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modest improvement in 5-year survival for colorectal cancer
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Objective
To determine, using meta-analysis, the
effect of adjuvant portal vein infusion
(PVI) with 5-fluorouracii (5-FU) after
tumour resection in patients with
colorectal cancer.

Data sources
Studies were identified by using
MEDLINE, Cancerlit, and EMBASE;
hand searching cancer journals and the
proceedings from relevant meetings;
scanning the citations of retrieved stud-
ies and review articles; searching regis-
ters of trials; and contacting experts.

Study selection
Studies were selected if they were
randomised controlled trials (RCTs)
started before 1987 that compared 1
week of continuous PVI within 5 to 7
days of surgery with no farther treat-
ment after surgery.

Data extraction
Individual patient data were gathered

from the studies and from principal

Commentary

investigators and included date and
site of first recurrence, date of death
or last contact, and cause of death for
patients who died without recurrence.

Main results
10 trials (3499 patients) had available
data. Fewer deaths occurred in patients
who received PVI than in patients who
received no further treatment (annual
odds reduction 13.6%, P=0.006) (Table).
The absolute improvement in survival
at 6 years was 4.7%. The greatest re-
duction in mortality was seen in the first
hypothesis-generating trial (277 pa-
tients). Life-table estimates on all 3499
patients showed that the survival ben-
efit from PVI did not appear until about
3 years after treatment. When patients
were stratified for disease stage, the re-
duction in the odds for death increased
to 18% (P < 0.001). The survival ben-
efit was consistent across patients who
had Dukes stages A to C disease but was

restricted to those with colon cancer
(odds reduction 21%). Because of the
large reduction in liver recurrence in the
first study (5.4% vs 30.5%, P < 0.001),
PVI was protective against hepatic re-
lapse as first event when all 10 trials were
combined. In the 9 subsequent studies,
the difference did not reach statistical
significance (11% vs 14.7%, P= 0.2).

Conclusion
Portal vein infusion with 5 -fluorouracil
provides a modest survival benefit in
patients with colorectal cancer, mainly
in those with colon cancer.
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Portal vein

Outcome
at 5y

Death

infusion (PVT) vs no further treatment*

PVI No further
weighted treatment

EER weighted CER

42.3% 47.0%

RRR
(95% CI)

10.0%
(3 to 16)

Weighted
ARR

4.7%

N N T
(CI)

22
(13 to 67)

*Abbreviations denned in Glossary; RRR, ARR, NNT, and CI calculated from data in article.

The role of adjuvant chemotherapy for cura-
tively resected colorectal cancer remains con-
troversial despite evidence from RCTs of a
small but significant cancer-specific reduc-
tion in mortality. The confusion about the
generalisabiljty of results is because of the
small clinical benefit, which has required
large sample sizes, protracted duration for
end-point analysis, and usually a meta-analy-
sis of several trials before efficacy can be fully
assessed.

This well-done and timely meta-analysis
from the Liver Infusion Meta-analysis
Group has shown that 1 week of PVI as
adjuvant therapy is an acceptable alternative
to the more common intermittent systemic
infasional regimens. The advantages of PVI
are the shorter duration of treatment and the
higher dose delivered to the primary site of
recurrence (that is, the liver). Although this
meta-analysis seems to reaffirm the small

survival benefit achieved with 5-FU, some
concerns exist about the data, and justified
caution has been proposed by the authors.

One of the 10 included studies has dramati-
cally different and greater cancer-specific
reductions in mortality and greatly decreased
liver recurrence rates than the other 9 stud-
ies, a fact that renders this study of suspect
homogeneity. A substantial proportion of the
benefit of this meta-analysis can be attrib-
uted to this 1 study. Because no logical
explanation is given for the lack of homoge-
neity (for example, tests of homogeneity,
differences in the administration of therapies,
or selection criteria differences), the reader
is tempted to remove this study from the
analysis and take the less dramatic data of
the 9 remaining trials.

Specifically, the lack of a decrease in liver
recurrence, the lack of a difference in ben-
efit across all stages of disease, and the lack

of benefit in rectal cancer patients are minor :

concerns that simply question the "biologi-
cal sense" of infusion therapy. I disagree with
the authors' statement that the inclusion of
liver disease detected at laparotomy may
lessen the effectiveness. This type of analy-
sis should favour tine treatment group more
than the group with no treatment because
evidence exists showing prolonged survival,:

in metastatic liver disease with chemo-.
therapy.

This study reaffirms the small but signifi-
cant benefit that can be gained by using
5-FU-based therapies in colon cancer. In • •
future, enhancement of the small survival
benefit may lie in modification of the ad-
juvant chemotherapeutic agent rather than:

:

in the mode of delivery. :
 ::
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