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Cervical cancer is the second most commonly diagnosed cancer among women in less developed countries with the
incidence of about half million new cases and a quarter million deaths worldwide. Croatian cervical cancer epidemiological
data lie in the European average and reflect current social characteristics of the society. Important key is that about 40% of
targeted population do not respond to the national strategies proposed for prevention and early detection of cervical cancer.
Traditional, well established Croatian preventive programs provide appropriate ground to detect preinvasive and early
stages of cervical cancer, which should be regularly updated and refreshed with new discoveries and modern guidelines.
Special strategies to motivate and encourage women to use preventive measures should be created and aggressively
advertised in all aspects of social life. The objective of this review is to compare several current international guidelines for
diagnosis and treatment of cervical cancer, and to present the homogenized management of these patients.
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INTRODUCTION other possible epidemiological risk factors associated

with cervical cancer (3). Squamous cell carcinoma ac-

In 2014, cervical cancer accounted for about 3% of all counts for approximately 80% and adenocarcinoma for
malignancies in Croatia, representing a major public approximately 20% of all cervical cancers (4). Globally,
health problem with estimated 310 new cervical in- about 80% of women experience HPV infection during
traepithelial neoplasia (CIN III) cases and 307 new life span, but the infection has a subclinical course in

cervical cancer cases annually. In the same year, there
were 130 cervical cancer related deaths, placing Croatia
in the middle of the European five-year relative surviv-
al rate (1) . The average European survival rate shows
sustainable geographic variations due to remarkable
differences in the prevalence of human papillomavi-

about 75% of infected women (5). The peak incidence
of HPV infection in young women is observed between
age 20 and 25. In 80% of previously infected women,
after one year the virus cannot be detected with biomo-
lecular tests available (6) (Table 1).

rus (HPV) infection, and availability of screening and Table 1.

HPV vaccination among European countries (2). The Biomolecular tests for HPV detection
connection of HPV chronic infection with develop-

ment of cervical cancer is well documented. History Test name Methodology HPV type

of smoking, parity, oral contraceptive use, early age Hybrid HPV DNA- 13 high-risk viral types and
at onset of sexual activity, numerous sexual partners, capture test hybridization additional 5 low-risk types
history (?f sexually transmltFeq disease, certain a.utoun— Cobas 4800 test DNA-PCR 14 hlgh-rltsk types 02 (I;IPV,d s$20|al
mune diseases, and chronic immunosuppression are accent on types 16 an
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Persistent HPV infection presents a ground for de-
velopment of cervical cancer. After discovery of the
HPV role in cervical cancer oncogenesis, emphasis
was put on systematic prevention. Active immuniza-
tion is performed with vaccines consisting of several
types of dead viruses prepared by biotechnology in
order to prevent HPV infection and subsequent deve-
lopment of genital condylomas and cervical neoplasia
(2) (Table 2).

Table 2.
HPV vaccination modalities
Vaccine HPV types Vaccination schedule
Cervarix 16,18 0, 1, 6 months i.m.

9-14 years: 0, 4-5 months (if
. second dose delayed after 5
Gardasi 6,11,16.and 18 months, 3 dose mandatory)
Older than 15: 0, 2, 6 months
9-14 years: 0, 4-5 months (if
Gardasil 9 6,11,16,18,31,33, | second dose delayed after 5
46, 52, 58 months, 3" dose mandatory)
Older than 15: 0, 2, 6 months

Current approach is to vaccinate children of both
sexes to achieve the best immunity status prior to the
onset of sexual maturity (7). The Croatian national
cervical cancer screening program offers Papanico-
laou (PAP) cervical smears each three years. However,
recent statistics show that in Croatia only about 40%
of targeted population are really covered with the pro-
gram, responding to the proposed screening recom-
mendations, which affects national statistics (8). On
the other hand, it is also clear that PAP smear alone
has important limitations due to its rather low sensiti-
vity (about 51%). Its accuracy can be affected by errors
in sampling (proper sampling from transformational
zone), subjectivity of the cytologist interpretation of
the smear, effect of fatigue, and objective technical
appropriateness of the smear (9). Adding HPV-DNA
typing besides PAP smear improves the accuracy up
to 70%, making it highly recommendable, especially
in women with epidemiological risks, mainly those
older than 30 years (10). Abnormal cervical cytology
mandates further evaluation following the protocol
presented in Figure 1.

Abnormal cytology
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Fig. 1. Management flow chart of cervical intraepithelial neoplasia — CIN I-111.
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Cervical cancer accounts for about 30% of gyneco-
logic malignancies, holding the third position after
endometrial and ovarian cancer. It is the second most
common cancer in young women (25-29 age group),
just after breast cancer (8). The apparent rising trend
in the incidence of cervical cancer in this age group is
of high importance. Although it is observed that cer-
vical cancer in younger women has better prognosis
and better survival indices (10), it remarkably affe-
cts the quality of life and eventual fertility wishes of
the patient. Special concern is paid to the treatment
of cervical neoplasia in pregnancy. Numerous obste-
tricians still have doubts regarding accurate strategy
of pregnancy management and treatment of cervical
malignancies when conjoined. The increasing trends
of cervical cancer incidence in younger women of
generative age warrant clear and reasonable rules for
the management of cervical pathology in reproductive
age and in pregnancy. Besides classic guidelines for the
management of cervical cancer, we have also presen-
ted a segment of fertility sparing therapy (11), which
enables safe preservation of fertility and successful fa-
mily planning in selected patients.

Vaccination

The anti-HPV vaccination is usually provided by pu-
blic health services for children aged 9-14 with two do-
ses five months apart. If the second dose is applied after
five months, the third dose must be administered. Af-
ter the age 15, three doses are necessary, administered
according to the following schedule: at 0, 2 and 6 mon-
ths apart (12). The vaccination is recommendable for
all women, especially younger population. It has been
observed that the cumulative risk of fresh HPV infe-
ction declines with advancing age. In women above 45
years, the risk is about 15% (13). The vaccine was origi-
nally designed for girls. However, recently, it has been
demonstrated that achievement of HPV immunity in
communities which vaccinate both boys and girls leads
to remarkable drop in the incidence of cervical cancer,
and shows its maximal effects three years after vacci-
nation (14). Permanent HPV infection in unvaccinated
young men presents a threat of horizontal spread of the
infection. Furthermore, sexual contact with infected
partner carries the risk of re-infection for the women
who have already been treated due to HPV-related pat-
hology. After cervical conization, the gynecologist sho-
uld offer HPV vaccination. In vaccinated patients, the
risk of recurrent disease in the next ten years declines
by 80% (15). Pregnancy and existing CIN both present
contraindications for HPV vaccination.

