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areas with a high incidence of choriocarcinoma are also those
areas where hydatidiform mole is frequent, and since mole
pregnancies give rise to choriocarcinoma about 1000 times
more often than non-mole pregnancies1 4 5 there is a possibility
that the geographical distribution of choriocarcinoma might
be determined largely by that of hydatidiform mole. Though
the multicentre report3 suggested that the frequency of moles
was not the sole factor, data indicating the relative importance
ofterm deliveries, hydatidiform moles, and non-mole abortions
as the antecedent and causal pregnancy are woefully inadequate
for most countries.
A wide variety of factors which might play a part in the

causation of either hydatidiform mole or choriocarcinoma or
both of these conditions have been considered, for there
are few strong leads. A viral cause has been proposed.6
Malnutrition was thought to play a part in the Philippines7
and has been considered in W. Africa,2 but in Hawaii8 it was
found to be uncommon in the poorest population. In Singapore
a valuable study9 showed that choriocarcinoma is more
common in Indians and Eurasians than in Chinese and
Malays, whereas in Hawaii8 it is more common in Chinese
than in Caucasians and Polynesians. Birth order appears to
play no part, but both lesions are most common' 3 4 9 (in
relation to the total number of pregnancies) under 20 years
and over the age of 40. The tendency for childbearing to
continue late in reproductive life in the high-incidence
countries undoubtedly accounts for some but not all of the
excess cases.

Placental choriocarcinoma is a tumour of the fetus which
invades maternal tissue, and consanguinity has been suspected
as a cause,'0 but such evidence as exists is anecdotal. The
possibility that the tumour arises only when there is a high
degree of immunological similarity between the patient and
her fetus has been excluded by extensive studies of the HL-A
factors in affected families in Britain"1 and U.S.A.12 There is
evidence, however, that the ABO blood groups of the patient
and her male partner are important aetiological factors in
the development of choriocarcinoma but not hydatidiform
mole.'3 For instance, a group A woman has a high risk of
getting choriocarcinoma if her husband is group 0 but low
risk if he is group A. Moreover, the blood groups of the
patient and her husband affect prognosis.'4 There is a real
difference in the distribution of ABO blood groups between
the high and low incidence areas of the world'5 and there may
be similar differences for other genetic factors. How much
the ABO groups and other genetic factors influence the
geographical distribution of choriocarcinoma remains to be
explored. Conceivably they might act directly or by altering
susceptibility to carcinogenic agents.
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Acute Dermal Gangrene
Meleney's spreading gangrene is one of those apparently
familiar clinical syndromes which are rarely seen. It was
described' in 1924 and the gangrene of the skin was attributed
to a synergistic infection by non-haemolytic microaerophilic
streptococci and Staphylococcus aureus, though other syner-
gistic pairs have since been incriminated.

Acute dermal gangrene presents in one of two forms:
either a progressive bacterial gangrene of the skin or a necro-
tizing fasciitis. These are nowadays unusual postoperative
complications, but the mortality remains high. The con-
dition is not always as clearcut as in Meleney's original
description, and a synergistic infection is not always found.
It is probable that the widespread use of antibiotics has
modified the natural history.
A recent review2 from Glasgow of 20 patients suffering

from acute dermal gangrene highlighted the important
clinical features of the condition and stressed the need for
effective treatment. Five of the 20 patients were diabetic,
and an association with other debilitating diseases such as
multiple sclerosis, rheumatoid arthritis, or steroid therapy
was common. The gangrene most commonly followed
surgical treatment of ischiorectal sepsis or other operations
in the groin or genital area. As the skin lesions progressed
toxaemia developed, often accompanied by hypoproteinaemia.

Progressive bacterial gangrene of the skin occurred in eight
patients, in whom the mean age was 54 years; three patients
died. The organisms most often isolated were coliforms.
Clinically the affected area presented as a non-specific cellu-
litis, usually close to the wound. A central necrotic zone soon
appeared (this may advance very rapidly, especially in peno-
scrotal lesions-Fournier's gangrene). The whole thickness
of the skin was affected, but the subcutaneous tissues were
spared. Local treatment consisted in complete excision of
the affected area, while general measures were needed to
correct metabolic deficits and adequate systemic antibiotics
were also given.

