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tration of calcium in the serum, this may regulate the
production of 1, 25-DHCC. Support for this idea comes
from the observation that animals from which thyroid and
parathyroid glands have been removed cannot synthesize
1, 25-DHCC, but their capacity to do so is restored when
parathyroid hormone is administered.7 Thus 1, 25-DHCC
can itself be thought of as a hormone, produced by the
kidney and responsible for calcium mobilization.

In nephrectomized animals 1, 25-DHCC is more potent
than either vitamin D, or 25-HCC.8 It has further been
suggested that renal damage may impair the production of
1, 25-DHCC, and this may account for the vitamin-D-
deficient-like state that occurs in patients with chronic
uraemia.9 The administration of small doses of 1, 25-DHCC
(2-7 ug for 6-10 days) increases serum calcium and phos-
phate concentrations, and in three patients with chronic
renal failure caused an increase in calcium absorption rang-
ing from 30% to 220%. In contrast 1 mg of vitamin D,
given to the same patients caused none of these changes.

But other workers have shown that vitamin D may cause
a clinical improvement of disordered calcium homoeostasis
in uraemic patients. In fact it may cure the osteomalacia
of azotaemia in anephric patients maintained on haemo-
dialysis.'0 This may be due to the action of 25-HCC, whose
production is not impaired in uraemia. Whether 1,
25-DHCC will prove a long-term therapeutic benefit in
such patients is uncertain, since its effect on serum
calcium depends not only on its desirable effect of in-
creasing calcium absorption from the gut but also on its
unwanted property of increasing bone resorption. In the
future, molecular manipulation may produce an analogue
of 1, 25-DHCC with a specific action on the gut. What-
ever else, the story of vitamin D is not over.
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Paradoxical Embolism
A paradoxical embolus is one which originates in the sys-
temic venous system and, having traversed an intracardiac
defect, finally lodges in the systemic arterial system.
Venous thrombosis in the legs is the commonest source

of the embolus, and in most cases the first indication of,
thrombosis is pulmonary embolism.1-3 The intracardiac
defect across which an embolus reaches the left side of the
heart is almost always a patent foramen ovale, which is
present in 20 to 35% of the population.1 4 But paradoxical
embolism has also been described with atrial and ventricular
septal defects, patent ductus arteriosus, and pulmonary
arteriovenous fistula.3 5 The passage of an embolus is easily
explained in cases of cyanotic congenital heart disease with

a right-to-left shunt, but in uncomplicated patent foramen
ovale the pressure in the left atrium exceeds that in the right
atrium and the right-to-left shunting is not possible, while
left-to-right shunting is prevented by a valve at the foramen.6
Therefore the only way in which paradoxical embolism can
occur is when the right atrial pressure exceeds the left
atrial pressure, so permitting right-to-left shunting of blood.

Massive pulmonary embolism may cause acute right
ventricular failure, with a rise of right ventricular diastolic
and right atrial pressures, and is responsible for right-to-left
shunting of blood in most cases of paradoxical embolism.1 3
Chronic lung disease may cause similar haemodynamic
alterations and accounts for many of the remaining cases.3 4
Occasionally paradoxical embolism is suspected in the ab-
sence of pulmonary embolism and chronic lung disease,
but in such cases the diagnosis must be considered doubtful,
the only possible explanation being a temporary reversal of
the interatrial pressure gradient as occurs during the Val-
salva manoeuvre.3 The eventual site of arterial embolism is
as unpredicta(ble as it is variable, and frequently there may
be multiple emboli. Paradoxical embolism has been described
in the coronary, cerebral, splenic, renal, carotid, and peri-
pheral limb arteries.'
The diagnosis is not easy. Absolute proof depends on the

postmortem demonstration of venous thrombosis, arterial
embolism, and an embolus "caught red-handed" in its passage
through a septal defect.2 Clinical diagnosis can at best be
presumptive and depends on the presence of venous throm-
bosis or pulmonary emtbolism or both, arterial embolism,
and an intracardiac communication. The latter may be
clinically obvious in patients with overt congenital heart
disease, but the majority with paradoxical embolism have a
patent foramen ovale, and this cannot be detected clinically,
electrocardiographically, or radiologically. However, a dye
dilution technique may be used to detect right-to-left shunt-
ing through a patent foramen ovale or small atrial septal
defect.

Performance of the Valsalva manoeuvre during the pro-
cedure transiently reverses the normal pressure gradient
from left to right atrium and makes detection of a shunt
more likely.3 6

Recently S. G. Meister and his colleagues7 described five
cases of paradoxical embolism detected during a two-year
period, and this suggests that paradoxical embolism may be
commoner than hitherto suspected. Moreover, all five
patients were diagnosed during life, whereas of 128 reported
cases all but 12 were discovered at necropsy. The presence
of a right-to-left shunt was demonstrated in each of these
five patients by dye dilution studies. All had venous throm-
bosis, and pulmonary embolism occurred in three. A patent
foramen ovale was present in three cases, and there was a
sizeable atrial septal defect in two. Unfortunately the
pathological features of the arterial emboli, which might have
provided additional evidence of a venous source, are not
discussed. The prognosis in paradoxical embolism is usually
said to be extremely grave, but of these five patients three
survived and were discharged from hospital. The authors
recommend ligation of the inferior vena cava rather than
anticoagulation in the prevention of further embolism, but
the efficacy of this operation has been questioned, and it is
associated with considerable morbidity.8 Long-term anti-
coagulation, whether alone or incombination with other forms
of therapy, would seem to be indicated in most cases. Arter-
ial embolectomy should be performed if feasible, and the
choice of therapeutic regimen for pulmonary embolism, when
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present, will have to be carefully decided in each patient.
Surgical closure of a septal defect should be recommended
only if the usual criteria are fulfilled.

