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► See the article “Prognostic factors and treatment outcomes in surgically-staged non-invasive uter-
ine clear cell carcinoma: a Turkish Gynecologic Oncology Group study” in volume 28, e49.

Uterine clear cell carcinoma (UCCC) is an uncommon and aggressive type II endometrial 
tumor that constitutes only 1%–6% of all endometrial carcinomas [1]. In 1976, its poor 
prognosis compared to endometrioid endometrial carcinoma was reported in a series of 21 
cases by Kurman and Scully [2]. More recently, the International Federation of Gynecology 
and Obstetrics (FIGO) Annual Report 2006 indicated that the 5-year overall survival (OS) 
rate for UCCC was significantly lower than that for endometrioid carcinoma (62.5% vs. 
83.2%) [3]. It is plausible that this difference in survival is related to the propensity of UCCC 
to spread to the uterus. For example, in a multi-institute review of patients with UCCC and 
no gross evidence of extrauterine disease, it was shown that 52% (39/69) had their disease 
upstaged at the time of surgery [4]. Similarly, Nguyen et al. [5] revealed that 46% (59/129) 
of patients with clinical stage I UCCC had extrauterine spread. These reports support the 
argument that UCCC can spread early, including to the lymph nodes and omentum.

Using the Surveillance, Epidemiology, and End Results (SEER) registry, the incidence of 
retroperitoneal lymph node involvement has been evaluated to identify the risk factors for 
lymphatic spread in patients with uterine papillary serous carcinoma (UPSC) and UCCC after 
complete surgical staging and lymph node dissection [6]. In this study, 29.0% (282/972) of 
patients had positive lymph nodes, of which 54.3% and 45.7% had pelvis-only lymph node 
involvement and para-aortic lymph node involvement, respectively. According to the FIGO 
1988 criteria, the incidence of lymph node metastasis in early stage UCCC was 9.3% for stage 
IA disease, 12.8% for stage IB disease, and 39.2% for stage IC disease, and a lower 5-year OS 
rate was observed in patients with positive lymph nodes. These results suggest a potential 
role for therapy targeting lymph nodes in these patients.

Occult metastases of the omentum have been reported in patients with endometrial cancer 
that is grossly limited to the uterus [7]. Saygili et al. [8] found that 6% (6/97) of patients 
with clinical stage I endometrial carcinoma had omental metastasis. Of the 5 patients with 
UCCC included in their study, 2 (40%) had omental metastasis. By contrast, Thomas et al. [4] 
reported the absence of omental metastasis in a series of 99 patients with UCCC, although 
omentectomy was performed in 39 patients. In December 2014, a multidisciplinary meeting 
was held by the European Society for Medical Oncology (ESMO), European Society for 
Radiotherapy & Oncology (ESTRO), and European Society of Gynaecological Oncology 
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(ESGO). Entitled “Consensus Conference on Endometrial Cancer,” the outcome of discussion 
recommended that omentectomy should be employed for uterine serous carcinoma, but 
that it was not mandatory for UCCC or uterine carcinosarcoma [9]. Therefore, it is of debate 
whether omentectomy is a part of staging surgery in patients with UCCC.

In this issue of the Journal of Gynecologic Oncology, Sarı et al. [10] report the results of a 
multicenter, retrospective, departmental database review of patients with UCCC. The 
authors investigated the oncologic outcomes of patients surgically staged as having non-
invasive UCCC (UCCC with no myometrial invasion) to assess the prognosis of those 
patients and the role of adjuvant therapy among them. In total, 7,495 women with uterine 
corpus cancer treated between 1997 and 2016 at 8 Gynecologic Oncology Centers were 
identified. Of these, 232 (3.1%) patients had pathologically confirmed UCCC (64 had 
non-invasive UCCC). Finally, 53 patients with non-invasive UCCC with complete surgical 
staging were included in the study. They found that 12 patients (22.6%) were upstaged at 
surgical assessment, with 5 patients upstaged to isolated omental metastasis and 3 patients 
upstaged to lymph node involvement. The 5-year disease-free survival (DFS) rate for patients 
who had extrauterine disease was significantly lower than that for those with no extrauterine 
disease (31.3% vs. 95.7%), and multivariate analysis revealed that positive peritoneal 
cytology and extrauterine disease were independent risk factors for DFS. Among a group 
of 41 patients who had disease limited to the endometrium, they found no significant 
difference in DFS between patients with and without adjuvant therapy. Therefore, the 
authors conclude that comprehensive surgical staging, including omentectomy, should be 
the standard of care for women with UCCC, regardless of the depth of myometrial invasion. 
In addition, they argue that observation might be a reasonable option when disease is truly 
confined to the endometrium alone.

