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Summary

Despite the efficacy of chemotherapy and radiotherapy in the management of locally advanced cervical carcinoma, the overall survival
rates are relatively inauspicious. We recount a case involving a 56-year-old stage IVA cervical cancer patient who underwent neoadjuvant
chemotherapy, a type V radical hysterectomy and adjuvant chemoradiation in April 2006. The patient remained in clinical remission for
five years until she developed a metastatic pulmonary nodule in her right middle lobe that originated from the primary cervical cancer.
Thereafter, the patient was diagnosed with a right metastatic cardiophrenic nodule that responded favorably to chemotherapy. However,
in August 2014, she presented with a metastatic posterior cranial fossa tumor from which she ultimately expired; interestingly, radiologic
imaging revealed no evidence of an abdominopelvic recurrence. While a radical hysterectomy is often indicated for advanced cervical
cancer patients with residual disease or those who fail chemoradiation, perhaps in select cases (e.g., stage IVA disease), initial treatment
with neoadjuvant chemotherapy and surgery followed by chemoradiation may improve patient survival.
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Introduction

There were 13,240 patients in the United States who
were diagnosed with cervical cancer in 2018, 4,170 of
whom will eventually succumb to their disease [1]. Despite
the reasonably favorable cure rates for patients with early-
stage disease, the prognosis for stage [IVA cervical cancer is
inauspicious, with reported 5-year survival rates approach-
ing 16% [2].

Pelvic radiation therapy, single agent or combina-
tion platinum-based chemotherapy [3,4] and brachyther-
apy have eventuated in more beneficial outcomes for lo-
cally advanced cervical cancer compared to neoadjuvant
therapy and radical hysterectomy. The former regimen is
considered the standard treatment for this disease [5] al-
though surgery following neoadjuvant chemoradiation has
reportedly further accorded encouraging outcomes in pa-
tients with advanced-stage cervical cancer [6-9].

Patients diagnosed with stage IVA cervical cancer have
disease involving proximal organs in the pelvis (e.g., the
rectum and bladder) [10]. They are characterized as inop-
erable and despite currently recommended treatment, the
long-term clinical outcomes are discouraging [11, 12]. Al-
ternatively, in select patients wherein the tumor is amenable
to surgical resection [13, 14], performing an extended radi-
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cal hysterectomy for stage IVA disease may be a reasonable
consideration. Herein, we describe the long-term history of
a stage IVA cervical cancer patient who was initially man-
aged with neoadjuvant chemotherapy, radical hysterectomy
and adjuvant chemoradiation.

Case Report

A 56-year-old, nulligravid woman with an unremarkable
medical history originally presented to our gynecologic on-
cology service with metrorrhagia and a hematocrit 0f33.7%
in April 2006. Following a dilatation and curettage, pathol-
ogy revealed a grade 3 squamous cell carcinoma. Subse-
quently, a CT scan of the chest, abdomen and pelvis exhib-
ited a locally confined, 7 cm cervical tumor that infiltrated
the superior portion of the vagina (Figure 1). A cystoscopy
revealed the presence of bladder invasion; moreover, she
was also found to have moderate left hydronephrosis and
hydroureter, with decreased left renal perfusion.

The patient completed 3 cycles of paclitaxel (175
mg/m?) and carboplatin (AUC 5) in June 2006, which re-
duced the tumor size to 4 cm in diameter although there
was persistent vaginal involvement. In July 2006, the pa-
tient underwent a laparotomy, type V radical hysterectomy
[13] with upper vaginectomy, including an en bloc resec-
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Figure 1. — April 2006 CT scan of the pelvis.
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Figure 2. — October 2011 CT scan of the chest.

tion involving the base of the bladder and distal portion
of a double left ureter, double left ureteral neocystotomy
with placement of two left ureteral stents, intentional ante-

rior cystotomy with placement of a right ureteral stent, and
bilateral pelvic and para-aortic lymphadenectomy. There
were no significant intraoperative complications and esti-
mated blood loss was 400 mL.

There was gross tumor residuum measuring 4.5 x 3.0 x
1.0 cm involving the bladder mucosa; the surgical margins
and resected nodes were negative. In consideration of the
bladder involvement, final pathology revealed a poorly dif-
ferentiated, squamous cell, stage IVA cervical carcinoma.

In September 2006, the patient commenced with 3 cycles
of weekly cisplatin (30 mg/m?) chemotherapy, 50.4 Gy of
pelvic radiotherapy and 14 Gy to the bladder, to which the
disease responded favorably. In October 2009, the patient
experienced chronic pain and was admitted to the Operating
Room, whereupon she underwent a laparoscopic lysis of ad-
hesions; there was neither evidence of a bowel obstruction
nor tumor recurrence.

The patient remained disease free until October 2011,
wherein a CT scan of the chest revealed a pulmonary nod-
ule in her right middle lobe (Figure 2). A CT-guided biopsy
of the lung lesion confirmed squamous cell carcinoma. In
December 2011, the patient underwent a right middle lobe
lobectomy. Pathology from the lesion corroborated inva-
sive squamous cell carcinoma, consistent with her cervical
primary. The patient subsequently underwent surveillance.

