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three months of a relapse in 14% of cases, while there was
some suggestion of an anatomical relationship between the
site of the trauma and the level of the lesion in the
nervous system. Lord Brain and M. Wilkinson3 considered
that trauma in patients with both multiple sclerosis and
cervical spondylosis could influence the site of develop-
ment of a new lesion in the cervical cord, and H. Miller
and K. Schapira4 have seen cases with lesions in the cord
segmentally related to peripheral sites of injury. It has
been suggested that trauma alters the blood supply to a
limb and to the related segment of the cord. E. J. Field and
his colleagues5 showed this after stimulation of a peripheral
nerve. It is a mechanism which appears to be important in
Come cases of poliomyelitis. Might it not also be so in
multiple sclerosis ? In contrast, surgical operations are much
less frequently followed by relapse than might be expected,
and patients generally stand them very well.

It is common clinical experience that relapse may closely
follow a vague pyrexial, presumably infective, illness. Here
2oincidence may be at work, for such transient infective dis-
irders are common enough in anyone's life, but L. Abb and
G. Schaltenbrand6 found such a history in two-fifths of their
patients. A non-specific role of the pyrexia itself may be more
iignificant, for raising the body temperature, such as during
artificial fever therapy,7 may produce new physical signs or
augment the signs already present, and this may apply to such
simple events as taking a hot bath.
Worsening of existing symptoms in relation to menstruation

is not uncommon, but it is the possible influence of pregnancy
on the occurrence of relapses which has stimulated most
interest. Pregnancy itself is not accompanied by a notable
relapse rate. Patients tolerate it well and come through
delivery without trouble. But there is a considerable risk of
relapse in the puerperium, enough to suggest at first that
pregnancy is best avoided. Yet from the careful studies of
J. H. D. Millar and his colleagues8 it appears that when
relapse occurs in the puerperium it may be followed by a
period of remission longer than usual, as if the next expected
relapse had been brought forward, though the total number
of relapses in the long run is not increased. What effect this
anticipation of relapses may have on the final degree of dis-
ability is not clear, and the problems caused by a young
mother in relapse, with perhaps several toddlers and a new
baby, are other matters to consider.

H. Miller and K. Schapira4 drew attention to a number of
reports of relapses apparently brought about by immunization
with T.A.B./T.T., and now in an interesting example of
Eastern and Western European co-operation they join with W.
Cendrowski to publish at page 210 of the B.M.J. this week
aine cases in which onset or exacerbation of multiple sclerosis
has occurred after vaccination or inoculation against smallpox,
yellow fever, typhoid, rabies, and tuberculosis. Intervals
varied from hours to weeks, but in some cases repeated
inoculations were followed by repeated relapses. They con-
sider several possible explanations. That the relapse is due
to the introduction of a specific virus seems highly unlikely.

It might be the non-specific activation of a pre-existing consti-
tutional state, but, as they say, there is no convincing evidence
to support the presence of such a diathesis. Perhaps the
inoculation might produce a state of hypersensitivity to
products of a damaged nervous system, which might then
respond with frank signs of the disease when some new insult
occurs. Even this would require some pre-existing consti-
tutional factor-but modern epidemiological studies might be
read as suggesting that there may be one.
The hypothesis that autoimmunity plays a part in multiple

sclerosis has its attractions, and it might explain why such
a great variety of factors are reputed to precipitate relapse.
Could they not all be non-specific, having in common merely
the capacity for damaging tissue ? The Guillain-Barre
syndrome has been known to occur after nearly all the
common exanthemata, after inoculation procedures, and after
cranial damage (to mention only a few widely differing types
of injury), while neuralgic amyotrophy has followed such
events as inoculations, bullet wounds, and operations on the
gall bladder. So wide is the range of possible insults that
perhaps we should look on multiple sclerosis as a particular
response of the nervous system to a variety of agents, rather
than a specific disease for which there is a single, if yet
undetermined, cause. Be that as it may, it would seem
prudent for the patient with multiple sclerosis not to expose
himself or herself unnecessarily to factors which have been
related to relapse in some patients, and in this respect the
closing remarks of the present paper are worth noting.
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The Scabies Epidemic
Scabies seems to be on the increase again after a decade of
low incidence following the vast epidemic during the second
world war. The reason for this apparent resurgence has been
the subject of considerable speculation in the correspondence
columns of the B.M.J. and elsewhere.
The disease is caused by an acarus, or mite, Sarcoptes

scabiei var. hominis, which K. Mellanby1 showed is almost
always transferred by close human contact. This is often due
to sharing a bed, but may occur in the back row of the cinema
or by children fondling each other, or even from nursing an
infected patient. Very occasionally the disease may be
acquired from bed linen in a strange bed, and this is some-
times a useful face-saving formula. Sarcoptes scabiei can
affect animals such as dogs, cattle, and horses, but though the
parasite is morphologically indistinguishable from the human
variety it is physiologically distinct and cannot flourish on
the human skin. When animal scabies attacks a man it chiefly
does so on exposed areas of skin and disappears spontaneously
when the animal is removed.

