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Abstract

Adenocarcinoma and adenosquamous carcinoma (AS) are 2 rare histological types of cervix
uteri cancer constituting almost 20% of all cervix cancers, leading to a lack in patient manage-
ment guidelines. We report the case of a 32-year-old woman with an oligometastatic cervix
AS for which a multimodal treatment approach was used. Despite the patient’s bad prognosis,
a complete response was achieved, which further resulted in excellent local control and pro-
longed survival. This case report serves the purpose of encouraging multidisciplinary team
work and out-of-the-box thinking that should result in an individualized treatment for rare

cancer su btypes. © 2020 The Author(s).
Published by S. Karger AG, Basel

Introduction

Cytological screening and human papillomavirus vaccination resulted in a marked
decline in cervix carcinoma incidence and mortality rates worldwide in the past decade
[1]. Following stage, young age has proved to be one of the most important prognostic
factors in cervical cancer [2]. However, this decrease has been shown to be mainly attrib-
utable to a decrease in squamous cell carcinoma (SCC), resulting in an increase in the inci-
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Fig. 1. PET-CT scan result.

dence of less frequent subtypes of cervical cancer, such as adenocarcinoma (AC) and
adenosquamous subtypes. With an increase in AC rates among cervical cancer patients,
more literature data appeared focusing on this histological subtype [3-5]. This led to the
conclusion that cervix uteri AC and SCC are completely different in epidemiology, prog-
nostic factors, patterns of failure and treatment response following treatment; therefore,
currently new treatment strategies adapted to AC cervix cancer subtype are explored [3].
Considering all this and the fact that epidemiological data suggest that the median survival
time for metastatic cervix cancer patients is only 8-13 months, mainly due to the lack of
standard treatment [6, 7], we report the case of an adenosquamous carcinoma (AS) of the
cervix in a young patient.

Case Report/Case Presentation

Wepresentthe case ofa32-year-old female withno oncological family history, nonsmoker,
nonalcoholic, who was referred to our hospital due to vaginal bleeding, pelvic pain, and dispa-
reunia. At the presentation interview, we found out that the patient’s menarche had started
at10years ofage, she had 2 children, both born by cesarean section ather request, no abortion
history, with dysmenorrhea and metrorrhagia that had developed in the last 8 months. The
patient presented at the clinical exam with an European Cooperative Oncology Group (ECOG)
performance status of 1, normal body mass index, afebrile, without skin pallor. The pelvic
examination revealed signs of recent bleeding (intravaginal blood clots) and a tumoral mass
totally encompassing the cervix uteri and extending in both parametria and in the upper third
of the posterior vaginal wall. No enlarged lymph nodes or signs of rectal invasion were iden-
tified by clinical exam. The pathology result confirmed the diagnosis of AS (Fig. 1). Positron
emission tomography/computed tomography (PET-CT) showed a focus of high 18F-fluoro-
deoxyglucose uptake in the patient’s cervix uteri tumor, which was extending in both para-
metria, in the pelvic and lomboaortic lymph nodes, and in the left lung hilum. The patient
underwent thoracic surgery with bronchoscopy and CT-guided pulmonary hilum tumor
biopsy. The immunohistochemistry result confirmed the lymphatic adenosquamous cell
metastasis diagnosis, resulting in a IVB stage. Serological tumor markers were evaluated indi-
cating 3-5 times increased values for SCC, CA125, CEA, and CA15.3.
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Fig. 2. VMAT treatment plan isodose line for 95% prescribed dose (PTV45.9-colour washed blue, PTV54-
colour washed orange).

Fig. 3. SBRT treatment plan dose distribution.

Volume-modulated arc-therapy (VMAT) has been administered in 27 fractions up to a
total dose of 45.9 Gy delivered to the pelvic and lomboaortic lymph nodes and up to 54 Gy
delivered to the primary tumor using a simultaneous integrated boost (SIB) technique. Radi-
ation dose distribution in the target volumes and its relationship with the organs of risk is
presented in Figure 2. Following VMAT, intracavitary brachytherapy was delivered in 3
sessions up to a total dose of 21 Gy using a 7-Gy fractionation schedule. Three cycles of
concurrent chemotherapy with paclitaxel and carboplatin were administered during radio-
therapy and brachytherapy, starting on day 1 of radiotherapy.

At the 2-month follow-up imaging, tumor and lymph nodes shrinkage was observed,
except for the stable left hilum lymphatic metastasis. Imaging data were correlated with
tumor marker normalization; therefore, the patient was referred for surgical evaluation.
Radical hysterectomy with 18 pelvic and lomboaortic lymph node excision was performed.
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After immunohistochemistry, residual disease was identified in the cervix uteri and in 1 of
the pelvic lymph nodes.

The patient underwent another 4 cycles of chemotherapy with paclitaxel and carbo-
platin. During chemotherapy, stereotactic body radiotherapy (SBRT) up to a total dose of 40
Gy using a 10-Gy/fraction schedule was administered to the left lung hilum adenopathy as
presented in Figure 3.

At postchemoradiotherapy follow-up, no signs of tumoral mass or abnormal tumoral
markers were identified. Imaging and biochemical tests were stable at the latest follow-up,
31 months following the last treatment. Referring to treatment side effects, despite the aggres-
siveness of the treatment schedule, no genitourinary, gastrointestinal, hematologic, or respi-
ratory toxicity was reported.

