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changes. More than ever, clinicians must be alert to the
possibility.
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Sepsis after bowel surgery
The two principal sites of septic complications after elective
operation on the bowel are around suture lines and in the
surgical incision. Over the last 10 years argument about the
prevention of these complications has centred on the manipu-
lation of antimicrobial drug regimens; but relatively
little has been said about the details of surgical performance.
The tacitly accepted view seems to be that enteric anastomoses
in the colon or rectum will break down in an unavoidable
minority of patients and that there will be an irreducible
minimum of sepsis in the abdomen, even after antibiotics have
done their best.
Some surgeons can produce primary union of the bowel

anastomosis in all but 5-10% of patients (as assessed by radio-
logical investigation using water-soluble contrast medium
8-10 days postoperatively) even for anterior resection of the
rectum.1 2 For others,3 however, the incidence of clinically
diagnosed anastomotic leakage may range between 50% and
30° .Why is there such a disparityinthese figures ?Themethods
required to achieve the best results are a composite of several
intraoperative techniques. Adequate mobilisation of the colon
is essential so that there is redundant gut on at least one side of
the anastomosis, so preventing tension at the suture line.
This consideration is of paramount importance in anterior
resection of the rectum, where the distal aspect of the anasto-
mosis is fixed. Mobilisation of the splenic flexure is almost
always necessary-but it has the added advantage that the
proximal colon helps fill the pelvis, so minimising collection
of serosanguineous fluid in the sacral hollow. Careful handling
of the cut ends of the bowel and gentle tying of anastomotic
sutures so that the bowel ends are just approximated, help
to avoid local tissue necrosis. Maintenance of gut perfusion by
preventing hypoxia and hypotension, to which the large gut is
particularly sensitive,4 is also important. All these techniques
may be thought to be standard surgical practice, but there is
evidence to the contrary.

If a leak rate (tested radiologically) of 5-10%/ is achievable
-implying an even lower rate of clinically evident leakage-
then the normal practice of placing a drain to an anastomosis
could be abandoned,5 so helping to reduce local septic com-
plications. The colon and rectum should be empty at the time
of surgery. The traditional combination of aperients (castor oil
or magnesium sulphate) with repeated enemas6 may succeed,
but it often fails. One alternative method is orthograde gut
irrigation with warm physiological saline7 or dilute mannitol
solution8; the latter is more acceptable to the patient, the only
contraindications being cardiac failure and obstruction of the

bowel, and it will give good to perfect results in 85% of
patients.9 Faecal loading of the large gut at operation (due to
either poor bowel preparation or a stenosing tumour) is
best treated by an extended right hemicolectomy to include
lesions up to the splenic flexure. For tumours beyond
that point the colon may be irrigated with warmed physiologi-
cal saline solution into a closed system during the operation.10
These techniques will allow immediate restoration of bowel
continuity.

Oral antimicrobial agents are often given for several days
before surgery, but Keighley et all' have reminded us that such
treatment increases the incidence of resistant organisms should
septic complications occur and does not greatly reduce the
incidence of sepsis.12 Oral antimicrobial treatment should not,
therefore, be given preoperatively. On the other hand, peri-
operative chemoprophylaxis is important; the drugs chosen
must be active against aerobic and anaerobic organisms,13-15
and a whole range of antibiotics has been advocated.14 16-19
The objective is to obtain a drug tissue concentration, at the
time of bacterial contamination during the surgical procedure,
sufficient to prevent bacterial growth.20 21 Most regimens
employ three doses (two hours before operation and then at
twelve-hourly intervals), though two doses are probably
equally effective.22 The cephalosporin group is active against
aerobes"7 and can be used in all patients except those who have
penicillin allergy or in whom frusemide may be required
postoperatively. In these patients gentamicin is an alternative,
but perhaps this useful agent should not be used routinely,
being reserved for the treatment of established Pseudomonas-
related sepsis.'6 In general metronidazole seems the most
useful prophylactic for anaerobic organisms.23 Clindamycin
is precluded by its association with pseudomembranous
colitis.24 During surgery contaminating organisms may be
eluted by intraperitoneal lavage with warmed physiological
saline to which tetracycline has been added.25 26
Abdominal sepsis after elective colorectal surgery can be

prevented, on the one hand, by obtaining an empty bowel
and the use of perioperative antimicrobial treatment-on
which aspects some consensus is emerging-and, on the other
hand, by maintaining anastomotic integrity-a challenge to
surgical performance which has yet to be met. Perhaps the
greatest value of routine postoperative radiological testing
for anastomotic leakage is that it sets a standard against which a
surgeon may test himself.

