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Cyclone over Cyclamates
SIR,-In your leading article (1 November,

p. 251) you point out that the decision to
ban the manufacture of cyclamates has been
taken without evidence that they cause disease
in man, whereas the production of cigarettes,
which are known to be highly dangerous, is
less severely censored.
A curtailed consumption of cyclamates

lnight well lead to a compensatory increase
i-i the consumption of sugar, for which they
are a substitute. Whereas cyclamates have
produced no proved ill-effects in man, exces-
sive sugar consumption is believed by many
to be a major factor in the causation of much
disease, including diabetes,`13 coronary dis-
ease,35 dental caries,6 and obesity.

Almost anything taken in gross excess is
harmful.
Would the replacement of cyclamates by

sugar not be tantamount to recommending
a therapeutic procedure carrying a 10%
mortality to treat a disease having a 1 %/b
mortality ?-I am, etc.,

DENIS P. BURKITT.
Medical Research Council,

External Staff,
London W.I.
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Tests for Cancer

SIR,-Your leading article " Diagnostic
Tests for Advanced Cancer" (11 October,
p. 63) prompts us to make the following
report.
The presence of an abnormal serum

alkaline phosphatase band on starch gel
electrophoresis in non-jaundiced patients with
hepatic metastases was noted by Newton.'
He thought this might prove a useful simple
test in predicting hepatic malignancy and
avoidance of unnecessary surgery. We have
recently had three patients with secondary
carcinoma of liver, all correctly predicted on
the basis of the serum alkaline phosphatase
starch gel isoenzyme pattern. None of these
patients was jaundiced, and in two of them
the total alkaline phosphatase activity was
only slightly raised above normal.

Case 1.-A man aged 33 years presented with
a history of intermittent epigastric pain for seven
weeks, and acute persistent pain radiating to
the right shoulder for three days. IOn examina-
tion he was tender in the right hypochondrium
with muscle guarding and rebound tenderness.
All the investigations were normal with the
exception of a raised E.S.R. (52 mm./l hour
Wintrobe) and serum alkaline phosphatase
28-5 King-Armstrong units/100 ml.). A pro-
visional clinical diagnosis of acute cholecystitis
was made and a laparotomy was performed. A
carcinoma of the recto-sigmoid junction of the
colon with multiple secondaries in both liver
lobes was present and confirmed by biopsy.

Case 2.-A woman of 63 years presented with
a history of sudden acute pain in the right hypo-
chondrium. On examination she was tender
in the right hypochondrium with rebound tender-

ness. All the investigations were normal with
the exception of a slightly raised serum alkaline
phosphatase (33 King-Armstrong units/100 ml.).
A provisional clinical diagnosis of acute chole-
cysiitis was made and laparotomy was performed.
This showed large carcinomatous deposits in
the liver with no obvious primary. A biopsy
suggested a primary of the ovary.

Case 3.-A woman aged 33 years originally
presented with mild abdominal pain, constipa-
tion, and occasional rectal bleeding for two years.
This was investigated by sigmoidoscopy and
barium enema, with negative results. One year
later the patient returned with acute right-sided
abdominal pain radiating to the right shoulder
for three days. On examination a large, hard,
and slightly tender mass was felt in the right
hypochondrium. All the investigations were
normal with the exception of a raised E.S.R.
(53 mm./1 hour Wintrobe) and serum alkaline
phosphatase (73 5 King-Armstrong units/100
ml.). A provisional clinical diagnosis of
empyema of the gall bladder was made and a
laparotomy decided. This showed large meta-
static carcinomatous deposits in both liver lobes
with no obvious primary. The history was
suggestive of a primary carcinoma of the bowel.

In these three patients a slow-moving origin
band of alkaline phosphatase activity wag
present in conjunction with a liver band (see
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Fig.). The origin band is not found in
normal people, but it may be present in
patients with obstructive jaundice, of both
intra- and extra-hepatic type.' In view of
its position on the gel, it is presumably a
high molecular weight alkaline phosphatase,
and possibly a lipoprotein complex.' Dunne
et al.,3 using Sephadex filtration methods,
have found approximately 30% of alkaline
phosphatase activity in the 19S protein peak
in the serum of patients with metastatic
hepatic malignancy. The remainder of the
alkaline phosphatase activity was in the 7S
fraction, whereas in normal controls approxi-
mately 98% was in the 7S fraction with only
2% in the 19S peak. It seems possible that
some, or all, of this 19S fraction may be
identical with the origin band present in the
above cases.
The origin of this 19S enzyme fraction is

debatable. Several hypotheses have been
suggested,3 and it is possible that a different
mechanism may operate in different clinical
conditions. In malignant cases it may repre-
sent a constituent of tumour tissue, which
when present in a large amount is detect-
able in the serum by a simple spill-over
mechanism. Fennelly et al.4 have shown that

up to 100% 19S alkaline phosphatase activity
is present in extracts of malignant tumour
tissue. The unique case described by Fish-
man et al.' is of interest in this connexion.
These workers found marked placental type
alkaline phosphatase activity in the serum
of a patient suffering from bronchogenic
carcinoma, and tissue extracts of the tumour
tissue showed a similar enzyme to be present.
Further large-scale studies of serum activity
in malignant cases with appropriate tissue
extraction procedures6 on fresh tumour tissue
would seem necessary to determine whether
there is a relationship between serum alkaline
phosphatase enzyme patterns and proliferating
neoplastic tissue.-We are, etc.,

R. C. JENNINGS.
D. BROCKLEHURST.
M. HIRST.
A. ZIROS.

General Hospital,
Altrincham, Cheshire.
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Rhesus Sensitization and Abortion

SIR,-We would disagree with the com-
ment in your leading article (11 October,
therapeutic and spontaneous abortion
that because of the scarcity of Rh-immuno-
globulin and the very small risk entailed in
therapeutic and spontaneous abortion
" there is certainly no indication to give
Rh-immunoglobulin. . .
The importance of abortion in relation to

rhesus iso-immunization was emphasized by
Clarke,' because of the possibility of a Rh-
negative woman immunized by an Rh-posi-
tive abortus having her future pregnancies
affected by haemolytic disease. Therapeutic
abortion carries a higher risk of transplacental
feto-maternal haemorrhage than spontaneous
abortion (Matthews2). Krebs3 demonstrated
that the risk of transplacental haemorrhage
is increased if therapeutic abortion is carried
out late in pregnancy.

In our own series of 110 cases of thera-
peutic abortions, in which maternal blood
was taken before and after abortion for fetal
cell count, the incidence of transplacental
haemorrhage was much higher in the cases
terminated by abdominal hysterotomy or
Utus paste, as opposed to vaginal evacuation
(Table). Since induction of abortion with
Utus paste and abdominal hysterotomy was
carried out in cases past 12 weeks' gestation
the Table shows that the important factor
with regard to the incidence of transplacental
haemorrhage in cases of therapeutic abortion

Fetal Cells in Maternal Blood Following
Therapeutic Abortion

Method of Termination No. of Cases % Positive

Dilatation and evacuation 77 22-7
Utus paste .. .. 11 45
Hysterotomy .. .. 12 41-5
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