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Important Updates

Major changes introduced by the guideline update (Version 2.0, 2021).
New items include:
e The new FIGO classification, published in 2018:

This takes into account long-standing criticisms, such as integration of imaging and
surgical procedures for diagnosis and the classification of para-ortic lymph nodes as
pN1 instead of pM1. However, due to the current lack of consistency between the (new)
FIGO and the (old) TNM classification, the present revised version is still continuing to
use the old version of the FIGO classification. Due to the new classification, which was
first published in 2018, there are currently no data available from studies based on the
new classification, so that the guideline group considered it justifiable to continue to
use the old version.

e Surgical treatments:

Several studies have shown that open radical hysterectomy in patients with cervical
carcinoma up to FIGO stage 1b1 is associated with better overall survival with ab-
dominal methods rather than with minimally invasive methods. This aspect needed to
be revised and a corresponding recommendation has been made here to inform pa-
tients about the of the current state of the data.

In addition, the concept of the sentinel lymph node has been included in tumors of up
to 2 cm and in pT1al and L1. Methodologically, it is also evident here that blue and
radioactive marking are equivalent to intraoperative indocyanine green (ICG), so that
the technique here has changed and the associated statements and recommendations
have been revised accordingly.

e Radio(chemo)therapy:

In radiotherapy, radiochemotherapy has been further defined as the standard. The data
on intensity-modulated radiotherapy and individualized MRI-guided brachytherapy, or
image-guided adaptive brachytherapy, have been reemphasized. This is an obligatory
component of treatment for cervical carcinoma patients and should be performed in a
setting with planning on a single site.

e Several studies have been carried out on imaging and drug therapy in the situa-
tion with recurrences and metastases:

PET-CT is reserved for the recurrence situation before planned therapy such as exen-
teration or radiochemotherapy. In other situations, it should be performed only if the
findings are unclear, but not routinely.

In drug therapy, the addition of bevacizumab for first-line of primary recurrences and
in metastatic therapy is now standard. In addition, cisplatin can be replaced equiva-
lently by carboplatin in patients with prior platinum treatment. Cisplatin should con-
tinue to be prescribed in patients who have not previously received platinum.

With regard to second-line therapies, information is available on nab-paclitaxel, vi-
norelbine, ifosfamide, topotecan, pemetrexed, and irinotecan. These can all be used
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for second-line treatment, although the research studies on them have not included
comparisons with best-supportive care.

Checkpoint inhibitors have been added as a new class of drugs. Pembrolizumab has
been shown to be effective in PD-L1 positive carcinomas. If it is to be given, it should
be administered in second-line treatment and not in the higher lines.
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1.7. Special Comment

1.8. Objectives of the German Guideline Program in On-
cology

The aim of the Association of the Scientific Medical Societies in Germany (AWMF), the
German Cancer Society (DKG), and the German Cancer Aid (Deutsche Krebshilfe) in im-
plementing the German Guideline Program in Oncology is to jointly promote and sup-
port the development, updating, and use of scientifically based and practicable guide-
lines.

The program is based on medical and scientific findings established by the the scien-
tific societies and the DKG, consensus among medical experts, users, and patients, as
well as the AWMF's regulations for the guideline development. The program receives
specialist support and financing from the German Cancer Aid. In order to reflect the
current state of medical knowledge and to take into account medical progress, guide-
lines have to be regularly checked and updated. The use of the AWMF regulations is
intended to provide a basis for developing high-quality oncological guidelines in this
framework.

As guidelines represent an important instrument for quality assurance and quality man-
agement in oncology, they are intended to be used in a targeted and sustained way in
everyday medical care. Active implementation measures and also evaluation programs
are therefore important components of the support provided by the German Guideline
Program in Oncology.

The aim of the program is to create professional preconditions, with secure medium-
term financing, for the development and provision of high-quality guidelines in Ger-
many. High-quality guidelines of this type not only serve for structured knowledge
transfer, but can also be used in the design of the health-care structures. Relevant
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1.9.

1.10.

1.10.1.

aspects of this include evidence-based guidelines as a basis for establishing and up-
dating disease management programs, and the use of quality indicators derived from
guidelines in the context of certification procedures for organ tumour centres.

Additional Documents relating to this Guideline

In addition to the present long version of the Level 3 guideline on diagnosis, treatment,
and follow-up in patients with cervical carcinoma, the following supplementary docu-
ments on the guideline are also available:

e Short version of the guideline

e Patient guideline

e Guideline report on the process of compiling guideline (including evidence)
e Short version - English/German

This guideline and all of the additional documents are available from the following web
sites.

e German Guideline Program in Oncology

)
e AWMF )

e Guidelines International Network )
The guideline is also included in the Guideline Program Oncology app.

Further information is available at:

Composition of the Guideline Group

Guideline Coordination
Guideline coordinators

Prof. Dr. Matthias W. Beckmann (Erlangen) DGGG/AGO/DKG
Prof. Dr. Tanja Fehm (Dusseldorf) DGGG

Central guideline coordination - guidelines secretary

Dr. Martin C. Koch (Erlangen)
Dr. Frederik A. Stiibs (Erlangen)

Project team

Dr. Anna K. Dietl (Erlangen)

Anna Sevnina (Erlangen)

Dr. Franziska Mergel (Erlangen)
PD Dr. Laura Lotz (Erlangen)

PD Dr. Carolin C. Hack (Erlangen)
Dr. Anne Bartens (Dusseldorf)

Dr. Daniel Gantert (Diisseldorf)
Dr. Franca Martignoni (Dusseldorf)
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1.10.2.

Table 1: Involved Professional Societies and Organisations

Involved Professional Societies and Organisations

Participating professional associations and
organizations (alphabetical)

Arbeitsgemeinschaft Bildgebung in der Onkolo-
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Arbeitsgemeinschaft Internistische Onkologie in
der DKG (AIO)

Arbeitsgemeinschaft Onkologische Rehabilita-
tion und Sozialmedizin (AGORS)

Arbeitsgemeinschaft Palliativmedizin der Deut-
schen Krebsgesellschaft e. V. (APM)

Arbeitsgemeinschaft Palliativmedizin in der DKG
(APM)

Arbeitsgemeinschaft Pravention und integrative

Onkologie der Deutschen Krebsgesellschaft e. V.

(AG PriO)

Arbeitsgemeinschaft Psychoonkologie der Deut-
schen Krebsgesellschaft (PSO)

Arbeitsgemeinschaft Radiologische Onkologie
der DKG e.V. (ARO)

Arbeitsgemeinschaft Supportive Maknahmen in
der Onkologie (AGSMO)

Arbeitsgemeinschaft Supportive MaBnahmen in
der Onkologie, Rehabilitation und Sozialmedizin
(ASORS)

Arbeitsgemeinschaft Tumorklassifikation in der
Onkologie der DKG (ATO)

Representative(s)

Prof. Dr. med. Jan Menke

Prof. Dr. Olaf Ortmann

Michael Golatta (1)

Prof. Dr. Peter Mallmann
Prof. Dr. Tanja Fehm
Prof. Dominik Denschlag

Dr. Anja Welt

Dr. Volker Hagen

Dr. Timm Dauelsberg (2)
Prof. Dr. Ingo ). Diel (3)

PD Dr. Jan Gartner
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und Arzte in der Frauenheilkunde und Geburts-
hilfe (BLFG)
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(FSH)
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Volkmar Kuppers (4)
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Dipl.-med. Ulrich Freitag

Alexander Schmittel

Dr. Hans-Joachim Hindenburg
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Heidemarie Haase (4)
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Prof. Dr. Christiane Bruns

Prof. Dr. Ludwig Kiesel

Prof. Dr. Matthias W. Beckmann (8)
Prof. Dr. Christian Dannecker (2)

Prof. Dr. Michael J. Reinhardt (2)
Prof. Dr. Michael KreiRl (3)

Dr. Marianne Kloke

Prof. Dr. Lars-Christian Horn

Dr. Regina Wiedemann

Prof. Dr. Simone Marnitz-Schulze
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Participating professional associations and
organizations (alphabetical)

Deutsche Gesellschaft fur Ultraschall in der Me-
dizin e.V. (DEGUM)

Deutsche Gesellschaft fir Urologie e.V. (DGU)

Deutsche Gesellschaft fur Zytologie (DGZ)

Deutsche Rontgengesellschaft e.V. (DRG)

Deutsche Vereinigung fiir Soziale Arbeit im Ge-
sundheitswesen e.V. (DVSG)

European Society of Gynaecological Oncology
(ESGO)

Komplementare Leitlinie zur Friiherkennung,
Zertifizierungskommission gynakologischer
Krebszentren

Konferenz Onkologischer Kranken- und Kinder-
krankenpflege (KOK)

Nord-Ostdeutsche Gesellschaft fur Gynakologi-
sche Onkologie (NOGGO)

Osterreichische Gesellschaft fiir Gyndkologie
und Geburtshilfe (OEGGG)

Osterreichische Gesellschaft fiir Himatologie
und Onkologie (OeGHO)

Schweizerische Gesellschaft fiir Gynakologie und
Geburtshilfe (SGGG)

Ultraschalldiagnostik in Gyndkologie und Ge-
burtshilfe (ARGUS)

Zentralverband der Physiotherapeuten/ Kranken-
gymnasten (ZVK)

Representative(s)

Prof. Eberhard Merz

Isabella Zraik

Bernhard Mangold (2)
Jochen Mockel (3)

Dr. med. Celine Alt-Radtke

Prof. Dr. Claudia Schulz-Behrendt

Pauline Wimberger

Prof. Dr. Peter Hillemanns

Kerstin Paradies

Prof. Dr. Alexander Mustea

Prof. Christoph Grimm (4)
Prof. Alina Sturdza (5)

Prof. Dr. Anne Letsch

PD Dr. Edward Wight (4)
Dr. Kristina Lossl (5)

Prof. Eberhard Merz

Ulla Henscher
Ulla Henscher (2)
Reina Tholen (3)

1:until 03/20, 2: mandate holder, 3: deputy, 4: mandate holder, 5: deputy, 6: since 01.09.2019, 7: until 31.08.2019, 8: guideline
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Physicians from the Competence Center for Oncology of the National Association of
Statutory Health Insurance Funds (GKV-Spitzenverband) and the MDK Association were
involved in an advisory capacity in the development of this Level 3 guideline on indi-
vidual aspects of sociomedical relevance. They did not participate in the voting on the
individual recommendations and are not responsible for the content of this guideline.
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1.10.3. Patient Involvement

The guideline was drawn up with direct involvement of Ms. Heidemarie Haase of the
patient self-help group Frauenselbsthilfe Krebs e.V. (FSH). Her deputy was Ms. Marion
Gebhardt. The patient representatives were involved in the preparation of chapters of
the guideline, participated actively in the Patient Information Working Group, and were
involved in the consensus conferences with their own voting rights.