Cervical intraepithelial neoplasia in pregnancy

The prevalence of suspicious smears in pregnancy is
2%-5%. The incidence of CIN in pregnant women

does not differ from the one in non-pregnant age-mat-
ched population and ranges between 0.2% and 0.4%
(16). Invasive cervical cancer in pregnancy appears in
0.01%-0.05% of cases. Pregnancy does not enhance
progression of cervical dysplasia (8). All inconclusive
and suspicious cytologic smears in pregnancy require
colposcopy and targeted biopsy. Generally, biopsy can
be performed throughout pregnancy, but the most su-
itable period for it falls between the 16" and 20" week
of pregnancy. Endocervical curettage is contraindica-
ted throughout pregnancy. Clinical and colposcopic
follow-ups should be repeated each 8 weeks up to 36™
week of pregnancy. Histologic re-evaluation should be
performed in any suspicion of the progress (17).

If dysplasia is histologically confirmed and cervical
cancer excluded, surgical procedure should be delayed
until postpartum. Still, due to the high incidence of
complications and increased mortality rate in every
case with potential malignancy that cannot be ex-
cluded by histology (or in overt histologic evidence of
microinvasive cancer), it must be individually decided
if the intervention can be postponed until delivery.

Cervical intraepithelial neoplasia presents no contra-
indication for spontaneous vaginal delivery. In pa-
tients with cervical cancer in pregnancy;, it is advised
to terminate pregnancy by cesarean section. Puerpe-
rae with CIN diagnosed during pregnancy should be
re-evaluated 6-8 weeks after delivery; cytologic sme-
ars, colposcopy and repeated biopsy should be per-
formed. Remission of HPV infection after delivery is
experienced by 25%-70% of patients (16).

Diagnostics of cervical cancer

In these patients, meticulous social history should be
retrieved, and patient independence status, occupati-
on and care should be clarified. It is important to de-
termine duration of the disease and identify contact
person or legal guardian of the patient (if present). The
patient should be informed in detail about the disease
and therapeutic options (surgical procedures, coniza-
tion). The issues of partnership and sexuality should
be discussed in detail. Gynecologic history should
provide all the necessary data regarding patient repro-
duction, menarche, menopause, pregnancies, delive-
ries, lactation, contraception, conception wishes, and
history of regular/irregular vaginal bleeding. Previous
morbidities should be discussed with special reference
to the history of radiotherapy or/and other concomi-
tant neoplasia. In a previously irradiated patient, effort
should be made to retrieve the irradiation plan per-
formed. Patients with previous surgical interventions
should be asked when and why was the last abdominal
surgical procedure. Thorough insight into the previo-
us operative and histology reports is mandatory. It is
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important to determine the status of HPV infection
and vaccination. The presence of herpes simplex vi-
rus (HSV), human immunodeficiency virus (HIV),
chlamydial adnexitis, and condylomas must be deter-
mined (18). Detailed history of medication and possi-
ble allergies should be obtained as well. Description
of patient symptoms should be in the center of our
interest, as follows: When pain, bleeding, micturiti-
on appeared? For how long does it last? Is there any
pattern?

The information regarding previous check-ups should
be gathered, as follows: regular PAP smear? When was
the last one? HPV-DNA typing? Biopsy/histology? It is
of utmost importance to retrieve cytology and histo-
logy results from the referring physician (16). Abbre-
viations of the often used terms are listed in Table Su-
pplement 1.

Table - Supplement 1.
Acronyms and abbreviations

AChRT adjuvant chemoradiotherapy

ARH abdominal radical hysterectomy

ART adjuvant radiotherapy

BRT brachytherapy

CBC complete blood count

CCIP cervical cancer in pregnancy

CCRT concurrent chemoradiotherapy

ChT chemotherapy

CIN cervical intraepithelial neoplasia

CKC cold knife conization

CRS conventional radical surgery

CS cesarean section

CT computed tomography

DVT deep venous thrombosis

EBRT external beam radiotherapy

ESGO European Society of GynaecologicalOncology
ESMO European Society of Medical Oncology

ESP European Society of Pathology

ESTRO European Society of Radiotherapy and Oncology
EVGF epithelial vascular growth factor

FIGO Fédération internationale de gynecologie et d’obstétrique

FSS fertility sparing surgery

FST fertility sparing treatment

GIT gastrointestinal tract

HDR high-dose rate

HE hysterectomy

H&E hematoxylin and eosin

HIV human immunodeficiency viru

HPV human papillomavirus

HSV herpes simplex virus

ICG indocyanine green

IGABT image guided adaptive brachytherapy
IGRT image guided radiotherapy

IMRT intensity modulated radiotherapy
LACC locally advanced cervical cancer
LARVH laparoscopic-assisted radical vaginal hysterectomy
LDR low-dose rate

LEEP loop electrosurgical excision procedure
LH laparoscopic hysterectomy

LLETZ large loop excision of the transformation zone
LN lymph node

LN+ positive lymph nodes

LND lymph node dissection

LVSI lymphovascular space involvement
MDR medium-dose rate

MRI magnetic resonance imaging

NAChT neoadjuvant chemotherapy

NART neoadjuvant radiotherapy

0S overall survival

0T ovarian transposition

PAP Papanicolaou smear

PALN para-aortic lymph node

PALND para-aortic lymph node dissection

PET positron emission tomography

PET-CT positron emission tomography-computed tomography
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PLN pelvic lymph node

PLND pelvic lymph node dissection
pPROM preterm spontaneous rupture of membranes
PROM premature rupture of membranes
RH radical hysterectomy

RT radiation therapy

SCC squamous cell carcinoma

SH simple hysterectomy

SLN sentinel lymph node

SLNB sentinel lymph node biopsy
SLND sentinel lymph node dissection

Tru-cut (core cut)

capture of high-quality biopsy tissue samples with
minimal trauma to the patient

Examination

Examination of a patient with suspicion of cervical
cancer should follow these steps (19):

general health assessment

laboratory analyses: complete blood count
(CBCQ), liver and renal tests

gynecologic examination: bimanual, rectovagi-
nal left and right pelvic examination

axillary, supraclavicular and inguinal lymph
node check-up

differential colposcopy with histologic exami-
nation of targeted biopsy samples

sonography: vaginal (sonomorphology of the
cervix) + abdominal (parametria, kidneys)
radiography: thoracic x-ray or thorax compu-
ted tomography (CT) scan with upper thora-
cic aperture (scalene lymph nodes) for higher
Federation Internationale de Gynecologie et
d’Obstetrique (FIGO) stages

abdominal magnetic resonance imaging (MRI)
or CT scan, pelvic MRI

if symptoms are present, skeletal scintigraphy
and x-ray should be added

examination in anesthesia
cystoscopy/rectoscopy (in suspicion of blad-
der/bowel extension), possibly hysteroscopy
with abrasion or biopsy

in selected cases, positron emission tomograp-
hy-computed tomography (PET CT) scan (sus-
picion of locally advanced and spread disease)
HIV test

A combination of these clinical and radiological re-
sults leads to final clinical diagnosis and FIGO stage of
cervical cancer (Table 3).

