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Occult invasive cervical cancer, FIGO stage lll,
with a negative Pap smear test — clinical
presentation and brief review of the literature

Okultni invazivni karcinom délozniho Cipku, FIGO stadium il
s negativnim Pap stérem — klinicky obraz a strucny prehled literatury
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Summary: Occult cervical cancer is rare and is diagnosed incidentally after a simple hysterectomy. The staging upon histological examination
is usually International Federation of Gynecology and Obstetrics (FIGO) stage |, rarely higher with negative preoperative diagnostic tests such
as a Pap smear. The clinical case in question is a rare case of cervical carcinoma diagnosed at the time of hysterectomy with a negative exo-
endocervical Pap smear, diagnostic tests including transvaginal ultrasound, abdominal magnetic resonance imaging and abdominal computed
tomography with a diagnosis of degenerating myoma or suspected sarcoma. In the operating theatre, the surgical radicality was modified
and the operation was completed with removal of the parameters, vaginal collar and bilateral pelvic lymphadenectomy. The final histological
examination indicated FIGO stage llI, for which the patient underwent radiotherapy and chemotherapy.
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Souhrn: Okultni karcinom je vzacny a byva diagnostikovéan ndhodné po prosté hysterektomii. Pfi histologickém vysetieni je obyvkle zjisténo FIGO
(International Federation of Gynecology and Obstetrics) stadium |, vzacné vyssi s negativnimi predoperacnimi diagnostickymi testy, jako je napf.
Pap stér. Popisovany klinicky pfipad je vzacnym pfipadem karcinomu délozniho ¢ipku diagnostikovaného v dobe hysterektomie s negativnim
exo-endocervikalnim Pap stérem a diagnostickymi testy jako je transvagindlni ultrazvuk, magneticka rezonance bficha a vypocetni tomografie
bficha pfi diagnéze degenerujicitho myomu nebo suspektného karcinomu. Na operaénim séle doslo ke zméné radikality chirurgického zakroku
a operace byla dokoncena pti odstranéni obvyklych prvki a cervikalniho prstence a provedeni oboustranné panevni lymfadenektomie. Finalni
histologické vysetieni indikovalo FIGO stadium Ill, pro které pacientka podstoupila radioterapii a chemotherapii.
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Introduction

Occult invasive cervical cancer is diag-
nosed incidentally after a simple hyster-
ectomy [1]. The diagnosis of cervical le-
sions is made after a cytological sample

called a Pap smear. Patients with abnor-
mal Pap smears undergo a second level
of diagnosis, colposcopy, which involves
taking a targeted biopsy for histologi-
cal examination [2]. In some cases, there

are discrepancies between the cytologi-
cal and histological examination, hence
a review of the slides is carried out.
Cytological lesions correlate with his-
tological ones in the following per-
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Fig. 1. In this Pap smear, the superficial cells have pyknotic and small nuclei.
Atypia is absent. (HologicThinPrep, Papanicolaou stain).

Obr. 1.V tomto stéru mély povrchové buriky pyknoticka a mald jadra. Atypie neni
pfitomna. (ThinPrep, Hologic, barveni dle Papanicolaou).

centages: low-grade lesions are often
negative on further diagnostic inves-
tigation, for which atypical squamous
cells (ASCUS) are negative in 80-90%
of cases and low-grade squamous in-
tra-epithelial lesions (L-SIL) in 60-70% of
cases [3], with a very low risk of 0.2% of
the presence of invasive neoplasia and
a high risk of overtreatment [4,5]. Other
high-grade cytological lesions, such as
ASC-H-SIL, have an approximately 2%
chance of being an invasive/microinva-
sive carcinoma [6]. If the lesion is ade-
nocarcinoma of the glandular type, the
histological correlation with squamous
cell carcinoma is very high at around
54% [71].

