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Unilateral ovarian recurrence 5 years i

after hysterectomy for microinvasive squamous
cervical cancer stage IA1: a rare case report

Longxia Tong'? and Lin Wu'?*

Abstract

Background Ovarian metastasis or recurrence of cervical microinvasive squamous cell carcinoma (SCC) is very rare.
We report a case of unilateral ovarian recurrence 5 years after hysterectomy for the SCC stage IA1 without lymph
vascular space invasion (LVSI).

Case presentation A 49-year-old female patient suffered from a dull pain in the left lower abdomen for 3 months.
And five years ago, she received a laparoscopic hysterectomy for the treatment of stage IA1 (without LVSI) SCC of

the cervix. The level of squamous cell carcinoma antigen (SCC-Ag) in serum was significantly elevated (10.60 ng/

mL). Pelvic magnetic resonance imaging (MRI) revealed a left ovarian solid tumor measuring 5.5 X 3.9 5.6 cm with
heterogeneous enhancement. During laparotomy, the left ovarian tumor was measured about 5.0%x4.5x 3.0 cm and
seemed densely adherent to the posterior peritoneal wall, including the left ureter. The tumor and pelvic lymph node
were carefully removed. Postoperative anatomy revealed a solid mass with a greyish-white section. Postoperative
pathology showed recurrent moderately differentiated ovarian SCC with negative pelvic lymph nodes. Immunohis-
tochemistry showed that the tumor cells were positive for P16, P63, P40, and CK5/6 markers, and the positive rate of
Ki67 was about 80%.

Conclusions Ovary preservation is reasonable and appropriate in young patients with microinvasive SCC. Ovarian
recurrence is rare, but gynecological oncologists should not overlook its possibility. The serum SCC-Ag is an important
indicator for monitoring postoperative disease progression.
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Background

Previous studies have shown a good prognosis for micro-

invasive squamous cervical cancer [1]. The standard

treatment the National Comprehensive Cancer Network

recommends is a simple hysterectomy or cervical coniza-
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Province, No. 20, 3Rd Section, South Renmin Road, Chengdu 610041, (2]. Prlmary ovarian SCC is extremely rare. Most cases
China are caused by cystic teratoma malignancy, and very few

cases are caused by Brenner tumor or endometriosis. A
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review of the published literature revealed only one case
of ovarian SCC recurred 8 years after fertility-conserving
surgery for early microinvasive SCC [3]. This was the sec-
ond case of unilateral ovarian recurrence 5 years after a
hysterectomy for microinvasive squamous cervical can-
cer stage [A1.

Case presentation

A 49-year-old female patient suffered from a 3-month
history of dull pain in the left lower abdomen. And she
had laparoscopic hysterectomy for the microinvasive
SCC stage IA1 in 2018. Five years ago, the patient was
admitted to our hospital with postcoital vaginal bleeding.
The cervical biopsy pathology indicated grade III cervical
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Fig. 1 Microinvasive squamous cell carcinoma (SCC), with a maximal
depth of 1 mm (arrow pointing to focus of microinvasive front line)
(hematoxylin—eosin stain, original magnification, x 400)
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intraepithelial neoplasia (CIN III) with the involvement
of glands and human papillomavirus (HPV) type 16 DNA
positive. The cervical conical resection was performed.
The postoperative examination indicated extensive CIN
III with glandular involvement. The microscopic invasive
SCC (both width and depth less than 1 mm) was found
in the focal area, without lymph vascular space inva-
sion (LVSI) (Fig. 1). Because the patient had no fertility
requirement, laparoscopic total hysterectomy and bilat-
eral salpingectomy were performed, and no more severe
lesions were found on the postoperative pathological
examination.

The patient was followed up regularly after surgery,
and no abnormalities were found in cervical cytology,
HPV infection, and squamous cell carcinoma antigen
(SCC-Ag) during an annual review. Five years after sur-
gery, she complained of a 3-month history of dull pain
in the left lower abdomen. Physical examination showed
a palpable mass on the left side of the pelvic cavity, and
examination of the vulva, vagina, and vaginal stump was
normal. The cytology and HPV test results of vaginal
stump exfoliation were negative. The levels of the tumor
marker of SCC-Ag in serum showed marked elevation
(10.60 ng/mL), and the carbohydrate antigen 125 was
normal. The sonographic examination demonstrated a
left ovarian solid mass measuring 4.2x3.4% 3.6 cm. Pel-
vic MRI demonstrated a left ovarian solid tumor meas-
uring 5.5%3.9%5.6 cm with heterogeneous enhancement
(Fig. 2a and b), and increased left pelvic lymph nodes
were also demonstrated. The positron emission tomog-
raphy-computed tomography (PET-CT) did not reveal
the possibility of metastatic tumors or tumors derived
from other origins. Therefore, an exploratory laparot-
omy was performed. During laparotomy, a left ovarian