1.10.4. Methodological Support
Provided by the German Guideline Program in Oncology (GGPO):

e Markus Follmann, MD, MPH, MSc (Office of the GGPO - German Cancer Society)

e Thomas Langer, Dipl.-Soz. Wiss. (Office of the GGPO - German Cancer Society)

e Monika Nothacker, MD, MPH (Deputy director of the AWMF Institute for Medical
Science Management)

Through external contractors

e PD Dr. Simone Wesselmann, MBA (German Cancer Society -Certification, Quality
indicators)
e Dipl. Biologe Gregor Wenzel (Berlin)

1.11. Abbreviations Used

Table 2: Abbreviations Used

Abbreviation Explanation

ABO Arbeitsgemeinschaft Bildgebung in der Onkologie (DKG)

ACIS Adenocarcinoma in situ

ADT Arbeitsgemeinschaft Deutscher Tumorenzentren

AG CPC Arbeitsgemeinschaft Zervixpathologie und Kolposkopie (DGGG)
AGO Arbeitsgemeinschaft fiir Gynakologie in der DKG

AGORS Arbeitsgemeinschaft Onkologische Rehabilitation und Sozialmedizin
AGR Arbeitsgemeinschaft flir gyndkologische Radiologie (DGGG)

AGSMO Arbeitsgemeinschaft Supportive MaRnahmen in der Onkologie

AlO Arbeitsgemeinschaft Internistische Onkologie der DKG

AJCC American Joint Committee on Cancer

APM Arbeitsgemeinschaft fir Palliativmedizin (DKG)

AQUA Institut fir angewandte Qualitatsforderung und Forschung im Gesundheits-

wesen GmbH
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Abbreviation
ARO

ASCO

ATO

AUC

AWMF

AZAD
BDP

BLFG

BMG
BNGO

BNHO

BQS
BVF
c/o
Ca-125

CAM

CEA (eng)
CEBM

CIN

CME

Col

CPD

CT (eng)

Explanation

Arbeitsgemeinschaft Radiologische Onkologie

American Society of Clinical Oncology

Arbeitsgemeinschaft Tumorklassifikation in der Onkologie (DKG)
Area Under the Curve

Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaf-
ten

Arbeitsgemeinschaf zytologisch titiger Arzte in Deutschland
Bundesverband Deutscher Pathologen

Bundesarbeitsgemeinschaft Leitender Arztinnen und Arzte in der Frauenheil-
kunde und Geburtshilfe e. V.

Bundesministerium fiir Gesundheit
Berufsverband Niedergelassener Gynakologischer Onkologen in Deutschland

Berufsverband der Niedergelassenen Himatologen und Onkologen in
Deutschland e.V.

Bundesgeschaftsstelle Qualitatssicherung gGmbH
Berufsverband der Frauenarzte

care of (dt. wortlich in der Obhut von, sinngemaR wohnhaft bei)
Cancer-Antigen 125

complementary and alternative medicine, Komplementar- und Alternativmedi-
zin

Cardioembryonic Antigen

Centre for Evidence-Based Medicine (Oxford, UK)
Cervical intraepithelial neoplasia

Continuing Medical Education

Interessenkonflikt (Conflict of Interest)

Complex physical decongestive therapy

Computer tomography
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Abbreviation
DEGRO
DEGUM
DET

DFS

DGE
DGGG
DGHO
DGN
DGU
DGZ
DKG
DKH
DRG
DRV
DWI

EC (eng)
EORTC
ESGO
FDG

FFP
FIGO
FSH (eng)
G-BA
G-I-N

GEKID

20

Explanation

Deutsche Gesellschaft fiir Radioonkologie

Deutsche Gesellschaft fur Ultraschall in der Medizin
Datensparsame Einheitliche Tumordokumentation
krankheitsfreies Uberleben (disease-free survival)
Deutsche Gesellschaft fir Erndahrung

Deutsche Gesellschaft fir Gyndkologie und Geburtshilfe
Deutsche Gesellschaft fiir Himatologie und Onkologie
Deutsche Gesellschaft fiir Nuklearmedizin

Deutsche Gesellschaft fur Urologie e.V.

Deutsche Gesellschaft fir Zytologie

Deutsche Krebsgesellschaft e.V.

Stiftung Deutsche Krebshilfe

Deutsche Rontgengesellschaft

Deutsche Rentenversicherung

Diffusion-weightend imaging

Expert Consensus

European Organisation for Research and Treatment of Cancer
European Society of Gynaecological Oncology
Fluorodeoxyglucose

Freedom from First Progression

Fédération Internationale de Gynécologie et d'Obstétrique
Follicle stimulating hormone

Gemeinsamer Bundesausschuss

Guidelines International Network

Gesellschaft der epidemiologischen Krebsregister in Deutschland
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Abbreviation
GKFP
GKV
GOG
GoR
GTV
HADS
HBO
HDR

HE

HE stain
HPV

HR
HR-HPV
HRCTV
HSIL

i.v.
ICCR
ICD-10

ICD (eng)

ICF
ICG
IECC
IGABT
IGRT

IMRT (eng)

21

Explanation

Gesetzliches Krebsfriiherkennungsprogramm
Gesetzliche Krankenversicherung

Gynecologic Oncology Group

Grade of recommendation (Empfehlungsgrad)
makroskopisches Tumorvolumen (gross tumor volume)
Hospital Anxiety and Depression Scale
Hyperbaric oxygen therapy

high dose rate

Hysterectomy

Hematoxylin eosin stain

Human papilloma virus

Hazard ratio

High-risk genotypes of human papilloma virus
High risk clinical target volume

High Grade Squamous Intraepithelial Lesion
intravenously

Internatioal Collaboration on Cancer Reporting
International Statistical Classification of Diseases

International Classification of Diseases, internationale Klassifikation von Er-
krankungen

International Classification of Functioning, Disability and Health
Indocyanine green

International Endocervical Adenocarcinoma Classification
Image-guided adaptive brachytherapy

Image-guided radiation therapie (bildgesteuerte Strahlentherapie)

Intensity Modulated Radiation Therapy
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Abbreviation
IORT
IQWiG
IRCTV
ITC (eng)
ITv

IUD (eng)
KFE
KFRG
KOK
KoQk
KPE

LEEP
LEER
LLETZ

LN

LNE (eng)
LoE

LSILL
MDK

MFS

MPH

MRI (eng)
MSc
NACT

NAKOS

Explanation

Intraoperative radiotherapy

Institut fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
Intermediate risk clinical target volume

Isolated tumor cells

Internal Target Volume

intrauterine device

Krebsfriiherkennung

Krebsfriiherkennungs- und -registergesetz

Konferenz onkologischer Kranken- und Kinderkrankenpflege, AG in der DKG
Kooperationsverbund Qualitatssicherung durch klinische Krebsregister
komplexe Physikalische Erstauungstherapie

Loop Electrical Excision Procedure

laterally extended endopelvic resection

Large Loop Excision of the Transformation Zone

Lymph nodes

Lymphonodectomy

Level of Evidence

Low Grade Squamous Intraepithelial Lesion

Medizinischer Dienst der Krankenkassen

metastasenfreies Uberleben (metastasis-free survival)

Master of Public Health

magnetic resonance imaging

Master of Science

Neoadjuvant chemotherapy

Nationale Kontakt- und Informationsstelle zur Anregung und Unterstiitzung
von Selbsthilfegruppen
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Abbreviation
NCCN
NECC
NGC
NICE
NII.