In December 2012, a right cardiophrenic mass was iden-
tified via a core biopsy, which revealed moderately dif-
ferentiated squamous cell carcinoma and focal necrosis;
there was no evidence of recurrent abdominal or pelvic can-
cer. The patient was administered 6 cycles of paclitaxel
(175 mg/m?) and carboplatin (AUC 6) in January 2013,
followed by 6 cycles of paclitaxel (135 mg/m?) mainte-
nance chemotherapy. In December 2013, the chemotherapy
was changed to bevacizumab (10 mg/kg) every 3 weeks, of
which she received 6 cycles. However, in August 2014, the
patient was diagnosed with a large, posterior cranial fossa
tumor (Figures 3a and 3b) and underwent a craniotomy;
pathology revealed metastatic, poorly differentiated squa-
mous cell carcinoma. The imaging findings were negative
for an abdominopelvic recurrence. The patient remained in
clinical remission for eight years following her initial diag-
nosis but ultimately, she died from the neurologic disease
in October 2014.

Discussions

Since locally advanced cervical cancer is potentially dif-
ficult to manage, clinicians have endeavored to maximize
disease control and improve patient survival. Unfortu-
nately, the relapse rates, especially for FIGO stage IVA cer-
vical cancer, following chemoradiation are high, and pa-
tient 5-year overall survival rates are discouraging [2].

Recently, clinical management for advanced cervi-
cal cancer has also included targeted therapy, intensity-
modulated radiotherapy, dose-dense chemotherapy and
minimally invasive surgery [15-17]. However, despite
the advances in chemotherapy and radiotherapy, random-
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Figure 3. — August 2014 MRI axial (Figure 3A) and coronal (Figure 3B) T1-weighted scan displaying the posterior cranial fossa lesion.

ized trials have not demonstrated their superiority over
surgery and chemotherapy [18]; thus, if indicated, the role
of surgery for stage IVA cervical carcinoma should be con-
sidered a viable option in patients for whom the tumor is
amenable to surgical resection [13, 14].

In the present case study, we recount the long-term his-
tory of a stage IVA cervical cancer patient who presented
with a large, 7 cm cervical tumor that included bladder in-
vasion. Following neoadjuvant chemotherapy, an extended
radical hysterectomy and chemoradiation, the patient’s dis-
ease remained in clinical remission for over 5 years. Since
the initial results described in locally advanced cervical
cancer trials [19], the utility of a radical hysterectomy has
been impugned, primarily because of unimproved patient
survival rates and the elevated incidence of post-operative
bowel and bladder morbidity [20]. Instead, a radical hys-
terectomy is often reserved for those patients who have
residual disease or fail chemoradiation, although this proce-
dure does not appear to improve survival outcomes [14, 21];
one study indicated that there was only a 3% survival ben-
efit from a radical hysterectomy for patients with relapsed
III-TVA disease [14].

In this case study, the stage IVA cervical cancer patient
was managed with carboplatin, paclitaxel and bevacizumab
to address her disease recurrence although we recognize
that paclitaxel and cisplatin are the standard of care [22]
although we recognize that paclitaxel and cisplatin are the
standard of care [23]. We also treated the patient with pacli-
taxel maintenance therapy to further prolong the response
[24]. Nevertheless, there is cumulative toxicity inherent in
chemoradiation, namely bowel necrosis, myelosuppression
and neurotoxicity [25], the latter of which was potentially
mitigated by the reduced dose of paclitaxel [26].

Prior studies employing neoadjuvant chemotherapy and
radical hysterectomy have documented 5-year OS rates of
90.8%, 72.6%, and 52.5% for FIGO stage 1B2-1IA, 1IB,
and 11, respectively [27]; since current 5-year survival rates
for stage IVA cervical carcinoma are nearly 16% [2], per-
haps neoadjuvant chemotherapy and radical hysterectomy
should be further evaluated in the management of this dis-
ease.

When considering stage IVA cervical cancer, surgically
addressing rectal involvement is theoretically easier than
bladder invasion. Specifically, posterior stage IVA patients
can be treated with a primary posterior exenteration and low
rectal reanastomosis, on which we previously reported with
a stage IIIB cervical carcinoma patient who remained in
clinical remission for eight years [28]. However, a pelvic
exenteration is associated with high morbidity and mortal-
ity rates [29].

We acknowledge that the inclusion of a radical hysterec-
tomy in first line treatment of locally advanced cervical car-
cinoma is not considered standard of care. We also recog-
nize that the patient’s beneficial outcome may have been
attributed to chemoradiation alone (i.e., the surgery’s im-
pact on survival may have been inconsequential) or a fa-
vorable tumor biology. Nevertheless, surgery after neoad-
juvant therapy for advanced cervical cancer potentially re-
sults in acceptable morbidity and facilitates a pathological
response, which may also improve disease free survival [6,
7]

Despite the NCCN guidelines for managing locally
advanced cervical carcinoma, one may conjecture that
initially resecting aggressive cervical carcinoma lesions
wherein the prognosis is very unfavorable (e.g., stage IVA
disease) potentially confers improved patient outcomes.
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Additional study incorporating the impact of an extended
radical hysterectomy into standard therapy for highly se-
lected stage IIB, IIIB and IVA cancers on survival is war-
ranted.
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