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Cytoreductive surgery with or without hyperthermic intra-
peritoneal chemotherapy has become a valid alternative 
for the treatment of peritoneal carcinomatosis in selected 
patients with colorectal cancer. While refinements in patient 
selection and in the understanding of the role of intraperito-
neal chemotherapy are still being investigated in the setting 
of randomized controlled trials, the procedure has clearly 
provided hope to patients once considered to be at an end-
stage disease and with little survival perspective [1].

The optimism created by multiple series reporting sur-
prisingly favorable outcomes with this approach for the 
metastatic setting led surgeons to consider the use of pro-
phylactic hyperthermic intraperitoneal chemotherapy among 
patients with high risk for peritoneal dissemination colon 
cancer [2]. In theory, patients with colorectal cancers invad-
ing through the parietal peritoneum and, therefore, poten-
tially seeding the peritoneal cavity could benefit from intra-
peritoneal chemotherapy to treat (or “prevent”) microscopic 
and clinically undetectable peritoneal implants.

A prospective randomized clinical trial addressed this 
particular issue by comparing adjuvant systemic and intra-
peritoneal chemotherapy to systemic chemotherapy alone 
failed to show any significant differences in peritoneal 

metastases-free survival at 18 months from the procedure 
between groups [3]. In the present issue of Techniques in 
Coloproctology, Li et al. challenge the findings of this ran-
domized clinical trial in a large retrospective (and rather 
similar) study. In their investigation, Li et al. report on the 
outcomes of a large series of patients managed by systemic 
chemotherapy alone compared to systemic chemotherapy 
and prophylactic HIPEC, showing meaningful and statis-
tically significant differences in survival outcomes favor-
ing prophylactic HIPEC. While the results here may seem 
intuitively logical at a first glance, readers should take a step 
back before they consider incorporating this approach into 
clinical practice.

One important potential source of selection bias may 
have definitively contributed for the differences observed 
between groups in this study. Allocation of patients to 
each treatment arm took into consideration an “economi-
cal” factor. Besides the significant ethical considerations 
in studies where economical factors influence allocation of 
patients to different treatment arms, this potential selection 
bias may have significantly affected results [4]. Ultimately, 
a significant proportion of patients originally allocated to 
one arm (HIPEC + systemic therapy) failed to receive treat-
ment due to impossibility to deal with HIPEC-associated 
“costs”. Even though this may look like a modest source of 
potential selection bias, it actually hides numerous relevant 
inherent differences between patients in each group. Patients 
“capable” of dealing with extra costs associated with the 
experimental prophylactic HIPEC arm are more likely to 
have been “better” candidates (clinically, nutritionally, etc.) 
than patients in whom such financial burden was significant, 
and therefore declined such treatment alternative. In addi-
tion, socioeconomic status per se, seems to be a driving force 
in survival after colorectal cancer [5]. Therefore, patients 
assigned to the experimental arm were clearly “different” 
from those where the only possibility was standard systemic 
chemotherapy.
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Intraperitoneal hyperthermic chemotherapy may seem 
perfectly logical for the prevention of peritoneal recurrence 
in high-risk colorectal cancer. Currently, additional ongoing 
trials are attempting to further elucidate the potential role of 
HIPEC in preventing peritoneal carcinomatosis among these 
patients. Until then, readers should be aware that less than 
properly designed studies, and biased allocation of patients, 
may actually misleadingly support and confirm the rather 
“logical” hypothesis. However, sometimes science proves 
us wrong and even the most plausible hypothesis is denied 
when proper control groups and adequate allocation methods 
are used. This is why the outcomes of well-designed ongo-
ing clinical trials are so important before we even consider 
changing clinical practice [1, 6].

Until new available data are provided from well-designed 
clinical trials, prophylactic HIPEC should not be routinely 
offered to high-risk colorectal cancer, even among patients 
willing to accept the financial burden associated with it.
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