in patients with TIAs, since there may be a unique
hypercoagulable state during withdrawal of anticoagulation. Never-
theless, we noted that in each case the TIAs that occurred on with-
drawal were in the same territory as the patients' spontaneous episodes,
which suggests that the pathophysiological mechanism was still the
original one.

Thus, while the roles of surgery and anticoagulants are generally
defined, that of aspirin is only now emerging. A more rational choice
of treatment for TIAs may be possible when we can detect the pre-
sence, source, and nature of embolic material in individual patients
better than at present.

We thank Dr R 0 McKeran for his help in following some of the patients
during this study, Seaford Laboratories for a supply of placebo tablets,
and Miss Beryl Laatz for maintaining the records of the trial.

MMillikan, C H, Stroke, 1971, 2, 201.
2 Whisnant, J P, Matsumoto, N, and Elveback, L. R, Mayo Clinic Pro-

ceedings, 1973, 48, 894.
Marshall, J, and Reynolds, E H, Lancet, 1965, 1, 5.
Marshall, J, Circtulation, 1963, 28, 329.
Fields, W S, Lemak, N A, Frankowski, R F, and Hardy, R J, Stroke, 1977,

8, 301.

(Accepted 26_January 1978)

Institute of Neurology, National Hospital for Nervous Diseases,
London WC1N 3BG

J JESTI (CO, MRCP, registrar
M J G HARRISON, DM, FRCP, consultant physician
JOHN MARSHALL, MD, FRCP, professor of neurology

Unusual case of skin discoloration
Cyanosis is recognised as a deep blue discoloration of the skin due to
increased amounts of reduced haemoglobin in the blood stream. This
is particularly evident in the exposed parts of the body such as the
face and the fingers and toes. Sulphaemoglobinaemia and methaemo-
globinaemia simulate this condition and are usually the effect of drug
interference with the haemoglobin molecule. A metallic blue colour is
a feature of the absorption of silver, which is particularly striking in
its response to ultraviolet light. A somewhat similar colour is seen in
cases of haemochromatosis.
We describe here a patient, dubbed "the blue lady", whose remark-

able appearance remained a puzzle for many months.

Case report

A 51-year-old nurse had noticed that her lips, face, and trunk had de-
veloped a greyish-blue colour which seemed less definite on her fingers and
toes. She was a garrulous woman with a long history of psychiatric ailments
which had apparently followed poliomyelitis when young, since this had left
her severely disabled in spite of numerous operations to correct the deformity
of her right leg. The results of all routine tests of the cardiovascular, respirat-
ory, and haematological systems were normal including the arterial blood
gases. Spectrographic tests for methaemoglobinaemia and sulphaemoglobi-
naemia gave negative results. It was noted, however, that the blood had a
brown tinge, whereas the plasma was pink. On precipitation of the protein,
the supernatant fluid became clear. Scrutiny of many urine specimens
showed that it was often dark yellow, though not concentrated. The pH was
acid, but when made alkaline the urine changed to an intense purple-blue.

Specific inquiries regarding drugs which might contain a dye showed that
she had been taking imipramine hydrochloride and diazepam for six years,
but denied completely using gentian violet or methyl violet. Subsequently
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