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Japan Society of Gynecologic Oncology (JSGO) recently revised its Ovarian Cancer Treatment Guidelines and the 4th edition will
be released next year. This Guidelines state that lymphadenectomy is essential to allow accurate assessment of the clinical stage
in early ovarian cancer, but there is no randomized controlled trial that shows any therapeutic efficacy of lymphadenectomy. In
patients with advanced stage tumors, lymphadenectomy should be considered if optimal debulking has been performed. | fully
agree with this recommendation of the JSGO and | would like to discuss the role of lymphadenectomy in the management of

ovarian cancer.
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LYMPHADENECTOMY FOR EARLY OVARIAN CANCER

In 1988, the International Federation of Gynecology and
Obstetrics (FIGO) published a surgical staging scheme for
ovarian cancer that included pelvic and para-aortic lymph
node sampling or lymphadenectomy. However, few studies
have shown any benefit of lymphadenectomy in patients
with early stage disease. Systematic lymphadenectomy
may increase surgical morbidity, although it is necessary for
accurate staging and has diagnostic value. Recently, Chan et
al. [1] conducted a large-scale, retrospective study to assess
the impact of lymphadenectomy on survival in patients with
clinical stage | ovarian cancer and suggested that lymphad-
enectomy significantly improved the survival of such patients.
In addition, a randomized study was conducted to investigate
the effect of systematic lymphadenectomy in patients with
pT1and pT2 ovarian cancer [2], which showed that systematic
lymphadenectomy had no influence on either progression-
free survival or overall survival. Tumor involvement of pelvic
lymph nodes has been reported to occur in 5%-14% of pa-
tients with pT1 disease and the para-aortic nodes are involved
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in 4%-12% (Table 1) [3-9]. Lymphatic spread of early stage
ovarian cancer upstages the patient to FIGO stage Ill, making
them appropriate candidates for adjuvant chemotherapy after
surgery. The accurate assessment of lymph node metastasis
and, therefore, accurate staging of the tumor may be the main
value of systematic lymphadenectomy. Also, when the initial
surgical staging is correct, patients with low-risk disease may
be spared from undergoing cytotoxic chemotherapy.

According to the data from the Japan Society of Obstetrics
and Gynecology tumor registry (2012), pelvic and para-aortic
node dissection are currently performed only for about 40%
of patients with early stage ovarian cancer in Japan. Surgical
treatment of ovarian cancer, including systematic lymphad-
enectomy, should be performed only at gynecologic oncology
specialized institutions in order to ensure accurate staging of
the tumor. | think that lymphadenectomy is essential to allow
accurate assessment of the tumor stage in all patients even
with clinically early stage ovarian cancer.

LYMPHADENECTOMY FOR ADVANCED STAGE OVARIAN CANCER:
COMPLETE DISSECTION VERSUS RESECTION OF BULKY NODES

Primary cytoreductive surgery (i.e., removal of as much
of the tumor as possible at the initial operation along with
resection of the bulky lymph nodes) has been an integral part
of the treatment of advanced stage ovarian cancer since it
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Table 1. Frequency of lymph node metastasis in pT1 disease according to the stage and site

. » Stage (%) Positive rate (%)
Author (year) No. of patients Positive rate (%)

la Ib Ic PLN PAN
Sakuragi et al. (2000) [3] 78 5.1 3.2 NA 6.4 0 5.1
Suzuki et al. (2000) [4] 47 10.6 5.6 NA 13.8 8.5 43
Cass et al. (2001) [5] 96 14.5 = NA NA 94 7.3
Takeshima et al. (2005) [6] 156 12.8 9.3 333 15.4 7.1 9.6
Harter et al. (2007) [7] 48 6.2 0 25.0 8.0 NA NA
Fournier et al. (2009) [8] 54 9.3 38 0 174 NA NA
Nomura et al. (2010) [9] 60 133 28.0 0 9.1 83 11.7
Mikami (Tokai Univ.) (2014) 89 123 4 50 17.6 10.1 6.7

PAN, para-aortic Lymph node; PLN, pelvic lymph node.

was reported that the size of postoperative residual tumor
is a significant prognostic factor. However, it is still unclear
whether systematic lymphadenectomy should be part of
maximal cytoreductive surgery and the therapeutic value
of systematic lymphadenectomy in women with advanced
stage ovarian cancer remains controversial. Retrospective
studies [10] have suggested that there is a clinically significant
improvement of survival after systematic lymphadenectomy
in patients undergoing cytoreductive surgery for advanced
stage disease, but no prospective studies have been reported.
Panici et al. [11] performed the first multicenter randomized
clinical trial, which showed that systematic lymphadenectomy
was associated with significant improvement of progression-
free survival, although overall survival was similar in the
systematic lymphadenectomy arm and the bulky nodes resec-
tion arm. In addition, a larger number of patients had lymph
node metastasis in the systematic lymphadenectomy arm
than in the bulky nodes arm and it was confirmed that lymph
node metastasis is a statistically significant prognostic factor
for survival. Furthermore, du Bois et al. [12] reported that the
data from three prospective randomized trials of platinum/
taxane-based chemotherapy for advanced stage ovarian
cancer revealed that lymphadenectomy might mainly benefit
patients who underwent complete intraperitoneal debulking
to treat advanced stage disease. However, this report needs
to be confirmed by the results of a prospective randomized
trial. In these three trials, 24.8% of patients without suspected
intraoperative lymph node involvement who underwent
pelvic and para-aortic lymphadenectomy were shown to have
histologically positive nodes, whereas the rate was 17.1% in
patients who received incomplete retroperitoneal lymphad-
enectomy. Almost one third of positive nodes are not clinically
detectable and may be missed by partial lymphadenectomy.
A prospective randomized trial in patients with advanced
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Fig. 1. Overall survival of patients with FIGO stage IlI-IV with residual
tumor <1 cm according to the performance of lymphadenectomy.

stage ovarian cancer that compares complete intraperitoneal
tumor resection with or without removal of suspicious lymph
nodes (Lion trial) has been started, and the results will prob-
ably shed new light on this important question. In our series,
patients with small residual tumor (<1 cm) who underwent
complete pelvic and para-aortic node dissection showed
better overall survival than those who underwent only pelvic
node dissection or those who did not undergo lymph node
resection (p<0.001) (Fig. 1).

| recommend that systematic pelvic and para-aortic lymph-
adenectomy should be performed in all the patients who are
likely to achieve optimal cytoreduction.
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