Early-stage cervical cancer is usually
diagnosed by colposcopy-directed bio-
psy and/or endocervical curettage, but
some missed lesions need to be de-
tected by conization because they are
occult [8]. Treatment of invasive cervi-
cal cancer is influenced by the stage of
the disease, which is based on clinical
assessment. There is no standard treat-
ment for stage Ib-lla cervical cancer. Both

radical surgery and radical radiotherapy
have been shown to be equally effective,
but differ in terms of associated morbid-
ities and complications. There is much
conflicting published work on the treat-
ment of stage Ib-lla large cervical can-
cer including: primary surgery followed
by radio or postoperative radio/chemo-
therapy, and primary chemo-radiother-
apy followed by radical surgery. Treat-
ment decisions should be individualized
and based on multiple factors, including
disease stage, age, patient health status,
tumor-related factors, and treatment
preferences to achieve the best treat-
ment with minimal complications [9]. In-
vasive cervical cancer discovered after
simple hysterectomy remains a prob-
lem. Little is known about the best man-
agement of this group as there are no
relevant outcome studies.

Postoperative radiotherapy is a good
treatment for patients with cervical can-
cer who have undergone suboptimal
simple hysterectomy. Appropriate selec-
tion criteria for further surgery need to
be established.

In this article, we present a case of
occult cervical cancer, FIGO stage lll,
with a negative Pap smear test, includ-
ing both histopathological and imaging
diagnostics.

Case Presentation

A 46-year-old female patient undergoes
a check-up for pelvic pain. On examina-
tion, a voluminous formation was found
in the posterior fornix of the vagina with
involvement of the cervix. Upon exam-
ination with the speculum, the exocer-
vix was observed without macroscopic
lesions and the GSC was observed at
the endocervical level. A thin-layer Pap
smear was taken with the presence of
exocervical and endocervical material.
Microscopic analysis highlights the pres-
ence of numerous intermediate squa-
mous cells and some superficial cells
without atypia, hence the absence of
squamous intraepithelial lesions or signs
of malignancy (Fig. 1).

Upon evaluation with abdominal-pel-
vic ultrasound, a voluminous formation
of approximately 4.5cm was found in
the intramural cervical subserosa with
isthmic involvement. The described neo-
formation did not appear to involve the
cervical canal on ultrasound (Fig. 2). The
ultrasound appearance of the mass led
to a presumptive diagnosis of sarcoma.
Magnetic resonance imaging (MRI) of
the pelvis, after administration of gado-
linium-based minimum detectable con-
centration (MDC) demonstrated marked
enhancement of the lesion, while the
differential diagnosis between the de-
generating myoma and uterine sarcoma
remained challenging (Fig. 3).

Computed tomography (CT) was per-
formed with volumetric acquisition with
direct scans and during rapid adminis-
tration of intravenous iodinated MDC
in the arterial, venous and late phases.
There was non-homogeneous enlarge-
ment of the uterine portion of the cer-
vix with discrete hypodense dilatation
of the uterine lumen. There was a nor-
mal course of the ureters. No significant
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lumbo-aortic adenopathy was present
along the course of the ileo-pelvic ves-
sels. Ascites or peritoneal free-fluid was
absent. CT confirmed the cervical neo-
formation, with the lymph node stations
being negative (Fig. 4).

The patient underwent total hyster-
ectomy with removal of the vaginal col-

lar and simultaneous bilateral salpingec-
tomy with preservation of the ovaries.
During the operation, a lesion was ob-
served in the left parametrium, as if due
to infiltration, so it was decided to re-
move the parameters and the vaginal
collar and send the material in for his-
tological examination. The extempora-

Fig. 2. Axial view of abdominal-pelvic ultrasound showing the cervico-isthmic

neoformation on the left posterior wall.

Obr. 2. Axidlni pohled pfi ultrazvuku bficha a panve, ktery ukazuje cervikoistmicky

novotvar na levé zadni sténé.

Fig. 3. T2-weighted magnetic resonance imaging in the axial view, after admi-
nistration of gadolinium-based MDC, demonstrating marked enhancement of
the lesion.
Obr. 3.T2-vaZeny obraz magnetické rezonance v axialnim pohledu, po podani
minimalni detekovatelné davky kontrastni latky s gadoliniem, ktery svédci o
zfetelném zvétseni léze.

neous histological examination diag-
nosed a squamous cell carcinoma meas-
uring 4.5 cm. After a telephone consul-
tation with members of the gynecologi-
cal disease metabolic team, we proceed
with bilateral pelvic lymphadenectomy
as it is likely to be stage I1A2, which re-
quires radical abdominal hysterectomy
and bilateral systematic pelvic lymphad-
enectomy (level of evidence B).