NOS
NSE
OEGGG
opP

OR

(0N}

Pap

PCI

PDR
PET

PFS
PICO
PriO
PSO
PTV

Ql (eng)
QLQ-CX
R(CH)T
RCT (eng)

RFA

23

Explanation

National Comprehensive Cancer Network

Neuroendokrines Zervixkarzinom (neuroendocrine cervical carcinoma)
National Guideline Clearinghouse (USA)

National Institute for Health and Care Excellence

Nodi lymphatici

Nicht anderweitig spezifiziert (not otherwise specified)
Neuron-specific enolase

Osterreichischen Gesellschaft fiir Gynidkologie und Geburtshilfe
Operation

Quotenverhaltnis (Odds-Ratio)

Gesamtiuberleben (Overall Survival)

Papanicolaou test

Percutaneous Coronary Intervention

Gepulste Dosisrate (pulsed-dose-rate)
Positronen-Emissions-Tomographie

progressionsfreies Uberleben (progression-free survival)
Population, Intervention, Comparison. Qutcome
Arbeitsgemeinschaft Pravention und integrative Onkologie
Arbeitsgemeinschaft fiir Psychoonkologie in der Deutschen Krebsgesellschaft
Planungszielvolumen (planning target volume)

quality indicator

Quality of Life Questionaire Cervical Cancer Module
Radio(chemo)therapy

Randomized Controlled Trial

Radiofrequency ablation
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Abbreviation Explanation

RKI Robert-Koch-Institut

RT radiotherapy = Radiotherapie

RTOG Radiation Therapy Oncology Group

RVT Radical vaginal trachelectomy

SCC Squamous Cell cacinoma Antigen (Tumormarker)

SCC squamous cell carcinoma

Scinti Skeletal scintigraphy

SGB Sozialgesetzbuch

SIB Simultaneous integrated boost

SIGN Scottish Intercollegiate Guidelines Network

SMILE Stratified mucin-producing lesion

SNLE/B Sentinel lymph node excision/biopsy

SNP (eng) Single Nucleotide Polymorphism, Einzel-Nukleotid-Polymorphismus

Sono Sonography

SOP Standard operating procedure

SPECT Single-Photon-Emissionscomputertomographie

SR Systematic research

STD Sexually transmitted disease

STIKO standige Impfkommission des Robert-Koch-Institut

TILs Tumor-infiltrating lymphocytes

TMMR Total mesometrial resection

TNM (eng) Tumor-Nodes-Metastases

UFK Universitatsfrauenklinik

uicC Union international contre le cancer

UMIT Private Universitat fiir Gesundheitswissenschaften, medizinische Informatik
und Technik
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ValN Vaginal intraepithelial neoplasia

VLP virus-like-particles (dt: Virus-ahnliche Partikel)

WHO World Health Organization (Welt-Gesundheitsorganisation)
ZVK Deutscher Verband fiir Physiotherapie (ZVK) e.V.
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2.

2.1.

2.1.1.

Introduction

Scope and Purpose

Objective and Key Questions

The incidence of cervical carcinoma has declined markedly during the last 30 years.
This is mainly due to the early cancer detection program introduced in 1971. However,
the reduction in the incidence, partly due to treatment of preinvasive lesions, has not
led to a marked reduction in the mortality rate and, in particular, the morbidity rate
among patients with cervical carcinoma during the last ten 10 years (see also Chapter
3). It has not yet been possible to change this situation, despite continuing technical
progress and the introduction of innovative new treatment approaches. However, cur-
rent surveys on quality assurance measures show that treatment for patients with cer-
vical carcinoma continues to be extremely heterogeneous. Many different treatment
variants, with combinations of different approaches, are being used for patients. When
these combined approaches and the literature reports are put together, it can be seen
that there are at present more than 20 different treatment options available in the ad-
juvant setting for a patient with cervical carcinoma. This shows that the treatment
standards used, and consequently the quality of the treatment provided, are highly
variable. This might indirectly be one reason for the lack of significant improvements
in relation to patients’ survival and treatment-related morbidity in recent years.

The problems of uncertain treatment, mortality and morbidity rates that have not de-
clined during the last 15 years, and the current wide variations in treatment make an
upgrading from the existing Level 2 consensus-based guideline to a Level 3 guideline
necessary.

The aims of the Level 2 consensus-based guideline “Diagnostics and Treatment of Cer-
vical Carcinoma” [ ] were maintained, supplemented, and made more specific in
2014. Sections on prevention and early detection were placed in a separate Level 3
guideline on “Prevention of Cervical Carcinoma” (AWMF register no. 015/0270L). In
general, the aim is to provide physicians working in private practice and in hospitals in
the field of oncology with an accepted, - and as far as possible evidence-based - deci-
sion-making aid for selecting and carrying out appropriate measures in the diagnosis,
treatment, and follow-up of patients with cervical carcinoma.

The recommendations are based either on an examination of the available evidence in
accordance with the criteria of evidence-based medicine, adaptation of existing evi-
dence-based national and international guidelines, or - in the absence of an evidential
basis - on a consensus of participating specialists. All of the recommendations have
been evaluated and voted on by a multidisciplinary group of specialists and represent-
atives of patients’ organizations.

In addition to the general goal of improving care for patients with cervical carcinoma
by optimizing the diagnostic chain and carrying out stage-appropriate treatment when
the patient first contracts the disease, and at recurrence and/or metastasis, the aims
of this revised Level 3 guideline are as follows:

e Establishment of a “quality standard” as the basis for individually tailored, high-
quality treatment;
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e Improvement of the patients’ quality of life and achieving a medium-term to long-
term reduction in the mortality rate among these patients by implementing the
guideline’s recommendations;

e Ensuring universal implementation of multidisciplinary, quality-assured and in-
ter-sector care for patients with cervical carcinoma, while at the same time mak-
ing specific efforts to improve psychosocial care and rehabilitation in a need-
oriented and quality-assured way;

e Providing support for physicians and patients in medical decision-making by
providing recommendations that have received formal consensus;

e Supporting the involvement of the patients in treatment decision-making, taking
their individual needs into account;

e Creating the basis for education, training, and further training measures with
targeted contents for physicians, with the guideline recommendations being sys-
tematically taken into account in education, training, and further training and in
quality management systems;

e Obtaining information about the status quo in medical care, with particular ref-
erence to quality indicator 6 on adjuvant radio(chemo)therapy, — as there are no
data currently available on the way in which many patients receive stage-appro-
priate adjuvant therapy with combined cisplatin-containing radio(chemo)therapy.
In the long term, the aim is to achieve a reduction in the numbers of adjuvant
treatments in favour of primary chemoradiotherapy in the group of patients at
risk, or unimodal therapy.

The goals set out in the guideline remain the same as in the first version. The guideline
on “Diagnosis, Treatment, and Follow-Up in Patients with Cervical Carcinoma” is in-
tended as an evidence-based and consensus-based instrument for the care of patients
with cervical carcinoma. It serves to offer patients scientifically based, up-to-date, and
economic procedures in diagnosis, treatment, follow-up, and rehabilitation that are ap-
propriate to the relevant state of the disease. The present version of the guideline is
intended to provide the basis for medical decision-making processes that are relevant
to practical action. This is also against the background of the “shared -decision-making”
approach. Shared “decision-making” is a model for a partnership-based doctor patient
relationship, characterized by a common and equal decision-making process. The in-
formation provided in the guideline can enable physicians to help patients achieve their
wish to participate in decisions about their health problem. On the basis of the infor-
mation provided in the guideline, physicians and patients can communicate on a basis
of partnership about the objective and subjective aspects of an upcoming decision.

The guideline is intended to contribute to ensuring appropriate health care in the di-
agnosis, treatment and follow-up of patients with cervical carcinoma and to provide the
basis for individually stage-adapted, quality-assured therapy that respects the patient’s
wishes. Like its predecessor, this revised Level 3 guideline allows national implemen-
tation of interdisciplinary, quality-assured, inter-sector therapy. The aim of comprehen-
sive distribution and implementation of the revised Level 3 guideline is to improve the
diagnostic chain and stage-appropriate therapy both for the initial disease and also for
recurrences and metastases.
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2.1.2.

2.1.3.

Target Audience
Group of patients

This Level 3 guideline is aimed at all patients who have developed cervical carcinoma
(cancer of the uterine cervix) (including microinvasive lesions / high-grade precursor
lesions but excluding early stages / preinvasive lesions), as well as their relatives.

Target group of users

The recommendations given in the guideline are aimed at all physicians and members
of professional groups who are concerned with outpatient and/or in-patient care for
patients with cervical carcinoma — particularly gynecologists, gynecological oncolo-
gists, radiologists, pathologists, radio-oncologists, psycho-oncologists, and nursing
staff.

The guideline also continues to provide information for family physicians and hemato-
oncologists.

The intended audience also includes:

e Medical and scientific specialist societies and professional associations

e Groups representing the interests of women (women's organizations, patients'
organizations, and self-help organizations)

e Quality assurance institutions and projects at the national and state level (e.g.,
AQUA, KoQK, ADT, IQWiG, GEKID, ,gesundheitsziele.de”, IQTIG)

e Health-policy institutions and decision-makers at the national and state level

e Certification institutes (e.g., DKG)

e Funding bodies

Validity and Update Process

The guideline is valid until the next updating, or at the latest until October 2025. Its
need for updating is continuously monitored. The current literature is researched and
methodically reviewed on an annual basis in a “living guideline” framework. The central
guideline group decides on the need to update individual chapters.

When necessary - e.g. when studies providing relevant results or warnings become
known - the updating procedure can be started earlier or a short-term amendment to
the guideline may be made, depending on urgency.

Comments and suggested changes would be welcomed at the following address:

Prof. Dr. M. W. Beckmann

Dr. Frederik A. Stiibs

Central Guideline Coordination (Level 3 Guideline on Cervical Carcinoma)
Universitatsfrauenklinik Erlangen

Universitatsstrasse 21 - 23

91054 Erlangen

Germany

Tel: +49-9131 85-33553
Fax: +49-9131 85-33445
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Methodology

The methodological basis for the compilation of the guideline is described in the Guide-
line Report, which is freely available, on the web site of the GGPO
( ) and on the
AWMF's web site [ 1.

Levels of Evidence (LoE)

The system developed by the Scottish Intercollegiate Guidelines Network (SIGN), pre-
sented in Table 3, has been used in this guideline to classify the risk of distortion in
the studies identified (see http://www.sign.ac.uk/pdf/sign50.pdf).

Table 3: The SIGN evidence classification scheme

Grade

1++

1+

2++

2+

2.2.2.