Table 3.

T-classification and FIGO staging (2018)

T

FIGO

Definition
category | stage
1) / Primary tumor cannot be assessed
T0 / No evidence for primary tumor
T | Cervical carcinoma strictly confined to the uterus
(extension to corpus should be disregarded)
Invasive carcinoma that can be diagnosed only by
microscopy, with maximum depth of invasion less than
Tla IA 5.0 mm measured from the base of the epithelium:
horizontal spread, vascular space involvement, venous
or lymphatic, does not affect classification
Tat IA1 Measured stromal invasion <3.0 mm
T1a2 A2 Measured stromal invasion of more than 3.0 mm and
not more than 5.0 mm
Clinically visible invasive lesion confined to the cervix
or microscopic lesion greater than T1a2/IA2. Includes
Tib 1B . o ) )
all macroscopically visible lesions, even those with
superficial invasion. Lesions limited to the cervix
Invasive carcinoma with 5 mm or more deep stromal
Tib1 1B1 N ) ’ )
invasion, less than 2 cm in greatest dimension
T1b2 B2 Lesion greater than 2 cm put smgller than 4.0 cmin
greatest dimension
Tib3 B3 Invasive carcinoma tlJlgger'than 4 cmin greatest
dimension
T I Cervical carcinoma invading beyond the uterus but not
to the pelvic wall or to the lower third of the vagina
T2 IA Involvement limited to the upper 2/3 of vagina, without
parametrial invasion
Toa Il AT Clinically visible Iesmr_1 of 4.[_) cm or less in greatest
dimension
Toa2 A2 Clinically visible lesion qf more than 4.0 cm in greatest
dimension
Tumor with parametrial invasion, but not up to the pelvic
T2b IIB
wall
Tumor extending to the pelvic sidewall* and/or
involving the lower third of the vagina and/or causing
T3 Il ) S
hydronephrosis or nonfunctioning kidney, and/or
involves PLN or PaLN
Tumor involving the lower third of the vagina but not
T3a 1A . )
extending to the pelvic wall
Tumor extending to the pelvic wall and/or causing
T3b 1B } . ,
hydronephrosis or nonfunctional kidney
Involvement of PLN and/or PaLN, irrespective of tumor
T3c e )
size and extent
T3c1 Il C1 PLN metastasis only
T3c2 lc2 PaLN metastasis
Tumor outside the true pelvis, or affection of the rectum/
T4 v
bladder mucosa
Tumor invading the mucosa of the bladder or rectum
Tda IVA | and/or extending beyond the true pelvis (bullous edema
is not sufficient to classify a tumor as T4)
b IVB Tumor invading distant organs (including extrapelvic

lymph nodes)

*The pelvic sidewall is defined as the muscle, fascia, neurovascular
structures and skeletal portions of the bony pelvis
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The only exception is FIGO stage IA: pTlal/la2 (in
which the diagnosis/stage is based on the histopatho-
logy report), All patients should be advised on smo-
king cessation. Young women with reproductive wis-
hes should be referred to reproductive health center
to determine the possibilities of fertility sparing tre-
atment (20).

Cervical cancer staging

The diagnosis of cervical cancer and cervical cancer
stage is reached by summing the results of clinical and
radiological tools, and further corrected by histopat-
hology (additional data are obtained after surgical
procedure). Clinical staging is based on the following:
e tumor size
o vaginal/parametrial involvement
 bladder/rectum extension
o presence of distant metastases

The tumor is classified according to FIGO criteria and
Union for International Cancer Control TNM classifi-
cation, 8™ edition (21,22).

Relevant diagnostics for FIGO classification:
 bimanual pelvic and bilateral rectovaginal exa-
mination under general anesthesia
» endoscopies (colpo-, hystero-, cysto- and re-
ctoscopy)
o thoracic x-ray, IV urography
 biopsy/curettage

Helpful but irrelevant for FIGO classification:

. MRI

o sonography

o lymphangiography

« angiography

o laparoscopy as a staging procedure (can even-
tually serve for the para-aortic lymph node
(PLN) assessment)

Nodal/distant metastatic diagnostic workup:

« In early stage (T1a, T1bl, T2al), surgical/pat-
hologic staging of PLNs is the criterion stan-
dard to assess the prognosis and guide tre-
atment (except for Tlal and no LVSI).

o In LACC (T1b2 and higher, except for T2al),
or in early-stage disease with suspicious LNs
on imaging, PET-CT, or chest/abdomen CT
is recommended for assessment of nodal and
distant disease.

o PET-CT is the preferred option for treatment
planning before chemoradiotherapy with cura-
tive intent (20).

o PALN dissection, at least up to inferior mesente-
ric artery, may be considered in LACC with ne-
gative PALNs on imaging for staging purposes.
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o Equivocal extrauterine disease is to be conside-
red for biopsy to confirm or rule out metastatic
disease and to avoid inappropriate treatment.
Tru-Cut (core-cut) biopsy is the option pre-
ferred to fine-needle aspiration biopsy because
it allows histologic assessment of the tissue (20).

Tumor risk assessment
o Tumor size
o Tumor stage
o Depth of invasion
o LN status
o LVSI
o Histologic subtype of the tumor

Presence or absence of positive LN is the most im-
portant prognostic factor. Histologic type is of high
importance; adenocarcinomas have worse prognosis
than squamous cell carcinomas with 10%-20% (23)
worse results on 5-year overall survival, microcellular
and neurocrine carcinomas even more. Patients with
pathologic risk factors (e.g., positive LNs, tumor-po-
sitive surgical margins, depth of invasion, vascular
thrombosis, interstitial infiltration depth, higher tu-
mor stage, and tumor differentiation) have a higher
frequency of recurrence when compared to patients
without these factors (24). At the same time, especially
recent studies have found that the size of tumors over
2 cm may also be a poor prognostic factor (25).