Discussion

The majority of the epidemiological survival data currently available confirm that the
histological type is an important prognostic factor for cervix cancer patients [8], AC subtypes
carrying a worse prognosis compared to SCC, with more than 10% difference in 5-year overall
survival rates [1, 9]. Other significant survival prognostic factors for cervix AC have been
identified to be FIGO stage and lymph node status. Initially, Baalbergen et al. [10] demon-
strated that for a stage II FIGO status, as our patient has been clinically staged, 5-year overall
survival rates are 37%. However, current literature data [10, 11] suggest that positive lymph
nodes decrease survival rates close to 10%. Based on previous data, we expect lower than
10% survival rates for patients in the metastatic stage, such as our patient. Also, referring to
the pattern of dissemination, a number of studies [10-13] demonstrated higher rates of
distant metastasis for AC histology, with an additional increased risk for AS subtypes [12, 13].
One striking difference between currently reported literature data and our case report is the
metastatic site. Current literature data suggest that cervix uteri AS/AC are associated with
higher rates of ascites, abdominal carcinomatosis, and para-aortic and supraclavicular spread
[5,9, 14]. However, our patient presented with a biopsy-proven left pulmonary hilum metas-
tasis.

Due to a lack of tumor specificity, usually, serum tumoral markers are not evaluated
in cervix uteri cancer. However, after a literature review [15, 16], we observed that the
initially increased tumor marker (CEA, CA125) values we found are usually correlated
with the AC histological type. Usually, SCC tumor marker has been linked to the SCC histo-
logical cervix cancer type. We consider that this increase in both AC and SCC subtypes-
specific tumor markers in our patient is due to the AS histological type. Also particular to
our case is the increase in CA15.3 tumor marker, which is usually associated with breast
cancer.

Regarding radiotherapy response of cervix uteri AC/AS and local tumor control, the
GOGI92 study update [17] suggested that the addition of radiation to the treatment schedule
is more effective for patients with this histology compared to SCC types in terms of local
control and recurrence rates. Prolonging cervix cancer treatment time beyond 56 days proved
to be associated with lower locoregional control and overall survival rates; therefore, the use
of SIB treatment delivery is recommended in cases where a radiation boost in scheduled [18].
This was the situation for our patient, available data suggesting that for locally advanced
disease total dose escalation is necessary.

Brachytherapy was administered using a tandem and ovoid applicator. Previously
published studies [19, 20] reported a high influence of uterine position on healthy surrounding
tissues regarding radiation exposure and also that initial uterine orientation can change
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following external beam radiotherapy. Therefore, and in accordance with current literature
recommendations [21], CT-based image-guided brachytherapy was used for our patient in
order to obtain a safe and controlled administration of the prescribed radiation dose.

In oligometastatic settings, SBRT represents a pertinent treatment option for the meta-
static site, current literature data suggesting that it can replace classic surgical excision in
multiple cases, especially due to low toxicity rates and comparable survival outcomes [22].
Also, for our patient, due to the metastatic site in the lung hilum, SBRT was considered the
most suitable treatment approach.

The addition of surgery in the treatment of cervix uteri AC/AS is another difference
compared to SCC histology, for which in most stages the curative approach consists of chemo-
radiotherapy. Certain literature data suggest that in some tumor types (e.g., breast cancer,
colorectal) removal of the primary in a patient who has stable metastatic disease may
improve prognosis and survival [23]. A study form Landoni et al. [24] confirmed the benefits
to overall survival and local control by the addition of surgery to radiotherapy in AC/AS
cervix uteri patients. However, given the rarity of these tumors, this approach is still
debatable.

Despite the lack of data regarding response to different chemotherapy regimens of AC/
AS cervix cancer in the metastatic stage, the results are encouraging regarding overall
response rates with certain chemotherapy drugs. Platinum-based chemotherapy regimens
remain the mainstay of the systemic treatment independent of the histological type. Existing
literature data [1, 25, 26] suggest that for the non-SCC types taxanes should be added to the
chemotherapy regimen. Also, the same data suggest that chemotherapy should be continued
in the adjuvant setting in order to decrease distant relapse rates in these patients. For our
patient, carboplatin was preferred to cisplatin considering nephrotoxicity side effect, for
which there was an increased risk due to lomboaortic lymph nodes irradiation. The chemo-
therapy regimen increased radiotherapy bone marrow toxicity risk; therefore, pelvic and
lumbar bone marrow were contoured as an organ at risk and dose constraints were used
according to the current literature [27] during treatment planning.

Conclusion

As for any metastatic cancer, also for AC and AS of the cervix uteri the aim of the treatment
should be to decrease distant failure and local relapse rates. Based on patient performance
and hematologic status, current case reportresults recommend the use of taxane and platinum
chemotherapy regimens concurrent with radiotherapy for metastatic AC and AS of the cervix
uteri. In case of tumor complete/partial response or stable disease, curative surgery should
be performed. Following curative treatment, it is recommended to add adjuvant chemo-
therapy regimens to the treatment schedule. Regarding oligometastatic disease, considering
current progress in radiotherapy delivery, our opinion is that surgical excision should be
replaced by SBRT of the metastatic site.

Statement of Ethics
All procedures followed have been performed in accordance with the ethical standards
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