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In North America the cost of screening is estimated as the
equivalent of 28-64p per infant3; it would be even less if the
screening were based on an established phenylketonuria
programme. The cost of institutional care or special schooling
for those affected is undoubtedly higher than the cost of such
programmes24-6-quite apart from the enormous emotional
costs. In view of the low clinical detection rate and the severity
of the untreated condition we cannot justify any further delay
in implementing a national screening programme for con-
genital hypothyroidism.
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Familial Mediterranean
fever
Familial Mediterranean fever is an inherited disease almost
exclusively confined to populations originating on the south
and east coasts of the Mediterranean Sea. It is rarely seen in
Britain and Europe, but doctors in Israel and North Africa are
familiar with its features. The syndrome, consisting ofirregular
episodes of fever with painful serositis and associated with
insidiously developing amyloidosis, has been described many
times since the turn of the century' under the names of benign
paroxysmal peritonitis, periodic peritonitis, and maladie
periodique as well as familial Mediterranean fever.

Analysis of reported cases shows that families affected by
familial Mediterranean fever originate in Morocco, Tunis,
Algeria, Libya, Israel, Northern Egypt, and Iraq, though
occasional cases are seen elsewhere. Sephardic Jews are quite
commonly affected, but Ashkenazic Jews hardly at all. Genetic
analysis of several hundred families has shown that the disease
closely follows the pattern of autosomal recessive inheritance.2
The clinical features of familial Mediterranean fever are

not present in the newborn, but may appear as early as the
first year of life. Over half of sufferers have had an attack by
the age of 10 years, and 80-90% by the age of 20. Attacks of
various types occur unpredictably, often once a month or
more, with occasional remissions lasting for a few months.
Remissions are sometimes associated with pregnancy. The
most common type of attack, affecting almost all patients
at some time, is abdominal. Pain may begin in any part of the
abdomen and spreads rapidly, peritonism, fever, vomiting, and
absent bowel sounds developing within a few hours. The pain
and fever begin to abate, however, after a few hours and the
patient has usually recovered within 48 hours. Laparotomy
and appendicectomy are often carried out during a first attack.
This misplaced surgery does have the advantage that an acute
appendicitis will not be mistaken for an attack later in life.

Attacks affecting the pleura on one or both sides of the chest
have a similar course, and a chest radiograph taken during
the attack often shows a small, transient pleural effusion.
Episodes of pleurisy are not as frequent as abdominal attacks,
but synovitis is almost as common. The synovitis may persist
for only a day or two, with fever and painful effusion into a
large joint. Occasionally the effusion may be chronic, lasting
for several months with the development of osteoporosis
around the affected joint; but recovery is almost always
spontaneous and complete. Sacroiliitis has been reported in
young sufferers,3 but it is not associated with the HLA-B27
tissue type.4 A characteristic feature of familial Mediterranean
fever during attacks of fever or synovitis is a sharply defined
erysipelas-like skin lesion. This occurs on the lower leg and
may be up to 15 cm in diameter.
No underlying cause for familial Mediterranean fever has

so far been discovered, despite extensive searches for infective,
metabolic, and toxic agents. Non-specific changes in circulating
complement components5 and in immunological responses6
have been described, and during acute attacks the erythrocyte
sedimentation rate is raised; but no specific diagnostic test
is yet available. Effusions may contain polymorphonuclear
leucocytes or other phagocytes, and occasionally these cells
have small inclusion bodies, thought to be triglyceride.
The observation that acute attacks may disappear after
haemodialysis is begun7 supports the possibility of a
metabolic cause.
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Although the acute attacks do not appear to have serious
long-term effects, the prognosis of familial Mediterranean
fever is dictated by the associated amyloidosis. Amyloid
deposits are sparsely distributed in many organs; there may
be mild splenomegaly and a rectal biopsy specimen usually
contains amyloid material. Other organs are not usually
enlarged or compromised, except for the kidney. Onset of the
nephrotic syndrome heralds the inevitable development of
renal failure, the usual cause of death in patients with familial
Mediterranean fever. The onset of amyloidosis may be in the
first decade of life, and in some patients even antedates acute
attacks by months or years. Before haemodialysis was available
patients usually died about five years after onset of the
nephrotic syndrome. Some patients have had cadaveric kidney
transplants, but amyloidosis occurs in the transplant within
three or four years.8 9 When survival is prolonged as a result
of haemodialysis or renal transplantation amyloid deposits in
other organs, such as the liver, the thyroid, and the adrenal,
may become of clinical significance.2 10

Until the early 1970s there was no effective treatment for
familial Mediterranean fever. Corticosteroids, immunosup-
pressive drugs, and anti-inflammatory agents did not in-
fluence the attacks. Colchicine had been thought to have little
effect when used to treat attacks, but in 1972 it was found to
prevent them if taken regularly.1' Most patients can have their
attacks abolished or appreciably reduced in number and
severity with doses of 1 or 2 mg daily. Proteinuria also appears
to diminish in patients with amyloidosis after prolonged
colchicine treatment.12 Colchicine is thought to inhibit the
activation and release of lysosomes from phagocytic cells. A
raised serum concentration of AMP during acute attacks is
evidence that this activation occurs in familial Mediterranean

fever, and the AMP concentration does indeed fall to normal
after colchicine treatment.13 Although we must remain vigilant
about the long-term safety of taking colchicine regularly,
there are so far no reports to suggest that continuous treatment
is dangerous.
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Regular Review

Bereavement counselling: does it work?

COLIN MURRAY PARKES

Many well-conducted studies have confirmed the increased
risk of psychiatric and psychosomatic disorders associated
with the death of a loved person. Only in recent years, how-
ever, have studies been undertaken to ascertain the effective-
ness of the various forms of counselling that have been
introduced in the hope of reducing this risk.

Medical practitioners are often faced with the problem of
deciding whether to make use of such services, how to choose
between the various services available, and what actions they
as doctors can take to prevent some of the damaging con-
sequences of bereavement. In this paper I review some recent
scientific studies of bereavement counselling in an attempt to
provide answers to these questions. Only systematic com-

parative studies are considered, particular attention being paid
to those using random allocation to obtain satisfactory control
groups. There is some evidence that anticipation reduces the
trauma of bereavement,' but I am not aware of any satisfactory
evaluation of services that offer guidance before but not after
bereavement. On the other hand, two services that offer help
before and after bereavement have been evaluated and are
reviewed below.
The basic research design that has been followed in most

studies is simple. Bereaved people are identified either through
the hospital where the death occurred or from official death
notification. After random assignment to two groups, one
group is offered the help of a bereavement service and the other
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