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at least three questions: do stones of differing composition
cause different symptoms: does the composition of the stone
reflect metabolic events at the time of its formation; and does
the composition predict whether the stone is likely to respond
to medical treatment? Though Cowie and colleagues5 sug-
gest that pure calcium palmitate stones might be associated
with a particular clinical situation, they agree that this is
speculation. Other studies indicate that symptomatology is
necessarily related to the composition of the stone,6 though
it should be recalled that pigment stones are frequently
asymptomatic.
There are well-defined biochemical abnormalities in the

bile of patients with cholesterol stones.7 The liver secretes
bile that is saturated with cholesterol and contains relatively
less bile salts and phospholipids. These patients seem to have
a complex derangement of lipid metabolism in the liver, for
not only do they have a reduction in size of bile acid pool,8
but studies on North American Indian families with chol-
esterol gallstones suggest that there is also an increased rate
of secretion of biliary cholesterol.9
On the other hand patients with pigment stones do not

have any abnormality of biliary lipids.'0 The association be-
tween pigment stones and haemolysis is well recognized
though the reason for the precipitation of bile pigment re-
mains obscure. The prevalence of gallstones is increased in
cirrhosis of the liver." 12 There is a disturbance of bile acid
metabolism in cirrhotic patients.'3 But the fact that the gall-
stones tend to be mainly of the pigment variety suggests that
the most important factor in the pathogenesis of these stones
may well be the haemolytic tendency which accompanies the
cirrhotic process. There has been a change in the composi-
tion of gallstones in Japan over the last 40 years. During the
1920s the stones were mainly calcium bilirubinate and could
be related to a high prevalence of infections of the biliary
tract. Since 1960 the gallstones appear to be predominantly
cholesterol. The factors responsible for the change remain to
be identified, but the significant one may be the change in
food habits which has occurred in Japan since the second
world war.14

It would be of great interest to understand the events re-
sponsible for the presence of calcium palmitate in gallstones.
The major biliary phospholipid is lecithin, which can be
hydrolysed to lysolecithin and fatty acids by the enzyme
phosipholipase A. This is found in a variety of tissues and
secretions, including snake venom and human pancreatic
juice. Could it be that the contamination of bile by pancreatic
secretions produces free palmitic acid, which then precipi-
tates as calcium palmitate? The saturated fatty acid, palmitic
acid, is attached to the C-1 ester position in the lecithin
molecule, whereas phospholipase A releases the fatty acid
from the C-2 position, and this is usually the unsaturated
fatty acid oleic acid. Nonetheless R. Blomstrand and P.
Ekdahl'5 detected free palmitic acid when human biliary
lecithin was hydrolysed by snake venom phospholipase A.
It would be interesting to know whether calcium oleate
crystals occur in gallstones and, if not, why not.
The primary bile acid, chenodeoxycholic acid has been

known to alter bile chemistry,'6 thereby promoting the dis-
solution of gallstones.'7 There is at present every reason to
hope that this substance or some other detergent agent will
provide a safe medical treatment for gallstones. One of the
questions which will have to be answered is whether it will
be possible to predict those stones likely to respond to the de-
tergent therapy. Radio-opaque, calcium-containing stones may

be less responsive to treatment with chenodeoxycholic acid,
for G. D. Bell and colleaguesl8 have shown that stones which
contain an outer rim of calcium are less likely than others
to be influenced by a favourable ratio of bile acid plus phos-
pholipid to cholesterol. At present the only way of assessing
gallstone composition in vivo is x-ray examination. What is
required is a mechanism for predicting gallstone composition
more accurately than present radiological methods. The best
source of information would seem to be the bile itself, and
work is needed to relate in a detailed way bile chemistry to
variation in gallstone composition.
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Fetal Implants in Uterus
On rare occasions tissues foreign to the uterus are found
lying in the endometrium or endocervix.1-3 Those reported
are most often bone, cartilage, and neuroglia. The origin of
this beterotopic tissue has aroused much debate. One theory
incriminates chronic inflammation with necrosis of the wall
of the uterus; this is followed by dystrophic calcification,
which later undergoes osseous metaplasia. In this way the
presence of beterotopic bone is explained. In one case of ex-
tensive endometrial ossification there was a long history of a
high intake of calcium and vitamin D.4 The heterotopic
cartilage could be explained in the same way as chondral
metaplasia of chronic inflammatory granulation tissue. An
alternative pathogenesis is that these tissues are elements of
a mixed type of tumour-for instance, a teratoma. The meso-
dermal mixed tumour of the uterus also contains a variety
of elements, which are histologically malignant.5