Necrotizing fasciitis was observed in 12 patients, whose
mean age was 49 years; 8 died. Initially the lesion presented
as non-specific redness and swelling around the wound, occa-
sionally some distance from it. The lesion progressed with dis-
coloration and blistering of the skin which was followed by
obvious gangrene. When the skin was excised a characteristic
grey, ragged, necrotic fascia was seen beneath. This fascial des-
truction was more widespread than the skin lesion. An average
of 11 days elapsed after the initiating cause and the appear-
ance of skin gangrene. Toxaemia and rapid deterioration of
the patient's general condition occurred more frequently in
this form than in progressive bacterial gangrene. Again coli-
forms and enterococci were the usual organisms isolated.
All patients were treated by general supportive measures and
antibiotics, and as more experience was gained the local
surgical treatment became more radical. The best results
were undoubtedly obtained by radical excision of all the
necrotic fascia together with the overlying skin. The excised
skin was cleaned, defatted, and preserved at 4°C and later
successfully regrafted in some patients. When local surgery
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was inadequate it failed to control the toxaemia, and all of
the patients treated by "conservative" surgery died. Hyper-
baric oxygen was tried in both forms of acute dermal gangrene,
but there was no striking beneficial effect.
The development of acute dermal gangrene usually occurs

in patients with a poor general resistance who are infected
by a virulent form of coliform organism. Ischaemia is an
additional feature in some patients. All three problems require
energetic attention, and the local surgical treatment of the
wound must be radical and thorough to be effective.
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Itching in Pregnancy

One of the most common cutaneous symptoms of pregnancy
is itching. There may be generalized pruritus occurring in the
absence of any skin changes, or pruritus may be the symptom
of an underlying morphological lesion of the skin such as
erythema, urticaria, macules, or papules. Ryan' studied 80
pregnant women with dermatological symptoms such as
itching and rashes. In 55 of them the eruption appeared to be
specifically related to pregnancy. The pathogenesis of these
eruptions remains obscure, but such a diversity of clinical signs
is unlikely to be due to the same aetiological factor. The
eruptions invariably clear at the time of or soon after delivery
and require only symptomatic treatment. The mother often
needs reassurance that the fetus will be unharmed and will
have an unblemished skin.

Pruritus without obvious dermatological cause is often the
result of cholestasis of pregnancy. This condition shows
itself in more pronounced cases by clinical jaundice, but in its
milder form generalized itching may be the only symptom.
The terms obstetric cholestasis,2 recurrent jaundice of preg-
nancy,3 pruritus gravidarum,4 and idiopathic jaundice of
pregnancy5 all refer to the same clinical entity of generalized
itching with or without mild jaundice due to cholestasis.
Though the distribution of this condition is worldwide it

has been reported more often in Scandinavia and Chile,6-8
indicating a higher incidence in these countries. The reported
incidence varies6-9 from 0 020% to 2-4%. The onset ofpruritus
occurs in the third trimester in two-thirds of cases,'0 and it
has a predisposition for the trunk and the distal parts of the
limbs." It rapidly subsides after delivery but has a tendency
to recur during successive pregnancies. Several cases have
been recorded, however, when completely asymptomatic
pregnancies have occurred between two affected ones.6

Liver function tests have little diagnostic value. Serum
bilirubin levels may be normal'1 or slightly raised. The alkaline
phosphatase and transaminase levels are usually moderately
raised12- though during pregnancy alkaline phosphatase values
are expected to increase owing to heat-stable phosphatases
being produced by the placenta. The prothrombin time is
normal in most cases.6 Liver biopsy specimens show dilated
bile capillaries and an accumulation of bile pigment in the
hepatic parenchyma.'3 Electron microscopy performed during
the icteric period of cholestasis shows'4 dilated bile canaliculi
and complete disappearance of microvilli in many areas. Some

mitochondria are enlarged, extremely elongated, and irregular
in outline. Changes found both by light and electron micro-
scopy are rather non-specific, and similar changes have been
observed in biliary stasis of extrahepatic origin and in infec-
tions or toxic disease.14 15

Cholestasis of pregnancy is considered harmless for the
mother: no maternal death has ever been reported. In most
cases biochemical and morphological changes disappear
within a few weeks of delivery. There are conflicting reports
regarding the fetal outcome. Higher perinatal mortality and
prematurity rates have been recorded by some authors.16 17
Infants born to mothers whose pregnancies have been com-
plicated by itching have lighter birth weights and meconium
staining of the amniotic fluid has been noticed more often.18
The pathogenesis of cholestasis of pregnancy is still obscure.

A hormonal aetiology became probable when these patients
were shown to be more susceptible to developing the same
condition during oral contraceptive therapy.'9 20 Evidence is
accumulating that suggests that oestrogen and its metabolites
are causative agents.21 22 Production of oestrogen is not in-
creased but there may be an insufficiency in the excretory
function of the liver.23 The specific cause of pruritus in chole-
static conditions is generally considered to be a high bile acid
concentration in the serum and under the skin.24 The intensity
of the pruritus has been shown to correlate with bile acid levels
both in the serum and in the skin.
The diagnosis of cholestasis of pregnancy with pruritus as

its only symptom may be difficult in the presence of normal
liver function tests. If jaundice is present the major problem
is to differentiate it from viral hepatitis; pruritus is less com-
mon in hepatitis, and there are often prodromal symptoms
such as pyrexia, fatigue, and loss of appetite.

Pruritus in cholestasis of pregnancy has been treated with
varying success by phthalylsulphathiazole25 and bile-acid
sequestering agents. Treatment with cholestyramine5 22 and
an ion exchange resin with affinity for bile acids has been
successful in a few cases.
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