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Non-therapeutic laparotomy exposes patients to unnec-

essary risk and is too common in the setting of colorectal

peritoneal metastases. The limits of cross-sectional imag-

ing are well known to peritoneal surgeons, and better

modalities are needed to diagnose and assess peritoneal

disease for treatment planning, be it cytoreductive surgery

(CRS) and heated intraperitoneal chemotherapy (HIPEC)

or systemic chemotherapy. Hentzen et al.1 review their

experience with diagnostic laparoscopy (DLS) as a selec-

tion tool for CRS during two periods in their practice. From

2006 to 2011 patients referred to their center for CRS had

an exploratory laparotomy and hence constitute the historic

control group (or cohort A). DLS was introduced in 2012

as a standard in the preoperative evaluation for CRS, and

patients referred between 2012 and 2019 are included in

cohort B. All patients were first assessed with a computed

tomography (CT) scan of the chest, abdomen, and pelvis,

and only those patients deemed to be candidates for CRS

had DLS. The rate of non-therapeutic laparotomy was

35.4% prior to the introduction of DLS, and decreased

significantly to 21% thereafter, although not all patients in

cohort B actually had DLS (68.5%). In patients who had

DLS, the rate of non-therapeutic laparotomy was only

17.6%. While this represents a significant improvement,

about 20% of patients still undergo a non-therapeutic

laparotomy. The most common reasons to abandon surgery

were a peritoneal cancer index (PCI)[ 20 and extent of

small bowel involvement. This is consistent with published

experience with laparoscopy,2,3 which finds that DLS

underestimates PCI, although the pelvis and right hemidi-

aphragm are most commonly underestimated. Visibility of

the abdomen during DLS was good for most patients (74%)

and the complication rate from DLS was low (3.5%). The

authors do not indicate if poor visibility was correlated

with non-therapeutic laparotomy. While the selection cri-

teria for DLS was candidacy for CRS with no exclusions

for prior surgery, in cohort B the most common reason for

not having DLS (66.6%) was recent laparotomy or

laparoscopy, such that DLS was redundant.

The authors suggest that DLS may be less important in

the future as imaging detection is improving. Some centers

prefer magnetic resonance imaging (MRI) to determine the

extent of disease, and high detection rates are described,4

but this is center- and radiologist-dependent, and MRI has

not been widely adopted. As imaging remains variable and

unsatisfactory, rates of DLS should probably increase in

this patient population. Many HIPEC centers, including our

own, now routinely perform DLS, not just to document the

extent of disease but also to screen patients at high risk for

peritoneal recurrence. The added value of DLS is the

subject of the COLOPEC II trial5 and can be inferred from

the high rate of recurrent disease identified in the PRO-

PHYLOCHIP trial,6 in which 52% of patients had

peritoneal disease at the time of second-look surgery.

Concerns regarding the safety of DLS in this patient pop-

ulation, given the high rate of prior surgery and the

potential risk of port-site metastases, have not been con-

firmed. Hentzen et al.1 as well as prior reports,2,3,7 find no

significant complications; therefore, avoiding the alterna-

tive of a non-therapeutic laparotomy is well worth the risk

of a DLS.
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In this study, the median survival of patients who had

CRS/HIPEC was 36.4 months.1 This prolonged survival is

similar to the 41-month median survival of patients in the

PRODIGE 7 trial reported at ASCO.8 In both studies,

patients are treated with a combination of systemic

chemotherapy and CRS/HIPEC. While there was no

overall survival benefit to the addition of 30 min of

hyperthermia with oxaliplatin, the PRODIGE 7 results

demonstrate prolonged survival with surgical management

of carcinomatosis. These results should be compared with

the median survival of 3.6 years after resection of liver

metastases,9 and a median survival of 12.7 months with

systemic chemotherapy alone for peritoneal disease.10 The

relevant trial questions today include selection criteria for

CRS/HIPEC, sequencing of systemic therapy and surgery,

and determining the role of intraperitoneal agents. The

question of systemic therapy versus CRS/HIPEC does not

align with current practice patterns and is unlikely to

accrue patients.11,12

Hentzen et al.1 describe several important trends in their

study. The patients in cohort B were older and more often

presented with metachronous disease, and only 18.6% of

patients had a PCI[ 20, compared with 45.5% in cohort

A. Taken together, this reflects a trend of increasing

acceptance of CRS/HIPEC as a treatment option for col-

orectal peritoneal metastases in The Netherlands, and

probably better patient selection preoperatively. This par-

allels the trend in the US, where there are now over 100

centers that offer HIPEC and over 1500 cases performed

annually (Ellis, SSO Regional Therapy Meeting 2019).

What is not paralleled in the US is the clinical trial expe-

rience. The Europeans have completed PRODIGE 7,

PROPHYLOCHIP, and COLOPEC, and COLOPEC II is

now open. HIPEC trials for ovarian cancer have also been

recently completed in The Netherlands13 and are open in

Spain (NCT02681432) and France (NCT03842982). The

Eastern Cooperative Oncology group now has a HIPEC

Working Group, but it remains difficult to get trials through

the hierarchy of committees. The enthusiasm for HIPEC

trials in the US is dampened by the poor accrual of

ACOSOG Z6091, which intended to randomize patients

with colon cancer and peritoneal metastases to systemic

chemotherapy versus CRS/HIPEC. This design was not

acceptable to patients or HIPEC surgeons as potential

surgical candidates could be randomized to systemic ther-

apy alone. The only prospective and multi-institutional

HIPEC trial completed in the US is the trial of oxaliplatin

versus mitomycin C in patients with appendiceal cancer14

led by Dr. Levine at Wake Forest. Nonetheless, the tide is

rising, and the upcoming publication of the Chicago Con-

sensus guidelines15 reflects a level of coordination of

HIPEC centers not previously seen in the US. With the

current number of HIPEC centers and invested surgeons,

coupled with better trial design, the US should be able to

open and complete clinical trials for patients with col-

orectal peritoneal metastases.
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