Paradoxical embolism should be included in the differential
diagnosis of arterial embolism for which there is no obvious
source-such as atrial fibrillation, mitral valve disease, or
myocardial infarction-and especially when there is also
evidence of venous thrombosis or pulmonary emboism.
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Unconventional Publication
It is a popular belief among scientists that the literature, as
they call it, is getting out of hand. New journals continue
to appear, ever more papers are published, and anxiety
grows that some vital contribution has been overlooked. But
all this is true only up to a point. The expansion has been
partly offset by extinction: some journals have died or been
amalgamated with others. More important perhaps is the
multiplication of subjects in which scientists have become
interested, yet this does not mean that an individual scientist
has to look at any more journals, for most of the new ones
publish work remote from his specialty. The real problem,
many would say, is sifting the gold from the dross owing to
the publication in quantity of trivial, half-baked, inadequately
refereed work. For grants, posts, and travel permits may all
depend on publications, where sheer weight of paper is apt
to carry the day. As Napoleon told his generals, God is on
the side of the heaviest artillery.
Now as an innovation on the publishing scene comes the

"International Research Communications Systems."' Authors
may submit to it papers not more than 500 words long to-
gether with a fee of £3 to cover the cost of 25 reprints. If,
after refereeing, the paper is accepted, it is immediately in-
corporated into the system, and 25 reprints are sent to the
author. The system then offers its subscribers a variety of
choices each month: a classified list of titles and authors of
the papers (£10); copies of papers in each of 45 categories
(£25 per category); a journal publishing up to 100 of the
papers (£25); and a microfilm copy of all papers accepted in
the preceding month (£250). In addition reprints of in-
dividual papers can be bought at any time.

I'he system is stated to be "entirely complementary to the
existing journals," but it is not so easy to see how it will fulfil
its declared aim of also enhancing their usefulness. Unless
some care is taken, confusion might creep in. For instance,
dual publication of substantially the same work in several
journals, though attractive to some authors, is abhorrent to
editers of scientific periodicals and to the librarians who have
to track down references. Consequently editors and their ad-
visers will like to be reassured that a full paper offered for
publication h.as not appeared already in abstract in the
system. The publication of preliminary communications has
become-some would say regrettably-a recognized pro-
cedure in many branches of science, including medicine.

They are reasonably followed (but often are not) by reports
of fully developed research further along the line. The system
announces it is open to the submission of preliminary com-
m-unications, but it is difficult to reconcile this invitation
with i.ts statement that "the work described may or may not
be destined for publication in conventional form . . ." Is
unconventional to be followed by conventional publication?
And, if not, how is unconventional publication only in bought
reprints or microfilm to be cited in bibliographies? Clearly
there are problems here that need some thought if the system
is to complement and not merely add to the already per-
plexing number of publications.

1 M.T.P. International Research Communications Ltd., Lancaster.

Renal Cysts and Red Hair
Renal medullary cystic disease is distinct from polycystic
disease of the kidneys and from medullary sponge kidney.
Its rarity has probably been exaggerated because it has been
described under two names-medullary cystic discase and
familial juvenile nephronophthisis. Five years ago various in-
dependent authorities compared the descriptions and histo-
logical material reported under these two names and con-
curred that both diseases are, in fact, one and the same.'-4

In America, where the term medullary cystic disease was
used in the first description,5 the presence of cysts in the
renal medulla was considered the criterion for diagnosis, and
therefore American reports have a high incidence of cystic
cases. But family studies indicate that macroscopic cysts are
not an invariable finding in affected patients.6 In Europe the
necessity to establish a family history of young affected per-
sons7 resulted in European reports having a high incidence
of familial juvenile cases. Nevertheless, sporadic cases-a
result of the usual but not invariably recessive inheritance8
-and presentation in adult life are now well recognized.5

In 1967 J. G. Mongeau and H. G. Worthen2 found 103
cases in the world literature under one or other name, each
of which showed the fundamental clinical and pathological
sim larities which characterize the disease. Typically, the
patient is a child with a history of polyuria, polydypsia, and
progressive renal failure. Tubular dysfunction, with inability
to concentrate and acidify the urine normally, has been
shown to antedate reduction in glomerular filtration rate.9
Loss of salt may be extreme, and as a result oedema and
hypertension are notably absent. Albuminuria is minimal
Anaemia may be profound, and renal osteodystrophy is a
frequent complication. Excretion urography differentiates
polycystic disease and medullary sponge kidney, both of
which have their characteristic radiological findings. In
medullary cystic disease the kidneys appear small or normal-
sized, with smooth outlines and undistorted calices.
Numerous translucent cysts may be seen in the cortico-
medullary region on nephrotomograms,'0 but since macro-
scopic cysts are not an invariable finding the absence of this
radiological sign does not exclude the diagnosis. Renal
biopsy may show macroscopic cysts or cystic dilatation of
the tubules in the renal medulla. Glomerular hyalinization,
periglomerular fibrosis, intestitial fibrosis with chronic in-
flammatory cell infiltration, and thickening of the tubular
basrment membrane are other characterisitic but non-specific
findings. The whole kidney shows thinning of the cortex and
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