Primary therapy

Types of primary therapy:

o primary surgical therapy, possibly in combina-
tion with AChT

o staging surgery, possibly with RChT

o primary RChT, possibly followed by ChT

- surgery after NAChT

o surgery to treat symptoms, before palliative
therapy, i.e. repair of fistulas

The optimal therapeutic sequence should be chosen.
Risk factors should be taken into account in decision
process (Table 4).

Table 4.
Risk factors for disease progression (require higher order of

radicality in therapeutic approach)

Risk factors

Lymph node status positive

Resection status R1, R2

Parametria positive

Tumor diameter >4 cm

Distant lymphangiosis (satellite LVSI) or hemangiosis

Malignancy grade G3

Up-staging (TNM>FIGO) after the surgery




Z. Hrgovi¢, R. Fures, 7. Stanié
The diagnostics and treatment of cervical cancer
Acta Med Croatica, 75 (2021) 53-68

It should be considered and decided if they define the
necessary therapeutic mode (for instance, to decide
on RChT). RChT and surgery are proven to be equ-
ally effective in the treatment of early stages of cervi-
cal carcinoma. However, surgery (up to FIGO II A) is
proven as a better solution due to the decreased rate of
morbidities (10). Trimodal therapy (surgery with ChT
and irradiation, all three together) should be avoided
if possible because it does not improve overall survival
and exhibits increased toxicity (20).

A) Surgical therapy
The first-line treatment of cervical cancer, if possible,

is surgical (9). However, there are several therapeutic
strategies in cervical cancer treatment, depending on

the disease stage, histologic characteristics of the tu-
mor, patient preferences and general health condition
(26). In surgical approach, the first step is to decide
whether there is an indication for surgical procedure.
There are several types of surgical procedures, defined
by their goals:

 staging surgical procedures

e curative surgery

o fertility-preservation surgery

o palliative surgery (i.e. urine and stool derivati-

on procedures)

Decision should be made on what surgical procedure
and which technique to use. Furthermore, the degree
of radicality must be defined, e.g., staging lymphade-
nectomy, SH or RH (Tables 5 and 6).

Table 5.
Operative therapy classification

Querleu/Morrow (Q/M) radical hysterectomy classification

Dissection of lateral

Classical radical HE

Mobilization of ureters ) Vagina Sacrouterine ligaments Vesicouterine ligaments
parametria
Extrafascial HE Mobilization of ureters Near the cervix Minimal resection Dissection near the cervix Dissection near the cervix
B Modified radical Partial Medial from the tiunnel of >10 mm Partial resection Partial resection
HE the ureter
O Dissection near the rectum, Remove near the bladder,
Partial resection Partial resection 15-20 mm after preparation of the plexus with preservation of neural

of the hypogastric artery structures
Resection of the branch

0 of the internal iliac artery.
Laterally widened Complete - ’

o dissection of the root of
dissection R

the ischiadic nerve
** G 1: surgical procedure with dissected and spared nerves; G2 nerves cannot be dissected and spared
Classification of lymphadenectomy according to Querleu/Morrow (Q/M) classification
Level 1 Internal and external iliac arteries
Level 2 Common iliac artery
Level 3 Aorta below the upper mesenteric artery
Level 4 Aorta below the renal vein
Table 6.
Suggested type(s) of radical hysterectomy according to prognostic factors and risk groups
Risk group Tumor size LvSI Stromal invasion Type of RH*
Low risk <2cm Negative Inner 1/3 B1 (A)
A =2cm Negative Any

Intermediate risk <2cm Positive Any B2 (C1)
High risk >2cm Positive Any C1(C2)

*According to Querleu-Morrow classification

Preparation for the procedure starts with blood type
screen (to order two units of blood). Physical preo-
perative preparation consists of thromboprophylactic
pneumatic stockings and operative field shaving). Pe-
rioperative antibiotic prophylaxis should be admini-
stered, i.e. cefuroxime + metronidazole. The potential
complications of the procedure should be clarified in

detail to the patient, i.e. the need to insert the supra-
pubic catheter, drainage, infusions, development of
lymphedema/thrombosis (embolism), the need for
blood transfusions. The risk of infection, effects of the
procedure on fertility, difficulties of wound healing,
scarring, development of hernias should also be dis-
cussed.
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Al. Surgical procedures

Prior to surgery, after meticulous consideration of tu-
mor staging, patient general health, wishes and risk
factors, proper surgical strategy is chosen. Every surgi-
cal procedure starts with exploration of the operative
site and reconsideration of the indication for surgical
procedure. For cervical cancer treatment, metastatic
spread is the key point, so every procedure begins with
checking the LN status, as follows:

1. Clinically unsuspicious lymph nodes, SND as the
only test has its place in bilateral demarcation with
ICG or demarcation with patent blue and radio-
active tracer (27)

2. If the SN does not mark and the tumor is smaller
than 2 cm, systematic pelvic lymphadenectomy
should follow, with ex tempore histopathology. The
procedure should follow the histopathology results

3. In tumors smaller than 2 cm, the SND is conve-
nient as a single procedure, and it can be optimally
offered for tumors up to 4 cm (28)

4. If ex tempore histopathology is negative, the pro-
cedure should be continued with SH, RH, or radi-
cal trachelectomy

5. Perioperative/intraoperative  conspicuous LN

(PLN/PALN)

6. Targeted extirpation of the tumor with ex tempore
examination

7. Systemic pelvic LND and ex tempore histopatho-
logy

8. If ex tempore histopathology is positive, PALND
without SH, RH, or radical trachelectomy

9. Cancellation of the procedure, or its modification
should follow after intraoperative up-standing

10. In case of debulking, LND and clip demarcation of
the highest cranially positioned positive LN, not
RHI1

11. In planned irradiation, ovariopexy (29) with clip
marking, or bilateral adnexectomy, depending on
menstrual status

12. In cervical adenocarcinoma >4 cm, check the po-
tentially suspicious ovaries (ovarian cancer often
has the same histopathology as cervical adenocar-
cinoma) (16)

Exception

Microcellular cervical carcinoma: NAChT followed by
modified radical surgery and lymphadenectomy

