
Editorial

Sentinel Lymph Node Biopsy for Cervical Cancer Patients – What’s It
Gonna Take?

Howmany times have you read a paper that concluded, “More stud-
ies are needed”? As a field, when do we stop writing “more studies are
needed” and start implementing the topic of study into our standard
practice? Sometimes it takes a “definitive” study or studies, such as
the adoption of sentinel nodes in the treatment of vulvar cancer [1,2].
Sometimes, even after completing what many would consider the de-
finitive studies, there is still widespread resistance to adoption, such
as the utilization of intraperitoneal chemotherapy in the treatment of
ovarian cancer [3]. And sometimes, we adopt procedures as standard
before the studies are even complete. An example of this scenario is
the widespread uptake of the laparoscopic approach in the surgical
treatment of endometrial and cervical cancers well ahead of completion
of the definitive clinical trials [4–6].

So, where dowe stand in the adoption of sentinel nodes in the treat-
ment of patients with early stage cervical cancer?Multiple single center
series have shown the procedure to be feasible, accurate, and safe. At
this October’s Annual Meeting of the International Gynecologic Cancer
Society, we presented our experience in 188 patients with early stage
cervical cancer who underwent sentinel lymph node biopsy followed
by complete pelvic lymphadenectomy and showed the procedure has
a sensitivity of 96.4% and aNPV of 99.3%. A recentmeta-analysis showed
a pooled sensitivity of 94% for the technique [7]. Furthermore, when
limiting the patient population to women with tumors b 4 cm in size
and no evidence of metastatic disease on preoperative imaging or intra-
operative assessment and who had bilateral sentinel nodes detected,
the negative predictive valuewas 99.92%. In other words, if the sentinel
nodes were negative in these patients, the risk of there being undetect-
ed nodal disease is only 0.08%. In the SENTICOL study, a large, prospec-
tive, multi-institutional study that performed sentinel lymph node
biopsy followed by complete pelvic lymphadenectomy in the treatment
of womenwith early stage cervical cancer, 23 of 25 patients with meta-
static disease to the pelvic lymph nodes had positive sentinel nodes [8].
In one of the 2 patients with a “false negative”, a metastatic node was
detected in a pelvis that did not map. Most today would not consider
that a true false negative as a non-mapping hemi-pelvis would typically
undergo a complete unilateral lymphadenectomy. These are but a few
examples of the published experience. Overall, the literature abounds
with studies revealing reassuring sensitivities and negative predictive
values for the procedure in safely managing patients with early stage
cervical cancer.

What is lacking is comparative survival data. In this month’s issue
Gynecologic Oncology, Lennox and Covens present a comparison of re-
currence free survivals for 1078 patients who under bilateral complete
pelvic lymphadenectomy and 110 patients who underwent sentinel
lymph node biopsy only as part of their definitive surgical treatment

for early stage cervical cancer. There was no difference in recurrence
free survival between the two groups with 2-year survivals of 97% and
95% for sentinel node biopsy only and complete lymphadenectomy, re-
spectively, and 5-year survivals of 93% and 92%. On multivariate analy-
sis, there was no difference in the hazard ratio for recurrence between
the two approaches. As expected, there were significantly higher
intra- and immediate post-operative complications in the complete
lymphadenectomy group. Long-term morbidities were not reported
but we know from sentinel lymph node studies in every site that we
can expect a significant reduction in lymphedema when employing
the technique.

So, what’s it going to take to adopt the procedure as standard into
our practices? Lennox and Covens estimate that a well-designed pro-
spective, phase III, randomized study comparing the two approaches
for survival (complete pelvic lymphadenectomy vs. sentinel lymph
node only) would require 1400 patients. In today’s environment of de-
creasing cervical cancer incidence (thankfully) and decreasing research
funding (not so thankfully), a study of this sizewill never be completed.
But dowe need such a study?Wewere comfortable adopting the senti-
nel node technique in vulvar cancer without such a randomized study
(GOG 173 was a validation study while the GROINSS-V study was a sin-
gle arm, prospective, observational study [1,2]).

So, is it time to routinely perform lymphatic mapping and sentinel
lymph node biopsy only in our patientswith early stage cervical cancer?
Lennox and Covens would argue the time to adopt is long past as they
have been performing the procedure alone since 2008. Certainly there
are others who have also adopted the procedure alone as routine in
their practice but these surgeons are the very small minority. I also be-
lieve that the time has come to collectively adopt the routine use of lym-
phatic mapping and sentinel lymph node biopsy into our everyday
treatment ofwomenwith early stage cervical cancer (although admittedly
we are just now beginning to implement sentinel node biopsy only in
our center).

Incorporation of the technique into practice will take time and plan-
ning. Some advice for setting yourself up for success. First, there is a
steep learning curvewith the technique. I would recommend consulting
with other gynecologic oncologists in your center who are proficient in
the technique. If there are no other gynecologic oncologists in your hos-
pital who are facile with the procedures, ask breast or melanoma sur-
geons you know to help you. Many of us learned directly from
observing and talking with them. Online videos and live courses are
also recommended to help augment your education. Before moving to
sentinel lymph biopsy node only, perform lymphatic mapping and sen-
tinel lymph node biopsy followed by complete pelvic lymphadenecto-
my in at least 15-20 patients to hone your skills and convince yourself
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that you do not see any false negative sentinel nodes. These practice
cases can be performed in women with cervical or endometrial cancer
as the mapping techniques and concepts are similar. Appropriate pa-
tient selection is another very important consideration. Patients should
have stage ≤ stage IB1 disease with no evidence of metastatic disease to
lymph nodes on preoperative imaging or intraoperative assessment.
Large tumors are difficult to inject and do not map well and nodes re-
placed with tumor often do not take upmapping substances. Intraoper-
atively, if you are unable to identify a sentinel node in a hemi-pelvis, you
are obligated to perform a complete lymphadenectomy in that hemi-
pelvis. Finally, meet with your pathologist to discuss ultrastaging and
iummunohistochemistry protocols that you must adopt to identify
small volume diseased in sentinel nodes. They are likely familiar with
these pathologic processing approaches from their care of patients
with breast cancer and melanoma.

Change will come slowly and many will question whether this is
best for patients. In reality surgeons often are resistant to adopt new
techniques and technologies not because of concerns for patients but
rather over their own concerns of learning and implementing novel ap-
proaches to therapies. Remember the early adoption of the minimally
invasive approach to endometrial cancer was abandoned by many gy-
necologic oncologists as too difficult and complex to perform. However,
surgeons actively learned how to master the approach and technology
innovated easier ways to do so. Can you imagine not offering your pa-
tients with early stage endometrial cancer a minimally invasive ap-
proach today? With patience and time, the same will happen with
application of lymphatic mapping and sentinel node biopsy for
women with early stage cervical cancer. More studies are not needed.
Action is now what our patients need.
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