In uncomplicated elective enteric surgery we should aim to
reduce septic complications to nil or very close to nil; and
there is now adequate evidence that this is a realistic goal.
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Prostatic cancer: the
response to treatment
dilemma
Carcinoma of the prostate is now the second most common
cancer in Western men. Its incidence is not increasing but as
the population ages more men are living long enough for their
prostatic cancer to disseminate, so increasing the contribution
made by the disease to the total of deaths from cancer. Much
can be done to relieve symptoms, but the prognosis for
metastatic prostatic cancer has changed little during the
past decade. Several co-operative groups in Europe and the
United States are looking for ways to improve the results of
treatment, but objective measures are difficult to apply.
Resolving this problem of assessment has become urgent with
many new treatments now being tested in phase II trials. Such
trials, in which only 15 to 25 patients are studied for only a
few months, are designed to determine whether a drug seems
promising enough for large-scale trials or whether it should
be discarded; but decision making is difficult while the
criteria of response remain uncertain.

Measures used for assessment rely mostly on measuring
metastatic lesions or stabilising progressive disease. Other
subjective factors which may be taken into consideration are
pain and physical activity, and changes in weight or haemo-
globin may also be used as indicators.

Histological and cytological changes in response to endocrine
treatment in needle biopsy specimens of the primary cancer
should be reliable measures, but their interpretation may be

equivocal. Randomised prospective trials comparing two or
more treatments of localised disease usually base their results
on the metastasis-free interval and the duration of survival.
Of these, the first depends, however, on how frequently the
patient is surveyed; it may make heavy demands on radio-
logical services and patients may be unwilling to comply
repeatedly. Death is an unequivocal end point, but in the
absence of necropsy findings the cause may be uncertain.
None of these criteria of response is entirely satisfactory.

Prostatic carcinoma commonly metastasises to bone. As
seen by conventional radiography bone metastases are often
numerous and their size is difficult to measure. The calcifica-
tion of an osteolytic lesion can be accepted as regression,- but
usually the lesions are osteoblastic, and, though they become
more sclerotic with healing, only their disappearance can be
considered as an objective response. Bone metastases may be
detected early as areas of increased isotope uptake ("hot
spots") on scintigrams, but lesions due, for instance, to
Paget's disease may give false-positive results. Little is
known of the effect of chemotherapy on isotope uptake, and
no method is readily available for quantitating the scans. Lung
metastases and soft tissue lesions such as palpable lymph
nodes can be measured, but they are not common in this
disease and the prognosis is poor when they are present.'
Nor is stabilising progressive disease always a satisfactory

measure of response. Nearly half of patients with prostatic
cancer present with metastatic disease, and progression is
often slow. Clearly, therefore, before stability can be accepted
as evidence of a response there must have been reliable
evidence of progression, and even then assessment depends
largely on subjective responses such as relief of pain or non-
specific changes such as gain in weight. Kvols et a12 have
attempted to solve this problem by devising a score system to
measure factors such as pain, performance status, weight,
haemoglobin, and acid phosphatase concentration in assessing
new treatments.

Phase II trials can include only patients who have a suitable
indicator lesion that can be assessed rapidly. Inevitably such
patients constitute a subset whose reactions are not necessarily
typical of all those with cancer of the prostate. In randomised
trials comparing two or more modalities of treatment known
to be effective the full range of objective and non-specific
measures, metastasis-free interval, and duration of survival
should be taken into account. To add to the difficulties of close
monitoring of what may be a slowly evolving disease, the
patients' age makes them vulnerable to intercurrent disease
and death from other causes, so complicating evaluation
even further.
Though the results of clinical and radiological assessment

of response are often uncertain, the detailed study of their
state at the start of a trial may identify factors that may be
important in the stratification of future trials.3 There is
no specific tumour marker for prostatic cancer. Immuno-
logical assays for serum prostatic acid phosphatases provide a
more specific assay than biochemical methods, and may
perhaps also be more sensitive.4 Regular measurement of
prostatic acid phosphatases during follow-up may help in
drawing attention to the development of bone metastases.
Unfortunately, not all patients with metastatic prostatic
cancer have raised serum concentrations of acid phosphatase,
especially those with anaplastic cancer.5 Bone marrow acid
phosphatase, when measured by conventional spectro-
photometric methods, is an unreliable indicator of metastases6;
but immunological assays of bone marrow prostatic acid
phosphatases seem to be a real aid to diagnosis.7

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.280.6218.882 on 29 M
arch 1980. D

ow
nloaded from

 

http://www.bmj.com/

