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Mixed Endocarditis
in Addicts
Endocarditis in narcotic addicts tends to have its own peculiar
problems. The right side of the heart is usually affected,
frequently the tricuspid valve. Classically, the organism
responsible has been Candida albicans, and when addiction
was less common and heart surgery unheard of it was these
patients who provided the rather rare cases of candida endo-
carditis. Now Staphylococcus aureus is more commonly impli-
cated, but addicts frequently present with true mixed infec-
tions due to the unsterile conditions of their injections.
Simberkoff et al. have recently reported a case' in which an
Enterobacter species may, by virtue of its ,-lactamase pro-
duction, have protected Staph. aureus against what should have
been adequate treatment with penicillins and later a cephalo-
sporin.

This effect of ,-lactamase-producing organisms is known at
other sites, and instances are cited by these authors. They
include protection of haemophilus against ampicillin by coli-
forms in the bronchial tree2 and of haemolytic streptococci in
the throat3 and in infected burns by penicillinase-producing
staphylococci.
There are, however, a number of points in this report which

require careful consideration. Certainly mixed infections do
occur in addicts.4 5 In one report by Childs et al.4 initial con-
fusion arose from attention being diverted from a Gram-
negative anaerobic infection by the more vigorous and easily
demonstrable staphylococcus. In Simberkoff's case, however,
the Enterobacter, another vigorously growing organism, was
not isolated initially. It appeared only after the patient had
received treatment to which the Enterobacter would be
resistant. It is at least possible that this was not a true mixed
infection initially but a case of superinfection. Should this be
so, a likely source of the infection would be the drip line used
for continuous administration of antibiotics. This risk of drip
therapy has been reported previously,6 and it is possible that
the failure to eradicate two organisms by medical treatment
may have been due to their colonization of blood clot in the tip
of an intravenous catheter, constituting a foreign body,
notoriously difficult to sterilize with antibiotic therapy alone.

Reports of mixed bacteraemia have been commoner from
the U.S.A. than from Britain. While some of these reports
were of multiple isolates from a single sample, they also
included examples of different organisms coming from sequen-
tial specimens.7 This may represent a rather different situation.
At risk groups, particularly patients with leukaemia, have real
mixed infections8 9 and their prognosis is extremely poor.
Addicts are another such group, as are newly-born premature
infants. In these cases it is important that a basically bad

situation should not be made worse by failure to recognize
what is happening. Organisms from blood cultures should not
be rejected as contaminants just because they occur in mixed
culture (Child's case had four organisms, derived no doubt
from the water of a lavatory bowl). Moreover, it is vital that a
fastidious but important organism capable ofcausing persisting
infection should not pass unnoticed in the mixture.

Valve replacement (or simple excision in the case of the
tricuspid) may well be necessary for haemodynamic reasons in
addicts and in other patients with endocarditis who genuinely
fail medical treatment, but it may be difficult accurately to
locate the site of disease, and medical treatment is always a
preferable first line of management. Coliform endocarditis has
a particularly bad reputation in failing to respond, as Simber-
koff et al. suggest. This is now, however, being seen to be
equally true of staphylococcal endocarditis, in which early
treatment with rifampicin1 ° should perhaps be more frequently
considered. Finally, if the source of persisting bacteraemia can
be removed by the simple if often galling manoeuvre of
changing the drip site this certainly should not be omitted.
Among all these various complexities the adverse effect of
p-lactamase enzymes is probably at most an interesting
possibility to be borne in mind and possibly a reason for not
relying on p-lactam antibiotics alone in these complicated
cases of endocarditis, as opposed to the uncomplicated medical
condition caused by fully-sensitive viridans streptococci.
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Trasylol for Pancreatitis
Aprotinin, a polypeptide protease inhibitor, was introduced'
by Frey et al. in 1950. Marketed as Trasylol, it became a
popular form of treatment for acute pancreatitis, supported2-5
by Continental reports of its effectiveness, by the absence of
side effects, and by isolated personal experiences of apparently
dramatic success. For some years it was a courageous-or
obdurate-clinician who withheld aprotinin from a patient
with acute pancreatitis failing to respond to adequate treat-
ment in other respects.

Scientifically valid trials of harmless remedies for life-
threatening conditions are open to the ethical objection that
potentially beneficial treatment must be withheld from the
control group. Nevertheless, clinical trials of aprotinin in the
treatment of acute pancreatitis were carried out.6-9 None of
them showed any benefit from the drug. The weight of these
reports eroded its reputation, and gradually it fell out ofroutine
use. However, the trials were open to criticisms: that the
clinical material had been too varied, or the numbers had been
too small for valid conclusions to be drawn, or the drug had
been given in inadequate dosage and too late in the course of
the disease to be effective.
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Considerable determination is required to embark on a
prospective clinical trial of a discredited drug. If the general
view is confirmed, editors are reluctant to publish the findings,
which will anyway be greeted with "I could have told them
that." In addition, formidable problems must be faced when
planning a trial of treatment of acute pancreatitis. It is un-
common in Britain, so that a single clinician is unlikely to see
more than a few cases each year. The age and type of patients
varies, and associated factors such as biliary tract disease or
alcoholism make the course of the disease capricious and the
effectiveness of treatment difficult to assess. Because the
severity of the illness varies, other forms of treatment cannot
be standardized but must be matched to the clinical require-
ments of each patient. Moreover,thedose of aprotinin, and the
interval between onset of pancreatitis and initiation of drug
administration may be critical.

