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Colorectal liver metastases:
is 'no treatment' still best?

Approximately 6000 patients aged less than'70 years
die each year in England'aid Wales from"'colorectal
cancer'. Hepatic metastages' are found at itopsy in
80% of cases of disseminated'to1orectal e cinoma,
and in 20% these appear to'be limittoeth liver3'4.
It is probable that in some caaes Aistemifiation to
other organs is by secondary metastasis from the
liver5. It is clear that attempts to imnprove the
outlook for patients with colorectal carciima must
address the problem of hepatic metastases.
In the UK, traditional mangement opatients with

colorectal hepatic metastases emphasizes the mainten-
ance of quality of life. It is usual for no treatment to be
given prior to develo tif rmms and thereafter
for any potentially ynmptoi-refie-Ving treatmtent, for
example systemic 5FU, steroids or analgesics, to be
given a trial. This approach is based on the view that
since available treatments have virtually no effect on
survival and hepatic m:etastases may be tic
and slow growing6, it is preferable to avoid subjecting
the patient to treatment-induced morbidity for no
proven benefit. There is a danger that this view could
become self-fulfilling if, as a result, few patients with
hepatic metastases are entered into suitably designed
trials evaluating the effect of treaments which are
potentially beneficial to survival and quality of life.
Experience from a non-randomized pereonal series78

suggests that resection is'the most effective treatment
for established hepatic metastases - achieving long-
term (>5 year) survival for 20-25% ofpatients whose
metastases are resected. Although only 10% of
patients with colorpetal hepatic metastases are
thought to be suitable for metastasis resection9, only
a minority ofthe 600 patients who might be suitable
each year in Englahd andt Wales actually undergo
resection10. It is to be regretted that there are no
randomized trials in the UK assessing the value of
hepatic resection.
The majority of patients with colorectal liver

metastases cannot be helped by resection. Results of
systemic chemotherapy for disseminated colorectal
carcinoma are disappointing, with partial response
rates of roughly 20%111-3 and minal prolongation
of survival in responders14. Studies administering

FUDR (a 5FU analogue which has similar cytotoxic
properties) via the hepatic artery15 indicate that a
10-fold increase in tumour FUPR-concentration can
be achieved with reduced.systemic toxicity, compared
to systemcE administration. In vitro and clinical
studics'17 suggest that the cytotoxic effet of 5FU is,
enhaniced by higher.tumour.conentratlon and time
of exposure, so this approach maey,be more effective
than systemic administration.This is ao sugested
by experience of adjuvant 5FT3 liver perfusion via the
portal vein at the timeof primary tumour resection.
Survivil -?rmably- in patients with oocult hepatic
metaatases - is improved over that of prospectively
randoiized tontrol patients not receiving adjuvant
5FU liver perfUsion18. IniWti experience of continuous
hepatic - artery perfusion- for- established hepatic
metastase suggested a partial response rate of
greater than 50%19'-2Q8but the drawback was that the
continuous hepatic perfSixon required for established
inetastases involved an external catheter aid pump
which-was unpleasant for the patient and prone to
complication21.
The develbpment of a -totally implantable pump

which is filled every 2 weeks via- needle puncture of
the overlyiag skin has reduced pump and catheter-
related morbidity to less than 5%-, and allows the
patient to undertake virtually all normal activities.
Simnilar partial response rates.(30-88%) to those with
the external system have been obtained23-2, but the
absence in these studiesof a prospetiveljy randomized,
symptomatically-palliated cQntrol group has meant.
that the mere crucial questions!- does-the txeatment
prolong-survival or sustain quality of life - cannot be
answered.
Liver perfusion with FUDR is not without complica-

ion - in particular, a significant but variable (8-56%)
incidence13'6 of biliary sclerosis which- is -dose
limiting. Nor does it-provide a cure--the majority of
patients.eventually umb to extrahepatic, particu-
larly pulmonary, metastases13. Despite this, the
technique has been adopted in the United-States
where over 8000 pumps.have been inserted-for oolo-
rectal liver metastasee, many in patients not included
in clinical trials. More recently the technique has been
taken up.in western Europe.
TThe uncritical adoption of such an unproven

treatment is hardly- surprising since there is no
remedy for established&colorectal liver metastases
which is ofproven value and many patients will settle
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for anything which might help without waiting for
the results of a perfectly designed trial. However, it
is irresponsible to advocate potentially expensive
treatments for advanced cancer in the absence of a
clear appreciation ofthe size of the benefit27. It is the
responsibility of those who look after these patients
to assess treatments which show promise, -so that
desperate patients can avoid those which are useless
or harmful, and be recommended to try those. where
there is evidence of some benefit.
Trials ofthese treatments should have a randomized

control group receiving 'conventional' palliation, and
should measure quality of life as well as survival. A
multicentre trial of this design, has been set up under
the auspices of the CRC Clinical Trials Centre
(trial tel. number 01-748-5620). The aim is to
compare survival and quality of life in patients with
unresectable hepatic metastases treated by implanted
pump with that in patients receiving conventional
palliation. Costs of the trial have been -met by a
consortium of charities and industry. However, the
study also requires support from colorectal surgeons
and oncologists who should consider including
patients with colorectal liver metastases in this trial.
With this support, the-question posed in the title can
be answered within 5. years.
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