Consistent with their study, the Society of Gynecologic Oncology (SGO) reviewed patients 
with UCCC subtype and recommended complete surgical staging, including omentectomy, 
for these patients [1]. Furthermore, the National Comprehensive Cancer Network (NCCN) 
guidelines regard all non-endometrial carcinoma subtypes, including UCCC, as being 
high risk, and therefore, recommends omentectomy as part of staging surgery [11]. 
Omentectomy is also recommended in the ESMO clinical practice guidelines and the Japan 
Society of Gynecologic Oncology (JSGO) guidelines 2013 for the treatment of uterine body 
neoplasms [12]. Therefore, the findings of Sarı et al. [10] could support the evidences of 
these clinical guidelines for the surgical management of UCCC.

Existing guidelines also recommend adjuvant treatments for early stage IA UCCC, though 
they also suggest that observation can be valid for these patients if there is no myometrial 
invasion [11,12]. In a retrospective review, a total of 77 patients with stage IA uterine serous 
carcinoma (USC) and UCCC were identified [13]. In that review, recurrence was observed in 
only 1 of 26 patients with tumors without myometrial invasion who received observation 
alone after surgery. Kim et al. [14] also reported that adjuvant radiation therapy had no 
influence on OS for patients with stage IA UCCC without myometrial invasion.

In summary, although the retrospective study by Sarı et al. [10] was the lack of comprehensive 
central pathology, their results highlight that extrauterine disease may occur in the absence 
of myometrial invasion in patients with UCCC and that the omentum appears to be the most 
common site of metastasis in these patients. Thus, total hysterectomy, bilateral salpingo-
oophorectomy, pelvic and para-aortic lymphadenectomy, omentectomy, and peritoneal 
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biopsies could be justified when treating of UCCC, regardless of the depth of myometrial 
invasion. However, further study is needed to clarify the need for adjuvant treatment in 
patients with non-invasive UCCC.

REFERENCES

 1. Olawaiye AB, Boruta DM 2nd. Management of women with clear cell endometrial cancer: a Society of 
Gynecologic Oncology (SGO) review. Gynecol Oncol 2009;113:277-83. 
PUBMED | CROSSREF

 2. Kurman RJ, Scully RE. Clear cell carcinoma of the endometrium: an analysis of 21 cases. Cancer 
1976;37:872-82. 
PUBMED | CROSSREF

 3. Creasman WT, Odicino F, Maisonneuve P, Quinn MA, Beller U, Benedet JL, et al. Carcinoma of the corpus 
uteri. FIGO 26th Annual Report on the Results of Treatment in Gynecological Cancer. Int J Gynaecol 
Obstet 2006;95 Suppl 1:S105-43. 
PUBMED | CROSSREF

 4. Thomas M, Mariani A, Wright JD, Madarek EO, Powell MA, Mutch DG, et al. Surgical management and 
adjuvant therapy for patients with uterine clear cell carcinoma: a multi-institutional review. Gynecol 
Oncol 2008;108:293-7. 
PUBMED | CROSSREF

 5. Nguyen JM, Bouchard-Fortier G, Bernardini MQ, Atenafu EG, Han G, Vicus D, et al. Uterine clear cell 
carcinoma: does adjuvant chemotherapy improve outcomes? Int J Gynecol Cancer 2017;27:69-76. 
PUBMED | CROSSREF

 6. Mattes MD, Lee JC, Metzger DJ, Ashamalla H, Katsoulakis E. The incidence of pelvic and para-aortic 
lymph node metastasis in uterine papillary serous and clear cell carcinoma according to the SEER 
registry. J Gynecol Oncol 2015;26:19-24. 
PUBMED | CROSSREF