In spite of these difficulties Trapnell et al.10 have recently
carried out a prospective, randomized, double blind trial of
aprotinin. To collect sufficient numbers they studied patients
from different centres during a five-year period. In order that
the forms of the disease studied should be likely to have a
comparable natural history they have restricted patients to
those having a first attack of idiopathic pancreatitis or pan-
creatitis associated with gallstones-so excluding, in particular,
alcoholic pancreatitis.
The diagnosis was made on clinical grounds, from the

discovery of serum amylase levels exceeding 1,000 Somogyi
units, and from the findings at laparotomy. Initial severity of
the illness was graded, and each patient was then given anal-
gesics, intravenous fluids, and gastric suction as required,
together with routine antibiotics and propantheline. As soon
as the diagnosis was made, aprotinin was given intravenously
in an initial dose of 200,000 units, followed by 200,000 units
6 hourly for five days to a total dose of 4,200,000 units. Active
and inactive forms were administered blind from identical
ampoules selected randomly for each patient. Progress was
thereafter monitored to detect clinical complications, the
presence of methaemalbumin, depression of serum calcium
level below 7-6 mg/100 ml, and the duration of paralytic ileus.

After treating 49 patients the authors analysed the results,
detecting a statistically insignificant trend, and so continued
until 105 patients had been studied. The groups were com-
parable for age, initial severity of illness, and time-lag from
onset to starting administration of the drug. Of 53 patients
receiving the active drug 4 (7.5%) died, while 13 (25%) died
of 52 patients receiving the placebo; the probability of this
difference arising by chance was calculated at less than 1 in 20.
The mortality rate from pancreatitis rises with increasing

age of the patient," and those treated with the inactive drug
conformed to expectations. Treatment with active aprotinin
appeared to minimize this effect and also increased the pro-
portion of patients having a mild or moderate clinical course.

Before the publication of this paper treatment of acute pan-
creatitis with aprotinin was well out of fashion and attention
was focused on the use of glucagon.'181 The report from
Trapnell et al. will reawaken interest in the drug, which
clearly should be administered in adequate dosage and without
delay.
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Breast Cancer in Japanese
Migrants
Studies of a disease in migrant populations can often help to
disentangle the environmental and genetic factors in its
causation. When, for example, Japanese migrants to the
U.S.A. began to develop cancers of the colon, lung, pancreas,
and ovary with the same frequency as that found in Western
populations, this was seen as evidence of an environmental
aetiology. Conversely, the persistently low mortality rate from
breast cancer found among Japanese Americans in 1949-52
and again ten years later was regarded as evidence of the
importance of constitutional factors.' That breast cancer
should behave differently from so many other cancers occa-
sioned no surprise. Familial aggregation had long been recog-
nized, the disease was twice as common in Japanese American
women with the genetic marker ofwet cerumen as in Japanese
Americans with dry cerumen,2 the incidence in American
Indians (who share a genetic background with the Japanese)
had remained persistently low,' 8 and there was relatively more
oestriol in comparison with the amount of oestrone and
oestradiol in the urine of young oriental women than in the
urine of white Americans, which was thought to reflect a
protective effect.4 5

Now, however, the position has changed. Data obtained in
the national cancer survey has shown that by 1969-71 the
incidence of breast cancer in Japanese American women in the
San Francisco Bay area had risen to half that in white
American women and was about five times as high as in
Japanese in their homeland.6 Numbers were too small to pro-
vide any useful comparison between first generation
immigrants and American-born Japanese, but more extensive
mortality data for the whole of California showed that the
increased rate in 1968-72 was due almost entirely to an
increase in the latter group. It seems, therefore, that environ-
mental factors that are capable of modification have
played a large part in maintaing the low incidence
of breast cancer in oriental women. Apparently Japanese
differ from the Polish immigrants, whose mortality
from breast cancer rapidly came to approach the American
figure, not so much in their susceptibility to the disease as in
their tendency to adhere to the way of life of the country from
which they came.
While a number ofenvironmental external factors have been

suggested none can yet explain the size of the difference. At
first a protective effect for prolonged lactation seemed
plausible, since Japanese women tend to be very heavy lacta-
tors,7 but this hypothesis did not stand up to careful emina-
tion8 of cases and controls. The protective effect of pregnancy
before age the of 30 and of early first parity have been well
established, and may explain some of the difference in rates,9
since both factors favour Japanese-born migrants.6 The better
survival of Japanese women with breast cancer, both in the
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