Description

Well-conducted meta-analyses, systematic reviews of RCTs, or RCTs with a very low risk of
systematic error (bias)

Well-conducted meta-analyses, systematic reviews of RCTs, or RCTs with a low risk of sys-
tematic error (bias)

Meta-analyses, systematic reviews of RCTs, or RCTs with a high risk of systematic error
(bias)

High-quality systematic reviews of case control or cohort studies
or
High-quality case control or cohort studies with a very low risk of systematic distortion

(confounding, bias, chance) and with a high probability of the association being causative

Well-conducted case-control studies or cohort studies with a low risk of systematic distor-
tion (confounding, bias, chance) and a moderate probability of the association being caus-
ative

Case-control studies or cohort studies with a high risk of systematic distortion (confound-
ing, bias, chance) and a significant risk of the association not being causative

Nonanalytic studies, e.g., case reports, case series

Expert opinion

Grades of Recommendation (GoR)

The Oncology Guidelines methodology involves the issuing of grades of recommenda-
tion by the authors of the guideline, in the framework of a formal consensus procedure.
Accordingly, a complex nominal group process moderated by the AWMF was carried
out.
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In the guideline, all evidence-based statements (see Section 2.2.4) and recommenda-
tions are given an evidence level (in accordance with SIGN, see 2.2.1) for the studies
they are based on, and, in the case of recommendations, the strength of the recom-
mendation (grade of recommendation) is also given. With regard to the strength of the
recommendation, this guideline distinguishes between three levels of recommendation
(Table 4), which are also reflected in the way in which each recommendation is ex-
pressed.

Table 4: The grade of recommendation scheme

Grade of recommendation Description Expression
A Strong recommendation shall

B Recommendation should

C Open recommendation can

Criteria for grading of recommendations

In principle, the grade of recommendation is based on the strength of the available
evidence — i.e., when there is a high level of evidence (e.g., meta-analyses/systematic
reviews of RCTs, or several methodologically high-quality RCTs), a strong recommen-
dation is given (recommendation grade A,“shall”).

In addition, however, the following criteria were taken into account, potentially leading
to an upward or downward shift in the grade of recommendation:

e Consistency of the research results

e Example: The effect estimates for the study results point in different directions
and do not show a consistent trend.

e Clinical relevance of the end points and strength of the effects

e Example: Although studies with results pointing in one direction are available,
the importance of the selected end points and/or the strength of the effects are
not considered to be relevant.

e Benefit-risk relationship

e Example: The demonstrated benefit of an intervention contrasts with a relevant
element of potential harm, which argues against an unrestricted recommenda-
tion.

e Ethical obligations

e Examples: Downgrading for ethical reasons, an intervention with a demonstrated
benefit cannot be offered without restrictions. Upgrading: strong recommenda-
tion on the basis of e.g. case-control studies, since an RCT cannot be carried out
for ethical reasons.

e Patients' preferences

e Example: An intervention with demonstrated benefit is not strongly recom-
mended, as it is regarded by patients as burdensome or impracticable.

e Applicability, practicality in health care

e Example: An intervention with demonstrated positive effects cannot be recom-
mended, because it cannot be offered in the regional health-care system for
structural reasons.
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Classification of strength of consensus

To establish the strength of consensus, the percentage of specialists who were eligible
to vote and the absolute number of votes in favor were calculated. If consensus was
achieved, the reasons for this or differing positions expressed are presented in the
corresponding background texts.

The classification of the strength of consensus is presented in Table 5 and is based on
the AWMF regulations [ ].

Table 5: Classification of strength of consensus

Strength of consensus  Percentage agreement

Strong consensus Agreement by > 95% of participants

Consensus

Agreement by 75 - 95% of participants

Majority agreement Agreement by > 50 - 75% of participants
No consensus/dissent Agreement by < 50% of the participants
2.2.3. Statements

2.2.4.

Presentations or explanations of specific matters or issues, without direct instructions
for action, are described as “statements.” They are decided on in the same way as for
recommendations, in the framework of a formal consensus procedure, and may be
based either on study results or expert opinions.

Expert Consensus (EK)

Statements/recommendations that have been decided on the basis of an expert con-
sensus in the guideline group are marked as ,expert consensus (EC)”. No symbols have
been used to grade these recommendations; the strength of the expert consensus is
indicated by the form of expression used (shall, should, or can) in accordance with the
gradation given in Table 4.

Expert consensus (EC) after systematic research

Systematic research was carried out on a few key questions, without any relevant liter-
ature related to them being identified. The following study designs were defined as
inclusion criteria for all population, intervention, comparison, and outcome (PICO)
questions:

e Randomized controlled studies (RCTs), including quasi-randomized controlled
studies.

e Nonrandomized controlled studies (hon-RCTs) — i.e., experimental prospective
studies that only differ from RCTs in that the assignment of patients to the inter-
vention groups was carried out without randomization, while the intervention
groups were compared with each other.

e Prospective comparative observational studies.
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e Systematic reviews on the above-mentioned study designs, with the following
characteristics:

e The literature search was carried out in at least two electronic databases.

e The study question was formulated as a PICO question.

e The description of the study population, the results of the analysis of the risk of
bias, and the results were presented in tabular form and comparably, in such a
way that they can be clearly assigned to the individual studies.

As these questions were prioritized in advance for external processing, due to their
high level of clinical relevance, the guideline group nevertheless formulated state-
ments/recommendations on them. In the absence of data, these were thus ultimately
based on an expert consensus in the guideline group. These statements/recommenda-
tions are marked as “expert consensus (EC) after systematic research” and linked to the
corresponding key questions. The precise research strategy and research results are
explained in the guideline report. Symbols are not used to grade these recommenda-
tions; the strength of the expert consensus is conveyed by the formulation used
(must/should/can) in accordance with the gradation given in Table 4. The way in which
the grade of recommendation was established, in view of the absence of an evidence
base, is explained in each background text.

Independence and Management of Conflicts of Interest

German Cancer Aid (DKH) provided the funding for the preparation of the guideline,
via the GGPO. These funds were used for staff costs, office materials, purchasing of
literature, and for the consensus conferences (room hire, technical facilities, catering,
chairpersons’ fees, participants’ travel costs). The guideline was prepared with editorial
independence from the funding organisation. All members provided a written declara-
tion concerning any conflicts of interest during the guideline preparation process. The
disclosed conflicts of interest are listed in the guideline report for this guideline

)

In accordance with the requirements of the AWMF, all members of the guideline group
were asked to disclose their conflicts of interest at the beginning of the guideline pro-
ject. For this purpose, a standardized AWMF form was sent to all members. Submission
of a completed conflict of interest (COI) form was mandatory for further participation
in the guideline process. This applied not only to office-holders, but to everyone in-
volved in the guideline. If the form was not available prior to the commencement of
substantive work, it automatically resulted in disqualification from participation. The
evaluation procedure for COls was explained in detail to the guideline group at the first
consensus conference. All COI forms were reviewed by the guideline coordinators and
classified in accordance with formal criteria into the categories shown in Table 6. The
guideline coordinators were not permitted to have any guideline-specific financial COls
(even of minor relevance). The results of this evaluation were presented at the first
guideline group consensus conference.
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Table 6: Categories for evaluating conflicts of interest

Category

Low

Moderate

High

Classification

Less than moderate

Advisory work / industrial third-party funding or speaking fees > with an absolute
value > 5000€/year, share ownership < 5000€

Share ownership < 5000€; patent ownership, third-party funding > € 50,000€

Guideline staff in supervisory positions (e.g., as members of steering committees /
steering groups, working group leaders, persons primarily responsible for evidence
preparation, chairpersons) were permitted to have a maximum of low COls. Office-
holders with a moderate or high COIl were not permitted to vote on the topic-related
statements/recommendations and had to abstain from voting. Unless their expertise
could be dispensed with, they had the status of advisory, nonvoting experts.

The guideline group was composed of representatives from various specialist disci-
plines as well as members of the Oncology Guidelines Office, the AWMF, the DKG, and
patient representatives. The study evidence was reviewed by external collaborators.

Before the second consensus conference and before voting on the statements and rec-
ommendations, all office-holders and participants in the guideline group were asked to
update their COl statements. These were then presented again at the second consensus
conference.

All statements and recommendations were approved with a strong or very strong con-
sensus.

All COls are published along with names in the guideline report (without stating the
financial sums concerned).

Topicality of recommendations and statements

It has been noted in the headers of the recommendations and statements when they
were created or updated and whether they have been modified or newly created. The
following categories of marking are used:

e Checked 2021: the recommendation or statement was made at the time when
the guideline was written (2014). The validity of the recommendation or state-
ment was reviewed during the 2021 update process, and a decision was made to
retain the content.

e Modified 2021: the recommendation or statement was modified in part or in its
entirety during the 2021 update process.
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3.

3.1.

Epidemiology
Major changes in the chapter on epidemiology

This chapter has hardly been changed. No recommendations are made in it. The data
on the incidence and mortality rate for gynecological tumors have been updated on the
basis of the current “Cancer in Germany, 2015/2016” report from the Robert Koch In-
stitute, published in 2019.

In addition, new recommendations issued by Germany’s Standing Committee on Vac-
cines (STIKO) on vaccination against human papillomavirus (HPV) and the initial results
following the introduction of mandatory vaccination in Australia have been added.