A2. Surgical procedure reporting

Documentation

Patient list should contain the type of procedure, spe-
cial remarks, type of drainage

OP report: preoperative OP site, surgical procedure
description, post OP site
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Tumor FIGO stage
Tumor histopathology

Minimally invasive procedures
o Intraoperative staging using conventional, ro-
botically assisted laparoscopy
o Combined vaginal operations + laparoscopy
(LARVH, laparoscopically assisted radical va-
ginal hysterectomy)
o TLH

A3. Fertility sparing treatment (FST)

o Before starting FST, consultation at a fertility
center is recommended

o Available for selected patients with stages Tla
or T1b with tumor <2 cm in the largest diame-
ter

o The patient should be counselled about the po-
ssibility of FST abandonment if there are posi-
tive margins or LN involvement, and to be in-
formed regarding oncologic and obstetric risks
related to this type of management

o Conization and simple trachelectomy are
appropriate fertility sparing procedures for sta-
ges Tlal and T1a2, LN-negative, LVSI-negative
patients

o FST should not be recommended for rare histo-
logic subtypes of cervical cancer including neu-
roendocrine carcinomas, microcellular cancer,
adenocarcinomas with minimal deviation (ma-
lignant adenoma) and non-HPV-related ade-
nocarcinomas, which tend to exhibit aggressive
behavior

+ Negative PLN status is a precondition for any
FST. Therefore, PLN (SLN) staging should
always be the first step in each FST procedure

o Radical trachelectomy (type A) can be consi-
dered for stages Tlal and T1a2, LN-negative,
LVSI positive

» Radical trachelectomy (type B) should be per-
formed in patients with cervical cancer stage
T1b1 <2 cm in the largest diameter, LN-negati-
ve, LVSI+

o Intraoperative placement of permanent cercla-
ge should be performed during simple or radi-
cal trachelectomy

o Therapy without fertility preservation in pa-
tients with neuroendocrine tumors or in exten-
ded surgical procedures (i.e. adnexectomies,
para-aortic LN dissections (type Q/M 2-4),
partial colpectomy, inguinal/supraclavicular
LN dissections, and kidney and bowel deriva-
tion surgical procedures)

o Any pregnancy following FST should be consi-
dered as a high-risk pregnancy, and delivery sho-
uld be performed in a perinatal center. Following
simple or radical trachelectomy with its inherent
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placement of a permanent cerclage, delivery can
be performed only by cesarean section

o Routine hysterectomy after finishing fertility
plans is not necessary (20)

B) Non-surgical treatment
B1. Primary radiochemotherapy (RChT)

Radiochemotherapy is used in the treatment of LACC
for bulky tumors from stages FIGO IB2 to IVA. FIGO
III stage is always an indication for primary RChT. In
alternation to surgery, it can be used in FIGO IIB-IV
A and every N1, and as primary or postoperative tre-
atment for FIGO IB2 and I1A stage patients with risk fa-
ctors. In patients with stage FIGO IA, FIGO IB1 RChT
can be applied if there are contraindications for surgery
(10,30,31). After an indication has been established, the
next step is to make a plan with irradiation therapist.

Principles of radiotherapy (RT)

EBRT before surgery to reduce tumor volume, NART
after surgery to destroy the metastases ART. EBRT,
radioactive source out of the body, 80-100 cm away,
exposure to 1.6-2 Gy daily/5X weekly, in combination
with cisplatin standard RChT/6-7 weeks, ART.

BRT, intracavitary therapy, uterine cavity and vaginal
fornices, afterloading LDR (low dose rate) 2 Gy/h;
MDR 2-12 Gy/h; HDR >12 Gy/h. The goal is to de-
liver 80-85 Gy to point A in 6-8 weeks (32).Technical
advances in imaging/RT planning have facilitated pre-
cision in BRT and enabled dose escalation with re-
duction of toxicity to the surrounding normal tissue
(bladder, rectum, vagina, GIT) (24).

Definitive RChT and brachytherapy (BRT) consist of
concomitant pelvic platinum based chemoradiothe-
rapy and brachytherapy or pelvic external beam RT
(EBRT) alone and BRT. Overall treatment time for
definitive treatment should not exceed 7 to 8 weeks,
while it is estimated that every day of extension lowers
disease control by 0.5% to 1% (19).

Procedure:

1. if possible, once a week RChT with cisplatin

2. combination of percutaneous (EBRT) and BRT
(HDR, afterloading), followed by two cycles of
cisplatin/gemcitabine (33)

3. the curative therapeutic approach without BRT
is impossible (the necessary cumulative dose
on the tumor cannot be reached)

Stereotactic procedures are not adequate substi-
tutes

Total duration of therapy should not exceed 8
weeks

Exceptions:

1. Primary combined irradiation only in selected
cases with contraindications to cisplatin appli-
cation

2. In patients with inability to probe cervical canal
(extremely rare), only percutaneous irradiation
with adequate boost (final decision is reached
on examination after application of 50% of
external radiotherapy)

B2. Neoadjuvant chemotherapy (NAChT):

o Reduces the primary tumor size allowing ope-
rability

o Eradicates micrometastases

o Increases tumor vascularization and diminish-
es the number of hypoxic cells

+ Followed by radical surgery

o Decreases mortality rate by about 35% (10)

o NACHT + radical surgery proven better than
RChHT alone (34)

o Reduces the need for ART after radical surgery

o FIGO stage IB2 and II B, if radiotherapy is im-
possible, in pregnancy wish, or fertility-sparing
surgical procedure

Procedure:

1. Perform pelvic MRI, abdominal CT scan/tho-
racic x-ray with the upper aperture before the-
rapeutic plan

2. In positive LNs on preoperative radiologic sta-
ging, laparoscopic staging:

o LNs negative, NAChT
o LNs positive, R(Ch)T

3. Clinical control of therapeutic effect before
every cycle

4. 2-4 cycles of carboplatin/paclitaxel weekly

In limited general health condition alternative

TC weekly

6. In progression under NAChT-RChT or irradia-
tion

u

B3. Adjuvant radiochemotherapy (ARChT) (35,36):

o Presence of one high-risk factor

o Affection of lymph nodes

o Affection of parametria

e Non in sano - resection

o Adequate lymphadenectomy has not been per-
formed

o Presence of three or more intermediary risk fa-
ctors

« Lymphangiosis carcinomatosa

« Hemangiosis carcinomatosa

« Tumor greater than 4 cm in diameter

o Stromal invasion deeper than 2/3

o Presence of one or two risk factors except for
G3: individual evaluation (16)
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Performance

Exceptions:

If possible as RChT with cisplatin weekly

Only radiotherapy in cisplatin contraindications
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Overall management of cervical cancer is graphically

presented in

Figures 2 and 3.
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Fig. 2. Treatment algorithm for cervical cancer.