The final histological examination
shows a macroscopic uterus witha 1.5cm
vaginal collar. The endometrium of the
left cervical wall and cervical canal were
deformed by a mural mass extending
longitudinally for approximately 4.5 cm
into the loose left paracervical tissue and
vagina. The cervical canal had a regular
surface. The cervix was prolapsed with
edematous lips. Microscopic squamous
cell carcinoma of the cervix (p40+ im-
munophenotype, GATA-3 negative) was
p16 positive with comedonecrosis, mod-

Een |

Fig. 4. Computed tomography in co-
ronal section of thoraco-abdominal
venous reconstruction after adminis-
tration of iodinated contrast medium
in the venous phase, for staging of
the disease and related lymph nodes.
Obr. 4. Vypocetni tomografie ve svis-
|[ém fezu thorakoabdominalni Zilni re-
konstrukce po podani jodové kon-
trastni latky v Zilni fazi pro staging
onemocnéni a pfilehlych lymfatickych
uzlin.
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Fig. 5. Histological examination showed no evidence of vascular and perineu-
ral invasion. Parameters and paracolpa with initial neoplasm involvement. Margins
of vaginal exeresis, parameters, anterior and posterior radial free from neoplasia,
even if close to it (margins less than 1 mm on the vaginal and radial margin). Pro-
liferative endometrium. Lymph nodes were removed bilaterally in the common
iliac, external and internal iliac, and obturator stations; among these, a right ob-
turator lymph node of approximately two centimeters in diameter was found to
be the site of metastasis (yellow arrow). TNM staging: pT2ab pN1a (AJCC 9), FIGO
stage IlICT (FIGO Cancer Report 2018).

Obr. 5. Histologické vysetieni neukazalo zadny dikaz vaskuldrni nebo perineu-
ralni invaze. Parametry a paracolpus s pocatecnim nadorovym postizenim. Okraje
vaginalni excize, parametry a pfednf i zadni radidla bez neoplazie, i kdyZ jsou ji blizko
(okraje na vaginalnim a radidlnim okraji < 1 mm). Prolifera¢ni endometrium. Lym-
fatické uzliny byly odstranény oboustranné na obvyklém misté ilea, vné i uvnitf, a na
misté obturace; mezi nimi byla na pravé strané nalezena lymfatickd uzlina o prdmeru
cca 2 cm, ktera byla metastatickym loZiskem (Zluta Sipka). TNM staging: pT2ab pN1a
(AJCC9), FIGO stadium IlIC1 (FIGO Cancer Report 2018).

erately differentiated (G2), and keratiniz-
ing (Fig. 5). The neoplasm involved the
cervix and entire cervical canal, with in-
filtration of the paracervical tissues and
vagina.

Discussion

There is no consensus in the scientific lit-
erature on the management of occult
carcinoma of the cervix. The reported
studies refer to carcinomas diagnosed
histologically after surgery and not dur-
ing surgery. The case presented is an oc-
cult carcinoma of considerable size diag-
nosed intraoperatively. Some studies
show that neoadjuvant chemotherapy
does not improve the long-term over-
all survival of overweight patients with
early cervical cancer compared with pri-
mary radical surgery [10]. A very impor-
tant surgical procedure in the treatment
of cervical cancer is parametrectomy. In
the case of occult cervical cancer found
after simple hysterectomy, radical para-
metrectomy with pelvic lymphadenec-
tomy using minimally invasive surgery
appears to be more effective than con-
current radiotherapy or chemoradio-
therapy, with acceptable minimal mor-
bidity observed [11]. In assessing the
safety and efficacy of radical parame-
trectomy and radiotherapy or concur-
rent chemoradiotherapy for patients
with occult invasive cervical cancer
found after simple hysterectomy, al-
though radical parametrectomy and ra-
diotherapy/concurrent chemoradiothe-
rapy have similar therapeutic efficacy,
the lower rate of late complications ob-
served with radical parametrectomy
makes it preferable to radiotherapy/con-
current chemoradiotherapy [12].

