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As there is no specific treatment for juvenile rheumatoid
arthritis, there is no need for heroic treatment if the diagnosis
remains uncertain. The latex and Rose-Waaler tests are
usually negative. Indeed if strongly positive they may suggest
some other disorder, such as bacterial endocarditis or leish-
maniasis. The true diagnosis may not become evident until
several weeks or even months have elapsed since the onset of
symptoms. It is as well, therefore, to investigate thoroughly to
exclude all other causes and to treat symptomatically and
patiently until the diagnosis is self-evident without rushing
into any long-term therapeutic programme. Synovial biopsy
may be helpful.4 Aspiration of the affected joint is often
informative, particularly if it tends to exclude other causes
such as haemorrhage or infection. With parental pressure on
the medical attendant to diagnose and cure the sick child as
rapidly as possible the physician's lot is seldom an easy one in
these cases.
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Australia Antigen in Papular
Acrodermatitis of Childhood
In 1955 F. Gianotti of Milan described' a widespread but not
always recognized syndrome which affected predominantly
toddlers and occasionally smaller babies. Clinically it is
characterized2 3 by a rapidly spreading eruption of dusky-red
papules, 2-10 mm in diameter, on legs, buttocks, hands,
wrists, the extensor surfaces of arms, the face, and occasion-
ally the trunk. The eruption usually clears within three to four
weeks, but occasionally it persists up to eight weeks; it does
not recur. Purpura may be seen in the lesions. There is sur-
prisingly little constitutional upset and itching is mild or
completely absent. Generalized lymphadenopathy, mostly
axillar and inguinal, with diffuse reticulum cell hyperplasia
and hepatomegaly are always present, and these outlast the
rash by several months.
While these features may cause anxiety the normal sedi-

mentation rate and the normal or slightly diminished white
cell count are reassuring. There may be a slight increase of
monocytes, some of which resemble on electronmicroscopy
those seen in infectious mononucleosis,4 but the Paul-Bunnell
test is negative.
The histories and investigations of 45 children seen with

this condition in four London hospitals were reviewed in 1966
by Mary E. Eiloart.5 It occurred throughout the year with an
increased frequency during the early summer, and was found
in siblings. Eiloart suggested that it was a mild self-limiting
disorder comparable to pityriasis rosea but that the diagnosis
was often missed because it does not feature in most textbooks:
its recognition as the "Gianotti-Crosti" syndrome would save
much anxiety to parents and doctors.
Now Giannotti has reviewedf6 relevant publications and his

own extensive experience of this disease, naming it papular
acrodermatitis of childhood (P.A.C.). He stressed that an
acute hepatitis, usually anicteric, is always present and that

children above 6 may occasionally develop transient jaundice
about 20 days after the onset of the skin eruption. In 32 child-
ren liver biopsy had shown histological features indistinguish-
able from those seen in acute viral hepatitis.7 Biochemical and
histological recovery of the liver is usually complete within
six months but may take up to four years.

Using immunodiffusion8 or electro-syneresis9 Gianotti and
his colleagues found that during the skin eruptive phase and
sometimes for several months subsequently all of 39 children
with this disease had hepatitis B antigen (HBAg) in their sera.
HBAg was also found in the sera of three mothers of children
in the eruptive phase, while another three mothers whose
children had had the disease several years earlier were also
found to be HBAg positive. Two children whose brothers had
had P.A.C. six and one years ago were also found to be HBAg
positive.

Gianotti suggests that since HBAg is present in P.A.C. as
well as in serum hepatitis these two conditions may be
linked and P.A.C. may represent the primary infection of
serum hepatitis possibly modified because the infection is
acquired through skin or mucous membranes. Its clinical
presentation may be due to abnormal genetic or immuno-
logical factors, explaining its high incidence in Down's
syndrome.
The possibility that P.A.C. and serum hepatitis may be due

to the same, to associated, or to closely related viruses has
important implications. There are, however, alternative
interpretations of Gianotti's data and observations. The
clinical, biochemical, electronmicroscopic, and immunological
evidence for P.A.C. being a viral disease is convincing. But
even if radioimmunoassay10 (probably the most sensitive
method available today to detect HBAg) should confirm its
universal presence in the sera of children with P.A.C. there
are several arguments against the hypothesis that P.A.C. and
serum hepatitis are different manifestations or stages of the
same disease.
Serum hepatitis has been studied intensively in many

countries during recent years, but there has not been any
report of patients with this disease-or any of their contacts
who were or became HBAg positive-having developed the
characteristic rash and lymphadenopathy of P.A.C. There is
circumstantial but strong evidence that serum hepatitis has
been transmitted by ingestion'1 and by airborne spread'2
without any of the clinical features of P.A.C. being observed.
By contrast there is no published evidence that any patient
with P.A.C. or his HBAg positive relatives have developed or
have transmitted serum hepatitis.