RO - negative surgical margins; R1 - positive surgical margins;
L1 - positive LVSI; pNO - no nodal metastasis in histopathology
report: pN+ — nodal metastasis present; A/B — A and B type of RH
according to Querleu-Morrow classification

1) Management of stage Tla ( Tlal and T1a2)

Diagnosis of Tla cancer is reached through exami-
nation of the specimen obtained by conization by an
expert pathologist. The report must contain accurate
measures of horizontal spread and depth of invasion,
as well as status of surgical margins. Special stress sho-
uld be put on the reliable status of the lymphovascular
space invasion (LVSI), which is the main predictor of
local recurrence and growth of distant metastases after
surgical treatment for early-stage cervical cancer (37).
LVSI is defined as the presence of malignant cells wi-
thin small lymphatics and small vascular spaces (blo-
od vessels). Metastatic ability of cervical carcinoma is
associated with the lymphovascular spread. During
invasion of the interstitium, tumor cells exfoliate into
the vascular system and form tumor thrombi. The dee-
per the stromal infiltration, the more LVSI will appear.
Tumor thrombi spread to various tissues and organs
of the body causing metastatic growth. When tumor
differentiation is worse, the rate of cancer malignancy
is higher and LVSI is more likely to occur (38).

Conization is the main diagnostic and therapeutic
procedure. CKC is preferred by the pathologists due to
clear surgical margins, without thermal artifacts. Loop
or laser conization is preferable to CKC in women de-
siring fertility preservation (39). Surgical margins of
the cone specimen should be clear of both invasive
and preinvasive disease. Intraoperative staining of the
cervix with Lugol solution may be helpful (40).

The management of T1lal stage depends on age, de-
sire for fertility preservation, and LVSI status. In case
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of positive margins (except for preinvasive disease in
ectocervix), repeat conization should be performed to
rule out more extensive invasive disease. In LVSI-ne-
gative patients LN staging is not indicated, but it can
be considered in Tlal LVSI positive patients. SLN
biopsy (without additional PLN dissection) is an ac-
ceptable method of LN staging. There is no need for
simple or radical hysterectomy or parametrectomy be-
cause they do not improve the outcome, and represent
overtreatment for patients with T1al disease. The ma-
nagement of stage T1a2 disease is similar, i.e. conizati-
on or simple hysterectomy is an appropriate treatment
option. There is no need for parametrial resection. LN
staging is positioned one step higher than in T1al sta-
ge; it may be considered in LVSI-negative patients but
should always be performed in LVSI-positive patients.
SLN biopsy alone (without additional PLN dissection)
seems to be an acceptable method of LN staging (20).

2) Management of T1b1/T2al stages

Therapeutic strategy mainly depends on radiological
staging. Patients with negative lymph nodes on preo-
perative radiological staging are preferably treated by
radical surgery. At this stage, good patient selection is
of utmost importance. It is generally recommended to
avoid combination of radical surgery and RT because
of the highest morbidity after combined treatment. If
surgical option is elected, minimally invasive approach
is favored. The procedure begins with LN staging in
the form of systematic PLND. SN biopsy before pelvic
lymphadenectomy is preferable using demarcation
with blue dye with radiocolloid or (better) indocyanine
green dye (41). Intraoperative LN frozen section asses-
sment should be performed, i.e. bilateral pelvic SNs
and all suspicious LN. If intraoperative LN assessment
reveals no positive LNs, the procedure continues with
PLND (removal of lymphatic tissue from the regions
with the most frequent occurrence of positive LNs in-
cluding obturator fossa, external iliac regions, common
iliac regions bilaterally, and presacral region). Distal
external iliac LNs (circumflex iliac LNs) should be
spared if they are not macroscopically suspicious (42).
Subsequent radicality of surgical procedure is guided
by preoperative assessment of the potential risk factors.
Tumor size, maximum stromal invasion, and LVSI di-
vide patients into high-, intermediate- and low-risk ca-
tegory of treatment failure. The 2017 modification of
the Querleu-Morrow classification presents the extent
of parametrial resection recommended for different
risk combinations. Ovarian preservation with bilateral
salpingectomy should be offered to premenopausal pa-
tients with squamous cell carcinoma and HPV-related
adenocarcinoma (43) (Table 6). Adjuvant RT should
be considered in the presence of a combination of risk
factors at final pathology, such as tumor size, LVSI, and
depth of stromal invasion. After primary radical sur-

gery, ARChT is indicated in patients with metastatic
involvement of PLNs, parametrial involvement, and
patients with positive surgical margins (vagina/para-
metria) in whom BRT boost may be considered (44).

If intraoperative LN assessment reveals positive LNs
(including macrometastases or micrometastases),
further PLND and radical hysterectomy should be avo-
ided. Patients should be referred for definitive RChT.
PALND, at least up to the inferior mesenteric artery,
may be considered for staging purposes. If the risk
factors are known at diagnosis and mandate adjuvant
therapy, surgical treatment may be abandoned and the
patient treated solely with RChT and BRT. PLN disse-
ction should be avoided. PALN dissection, at least up
to the inferior mesenteric artery, may be considered
in patients with negative PALN on imaging. NAChT
followed by surgery is not recommended (20). Patients
with positive lymph nodes on preoperative radiologi-
cal staging are preferably treated by definitive RChT.
As above, PALN dissection, at least up to the inferior
mesenteric artery, may be considered in patients with
negative PALN on imaging. Debulking of suspicious
PLNs may be considered (20).

3) Management of locally advanced cervical can-
cer (LACC)

Stage T1b2/T2a2

Generally, patients with negative lymph nodes on ra-
diological staging should be treated with definitive
platinum-based RChT and BRT. The main goal is to
avoid the combination of radical surgery and post-
operative EBRT as this combination does not improve
survival and leads to serious morbidity. PALN disse-
ction prior to RT can be considered. PLN dissection
is of no value (45). In selected patients with low-risk
status, radical surgery (type C2) may be an alternative
option. The principle is the same as above, i.e. if intra-
operative assessment of LNs reveals no positive LNs,
the procedure continues with systematic dissection of
PNS and radical hysterectomy, but if it does, surgery is
abandoned and treatment switched to platinum-based
RChT and BRT. Patients with positive lymph nodes
on radiological staging should be treated with defi-
nitive platinum-based RChT and BRT. An additional
radiation boost to the involved LNs should be applied.
PALN dissection, at least up to the inferior mesenteric
artery, may be considered before treatment for staging
purposes in patients with negative PALN on imaging.
Debulking of suspicious PLNs may be considered (20).