Diagnosis should be easy provided it is remembered that
any patient complaining of general itching, especially if it is
nocturnal, should be suspected of having scabies until this
has been excluded, if necessary by a therapeutic test. Besides
the well-known "runs " between the fingers and on the wrists,
certain other lesions are almost diagnostic, particularly little
rubbery papules on the penis or anterior folds of the axillae.
Scabies classically affects the breasts in women and the
genitals in men, and it should be suspected in papular lesions
of the palms in infants. Absolute confirmation of the diag-
nosis is easily made by scraping a run with a scalpel moistened
with a little liquor potassae and examining the debris under
a low-power microscope.
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A rise in incidence of scabies has been attributed to
many causes. R. Friedman2 considered that the epidemic in
the early 1940s was caused by war conditions, but though
these may have accelerated the increase they were not the
primary cause, as the incidence of the disease began to go
up from 1933.3 Increased promiscuity has been suggested
as a cause of the latest epidemic, but that certainly did not
account for the outbreak starting in the 1930s. Various
authors have suggested that some form of personal immunity
might be involved. Mellanbyl believed that the symptoms
and many of the lesions, such as vesicles and papules, were
due to sensitization to the acarus, and until this occurred
the infestation was symptomless. Patients with second
attacks itched at once and had a lower population of acari
because these were partly removed by early scratching. P. R.
Danby, R. E. Church, and I. B. Sneddon4 noted that 45%
of their patients with scabies in Sheffield were aged 10-19,
a group who had not acquired sensitivity from the previous
epidemic. Similarly, A. B. Shrank and S. L. Alexander' in
a recent study at St. John's Hospital, London, found that the
largest number of cases and the greatest increase was among
persons aged 16 to 29. They also pointed out that it would
take about 16 years for the non-sensitized patients to reach
this age group, which coincides approximately with the period
since the end of the last outbreak. An alternative explanation
advanced by F. F. Hellier6 is that during the period of low
incidence in the 1950s a generation of students was trained
who hardly saw any scabies, so that when cases began to
appear again they were not diagnosed at once but continued
as sources of infection to the rest of the community. As
doctors become more alert to scabies they will react more
quickly and the epidemic will decrease and thus a form of
" group immunity" will develop. A further aggravating
factor in recent years has been the widespread use of local
corticosteroids, which merely suppress the symptoms of skin
disease before a proper diagnosis has been made.

Every case of scabies can be cured by proper treatment
with benzyl benzoate, though D. Erskine' has suggested that
scabies may nowadays be resistant to this. Failure to cure
a patient often means that the lotion has not been applied to
every inch of the body below the chin but only to the spots.
The other common cause of relapse is failure to treat all the
contacts, and these include the boy friend, granny in bed
upstairs, and the lodger in the back room. During the war
it was only when scabies clinics were instituted, with lay
workers to seek out contacts, that the epidemic was brought
under control. These were supported by the Scabies Order,
which gave powers to enforce treatment and was a useful
threat, though very rarely invoked. Danby and colleagues4
and others have suggested that scabies should be made a
notifiable disease, but for this to lead to successful treatment
some power of enforcement would be necessary, and it is
unlikely that powers such as the Scabies Order would be
acceptable in this country in peacetime. Nevertheless local
authorities have a part to play in providing efficient scabies
clinics with adequate lay workers and in educating the general
public.
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Problem of Cholestasis
Twenty years ago obstructive jaundice was regarded as a
surgical condition. It was then realized that infectious
hepatitis could sometimes mimic surgical jaundice' and that
methyl testosterone produced a similar clinical picture.2
Since then the number of causes of what has come to be
known as intrahepatic cholestasis has grown.3 4 Though they
represent only a small proportion of patients with obstructive
jaundice, the diagnosis should be considered whenever pain-
less jaundice arises insidiously and is accompanied by pruritus.

Pathological changes in the liver are remarkably constant
Bile pigment accumulates in liver cells, Kupffer cells, and
canaliculi and is maximal in the centrizonal areas. Liver cells
show a characteristic " feathery " degeneration, and there is
sometimes sparse cellular infiltration in the portal zones.
Changes in the microvilli are seen on electron microscopy, as
well as'abnormalities in the Golgi apparatus, mitochondria,
and endoplasmic reticulin, which may be due to the effect of
the retained bile.
The precise nature of intrahepatic cholestasis is at present

unknown, but the variety of factors which may cause it sug-
gests that there is more than one mechanism. Recently
Professor Sheila Sherlock, in her Lilly lecture to the American
College of Physicians,5 has made a valuable attempt at an
anatomical classification. Since the syndrome is associated
with increased amounts of conjugated bilirubin in the serum,
the fault must lie distal to the intracellular bodies responsible
for conjugation. Certain hepatocellular conditions, however,
may be accompanied by cholestasis. These include virus
hepatitis, acute alcoholic hepatitis, and postnecrotic cirrhosis.
Here the fault is presumably within the liver cell, and they
differ from other forms of cholestasis in that the jaundice
can often be relieved by treatment with corticosteroids. By
contrast the jaundice which is associated with methyl testo-
sterone, anabolic steroids, oral contraceptives,' and preg-
nancy7 does not respond to corticosteroids, and the anatomical
lesion appears to be primarily in the canaliculi. It is possible
that intrahepatic cholestasis associated with Hodgkin's disease
may have a similar explanation.

Certain types of cholestasis are characterized by a cellular
reaction in the portal tracts, and this suggests that cholangioles
(canals of Hering), formed by union of the bile canaliculi, are
involved. The best-known example of this is chlorpromazine
jaundice, but other drugs can produce the same effect, and
the syndrome of idiopathic recurrent cholestasis' may belong
in this group. The larger interlobular and septal bile ducts
are affected in primary biliary cirrhosis, a condition which
may be the result of an immunological reaction to biliary
tissue.10 Finally the largest bile ducts within the liver may
be the site of a sclerosing cholangitis, either secondary to
extrahepatic biliary disease or rarely as a primary condition
which is probably part of a general systemic illness.11

Useful as such a classification is as a preliminary to our
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