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Objective
To determine the effectiveness of ad-
juvant intraportal administration of
chemotherapy in patients with colo-
rectal cancer after surgery with in-
tent to cure.

Design
Randomised controlled trial (RCT)
with median 8-year follow-up.

Setting
Surgical clinics in Switzerland.

Patients
505 patients aged < 75 years (median
age, 62 y; 277 men) with adenocar-
cinotna of the colon (« = 320) or rec-
tum (n = 185) and no preoperative
evidence of metastatic disease who
were scheduled for curative resec-
tion. Follow-up was 99%.

intervention
Patients were stratified by tumour
location and participating clinic and
allocated to no adjuvant therapy (n =
266) or to immediate postoperative
intraportal infusion of fhiorouracil,
500 mg/m2 body surface area, plus
heparin, 5000 U in 1 L of 5% glu-
cose every 24 hours for 7 days, plus
mitomycin, 10 mg/m2 on the first
day (n = 267).

Main Outcome Measures
5-year disease-free survival and overall
survival.

Main Results
Analysis was by intention to treat. At 5
years, disease-free survival and overall
survival were higher in the infusion
group than in the control group (57%
vs. 48%{95% CI for the 9% absolute
risk improvement [ARI] in disease-
free survival, 3.3% to 17.2%;?= 6.04;
relative risk improvement [RRI],
15.5%; CI, 0.6% to 28.3%; number
needed to treat [NNT], 11; CI, 6 to
303}* and 66% vs. 55 %{CI for the

11% ARI in overall survival, 2.7%
to 19.2%; ? = 0.009; RRI, 16.7%; CI,
4.4% to 27.7%; NNT, 9; CI, 5 to
37}*. Subgroup analysis showed that
patients with positive regional lymph
node involvement (Dukes C, Astler-
Coller modification) had the greatest
risk reduction for recurrence (hazard
ratio, 0.67; CI, 0.45 to 0.99; P = 0.045).
The groups did not differ for compli-
cations. Although fewer local relapses,
liver metastases, and other distant
metastases occurred among patients in
the infusion group, these differences
were not statistically significant.

Conclusions
Adjuvant intraportal chemotherapy ad-
ministered after surgery was effective in
prolonging disease-free survival and
overall survival in patients with colorec-
tal cancer. The greatest effect was ob-
served in patients with Dukes C disease.
Source of funding: Not stated.
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*Numbers calculated from data in article.

Commentary

i i

Colorectal adenocarcinoma is the second
most common malignant disorder in the
Western world, accounting for millions of
deaths each decade. This carefully done
RCT compared immediate postoperative
intraportal chemotherapy with no adjuvant
therapy. The results suggest that 1 week
of intraportal chemotherapy improves 5-
year survival rates in colorectal cancer. Ap-
parently, this was not achieved simply by
reducing the number of isolated liver re-
currences; rather, a general reduction in
metastases occurred that suggests the ben-
efit was a systemic effect of chemotherapy.

These results need to be viewed in the
light of other similar trials. A systematic
review done by the Clinical Trials Service
Unit at Oxford before the AXIS trial (1)
indicated improved long-term survival

rates for this approach. Also, a manuscript
is in preparation by the Colorectal
Trialists' Collaborative Group, which has
done an extensive review of all RCTs of
adjuvant therapy for this cancer. The
AXIS trial (1) continues to enter patients
and has now accrued 288S patients (as of
5 June 1995) into an RCT to test the util-
ity of intraportal chemotherapy (Cancer
Trials Office, Cambridge). In addition,
mounting evidence suggests that systemic
fluorouracil therapy, modulated by
leucovorin or methotrexate, can also im-
prove survival rates for coiorectal cancer.

The study by the Swiss Group for Clini-
cal Cancer Research is encouraging but
does not give clear guidance about the
most effective adjuvant therapy for
colorectal cancer. This wiSl come from

AXIS and systematic reviews of trials of
both systemic and intraportal chemo-
therapies. Ultimately, an RCT compar-
ing the best systemic with the best
intraportal chemotherapy may be war-
ranted. Fine-tuning of these treatments
is important because of the high mortal-
ity rates of the underlying disease and the
toxicity and expense of these treatments.

Chris Williams, MD
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