C. W. Newton and M. R. Abell have recently described
five further cases of heterotopic tissues in the endometrium
and endocervix.6 Neuroglia was found in one case, cartilage
in three others, and both cartilage and bone in the fifth. The
patient's ages varied from 23 to 39 years, and they all had a
prior history of instrumental abortion. This was usually fol-
lowed by persistent, heavy, irregular menses with pain and
the passage of blood clots, which lasted from 3 to 24 months
before a diagnostic curettage or an abdominal hysterectomy
was performed. In one case there was a polypoid mass at
the external os. In all the cases the endometrium or endo-
cervix was histologically normal apart from the heterotopic
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material, which was sharply demarcated from the remainder
of the tissue. Apart from a few lymphocytes and plasma cells
immediately adjacent to the heterotopic tissues there was no
evidence of a generalized inflammatory reaction.
None of these cases of heterotopic tissues in the uterine

wall could be attributed to metaplasia secondary to destruc-
tion of tissue from chronic inflammation such as might occur
in a long-standing pyometra. Likewise there was no meta-
bolic disorder that might predispose to metastatic calcifica-
tion and osseous metaplasia, nor was there any possibility of
a mixed tumour in the uterine wall. Newton and Abell
therefore concluded that fetal remnants had been implanted
in the uterine wall at the time of instrumentation. It is
known that embryonic tissue can be easily transplanted,
proving that fetal remnants could survive in the uterine
lining, and in another case reported recently there was a
considerable degree of organization of the tissues, which in-
dicated a fetal origin.7 Thus it appears that implanted fetal
tissues can survive and grow in the uterus.
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Full Strength to Extra Mild
The Health Departments' publication last week of figures
showing the amount of tar and nicotine in different brands
of cigarettes follows a recommendation made by the com-
mittee set up by the Royal College of Physicians of London
to report on smoking.' As well as issuing a free leaflet to the
public the Health Departments have persuaded the major
British tobacco manufacturers to distribute to retailers a small
poster for display prepared by the Government. The royal
college's report went further in declaring that the cigarette
packets themselves should display the figures for tar and
nicotine content, and it also advised the Government to start
discussions with the tobacco manufacturers and medical
authorities with a view to introducing a statutory upper limit
for them.

If the tar and nicotine were proved to be directly related to
the ill health and mortality that undoubtedly follow cigarette
smoking these measures could be welcomed unreservedly.
As it is, an element of presumption underlies the tabulation
because a degree of doubt attends the link between cause and
effect. What may be accepted is the probability that filters
prevent some of the carcinogens that result from the burning

of cigarettes from entering the lungs. Consequently cigarettes
with filters, if smoked in the same number and the same way
as cigarettes without, should be a healthier buy. A study
carried out on some 10,000 men volunteering for mass radio-
graphy showed that on average the smokers of filter cigarettes
produced somewhat less sputum than the smokers of plain
cigarettes.2 Two other studies have suggested that filter
cigarettes present a lower risk of lung cancer than plain
cigarettes.3 4 In contrast an investigation into manner of
smoking led to the conclusion that smokers of low-nicotine
cigarettes had a higher puff frequency and drew into their
mouths nearly the same amount of nicotine as smokers of
high-nicotine cigarettes.5 They might nevertheless have in-
haled less tobacco tar. The fact is that measurements of this
kind are not easy to interpret in terms of everyday behaviour
in the social-or antisocial-smoking of cigarettes when
watching the telly, dictating a letter, travelling in the train,
or quarrelling with the wife.
Nor should another consequence of smoking be over-

looked, and that is the increase of carboxyhaemoglobin in the
blood of the smoker6 and, if she is a pregnant woman, of the
fetus too.7 8 It certainly seems unlikely that the tables of tar
and nicotine have much bearing on the amount of carbon
monoxide inhaled, though they should not be condemned for
omitting something they do not profess to do unless there is
evidence that they overlook the greater for the less part of
the risk. For the present it may be accepted that they are a
guide of some use in difficult country, but, like many guides,
are apt not to be so reliable in their performance as the
traveller hopes they will be.
What is important still in influencing public opinion, and

especially the attitudes of young people, is to keep pub-
licizing the facts. No other product carrying such a risk of
ill health yet with so few restrictions on its sale is allowed
to be advertised and sold to the public. If lung cancer and
the other diseases associated with cigarette smoking followed
at the same rate of risk within 6 months instead of after 20
years or so it is hard to believe that anyone would be foolish
enough to start the habit. Since the amount of tobacco
smoked in the United Kingdom has somewhat declined in
recent years,9 knowledge and common sense may gradually
eliminate this dangerous practice, but if they do prevail their
victory seems likely to be long delayed, and it will certainly
be postponed indefinitely if continual pressure from the
medical profession is lacking.
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