F.A. Stiibs, M.C. Koch, F. Mergel, M.W. Beckmann

Incidence and mortality

Cervical cancer is the fourth most common gynecological malignancy worldwide. A to-
tal of 528,000 women were newly diagnosed with cervical carcinoma in 2012, and
266,000 women died of the disease. In Germany, this tumor entity has become a less
frequent tumor type in recent decades, partly due to early detection. Partly thanks to
early detection, cervical carcinoma has become a less frequent type of tumor in Ger-
many over the last few decades. This has led to a reduction in the incidence of invasive
cervical carcinoma during the last 30 years — from being the most frequent type of
carcinoma among women (in 1971) to the thirteenth most frequent, at 1.9% of the total
incidence of all malignancies among women (in 2016) in Germany [4]. This decline in
cervical carcinoma is explained, among other factors, by the introduction in 1971 of
early detection examinations using a cytological smear, which have made it possible to
detect precursors and early stages of cancer in a timely way and treat them successfully
[1]. The development and introduction of human papillomavirus (HPV) vaccines does
not explain the observed decline in the incidence, as these vaccines were only included
in the recommendations of the Standing Committee on Vaccines (STIKO) in 2007 (GBA
decision 2008). However, it is expected that the implementation of HPV vaccination will
further reduce the incidence and mortality rates in the future. Since June 2018, the
STIKO has also recommended vaccination for boys aged 9-14. This is expected to fur-
ther reduce the incidence and mortality of cervical cancer provided that sufficient vac-
cination coverage is achieved, including through herd immunity [2].

lin Australia, a vaccination program using the quadrivalent vaccine (HPV types 6, 11,
16, and 18) was introduced between 2007 and 2009 for girls aged 12-13. Between
2006 and 2009, a reduction in the incidence of HSIL lesions from 0.85% to 0.22% in
females under 18 years of age was observed (P = 0.03). No reduction was seen in other
groups of patients. The reduction in HSIL lesions was therefore only found in patients
who received vaccination [5]. In a cluster-randomized trial of HPV-associated invasive
carcinoma, including a total of 9,529 initially 14-17-year-old girls who received the
bivalent or quadrivalent HPV vaccine and 17,838 initially 14-19-year-old females with-
out HPV vaccination, eight cervical carcinomas were diagnosed in the unvaccinated
women after 7 years and no cervical carcinomas were seen in the vaccinated women.
However, the data were not available to the guideline group in the form of a full publi-
cation, which is expected in 2021 [6].
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A meta-analysis of 20 studies from nine countries including 16,600 women vaccinated
against HPV showed a 64% reduction in the incidence of infection with HPV 16 and 18
in women aged 13-19 years (RR 0.36; 95% Cl, 0.25 to 0.53) [7].

The incidence of more advanced tumor stages (> FIGO stage 1IB) and the numbers of
deaths have declined since 1980, but have been stagnating over the last 10 years.
Overall, approximately one in 340 women currently dies of cervical carcinoma in Ger-
many; 30 years ago, the figure was more than twice that [4].

Data from the Robert Koch Institute and GEKID for 2019 report a total of 4380 new
patients with cervical carcinoma in 2016, and 1562 deaths from the disease. The inci-
dence in comparison with 2002 (n = 6500 to 4380) has thus clearly declined, and the
number of deaths (n = 1700 to 1562) due to cervical carcinoma has fallen slightly [4]
[3]. The relative 5-year survival rate for patients with cervical carcinoma was 67% in
2016, while the 10-year survival rate was 63%.

The age distribution shows a peak between 40 and 59 years of age. The mean age at
first diagnosis of cervical carcinoma, currently 55, has declined by 15 years during the
last 25 years [4]. The mean age at which the disease develops is 34 for preinvasive
precursor stages — a mean of 20 years younger [4]. The 5-year prevalence was 17,400
women in 2014, slightly lower than the 2016 rate of 17,500. In 2013-2014, 44% of
cervical carcinomas were in stage UICC stage | at first diagnosis, 13% in stage Il, 23%
in stage Il, and 20% in stage IV [4].

Table 7: Relative 5- and 10-year survival rates for cervical cancer in relation to UICC stage from the
Bavarian Cancer Registry (n=14,606), 1998-2011.

UICC stage

Relative 5-year
survival rate

Relative 10-
year survival
rate

0 I 1l 1 v
100% 95% 75% 58% 21%
100% 93% 71% 51% 16%

UICC stages according to TNM classification: UICC 0 = Tis NO MO; UICC | = T1 NO MO;
UICC Il = T2 NO MO; UICC lll = T3 NO MO or T1-3 N1 MO; UICC IV =T4 NO MO or T4 N1
MO or any T any N M1.

Source: Bavarian Cancer Registry, 2013.
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Table 8: Incidence and mortality rates for carcinomas specific to women, 2021

Incidence Age-standard- Total deaths Age-standard-
ized incidence in ized overall mor-
n = absolute European popu- N =absolute tality rate in Eu-
lation ropean popula-
tion
per 100,000
per 100,000
Women (total) 340,590 105,597
Gynecological 95,100 153 29,155 36,7
carcinomas (to-
tal)
Breast carci- 68,950 112,2 18,570 23,4
noma
Endometrial car- 11,090 16,5 2,600 3,0
cinoma
Ovarian carci- 7,350 11,1 5,486 6,9
noma
Cervical carci- 4,380 8,7 1,562 2,4
noma
Vulvar carci- 3,330 4,5 937 1,0
noma

3.2.

The prognosis for those who develop the disease has improved markedly. The mortality
rates have clearly declined since 1980. Table 7 shows the relative 5-year and 10-year
survival rates relative to the UICC stage, from the Bavarian Cancer Registry for the pe-
riod 1988-2011 (n = 14,606).

Regional differences

The incidence of cervical carcinoma varies worldwide between 3.6 (in Finland) and 45
(in Peru) per 100,000 women per year. In Germany, the incidence in 1971 was 45 per
100,000 (figures for the state of Saarland), while in 2014 it was 9.1 per 100,000 (fig-
ures from GEKID for Germany as a whole [11]). In a comparison with the EU countries,
Germany’s age-standardized rates for new cases and mortality were thus at place 13
out of 28 countries for incidence and 15 out of 28 for mortality. The Cytology Commit-
tee of the 17 Associations of Statutory Health Insurance Physicians reported to the
Federal Association of Statutory Health Insurance Physicians that in 2016 there were
26,453 women with cervical intraepithelial neoplasia 3 and 637 women with adenocar-
cinoma in situ (AIS) [8]. Data from Austria show that the incidence of precancerous
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3.3.

cervical lesions in women in the 21-30-year-old age group increased significantly in
1985-1989 in comparison with 1980-1984, with a fourfold increase [9]. A similar trend
has also been reported in individual studies on populations in Germany [10]. One pos-
sible explanation for this might be the higher rate of participation in early detection
examinations for early cancer, as well as changes in lifestyle (e.g., nicotine abuse, com-
bination oral contraceptives, earlier sexual activity).

Histological subtypes

Squamous cell or nonsquamous cell carcinoma, as well as adenocarcinoma and
adenosquamous carcinoma, are the most frequent histological types. Squamous cell
carcinoma is present in approximately 80% of cases. The proportion of adenocarcino-
mas has increased during the last 25 years from 10% to approximately 20% [23] [12]
[13]. Other tumor entities such as mixed forms (adenosquamous), neuroendocrine
(large cell or small cell) or clear cell or serous papillary carcinomas are rare.

Reasons for the increase in adenocarcinomas may include improved histopathological
classification of cervical carcinoma and the increasing role played by cofactors in car-
cinogenesis; adenocarcinoma in situ (AIS) is diagnosed in an endocervical location dur-
ing screening more rarely than preinvasive squamous cell lesions (cervical intraepithe-
lial neoplasia, CIN) [14] [15][16] [17] [181[19]1[19][20]1[21][22] [21]. Research is still
continuing to determine whether HPV vaccination is leading to a shift in the histological
subtypes. Reference may be made here to the relevant Level 3 guideline on “Prevention
of Cervical Carcinoma” (AWMF registry no. 015/270L) and to the Level 3 guideline on
“Vaccine Prevention of HPV-Associated Neoplasia” (AWMF registry no. 082/002).

Histology of invasive carcinomas (n = 26,174)

P Other specific carcinomas
I \Vixed tumors

P Neuroendocrine tumors
B Other epithelial tumors
I Adenocarcinomas
I Squamos cell carcinomas
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Figure 1: Morphology of cervical carcinoma. Source: Arbeitsgemeinschaft Deutscher Tumorzentren,

2021 [24]
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3.4.

3.4.1.

Risk factors and disease development

The etiology and pathogenesis of cervical carcinoma have not yet been conclusively
explained. The carcinogenetic process is multifactorial, with varying importance and
interactions among the influencing factors. Different groups of risk factors for the de-
velopment of invasive cervical carcinoma have been distinguished:

Major risk factors

e Infection with human papillomavirus (mainly HPV type 16+18; see section 3.4.1)

e Precancerous lesions/dysplasia — low-grade squamous intraepithelial lesion
(LSIL); high-grade squamous intraepithelial lesion (HSIL), and adenocarcinoma in
situ (AIS)

Nongenetic risk factors / cofactors [24] [25] [26] [27] [28]

e Smoking (> 15 cigarettes per day)

e Patients with immunosuppression (HIV, medications)

e Early start of sexual activity (< 14 years of age)

e Frequently changing sexual partners (more than four in 10 years)

e Other infections (e.g., genital herpes, chlamydiae, gonococci)

e Low socioeconomic status

e Poor sexual hygiene

e Long-term use of oral contraceptives, > 5 years (for possible confounding factors,
see section 3.4.2)

e Large number of births

Genetic risk factors / co-factors

e Additional factors such as genetic variations (somatic) may influence the devel-
opment of tumors. The extent to which these are of clinical relevance is as yet
unclear. They have an odds ratio with just under a twofold increase [29][30]. By
comparison, the OR for HPV high-risk positivity is 150, while with HPV 16 posi-
tivity it is as high as over 400 [31]. Nicotine abuse, with an OR of 2.17, also
represents a higher risk [32]. Research is currently focusing on single nucleotide
polymorphisms (SNPs) in the following genes, with no claim to completeness in
the listing:

e HPV persistence: IRF 3, OAS3, SULF1, DUT, GTF2H4, FOXP3

e Progression to invasive cervical carcinoma: FANCA, IFNG, EVER1/EVER2, FAS

e Specific to cervical carcinoma: TP 53, CCND1

e Genes with a general disposition toward tumor development: ATM

HPV infection

An underlying infection with human papillomavirus (HPV) is almost always present with
cervical carcinoma. Etiologically, the development of cancer is associated with infection
with high-risk human papillomaviruses (mainly HPV types 16, 18, 45, 31, 33, 58, 52,
35, 59, 56, 6, 51, 68, 39, 82, 73, 66, and 70). However, the infection only persists in
5-10% of patients and only around 3% of women who are infected with papillomavirus
actually develop cervical carcinoma [33].