The anatomical finding of suspected
neoplastic infiltrations made it neces-
sary to change the surgical radicality,
from extrafascial hysterectomy to rad-
ical hysterectomy with removal of the
parameters. The surgical procedure was
favored by the preparation of the para-
rectal or posterior and paravesical or an-
terior oncological pits, which is always
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advisable to prepare, even if the opera-
tion is for a benign pathology. However,
radical parametrectomy has risks and
is not performed in early-stage cervical
cancer because the incidence of para-
metrial involvement is very low. Based
on these results, radical parametrectomy
could be avoided in patients with very
low risk parametrial involvement (tumor
size < 2cm, no lymphovascular space in-
vasion — LVSI, less than 50% stromal in-
vasion, negative lymph nodes) [13].

Some studies have evaluated the
morbidity and effectiveness of radi-
cal parametrectomy following extrafas-
cial hysterectomy in patients with occult
cervical cancer. Radical parametrectomy
was found to be an acceptable option
for patients diagnosed with occult cer-
vical cancer at the time of extrafascial
hysterectomy [14]. At the time of sur-
gery, an extemporaneous histological
examination was requested as there was
a high level of suspicion that it was a car-
cinoma of the cervix rather than a sar-
coma, and given the possibility that the
patient would have to be re-operated, it
was decided to look for the appropriate
intervention immediately. The literature
has reviewed patients with invasive cer-
vical cancer found during a simple hys-
terectomy who underwent radical para-
metrectomy and upper vaginectomy
with therapeutic lymphadenectomy;
these studies show a greater overall sur-
vival in patients who underwent radical
surgery [15].

The patient has undergone appro-
priate surgery with pelvic lymphad-
enectomy, as occult carcinomas must be
treated in the same way as carcinomas
diagnosed prior to hysterectomy [16].
The patient will undergo brachyther-
apy/radiotherapy and chemotherapy.
In fact, patients with occult invasive
cervical cancer discovered after a sim-
ple hysterectomy can be treated safely
and effectively with salvage radiother-
apy. In patients with no residual disease
and a negative resection margin, in-
tracavitary radiotherapy can be omit-

ted [17]. Concomitant chemoradiother-
apy is becoming a new standard in the
treatment of advanced disease as it has
been clearly shown to improve disease-
free status, progression-free status
and overall survival [8,18]. In addition,
a meta-analysis evaluated the oncolog-
ical outcomes of preoperative neoad-
juvant chemotherapy followed by radi-
cal surgery versus radical surgery alone
for the treatment of FIGO stage I-Il cer-
vical cancer. This meta-analysis showed
that surgery after neoadjuvant chemo-
therapy for FIGO stage I-Il cervical can-
cer and surgery alone had similar on-
cological outcomes [19]. Therefore,
neoadjuvant chemotherapy did not
improve long-term overall survival in
obese patients with early cervical can-
cer compared with primary radical
surgery [20].

The diagnosis of occult carcinoma of
the cervix after hysterectomy is rare, es-
pecially in FIGO stage lll. First-line treat-
ment is platinum-based chemoradio-
therapy and brachytherapy, but in this
case, hysterectomy was performed. Rad-
ical surgery is an option especially in
patients without negative risk factors:
combination of tumor size, LVSI and/or
depth of stromal invasion [16]. However,
the quality of surgery, whether parame-
trectomy or lymphadenectomy, is criti-
cal in the management of large tumors.
Therapeutic decisions, shared with the
multidisciplinary gynecological oncol-
ogy group, have been based on multiple
factors, including stage of disease, age,
medical conditions of the patient, fac-
tors related to the tumor and ongoing
intervention, in order to achieve bet-
ter treatment with minimal complica-
tions [9]. For these reasons, it is consid-
ered that an appropriate intervention
has been carried out in relation to the
clinical case, which must be followed by
radiotherapy/chemotherapy treatment.
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