Fig. 2 Pelvic magnetic resonance imaging demonstrating a pelvic solid tumor with marked enhancement. On T1-weighted magnetic resonance
imaging, the tumor showed hypointensity. After administration of gadolinium-DTPA, the delayed phased image showed heterogenous tumor

enhancement (arrow indicates pelvic tumor)
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tumor measuring about 5.0 X4.5% 3.0 cm seemed densely
adherent to the posterior peritoneal wall, including
the left ureter, which was resected completely. Pel-
vic lymph nodes were suboptimal resection due to the
tumor adhering closely to the pelvic sidewall. Postopera-
tive anatomy revealed a solid mass with a greyish-white
section (Fig. 3). The right ovarian was resected, and
no abnormal appearance was observed. Postoperative
pathology showed moderately differentiated SCC with
negative pelvic lymph nodes (Fig. 4a). Immunohisto-
chemistry showed that the tumor cells were positive for
P16, P63, P40, and CK5/6 markers, and the positive rate
of Ki67 was about 80% (Fig. 4b-f). No endometriosis or
teratoma components were found. The possibility of pri-
mary ovarian SCC could not be completely ruled out;
however, the ovarian tumor was considered to be derived
from the microinvasive SCC of the cervix stage IAl
in combination with the patient’s medical history and

Fig. 3 Postoperative anatomy showed a solid mass with a
greyish-white section measuring about 5.0x4.5x 3.0 cm.3

Fig. 4 a Medium-grade SCC (hematoxylin—eosin stain,original magnification, x 100
were positive for the p16 marker (original magnification, x 100), ¢ Cells positive for the P63 marker (original magnification, x 100), d Cells positive
for the P40 marker (original magnification, x 100), e Cells positive for the CK5/6 marker (original magnification, x 100), f The positive rate of Ki67 was

about 80% (original magnification, x 100)
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immunohistochemical examination. Following surgery,
the serum SCC-Ag decreased to 3.8 ng/mL on postopera-
tive day 7. The patient was supplemented with radiother-
apy and chemotherapy after surgery, there was no sign of
tumor recurrence, and long-term follow up will be con-
ducted to observe the prognosis.

Discussion and conclusions

The OM of cervical cancer is rare. A recent systematic
review showed that the incidence of OM in stage IA to
IIB cervical carcinoma was 1.46% [4]. For patients with
microinvasive squamous cervical cancer without LVSI,
the standard treatment is a simple hysterectomy or cervi-
cal conization if there is no fertility requirement. Ovary
preservation is reasonable and appropriate in young
patients because oophorectomy seriously affects their
long-term quality of life and increases the risk of osteo-
porosis and cardiovascular diseases.

The recurrence rates of different stages of cervical
cancer were about 10% for FIGO Stage IB, 17% for IIA
stage, 23% for IIB stage, 42% for III stage and 74% for
IVA stage [5]. The recurrence rate for tumors<2 cm
has an estimated recurrence risk of only 1.2% while for
tumors larger than 2 cm the recurrence rate is as high as
21% [6, 7]. The symptoms of cervical cancer recurrence
are usually insidious, including recurrence of local pel-
vic disease, para-aortic lymph nodes, and distant recur-
rence. Previous studies reported that distant-only (DO)
recurrence was most common (59.5%), followed by com-
bined (21.5%), central (cervix or vaginal stump;10.7%),
and pelvic (pelvic lymph nodes or pelvic side wall; 8.3%)
recurrence [8]. There has been considerable controversy
regarding ovarian preservation in patients with cervical
adenocarcinoma. Current studies have shown that ovar-
ian preservation in young women with early-stage cervi-
cal AC might be safe [9]. Ovarian recurrence is extremely
rare for microinvasive squamous cervical cancer. A
review of the published literature revealed only one case
of ovarian SCC recurred 8 years after fertility-conserving
surgery for early microinvasive SCC with positive lym-
phovascular involvement [3]; this was the second case of
unilateral ovarian recurrence 5 years after hysterectomy
for the microinvasive squamous cervical cancer stage IA1
without LVSL

Follow-up visits should include a complete physical
examination, history, and pelvic rectal examination,
and necessary laboratory and imaging tests as indicated
by clinical symptoms. The serum SCC-Ag is consist-
ently associated with the recurrence and mortality of
newly diagnosed cervical cancer, and this marker can
be used to monitor disease progression in patients with
cervical cancer [10, 11]. The patient’s treatment history,
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recurrence/metastasis site, and lesion degree should be
comprehensively evaluated, combined with the general
condition of the patient. The organic combination of
multiple treatment modes, such as radical radiotherapy,
pelvic dissection, palliative chemotherapy, and targeted
therapy, should be given selectively. Patients with meta-
static recurrent cervical cancer have a poor prognosis
despite salvage therapy. The patient in the case reports
of Takao underwent debulking surgery and was treated
with adjuvant chemotherapy consisting of paclitaxel
and carboplatin, followed by radiotherapy, but the
patient showed progressive disease [3].

In conclusion, we reported a case of ovarian recur-
rence 5 years after hysterectomy for the microinvasive
SCC stage IA1 without LVSI. Our findings suggested
that although ovarian recurrence for the microinva-
sive SCC stage IA1 was rare, gynecological oncologists
should not overlook its possibility.