This topic is discussed in detail in the Level 3 guidelines on “Vaccine Prevention of HPV-
Associated Neoplasia” (AWMF registry no. 082/002) and “Prevention of Cervical Carci-
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3.4.2.

3.5.

noma” (AWMF registry no. 015/0270L), and reference may be made to these. In partic-
ular, patients with known immunodeficiency or immunosuppressive therapy and HPV
infection require particularly closely scheduled follow-up examinations in the frame-
work of early cancer detection.

Hormonal contraception

There has been discussion regarding an increased risk of cervical carcinoma developing
in patients with an existing HPV infection who are simultaneously taking oral contra-
ceptives. The use of mainly combined oral contraceptives (with estrogen and gestagen
components) for a longer period (five or more years) is associated with an increased
risk for cervical carcinoma [25]. It was shown in an analysis of 24 epidemiological stud-
ies that more prolonged use of oral contraceptives is associated with a greater risk of
disease [24]. On the other hand, a reduction in risk has been observed after cessation
of oral contraceptive use, independently of the previous period of contraceptive use

[24].

A report produced in 2002 by the International Agency for Research on Cancer, which
is part of the WHO, examined data from eight studies dealing with the association be-
tween the use of oral contraceptives and the risk of cervical carcinoma in HPV-infected
women. The analysis showed a threefold higher risk among women who had taken oral
contraceptives for 5-9 years in comparison with women who had never taken oral con-
traceptives. In women who had used oral contraceptives for 10 years or longer, the risk
of developing cervical carcinoma was four times higher [27]. These findings were con-
firmed by another cohort study in 2016. Oral contraceptive use was associated with an
increased risk of both CIN 3/HSIL and also invasive carcinoma (HR 1.6 and 1.8, respec-
tively, for > 15 years versus never taken). Placement of a hormonal coil appeared to
have a protective effect on the development of CIN 3/HSIL or cervical carcinoma. How-
ever, this was not statistically significant (OR 0.7; 95% Cl, 0.5 to 0.96). The authors of
the study explain the protective effect with the chronic inflammatory reaction caused
by the coil. This may reduce the persistence of the human papillomavirus [34].

Nearly all cervical carcinomas are caused by high-risk or oncogenic HPV subtypes, and
the association with oral contraceptives is probably indirect (as a cofactor). The hormo-
nal influence of oral contraceptives may make the mucosal cells of the cervix more
receptive for viral infection, or may diminish local defenses against infection, or may
influence the mutation leading to cancer developing in HPV-infected cells. It can be
assumed that this indirect path mainly occurs in combination oral contraceptives with
estrogen and gestagen components, increasing the risk of mutation. Drugs containing
only gestagens (minipills) do not appear to increase the risk of cervical carcinoma de-
veloping [24] [26]. Research is currently still continuing on issues involving the devel-
opment of disease in patients receiving oral contraceptives. It is also possible that long-
term contraception may represent a confounding factor (with earlier start of sexual
activity, more sexual partners) [26].

Protective factors

Nutritional factors (e.qg., citrus fruit, diet high in vegetables, garlic, onions, vitamins C,
E, and AT) may play a protective role to some extent. Stopping smoking and taking
steps to avoid genital infections and sexually transmitted diseases are relatively easy
ways of reducing risk. A meta-analysis of 17 studies including 7537 women and 4945
cases of cervical cancer showed that the use of an intrauterine device (IUD) reduced the
risk of developing cervical cancer (OR 0.64; 95% Cl, 0.53 to 0.77). The reduction in
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incidence was observed in all 17 studies. However, the meta-analysis was to able to
drawn any conclusions concerning the duration of IUD use or the type of IUD (e.g.,
copper vs. hormone) [35].
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4.

4.1

EC

4.1.

Prevention and early detection

Major changes in the chapter on prevention and early detection

This chapter has been considerably shortened. Detailed information is provided in the
complementary Level 3 guideline on the prevention of cervical carcinoma (AWMF regis-
ter no. 015/0270L).

P. Hillemanns, B. Mangold, R. Lellé, M.C. Koch, M.W. Beckmann, M. Jentschke

Consensus-based Statement checked 2021

Recommendations on the prevention and early detection of cervical carcinoma are
presented in the Level 3 guidelines (S3) “Vaccine Prevention of HPV-Associated Ne-
oplasia” (AWMF register no. 082/002) and “Prevention of Cervical Carcinoma”
(AWMF register no. 015/0270L).

Strong Consensus

Primary prevention - HPV vaccination

Recommendations on primary prevention of cervical carcinoma by vaccination against
the high-risk genotypes of human papillomavirus (HR-HPV), HPV 16 and 18, are given
in Germany in the Level 3 guideline on “Vaccine Prevention of HPV-Associated Neo-
plasia” (AMWF register no. 082/002), by the Paul Ehrlich Association for Chemotherapy
(HPV Management Forum Working Group), the German STI Association, the German
Dermatological Association, and in the recommendations of the Standing Vaccination
Committee of the Robert Koch Institute (STIKO).

Infection of the cervical epithelium with high-risk types of human papillomavirus (HPV)
is the main cause of the development of cervical carcinoma. More than 95% of cervical
carcinomas are HPV-positive, with HPV type 16 being found in 50-60% and HPV type 18
in 10-20% of the carcinomas [38] [39]. In German studies, approximately 60% of all
high-grade cervical intraepithelial neoplasias (CIN 2/3) have been found to be associ-
ated with HPV types 16 and 18. The risk of infection with HPV increases with the num-
ber of sexual partners. Consistent use of condoms reduces the risk of transmission,
but does not provide absolute protection against infection [40]. HPV is a common sex-
ually transmitted infection. The risk of infection with HPV increases with the number of
sexual partners. Consistent condom use reduces the risk of transmission but is not
absolute protection [41]. Cofactors that influence the risk of HPV-positive women de-
veloping invasive carcinoma include prolonged use of oral contraceptives, smoking,
high parity, immunosuppression, HIV infection, and other genital infections such as
chlamydia or herpes [37]. HPV infection is common, but not all patients develop mani-
fest dysplasia or carcinoma, as the rate of spontaneous recovery is high.

TThe bivalent and nonavalent HPV vaccines that are currently approved contain nonin-
fectious virus-like particles (VLPs) without any viral DNA and are directed against HPV
16/18 and in the nonavalent vaccines against HPV 6/11/31/33/45/52/58 in addition.
These VLPs can stimulate the humoral and in some cases also the cellular immune
system [42]. Many studies have confirmed that the vaccines are remarkably effective
for prophylaxis in young women with no exposure to HPV, women aged 25-45, and
also in HPV-naive men and in children against vaccine type-specific anogenital diseases
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4.2.

4.2.1.

[36]. The safety profile of these vaccines is very good — after two decades of their use.
In several countries with high rates of vaccination coverage, a significant decline in
genital warts (> 90%) and a reduction in the numbers of cases of intraepithelial neo-
plasia among young women have been recorded.

On the basis of theoretical vaccine efficacy, the nonavalent HPV vaccine introduced in
2016 will provide marked improvements of 90% against invasive cervical carcinomas,
75-85% against CIN 2/3, and 50-60% against CIN 1 [43] Studies have also confirmed
very high effectiveness relative to the end points of vaccine type-specific intraepithelial
neoplasia of the cervix, vulva, and vagina [44]. The current vaccination rate is 44.6%
according to the RKI in 2018 and 57.9% after at least one vaccination dose. There is
increasing evidence from national registry analyses — from Australia, for example —
that a single vaccination provides adequate immunity.

The STIKO recommends general vaccination of all girls and boys aged 9-14. Vaccina-
tion with two vaccination doses at an interval of 6 months should be completed if pos-
sible before the first sexual intercourse [45]. A third vaccination dose is required above
the age of 14. Repeat vaccination should be given by age 17. Since 2018, HPV vaccina-
tion is now also recommended by the STIKO for all boys aged 9-14. The background
to this is the significant reduction in the disease burden of HPV-associated tumors in
both sexes that can be expected with the current vaccination rates among girls as a
result of the additional vaccination of boys [46].

Secondary prevention - early detection of cervical car-
cinoma

Recommendations for secondary prevention of cervical carcinoma are dealt with in the
Level 3 guideline on “Prevention of Cervical Cancer,” register no. 015-0270L, under the
auspices of the German Association for Gynecology and Obstetrics (DGGG) [47].

Primary screening and diagnosis are regulated in the guideline published by the Federal
Joint Committee (G-BA) on November 22, 2018 on organized cancer screening pro-
grams and the program for the early detection of cervical carcinoma.

