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Prophylactic surgery for oesophageal varices

Inokuchi K and Cooperative Study Group of Portal
Hypertension of Japan. (The Second Department of
Surgery, University of Tokyo, Tokyo, Japan.) Improved
survival after prophylactic portal nondecompression
surgery for esophageal varices: A randomized clinical
trial. Hepatology 1990;12:1-6.

SUMMARY
To evaluate the role of prophylactic surgery for oesophageal
varices, a prospective, randomized, multicentre trial was carried
out in early 1900 by the Japanese Research Society for Portal
Hypertension. Over a period of 28 months, 112 acceptable
surgical risk Japanese patients (Child's classes A and B) below
the age of 70 years were enrolled at 22 participating institutions.
All patients had not bled previously but endoscopic findings
indicated a high risk of bleeding (moderately sized blue varices
or the following 'red colour signs': red wale markings, cherry red
spots and haematocystic spots). The patients were randomly
allocated to an operated group (n=60) or non-operated group
(n=52). Patients in the operated group underwent various
surgical procedures (oesophageal transection 30, cardiectomy 7,
gastric transection 8, Hassab's procedure 5 and selective shunts
10). Five non-operated patients later underwent sclerotherapy
or surgery because of an abrupt increase in the risk signs for
variceal bleeding. All patients were followed up till the end
of the study period (41 months after enrolment of the last
patient) or till the time of variceal bleeding or death. Nine
patients with histologically proven idiopathic portal hypertension,
and belonging to the operated group, were later excluded
from the study. The results in the remaining 103 patients-
51 operated and 52 non-operated-were analysed.

Follow-up of patients for a median of 59 months (range
1-73 months) showed a total of 11 (22%) deaths in the operated
group (operative deaths 2, variceal bleed 2, hepatoma 6, liver
failure 2, others 1). In comparison, there were 23 (49%) deaths
in the non-operated group (hepatoma 9, liver failure 8, variceal
bleed 4, bleeding ulcer 1, others 1). In the operated group
the cumulative survival rate at 5 years was 72%, which was
significantly greater than the 45% in the non-operated group
(p<0.05). The cumulative variceal bleeding rate at 5 years was
7% in the operated group, significantly lower than 46% in the
non-operated group (p=O.ool). The authors conclude that for
patients who have had no bleeding episode but show endoscopic
features which indicate a high risk of bleeding, surgery effec-
tively prevents variceal bleeding and improves survival.

COMMENT
About one-third of unselected patients with cirrhosis who
have not bled previously subsequently do so, and one-half
of these die shortly after their first bleeding episode.'
Various treatment modalities have been applied in this
group of patients to improve survival and prevent the
initial bleed.s-' The present study is yet another such
attempt. Prophylactic portocaval shunts did not improve
survival in four randomized, controlled trials even though
bleeding was prevented.t-' The lack of benefit and deaths
were attributed to the operation and hepatic failure.
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Prophylactic endoscopic sclerotherapy has produced both
favourable and unfavourable results. Beta-adrenergic
blocking agents, however, have consistently been shown to
be effective in reducing the risk of variceal haemorrhage in
five controlled trials without providing any survival
advantage.s-' In India, we are particularly interested
in preventing variceal bleeding as a large number of our
patients live in areas which are far away from major
medical institutions, and have poor communication and
transport facilities. Their chances of surviving an episode
of bleeding are much lower than those in more developed
countries.

Though the title of the article states that non-
decompressive surgical procedures were used, one-sixth
of the patients underwent selective porto systemic shunts
(distal splenorenal or left gastrovenacaval) which reduce
portal venous pressure-though to a less extent than con-
ventional total shunts. No data is provided as to whether
these patients behaved differently from those undergoing
the non-decongestive procedures.

A total of 112 patients were included in the study from
22 institutions over a period of 28 months implying an
enrolment of only 2.2 patients per institution per year.
This means that the average number of prophylactic
surgical procedures performed in each institution was
1.2 per year. The patient selection and randomization
procedure is also open to question as all the 9 patients
with idiopathic portal hypertension fell into the surgical
group. The probability of such an occurrence is very low
(p<O.OOl, chi-square test) and it may suggest a possible
bias in the randomization process. Exclusion of these
patients (reasons not explained) and offive patients from
the non-operated group who received sclerotherapy and/
or surgery after. randomization may have vitiated the
study design. The choice of surgical procedure was based
on institutional experience. Surgeons at a given institu-
tion may be adept at a particular operation and their
results may not be reproducible by others. This is
particularly important as the observed operative mortality
rate was very low (2 out of 60). A similar observation has
been reported with Sugiura's operation, which has had
low operative mortality and rebleeding rates when per-
formed in Japan but has not been as safe and effective
elsewhere." As at least 6 different procedures were
performed and as the numbers of patients undergoing each
type of operation was small it is not possible to determine
if the outcomes varied with different procedures.