 7. Marino BD, Burke TW, Tornos C, Chuang L, Mitchell MF, Tortolero-Luna G, et al. Staging laparotomy for 
endometrial carcinoma: assessment of peritoneal spread. Gynecol Oncol 1995;56:34-8. 
PUBMED | CROSSREF

 8. Saygili U, Kavaz S, Altunyurt S, Uslu T, Koyuncuoglu M, Erten O. Omentectomy, peritoneal biopsy and 
appendectomy in patients with clinical stage I endometrial carcinoma. Int J Gynecol Cancer 2001;11:471-4. 
PUBMED | CROSSREF

 9. Colombo N, Creutzberg C, Amant F, Bosse T, González-Martín A, Ledermann J, et al. ESMO-ESGO-
ESTRO Consensus Conference on Endometrial Cancer: diagnosis, treatment and follow-up. Ann Oncol 
2016;27:16-41. 
PUBMED | CROSSREF

 10. Sarı ME, Meydanli MM, Türkmen O, Cömert GK, Turan AT, Karalök A, et al. Prognostic factors and 
treatment outcomes in surgically-staged non-invasive uterine clear cell carcinoma: a Turkish Gynecologic 
Oncology Group study. J Gynecol Oncol. Forthcoming 2017. 
CROSSREF

 11. National Comprehensive Cancer Network (US). NCCN Clinical Practice Guidelines in Oncology. Uterine 
neoplasms, version 2. 2017. Fort Washington, PA: National Comprehensive Cancer Network; 2017.

 12. Ebina Y, Katabuchi H, Mikami M, Nagase S, Yaegashi N, Udagawa Y, et al. Japan Society of Gynecologic 
Oncology guidelines 2013 for the treatment of uterine body neoplasms. Int J Clin Oncol 2016;21:419-34. 
PUBMED | CROSSREF

 13. Velker V, D'Souza D, Prefontaine M, McGee J, Leung E. Role of adjuvant therapy for stage IA serous and 
clear cell uterine cancer: is observation a valid strategy? Int J Gynecol Cancer 2016;26:491-6. 
PUBMED | CROSSREF

 14. Kim A, Schreiber D, Rineer J, Choi K, Rotman M. Impact of adjuvant external-beam radiation therapy in 
early-stage uterine papillary serous and clear cell carcinoma. Int J Radiat Oncol Biol Phys 2011;81:e639-44. 
PUBMED | CROSSREF

3/3https://ejgo.org https://doi.org/10.3802/jgo.2017.28.e55

Surgery for uterine clear cell carcinoma

http://www.ncbi.nlm.nih.gov/pubmed/19251307
https://doi.org/10.1016/j.ygyno.2009.02.003
http://www.ncbi.nlm.nih.gov/pubmed/943228
https://doi.org/10.1002/1097-0142(197602)37:2%3C872::AID-CNCR2820370236%3E3.0.CO;2-L
http://www.ncbi.nlm.nih.gov/pubmed/17161155
https://doi.org/10.1016/S0020-7292(06)60031-3
http://www.ncbi.nlm.nih.gov/pubmed/18096208
https://doi.org/10.1016/j.ygyno.2007.11.008
http://www.ncbi.nlm.nih.gov/pubmed/27668398
https://doi.org/10.1097/IGC.0000000000000839
http://www.ncbi.nlm.nih.gov/pubmed/25310855
https://doi.org/10.3802/jgo.2015.26.1.19
http://www.ncbi.nlm.nih.gov/pubmed/7821845
https://doi.org/10.1006/gyno.1995.1006
http://www.ncbi.nlm.nih.gov/pubmed/11906551
https://doi.org/10.1046/j.1525-1438.2001.01065.x
http://www.ncbi.nlm.nih.gov/pubmed/26634381
https://doi.org/10.1093/annonc/mdv484
https://doi.org/10.3802/jgo.2017.28.e49
http://www.ncbi.nlm.nih.gov/pubmed/27116188
https://doi.org/10.1007/s10147-016-0981-1
http://www.ncbi.nlm.nih.gov/pubmed/26825823
https://doi.org/10.1097/IGC.0000000000000643
http://www.ncbi.nlm.nih.gov/pubmed/21507584
https://doi.org/10.1016/j.ijrobp.2011.01.053

	Surgical management of non-invasive uterine clear cell carcinoma
	REFERENCES