Early detection of cervical carcinoma in Germany

Early detection examinations for cancer were introduced in Germany on 23 June 1971,
in accordance with the guidelines of the Federal Committee of Physicians and Health
Insurance Funds. Through the Federal Joint Committee (G-BA), which was established
in 2004, statutory reimbursement for early detection examinations for cancer has been
further developed in guidelines in accordance with Section 92, paragraph 1, clause 2,
no. 3 of the German Social Security Code (SGB) and Section 25, paragraph 2 of SGB V
(Cancer Early Detection Guideline [KFE-RL], March 3, 2011). Entitlement to early detec-
tion examinations is established by statute in SGB V (Sections 25 and 26). With regard
to cervical carcinoma, one genital examination per year is carried out starting from the
age of 20. This consists of specific questioning, inspection of the cervix and uterine
orifice, speculum examination of the vaginal portion of the cervix, taking a smear from
the surface of the ectocervix and cervical canal and cytological examination of it (Pap
smear), and gynecological palpation of the vagina. The examination also includes dis-
cussion of findings in the case of unusual cytological results. The costs are covered by
the statutory health insurance funds.
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4.2.2.

The current average rates of participation in cancer screening examinations for cervical
carcinoma are not reported by the Central Institute of Statutory Health-Insurance Phy-
sicians. Reasons for this include the widely differing participation rates among younger
and older age groups, as well as the separate surveying conducted in the individual
federal states. According to an analysis of data from the Statutory Health Insurance
Fund (AOK) for Lower Saxony, the maximum average annual participation rate is around
45% [48]. Lower participation rates were observed in patients with lower professional
qgualifications. The highest rate was among 25-29-year-olds (annually approx. 60%; bi-
ennially approx. 77%). The biennial participation rate among women aged 30-39 was
approx. 70%, while in the 50-59-year-old age group it was approx. 55%. Overall, there
were no relevant differences between the 2-year (63.4-66.5%) and 3-year rates (64.4-
67.6%). More than 30% of women did not participate in screening during a 3-year pe-
riod.

As part of the quality assurance agreement (Section 8), physicians practicing cytology
are required to submit their annual statistics to the relevant Associations of Statutory
Health Insurance Physicians (Kassendrztliche Vereinigungen, KV). The cytology commit-
tees convened by the associations evaluate the submitted data, which are then sent in
anonymized form to the National Association of Statutory Health Insurance Physicians
(Kassenarztliche Bundesvereinigung). A total of 1898 squamous cell carcinomas, 679
adenocarcinomas, 26,453 CIN 3 lesions, 637 AlS, and 1795 extracervical malignancies,
mostly endometrial carcinomas, were registered in the annual statistics for 2016. In all,
97.22% of the 15,839,847 women screened had unremarkable findings. A total of
441,027 screening participants had cytological findings requiring further examination.
Histological analysis was performed for 51,195 women. This figure represents 0.32%
of all the women screened [&].

The accuracy rate for lesions > CIN2 was over 90% for Pap IVa-p. The accuracy rate for
lesions > CIN3 was over 97 % for Pap V-p [&].

The annual statistics indicate the frequency of pathological findings and the accuracy
of group IV-p and V-p findings for carcinomas and precursor lesions. However, im-
portant information such as the corresponding histological correlate is lacking for the
Pap groups II, lll and [1ID1/2, making it difficult to calculate the risk or draw conclusions
about which diagnostic measures are preferable [8].

New program for early detection of cervical carcinoma start-
ing in 2020

Recent findings from meta-analyses of randomized and controlled studies and cohort
studies using testing for high-risk genital human papillomavirus (HPV) in comparison
with cytology led to discussions concerning the further development of cervical cancer
screening. The aims were to improve the sensitivity of the examination and to increase
the participation rate. Following intensive discussions among the various groups of
interested parties, the G-BA defined the design of the future screening program at a
meeting held on September 15, 2018 and set it out in the a guideline [49] [50]. The
guideline is largely based on the recommendations of the Level 3 guideline on preven-
tion of cervical carcinoma [47], [49]. Organized screening in Germany started on Janu-
ary 1, 2020:

e  For the first time, women are entitled to cervical cancer screening services start-
ing from age 20: eligible women (Section 5) qualify to receive an invitation, in-
formation and explanations, cytology-based or combined primary screening with
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a clinical examination, reporting of findings and counseling (Section 6), and fur-
ther diagnosis (Section 7).

e Women aged 20-34 are eligible for annual cytology-based cervical cancer screen-
ing in accordance with Section 6, paragraph 3. If a negative HPV test is obtained,
women aged 30-34 with Pap group IlI-p or II-g cytology results are eligible for
repeat participation in primary screening.

e In the future, women aged 35 and over are to be offered a combination exami-
nation consisting of an HPV test and a cytological examination every 3 years in-
stead of the annual cytological examination.

e Eligible women will be invited to participate when they reach the age of initial
eligibility. Further invitations are to be issued in each case at the ages of 25, 30,
35, 40, 45, 50, 55, 60, and 65.

e No upper age limit has been set. However, women should be informed about the
conditions in which stopping screening will only involve a low residual risk of
cervical cancer.

e During a transitional phase of at least 6 years, data will be collected as part of
the monitoring process to determine whether further changes in the screening
strategy are needed.
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5.

5.1.

5.1

EC

Providing patient information

Major changes in the chapter on patient information

This chapter has hardly been changed. It has been revised in line with the existing
current versions of the guidelines on breast carcinoma, ovarian carcinoma, and pros-
tate carcinoma. The chapter has been expanded to include a recommendation based
on the Level 3 guideline on breast cancer, and one statement has been revised.

A. Sevnina, F.A. Stiibs, H. Haase, R. Wiedemann, F. Mumm, M.W. Beckmann

Patient information and education content

This section is closely adapted from the existing Level 3 guidelines on “Diagnosis,
Treatment, and Follow-up in Breast Carcinoma” (AWMF register no. 032/0450L) and
“Diagnosis, Treatment, and Follow-up for Malignant Ovarian Tumors” (AWMF register
no. 031/0350L), as gynecological tumors in women, and on “Early Detection, Diagno-
sis, and Treatment for the Various Stages of Prostate Carcinoma” (AWMF register no.
043/0330L), as an additional lower abdominal tumor. The guideline group considered
that the recommendations adopted in those guidelines at the expert consensus level
are transferable [51], and they have been adapted where necessary to the specifics of
the disease.

Duties connected with providing information to patients have been regulated since
2013 in the new “Law on Improving Patients’ Rights” (PatRechte G; came into force on
February 26, 2013). The German parliament approved the draft law on November 29,
2012. The law is concerned with the following aspects: duties to provide information
between the physician and the patient, consent, duties to provide information, docu-
mentation of treatment, inspection of the patient’s files, and burden of proof for liabil-
ity in case of errors in treatment or in providing information. This legal regulation is
associated with duties that have a legal character and go beyond the framework of
guideline recommendations.

Consensus-based Recommendation checked 2021

High-quality and pertinent information materials (using print or Internet media)
shall be produced in accordance with defined quality criteria for health infor-
mation and made available to patients, to support them in independent decision-
making for or against medical measures by providing generally comprehensible
risk information (e.g., with details of absolute risk reductions).

Consensus

The recommendations are based on an expert consensus and on the corresponding
recommendations in the Level 3 guideline on breast carcinoma (version 4.2, 2019) [52].

Providing patients with comprehensible information and nuanced explanations is be-
coming increasingly important as a result of the use of new information technologies
such as the Internet, as well as patients’ increasing need for information and participa-
tion in the treatment of their disease. The importance of information and explanations
for the physician-patient relationship, the course of the disease, and success in achiev-
ing the goal of treatment has been confirmed in numerous studies [53] [54] [55].
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Providing patients with information, without prejudging the outcome, in combination
with joint (participatory) decision-making, is what makes medical work possible in the
first place.

Four ethical principles are at work in these interactions, according to the established
Beauchamps & Childress model:

e Respect for patients' autonomy

e Avoidance of harm (non-maleficence)
e Beneficence

e Equality and justice [56]

Two ethical principles are at work in these interactions — the patient’s self-determina-
tion (autonomy) and the physician’s medical care [56]. The patient’s autonomy is the
highest value here. A decision made by the patient is always voluntary and places obli-
gations on medical action. Patients may express preferences for or against medical
measures in diagnosis and treatment, or may also decide in favor “not wanting to
know.” In order for patients to be able to make a decision that constitutes effective
consent (“informed consent”), any information deficits they may have must be compen-
sated for by the physician. Patients can approve or oppose medical measures in diag-
nosis and treatment, or may decide that they “do not want to know.” To enable patients
to take decisions in the sense of effective consent (“informed consent”), any information
they may lack needs to be supplied by the physician. The personal discussion between
the patient and the physician is particularly important as the basis for trusting and
respectful understanding. Participatory decision-making is extremely important here
(“shared decision-making”) [52].

The discussion involves a process that follows specific rules and an intensive exchange
of information between the physician and the patient and leads to a decision by the
patient, supported by both parties, regarding the implementation of medical measures.

The prerequisite for participatory decision-making is a patient-centered discussion. The
information provided by the physician must be comprehensive, true, complete with
regard to the type of measure required and its purpose, benefits and risks, and in
particular it must be comprehensible (including details of frequencies instead of rela-
tive percentages) [57] [58]. The patient’s individual somatic, psychological, and social
situation, age, and comorbidities should be taken into account during the discussion.
Anxieties and worries, specific burdens, and in particular the patient’s information
needs, treatment expectations, and preferences, should be directly addressed by the
physician [52] [58] [59] [60] [62]. The information provided by the physician for the
patient should cover the following aspects: information about the disease, examination
results that have been obtained, the course of treatment to date, diagnostic and ther-
apeutic options including their expected side effects, and assessments of the associ-
ated prognoses and effects on the patient’s life plans [52] [61] [63].