Stage T2b, T3a/b, T4a

Therapeutic strategy is the same as for patients with
T1b2/T2a2 stage with positive lymph nodes on radio-
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logical staging. Pelvic exenteration is an option in sele-
cted cases with stage T4 NO MO disease (46).

4) Distant metastatic disease at presentation - 4b
stage

Patients with widespread distant metastatic disease at
presentation (visceral +/- nodal)
o Confirm the histologic stage FIGO IVB, and
then
o Primary ChT- cisplatin-paclitaxel or cispla-
tin-topotecan or platin mono in contraindica-
tions to platin-combinations
o Addition of bevacizumab to standard chemo-
therapy is recommended in patients with good
performance status and where the risk of si-
gnificant gastrointestinal/genitourinary toxi-
city has been carefully assessed and discussed
with the patient; if no contraindication: cispla-
tin-paclitaxel or topotecan-paclitaxel in combi-
nation with bevacizumab (cave! risk of fistuli-
zation 8%) (47)

In response to distant metastases (partial remission,
complete remission)
o local operative sanitation, or
o local therapy with RChT of the pelvis, or
o local therapy of singular or local distant meta-
stases
o patients with supraclavicular LN as the only site
of distant disease can be considered for RChT
with curative intent. Treatment algorithm may
include additional ChT
o AChT may be considered in cases carrying a
high risk of recurrence such as positive mar-
gins, positive LN, or LVSI-positive tumors
o oligometastatic disease with only nodal meta-
stasis in PLN, PALN - high dose RT- long term
disease control with prolonged progression free
interval

If distant metastases do not respond
o second line/supportive therapy - individu-
ally-adapting palliative therapy
o derivation of the urine/stool (fistulas)
o modified radiation/BRT (bleeding)

5) Local recurrence

Treatment of recurrent disease with curative intent
requires referring patients with recurrence for tre-
atment to highly specialized units. Patients with multi-
ple nodal/distant metastases or multifocal local disease
with extensive pelvic wall involvement are usually not
considered as candidates for curative treatment. The
prognostic factors should be carefully evaluated and
balanced in relation to major morbidity caused by the
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treatment. Patient should be carefully counseled regar-
ding not only treatment options but also the involved
risks and consequences. A full diagnostic package con-
sisting of relevant imaging is recommended to esta-
blish the status of the disease locally, regionally, and
systemically. RChT in curative dosage is the treatment
of choice if the patient was not previously irradiated:

o In central pelvic recurrence after primary sur-
gery — definitive RChT combined with image
guided adaptive BRT is the treatment of choice

o For BRT, small superficial lesions (<5-mm
thickness) in the vagina may be treated using
a vaginal cylinder, ovoids, or mold, whereas ot-
her lesions usually require combined intracavi-
tary-interstitial techniques

o In pelvic sidewall recurrence, after primary
surgery definitive RChT is the preferred option.
Definitive RT or RChT followed by stereotactic
ablative boost/image guided interstitial BRT/
particle beam therapy is an emerging option

o In central pelvic or pelvic sidewall recurrence,
after RT or RChT pelvic exenteration is recom-
mended if there is no involvement of the pelvic
sidewall and extrapelvic nodes

o Laterally extended endopelvic resection may be
considered for a recurrence that extends close
to or involves the pelvic sidewall

o Alternatively, in patients unfit for or refusing
exenteration surgery reirradiation with image
guided adaptive BRT for central recurrences

o In nodal and oligometastatic recurrences (lo-
calized para-aortic, mediastinal, and/or peri-
clavicular recurrences above the previously
irradiated fields) may be treated by radical
EBRT, if possible, in combination with conco-
mitant chemotherapy. It is recommended to
electively irradiate the immediate regional no-
dal stations below and upstream

Indications for surgical procedure in selected cases:

o Presumptions: good general health, patient’s
wish

o Depends on localization and previous therapies

o After exclusion of distant metastases

» Exenteration procedures or extended resection
of the pelvic wall

o Cooperation with radiotherapist to insert the
applicator for brachytherapy (20)

When the surgery or irradiation are not the option:

o Complex ChT regimens

o Cisplatin/carboplatin-paclitaxel or topote-
can-paclitaxel in combination with bevacizu-
mab

o Addition of bevacizumab prevents tumor an-
giogenesis (blocks EVGF) but causes rise in
hypertension, DVT risk and fistulization (48)



Z. Hrgovi¢, R. Fures, 7. Stanié
The diagnostics and treatment of cervical cancer
Acta Med Croatica, 75 (2021) 53-68

Recurrence out of the pelvis/distant metastases

o If there was no platin therapy, cisplatin, pacli-
taxel or topotecan-paclitaxel + bevacizumab or
cisplatin-topotecan

o After cisplatin therapy, if there are no contrain-
dication: cis- or carboplatin-paclitaxel or topote-
can-paclitaxel in combination with bevacizumab
» monotherapy (topotecan, paclitaxel, vino-

relbin, ifosfamide)

o pembrolizumab

Individual adaptative palliative treatment
o DPalliative ChT - classic monotherapy cisplatin
50 mg/m? every 3 weeks/low response rate
- cisplatin based doublets/cisplatin + topote-
can or paclitaxel
- TIP/paclitaxel-ifosfamide-cisplatin/accep-
table toxicity
o urine/stool derivation procedures (fistulas)
» modified irradiation/brachytherapy (bleeding)
o pain therapy

6) Invasive cervical cancer in pregnancy (CCIP)

The main principle: multidisciplinary approach
(obstetrics, neonatology, radiotherapy, psycho-onco-
logy, pelvic care nurse). Primary aims of recommen-
ded treatment plan are oncologic safety of the pre-
gnant woman, as well as survival without additional
morbidity of the fetus. Preferred imaging modalities
for clinical staging in patients with CCIP include MRI
or expert ultrasound. Because of limited experience
and inherent radioactivity, PET-CT (PET-MRI) sho-
uld be indicated only under very selected circumstan-
ces (20).