Transection procedures alone (without oesophagogastric
devascularization) have been shown to be associated with
high rebleeding rates because of the reappearance of
varices." In the present study, transection was combined
with devascularization in only five patients and the
marked reduction in bleeding rates is difficult to explain.
Even non-operated patients had a bleeding rate (38% over
38 months) which is much lower than expected. This may
partly be due to the inclusion of patients who mainly had
non-alcoholic cirrhosis (the aetiological distribution of
cases is unfortunately not mentioned) and the exclusion
of patients with severe liver dysfunction (Child's class C)
and those with hepatoma.
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We feel it would have been more ethical to compare the
prophylactic effect of these surgical procedures with beta-
adrenergic blocking agents or endoscopic sclerotherapy
rather than with no treatment.

The application of these results to Indian patients is
beset by further problems. A large proportion of our

. patients with portal hypertension are due to extrahepatic
portal venous obstruction and non-cirrhotic portal fibrosis.
The natural history of patients who have varices which
have not bled may be different from those with cirrhosis.
Also, a much larger proportion of our non-cirrhotic
patients survive their first episode of variceal bleeding
thus reducing the possible benefit of any form of
prophylactic therapy.

The study has a number of major defects and we will
have to wait for better designed trials comparing the
effects of a single type of surgical procedure with beta-

Occupational medicine

Gardner MJ. (MRC Epidemiology Unit, University
of Southampton, Southampton General Hospital,
Southampton, England, S09 4XY.) Contribution of occu-
pational exposure to cancer: Recent developments. Br J
Ind Med 1991;48:217-20.

SUMMARY
Technological improvements have modified some industrial
processes that previously required exposure of workers to
hazardous process materials, but there is doubt about the extent
to which improved processes and better understood precautions
have penetrated industry as a whole. For this and other reasons,
occupational cancer is likely to remain a matter of concern. In
his paper, Dr Gardner draws attention to newly recognized
hazards and cautions that there are limitations to epidemiological
techniques in the study of occupational carcinogenesis. He notes
the importance of multicentre studies and emphasizes the need
to develop international information networks. In this way it
may be possible to identify previously unrecognized hazardous
exposures promptly and to expedite their control.

COMMENT
In a commentary on industrial cancer in the closing decade
of the twentieth century, Professor Gardner draws atten-
tion to factors that concern all who are involved with the
provision of occupational health services. Improved
industrial technology, mechanization, automation, the
improvement of industrial hygiene practice and the
development of regulatory controls have all brought about a
potential reduction of occupational exposures to hazardous
materials. The extent to which these improvements have
penetrated the workplace is, however, questionable and
in many situations the potential for hazardous exposures
remains high.

The difficulties surrounding the epidemiology of occu-
. pational cancer are well recognized. There may be
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blockers before we can conclude that prophylactic
operations in those patients who are at a high risk of
bleeding are worthwhile.
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inadequate knowledge of carcinogenic substances, their
mechanisms of action, of the workplace itself and of
the characteristics of a population exposed many years
previously. In retrospect, even the precise nature of
the exposure may be hard to define. Many associations
between occupational exposure and the subsequent
development of cancer in the exposed worker are well
documented. The linkages between asbestos and lung
cancer and mesothelioma, between the dye-stuffs industry
and bladder cancer have become part of the history of
occupational medicine, but this history is relatively recent
and well within the memory of many who now practice the
specialty. New linkages are continually being proposed:
current topics include exposure to electromagnetic fields
and the occurrence of leukaemia, the increased incidence
of lung cancer among butchers, and laryngeal cancer
among workers exposed to acid mists.

Research and academic institutions in many countries
are dependent upon outside funding for the studies they
undertake and it is easier to obtain finance for the study of
a known carcinogen in a specific situation than to receive
funds for fundamental research on the epidemiological
and other characteristics of a suspect carcinogen. This
factor is particularly important when decreased occupa-
tional exposures may lead to a decreased, but still excessive,
incidence of occupational cancers and the consequent
need for much larger study populations. To some extent
this problem can be dealt with by the pooling of informa-
tion, and multicentre studies of workers exposed to
man-made mineral fibres and to ionizing radiation are
already accomplished or in development.

The recognition that some cancers may occur more in
the families of those who are exposed at work to potential
carcinogens, is a new factor of great interest to those who
provide occupational health services. The difficulties of
this type of epidemiology are considerable and the ques-
tion has been discussed by Gardner and others+? They
emphasize the need to improve communication or net-
working between those who practice occupational
medicine. The development of internationally accessible


