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Editorial

Is prior conization the way forward to
determine surgical approach? The answer is

not so simple!

Dimitrious Nasioudis,' Pedro T Ramirez®

The publication of the LACC (Laparoscopic Approach
to Cervical Cancer) trial,' demonstrating worse
disease-free and overall survival in patients under-
going minimally invasive radical hysterectomy, led
to a change in practice recommendations with open
radical hysterectomy as the new standard of care.?
Similarly, a number of studies have shown a signifi-
cant decrease in the rate of minimally invasive radical
hysterectomy in the USA since the publication of the
LACC trial.> * Hypotheses for the inferior outcomes
with minimally invasive surgery include tumor
contamination, use of a uterine manipulator, and/or
increased tumor dissemination and implantation as a
result of pneumoperitoneum. Data from retrospective
studies suggest that the absence of a gross cervical
lesion, omission of a uterine manipulator, and perfor-
mance of vaginal protective maneuvers could poten-
tially mitigate the increased risk of relapse observed
with minimally invasive radical hysterectomy.>”’

In this issue, Chacon et al® report on a sub-analysis
of the SUCCOR study examining the effect of cervical
conization prior to radical hysterectomy in patients with
International Federation of Gynecology and Obstet-
rics (FIGO) 2009 stage IB1 cervical cancer. Authors
performed propensity score matching in an attempt
to minimize potential bias and adjust for differences
in adjuvant treatment and risk factors such as pres-
ence of nodal metastases, depth of stromal invasion,
and lymphovascular invasion. The authors reported
that cervical conization was associated with a 65%
reduction in the risk of relapse and a 75% reduction
in the risk of death. Based on exploratory subgroup
analyses, differences in oncologic outcomes were
mainly driven by patients who underwent minimally
invasive radical hysterectomy. These results are in
accordance with prior smaller retrospective studies
demonstrating better oncologic outcomes for patients
who previously underwent conization.’

The authors of the SUCCOR study should be
applauded for bringing together 126 participating
institutions to answer clinically relevant questions.
While these results are thought provoking, there are
significant inherent limitations, as acknowledged
by the authors. First, final tumor size determination

following conization may be challenging and was not
standardized. It has been previously demonstrated
that measurement of tumor size in patients with
cervical cancer is prone to significant discrepancies,
considering that there is a lack of agreement among
pathologist as to how to determine tumor size when
patients have had a conization, and that residual
disease is subsequently found in the hysterectomy
specimen.”® "' This is also compounded by certain
scenarios that hamper consistency in the definition
of tumor size. These include the presence of multi-
focal disease on the cervix, use of tumor ‘dimension’
versus ‘diameter’, or validity of imaging versus phys-
ical examination, particularly when there is discrep-
ancy between these. One should also note that in
the current study by Chacon et al® overall tumor
size appeared to be larger in the non-conization
group (median 19 vs 12 mm). Even among patients
with tumors <2 cm, differences in tumor size (1.8 vs
0.5 cm) could account for the observed difference
in relapse rates. This difference in tumor size when
comparing groups should be highlighted and is an
important point that is often missed in discussions. It
is not uncommon that in studies that propose coniza-
tion is associated with lower risks of recurrence,
tumor size is generally larger in the group that did not
undergo conization—thus raising the point that it is
not surprising that in the group where no conization
was performed, the recurrence rates were expectedly
higher.

Other notable factors to be considered are the
fact that in nearly 50% of patients in both groups in
this study,® the procedure was performed by mini-
mally invasive surgery and colpoprotective maneu-
vers were performed in 18.7% of patients in both
groups (conization vs no conization). This highlights
a point of caution in how these results are interpreted
as these findings may certainly impact oncologic
outcomes overall. In addition, as the authors of the
current study recognize, there was no evaluation of
patients with stage IB1 disease based on microscopic
disease versus gross tumor on cervical specimen. Is it
possible that patients who underwent conization had
by default smaller, potentially clinically occult tumors?
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In other words, was performance of a conization procedure a surro-
gate marker of less aggressive biologic behavior?

Furthermore, it is unclear what the indications of the coniza-
tion procedures were; this is particularly relevant as 80.7% of
patients had residual disease in the final hysterectomy spec-
imen, thus leaving readers wondering as to whether conizations
were performed on gross visible tumor. Similarly, the decision on
the approach to surgery (open vs minimally invasive) is not well
documented. Lastly, when considering recurrence rates or disease-
free survival as a primary objective of any study, standardization of
surveillance techniques is extremely important and, in this study,
it was not specified as to whether recurrences were detected by
physical examination, imaging studies, or by pathologic diagnosis.

Some might argue that an ideal strategy moving forward is to
design a prospective randomized trial comparing open and mini-
mally invasive surgery in patients who have undergone prior
conization. There are several items to consider that may taper that
enthusiasm. First, when evaluating patients in the LACC trial’ who
had tumors <2 cm, the recurrence rate in the open surgery group
was 0.7% and in the minimally invasive group was 3.3%—thus
highlighting the fact that in order to detect a difference in recur-
rence rates in these two approaches in this patient population, the
number of patients would need to be exceedingly high. Additionally,
given the results of the recently published ConCerv trial'? demon-
strating the safety of conservative management in patients with
low-risk cervical cancer, it is doubtful that in the future patients
with tumors <2 cm will even require a radical hysterectomy.

It should be highlighted that this is not a study aiming to answer
the question as to whether performing a conization ultimately
equates to safety of a minimally invasive surgical approach. That
is not the question explored in this study and should not be misin-
terpreted as such. It should also be highlighted that current guide-
lines do not support the performance of conization in the setting
of grossly invasive cervical cancer to reduce tumor burden and
thus proceed with a minimally invasive approach. As the authors
suggest, results of the present study should be cautiously inter-
preted. Open radical hysterectomy remains the current standard
of care for all patients with cervical cancer, and minimally invasive
techniques, even following conization, should only be considered
in the context of research studies. Two ongoing randomized trials
are currently recruiting patients,™ ' and until their results are
published, data derived from retrospective studies should only be
regarded as hypothesis generating.
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