Tumor involvement of suspicious nodes should be
verified histologically because of its prognostic si-
gnificance and the impact on the management up to
24" week of gestation (fetal viability), preferably by
minimally invasive approach. Factors important for
decision: gestational age, tumor stage, histopathology,
family planning wish of the patient (49). The issue of
pregnancy termination does not depend on tumor
characteristics, but on patient preferences after tho-
rough counseling. Depending on tumor stage and ge-
stational week, the following treatment options have
to be discussed with the patient including risks and
benefits of individual approaches:

o Adapted surgery including removal of the tu-
mor: conization, trachelectomy, and LN staging
according to the stage of the disease with the
intent to preserve pregnancy.

» Radical surgery or definitive RChT as recom-
mended for the stage of the disease without
preservation of pregnancy, with or without pre-
vious pregnancy termination.

o Delay of oncologic treatment until fetal ma-
turity (if possible >32 weeks of gestation) and
beginning of cancer-specific treatment imme-
diately after delivery by cesarean section.

o  ChT until fetal maturity and beginning of cancer
specific treatment immediately after delivery by
cesarean section. Treatment after delivery must
consider application of previous ChT. In patients
with locally advanced stage or with residual tu-
mor after conization that cannot be completely
excised (risk of premature rupture of membra-
nes (PROM) and/or cervical insufficiency), pla-
tinum-based chemotherapy can be considered
starting at 14 weeks of gestation at the earliest.

« Spontaneous delivery seems to have negative
prognostic impact in patients with CCIP. Thus,
cesarean section after 32" week of gestation (if
possible) is the recommended mode of deli-
very. At the time of or following cesarean secti-
on, definitive stage-adjusted oncologic therapy
has to be performed corresponding to that of
nonpregnant women, taking into account the-
rapy that has already been administered during
pregnancy (20).

7) Follow-up

o Primary goals of follow-up in patients with cer-
vical cancer are early detection of recurrent di-
sease and patient education and support (50).

o Follow-up intervals of 3 to 4 months for the
first 2 years and then 6 to 12 months for up to 5
years are recommended.

o At each visit, patient general condition, appe-
arance of new symptoms or late treatment
side effects should be evaluated, together with
physical examination. Patient should be educa-
ted or referred to appropriate expert for coun-
seling and treatment.

+ Imaging and laboratory tests should be perfor-
med based on symptoms or findings suggestive
of recurrence or morbidity. In symptomatic wo-
men, MRI or CT should be considered to assess
the potential clinical recurrence; PET-CT can
be added if necessary. Pathologic confirmation
of any persistent or recurrent tumor should be
considered.

 Following FST, all women remain at risk of tu-
mor recurrence and must be carefully followed
up. Follow-up should include HPV testing (with
or without cytology). Colposcopy in combina-
tion with HPV testing in parallel performed by
an experienced colposcopist is an option. The
incorporation of high-risk HPV testing at 6, 12,
and 24 months after treatment is advocated. If
HPV testing is negative, then every 3 to 5 years
as long as the follow-up is indicated.
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+ Follow-up after definitive RChT should use the
same imaging method for evaluation of tumor
response as was used at baseline. Imaging sho-
uld be performed not earlier than 3 months
following completion of treatment. In dubious
cases, re-evaluation should be performed not
before 8 weeks thereafter. For re-evaluation
purposes, the optimal diagnostic workup for
local extent is pelvic MR, and for distant spre-
ad, it is chest/abdomen CT or PET-CT. Cyto-
logy is not recommended in these patients.

o Providers should inform and educate patients
about sexual and vaginal health because vaginal
stenosis and dryness may occur. Vaginal dilati-
on should be offered, as well as vaginal lubri-
cants and local estrogen (20,51).

CONCLUSION

Cervical cancer presents today as a preventable and
easily detectable disease in the societies which enco-
urage vaccination and public early-stage screening
programs. However, when diagnosed, the disease
mandates expert treatment and follow-up according
to updated clinical guidelines. The best results are ac-
hieved in specialized departments where patients are
managed by multidisciplinary teams in close coopera-
tion of different specialties.
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SAZETAK

DIJAGNOSTIKA I LIJECENJE RAKA VRATA MATERNICE

Z. HRGOVIC!, R. FURES?*, Z. STANIC?*

ISveuciliste ] W. Goethea, Klinika za Zenske bolesti i porodaje, Frankfurt na Majni, Njemacka; *Sveuciliste
Josipa Jurja Strossmayera u Osijeku, Fakultet dentalne medicine i zdravstva, Osijek. Hrvatska; *Sveuciliste
Josipa Jurja Strossmayera u Osijeku, Fakultet dentalne medicine i zdravstva, Institut za integrativnu
ginekologiju, opstetriciju i minimalno invazivnu ginekolosku kirurgiju, Osijek, Hrvatska; *Opéa bolnica Zabok
i Bolnica hrvatskih veterana, Odjel ginekologije i porodnistva, Zabok, Hrvatskaa

Rak vrata maternice drugi je najéesci oblik raka medu Zenama iz nerazvijenih zemalja. Diljem svijeta od njega svake godine
oboli oko pola milijuna, a od njega umre ¢etvrt milijuna Zena. Hrvatska se prema epidemioloskim parametrima povezanima
s rakom cerviksa nalazi u sredini europske ljestvice, s$to je u skladu sa slojevitom strukturom hrvatskog drustva. Vazan
parametar je slab odaziv Zena u Hrvatskoj na nacionalne preventivne programe i mjere ranog otkrivanja ovog raka. lako tra-
dicionalni preventivni programi u Hrvatskoj u pravilu nude dobar temelj za otkrivanje i lijeCenje preinvazivnih i ranih stadija
raka vrata maternice, potrebno ih je osuvremenjivati i dopunjavati novim saznanjima u skladu s aktualnim svjetskim smjer-
nicama. Poseban je zadatak iznalazenje odgovarajucih mjera za motivaciju Zena na koriStenje nacionalnih preventivnih
mijera i rane dijagnostike, sto bi trebalo intenzivno promovirati u svim segmentima drustvenog Zivota. Cilj ovog pregleda je
usporedba domacih i aktualnih inozemnih smjernica za dijagnostiku i lije¢enje raka vrata maternice te prezentacija homo-
geniziranog stava i prijedloga modernog pristupa lije€enju ove bolesti.

Kljucne rijeci: rak vrata maternice, smjernice, cerviks, kirurgija, kemoterapija, radioterapija
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