Abbreviations

SCC Squamous cell carcinoma

LvsI Lymph vascular space invasion
SCC-Ag Squamous cell carcinoma antigen
MRI Magnetic resonance imaging

oM Ovarian metastasis

CINII Cervical intraepithelial neoplasia
HPV Human papillomavirus

Acknowledgements
Not applicable.

Authors’ contributions

All authors read and approved the final manuscript. LXT reviewed the medical
record and wrote the manuscript. WL supervised the whole study, and revised
the manuscript for important intellectual content.

Funding
Not applicable.

Availability of data and materials
The data that support the findings of this study are available on reasonable
request from the corresponding author. The data are not publicly available
due to privacy or ethical restrictions.

Declarations

Ethics approval and consent to participate
The study was approved by the Research Committee of the West China Sec-
ond University Hospital, Sichuan University. Ethical Lot Number: 20220129.

Consent for publication
Written informed consent was obtained from the patient for publication of
this case report. A copy of the written consent is available for review.

Competing interests

The authors declare no conflict of interest.

Received: 26 August 2022 Accepted: 20 June 2023
Published online: 01 July 2023



Tong and Wu BMC Women'’s Health

(2023) 23:350

References

1.

Hartman CA, Teixeira JC, Barbosa SB, Figueiredo SM, Andrade LA, Bastos
JF. Analysis of Conservative Surgical Treatment and Prognosis of Micro-
invasive Squamous Cell Carcinoma of the Cervix Stage IA1: Results of
Follow-Up to 20 Years. Int J Gynecol Cancer. 2017,27(2):357-63.

Tewari KS, Sill MW, Long HJ Ill, et al. Improved survival with bevacizumab
in advanced cervical cancer. N Engl J Med. 2014,370:734-43.

Hidaka T, Nakashima A, Hasegawa T, Nomoto K, Ishizawa S, Tsuneyama K,
Takano'Y, Saito S. Ovarian Squamous Cell Carcinoma Which Metastasized
8 Years After Cervical Conization for Early Microinvasive Cervical Cancer: A
Case Report. Jon J Clin Oncol. 2011;41(6):807-10.

Fan Yu, Wang M-Y, Yi Mu, Mo S-P, Zheng A, Li J-K. Ovarian metastasis in
women with cervical carcinoma in stages IA to IIB A systematic review
and meta-analysis. Medicine (Baltimore). 2020;99(31): €21146.

Perez CA, Grigsby PW, Nene SM, Camel HM, Galakatos A, Kao MS, et al.
Effect of tumor size on the prognosis of carcinoma of the uterine cervix
treated with irradiation alone. Cancer. 1992;69:2796e806.

Marchiolé P, Buénerd A, Benchaib M, Nezhat K, Dargent D, Mathevet

P. Clinical significance of lympho vascular space involvement and

lymph node micrometastases in early-stage cervical cancer: a ret-
rospective case-control surgicopathological study. Gynecol Oncol.
2005,97(3):727e32.

Grisaru DA, Covens A, Franssen E, Chapman W, Shaw P, Colgan T, et al.
Histopathologic score predicts recurrence free survival after radical
surgery in patients with stage IA2-IB1-2 cervical carcinoma. Cancer.
2003;97(8):1904e8.

Kim TH, Kim MH, Kim BJ, Park SI, Ryu SY, Cho CK. Prognostic Importance
of the Site of Recurrence in Patients With Metastatic Recurrent Cervical
Cancer. Int J Radiat Oncol Biol Phys. 2017,98(5):1124-31.

Should ovaries be removed or not in early-stage cervical adenocarci-
noma: a multicenter retrospective study of 105 patients. Hu J, Jiao X, Yang
Z,CuiH, Guo H,Wu, Zhu L. J Obstet Gynaecol. 2017;37(8):1065-1069.
Charakorn C, Thadanipon K, Chaijindaratana S, Rattanasiri S, Numthavaj P,
Thakkinstian A. The association between serum squamous cell carcinoma
antigen and recurrence and survival of patients with cervical squamous
cell carcinoma: A systematic review and meta-analysis. Gynecol Oncol.
2018;150(1):190-200.

. Chung Chang,Jiabin Chen,Chi-Hsiang Huang,Wen-Ying Lee,Li-Chuan

Hsu,An Jen Chiang.Time-Dependent Squamous Cell Carcinoma Antigen
in Prediction of Relapse and Death of Patients With Cervical Cancer. J Low
Genit Tract Dis. 2020;24(1):38-42.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

Page 5 of 5

Ready to submit your research? Choose BMC and benefit from:

fast, convenient online submission

thorough peer review by experienced researchers in your field

rapid publication on acceptance

support for research data, including large and complex data types

gold Open Access which fosters wider collaboration and increased citations

maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions




	Unilateral ovarian recurrence 5 years after hysterectomy for microinvasive squamous cervical cancer stage IA1: a rare case report
	Abstract 
	Background 
	Case presentation 
	Conclusions 

	Background
	Case presentation
	Discussion and conclusions
	Acknowledgements
	References