Patients with impaired immunological responses and those
with Down's syndrome are notoriously susceptible to different
viral infections, and a relatively high incidence of HBAg in
Down's syndrome was observed in large institutions (28%)
while fewer than 1% of patients living at home or in small
institutions gave positive reactions ;13 14 none of these patients
showed clinical evidence of P.A.C. If P.A.C. and its mild,
transient hepatitis is due to a virus other than the virus
causing the much more serious serum hepatitis, but sharing
with it HBAg, asymptomatic carriers of HBAg should be
reinvestigated with more specific methods for the detection of
serum hepatitis.
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Aspirin and Atherosclerosis
Whether there is any link between an abnormality of the
blood platelets and arterial disease is still obscure. If, however,
aspirin in single doses can inhibit platelet aggregation for
several days,1 2 then its regular use might prevent or minimize
the adverse effects of other aetiological factors in ischaemic
heart disease-such as hyperlipidaemia or smoking. Patients
for whom aspirin was almost a staple diet would thus be
protected against the more severe complications of vascular
disease of the heart. In a necropsy study Cobb et al.3 found
that only 4% of 191 patients with prolonged rheumatoid
arthritis had died from myocardial infarction, compared with
the 31% of deaths in the general population of the U.S.A.
from this cause. This may not be a statistically appropriate
comparison, but it does suggest that the continuous taking
of aspirin as an analgesic may have unexpectedly reduced
deaths from atherosclerotic heart disease.
Two other papers published this week (p. 436 and p. 440)

give answers in line with expectations based on this earlier
work. It is important to recognize that the Boston study was
done in two phases and that the process of observation and
inference was different in both. Firstly, the investigators
started without any preconceived hypothesis about what
relationships they might find between specific drugs and the
particular disease causing admission to hospital: their primary
concern was with adverse reactions that had either precipitated
or complicated the disease in question. The second phase arose
out of the preliminary analysis of the data collected by nurse
monitors on all patients admitted. This showed an unexpected
dearth of aspirin takers among those admitted because of
myocardial infarction. Because this possibility had not been
much discussed, the interviews and the nurse monitors'
reports of them could not have been biased by prior know-
ledge. Nevertheless, there remained the possibility that there
had been under-reporting of consumption of a drug of ap-
parently trivial importance in a condition where its prolonged
use was unlikely to be usual. To obtain a suitable control
comparison, the record of aspirin use was examined in 3,807
patients between the ages of 40 and 69 admitted for conditions
which were also unlikely to be particularly associated with

high consumption of aspirin. Of the 325 patients with myo-
cardial infarction, only three (0.9%) gave a history of regular
aspirin use compared with 4.9% among the controls. On
this basis, the risk of admission for myocardial infarction
among those taking aspirin was a fifth of that for those who
did not.
A similar approach in the second phase of the investigation

gave rates for aspirin taking among 451 patients suffering
from infarction of 3.5% and among the controls of 7.0%-a
difference which statistical tests indicated was unlikely to
result from chance. Furthermore, a more rigorous analysis
showed that, even when other factors such as smoking were
taken into account, the benefit to those taking aspirin was
similar in groups at high and low risks of suffering myocardial
infarction.

Statistical calculations of this kind can never entirely over-
come lingering doubts about the more subtle differences
between the two groups, either in other factors affecting the
risk of infarction or in the eliciting and recording of informa-
tion about aspirin use or the selective nature of hospital
admission. Unfortunately, but inevitably, in between the two
studies the negative association between infarction and aspirin
use had become fairly common knowledge among those taking
part in the investigation. The higher consumption rates found
in both infarction and control groups may reflect this con-
centration of interest, and hence the interpretation of the
results must be somewhat tentative. Nevertheless, they are of
great interest, not only because of the prospects they hold
out, but also because they illustrate what may be shown from
data accumulated by a first-class drug surveillance programme.

It is hardly surprising that such observations have stimu-
lated attempts to use aspirin in the prevention of thrombosis
or myocardial infarction. Fortunately, the early studies have
been carefully controlled trials with random allocation of
patients to aspirin and control groups. The interpretation of
the report by Dr. P. C. Elwood and his colleagues (p. 436) is
much simpler than that of the observational study in the
United States. Unfortunately, no unequivocal evidence
emerges of benefit to patients who have already suffered one
infarction, though at the end of a year the death rate among
those given aspirin regularly was 25% lower than among their
controls. Possibly the dosage was inadequate for this purpose
but the failure of aspirin at twice the dosage in the prophy-
laxis of deep venous thrombosis at the time of operation is
not completely irrelevant.4 There remains the possibility that
aspirin is likely to be of major value only in primary preven-
tion (that is, before the onset of infarction)-perhaps in the
groups at high risk of the disease. Answers to this question,
as to questions abotut the reality of the small but useful benefit
suggested- by the ' arrent trial, will require the conduct of
arduous and prolonged controlled investigations.
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