Preparing and providing access to written information is a further supportive and help-
ful measure for the patient’s decision-making process [64]. The written information
includes expert, factually competent, comprehensibly prepared, and quality-assured
information materials [52] [61] [63].
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5.1.1.

5.2

EC

5.3

EC

5.4

EC

Diagnostic message

Consensus-based Recommendation checked 2021

The patient shall be informed that their partner or a relative can be invited to be
included in the discussion(s).

Strong Consensus

Providing patient information is an interdisciplinary task for all the professional groups
involved in oncological care. Although providing the patient with medical information
is primarily the physician’s task, it should be supported by other professional groups
such as nurses, psycho-oncologists, etc. for specific topics [65].

Consensus-based Recommendation checked 2021

During the medical discussion, the patient’s individual preferences, needs, wor-
ries, and anxieties shall be identified and taken into account. If a patient needs
several discussions for the purpose, an offer of further discussions shall be avail-
able.

Strong Consensus

Consensus-based Recommendation modified 2021

Providing the patient with medical information is primarily a task for the attending
physician, but for specific topics it should be provided by other professional
groups such as nurses, psycho-oncologists, etc.

Strong Consensus

The Dartmouth-Hitchcock Medical Center in New Hampshire, USA, can be used as an
example to illustrate the way in which patient information can be implemented as an
interdisciplinary task. Since 1999, patients have been offered decision coaching in the
Center for Shared Decision Making in order to clarify individual preferences and prepare
for consultation with their physician. Decision-making aids are also provided during
this process. The goal is to facilitate shared decision-making and informed decisions.
The role of decision coaches is played in particular by nurses [70]. In Germany, corre-
sponding curricula for qualification as a decision coach have already been developed
for the areas of breast cancer [67] and multiple sclerosis [69]. These curricula are in-
tended to enable nurses to provide decision coaching using evidence-based decision-
making aids. Providing written information and offering access to it is supportive and
helpful for the patient in reaching decisions [66] [68]. This includes specialist and fac-
tually authoritative information materials that are prepared in a comprehensible man-
ner and are quality-assured [65].
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5.5

EC

5.6

EC

5.7

EC

Patients’ rights legislation in Germany refers to the “person providing treatment” rather
than to a “doctor” [71]. The guideline group therefore agreed on the compromise “at-
tending physician.” This is because the vast majority of medical information is provided
by doctors.

Consensus-based Recommendation modified 2021

Information shall be communicated and provided to the patient as early as possi-
ble on the basis of the following basic principles of patient-centered communica-
tion allowing participatory decision-making:
e Expressing empathy and active listening
e Direct, empathetic raising of difficult topics
e Avoiding specialist medical vocabulary, with specialist terms being ex-
plained if needed
e Using strategies for improving comprehension (repetition, summing up im-
portant information, using diagrams, etc.)
e Encouraging the patient to ask questions
e Permitting and encouraging expressions of emotion
e Offering further assistance

Consensus

Consensus-based Recommendation checked 2021

The patient should be offered psychosocial and psycho-oncological support for
psychological, sexual, and relationship problems.

Strong Consensus

Consensus-based Recommendation checked 2021

The patient shall be informed about the option of contacting self-help groups.

Strong Consensus

As soon as a histopathological diagnosis of cervical carcinoma has been confirmed, the
patient must receive information from the physician treating her in accordance with the
criteria described above [52]. Basic patient information has usually already been pro-
vided by the private-practice physician or the physician who made the initial diagnosis
or who has identified a recurrence or metastasis. As the period between and during the
establishment of the diagnosis and the start of treatment is often very difficult for the
patient, options for contacting self-help groups, making use of psycho-oncological
care, and psychosocial cancer advice should already be mentioned at this early time-
point, depending on the situation (see also the Level 3 guideline on “Psycho-oncological
Diagnosis, Consultation and Treatment in Cancer Patients” (AWMF register no.
032/0510L)). Contact details for local self-help groups are available from the National
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5.1.2.

5.8

EC

Contact and Information Service for Promoting and Supporting Self-Help Groups
(NAKOS):

Nationale Kontakt-und Informationsstelle zur Anregung und Unterstitzung von Selbst-
hilfegruppen (NAKOS)

Otto-Suhr-Allee 115, 10585 Berlin

Tel.: 030 31018960 Fax: 030 31018970
E-mail: selbsthilfe@nakos.de

Internet: www.nakos.de

Contact details for advice services and places to go for patients with cervical carcinoma
will also be available in the accompanying patient guideline.

The treatment that is ultimately recommended, alternatives to it, and the effects in
each case are then discussed once again, possibly in a new discussion with the physi-
cian who will ultimately be administering the treatment (e.g., whether treatment should
be carried out in the framework of research studies, whether surgery is possible, etc.)
— as all of the information about the disease (with staging, etc.) is often not yet avail-
able at the first diagnosis. It is up to the patient whether her partner or a relative, or
someone she trusts, should be included in the discussion or discussions. The discus-
sion should take place in a form that is comprehensible and appropriate for the patient
and in an appropriate framework [72]. The physician must inform the patient in accord-
ance with the facts, without playing any matters down; despite this, hope for a cure or
hope for alleviation, depending on the stage of the disease, should not be obstructed.
The physician providing information should ensure that it corresponds to the current
state of treatment [52]. It is not the patient’s signature on the consent form that should
be regarded as constituting patient information, but rather the start of the discussion
about the disease and the documented treatment options. The signature represents
the provisional END of the process of providing information.

Providing information about treatment

Consensus-based Recommendation checked 2021

In accordance with the “Law on Improving Patients’ Rights,” the patient shall be
informed about all of the treatment options described in this guideline that are
relevant to them and about their prospects of success and possible effects. In par-
ticular, effects on their physical appearance, sexual life, urinary and rectal conti-
nence, and aspects of female identity (self-image, fertility) should be mentioned.

Consensus

The physician providing information should explain the recommendations for a specific
form of treatment, particularly if there is a case-related and consensus-based treatment
recommendation from a multidisciplinary conference, and should present the princi-
ples of treatment and its benefits and risks. Evidence suggests that repeated recording
of the patient’s wishes (decision preferences) during the treatment process is necessary
in order to adequately involve the patient in the decision-making process [65].
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In addition to his or her duty to inform (Section 630c), the attending physician is
obliged under Section 630d of the “Act on Improving Patients’ Rights” (PatRechte G) to
inform the patient orally, personally, and in a timely manner “of all circumstances es-
sential to consent. This includes, in particular, the nature, scope, implementation, ex-
pected effects and risks of the measure, as well as its necessity, urgency, appropriate-
ness, and prospects of success in relation to the diagnosis or therapy. The information
must also refer to alternatives to the measure if several medically equally indicated and
customary methods can lead to substantially different burdens, risks, or chances of
recovery.”

Specifically, this refers to information about treatment recommendations, particularly
when they have been agreed by consensus in a case-related interdisciplinary confer-
ence. The principles of treatment and potentially expected benefits and risks must be
presented. Alternative forms of treatment, which may be possible for the patient in the
context of participation in a clinical study, for example, should be explained. Effects
on the patient’s lifestyle and quality of life should be mentioned in the discussion.

Particularly when providing information to premenopausal women, the effects of the
treatment on fertility, as well as contraception issues, must be included. In addition,
guestions regarding the treatment of therapy-related ovarian insufficiency, its symp-
toms and treatment options should be discussed. Women should also be informed
about options for fertility-preserving measures and referred to appropriate experts for
advice if appropriate [73]. Due to the importance of tumor-associated fatigue as a se-
quela of adjuvant therapy, as well as the available evidence for preventive strategies
such as physical exercise and educational measures, patients should be informed about
options for prevention at an early stage [74]. The patient must be informed about
measures for preventing lymphedema, the need for oncological follow-up, rehabilita-
tion (see below), and social, financial, and psycho-oncological support [75]. For the
above-mentioned areas (rehabilitation, social counseling, psycho-oncology), further
specialist counseling should be recommended and initiated if needed. Every treatment
requires the patient’s collaboration. Aspects that lie in the area of personal responsi-
bility should be addressed. This section has been taken from the new Level 3 guideline
on breast cancer, version 4.3 [65].

Matters to be included in the information discussion can be taken from the following
information box as an orientation guide, with no claim to completeness or inclusion of
every specific situation or patient request. It is important to make a distinction here
between the standard treatment procedure — i.e., the treatment that is currently best
supported by evidence and universally available; and experimental treatment proce-
dures — i.e., procedures that have only been evaluated by individual centers. A separate
recommendation has been formulated for the special situation of an information dis-
cussion in the palliative situation. However, this can also make no claim to complete-
ness in relation to matters possibly to be included in an information discussion. These
suggestions should of course also be discussed with the patient in ways adapted to the
relevant disease stage.
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5.9 Consensus-based Statement checked 2021
EC Principles, intended treatment goals, duration and implementation of the individ-
ual treatment measuresSurgical treatment measures:

e Conization; trachelectomy

e Surgical staging and associated additional measures
e Types of lymphadenectomy

e Types of radical hysterectomy

e Exenteration procedures

e Surgical options in case of recurrence

Radiotherapy:
e Primary radiotherapy / radio(chemo)therapy
e Secondary radiotherapy / radio(chemo)therapy

Systemic therapy:
e Neoadjuvant/adjuvant chemotherapy
e Combined radio(chemo)therapy
e Targeted therapy

Side effects of treatment and ways of treating themLate sequelae of the disease
and therapy and ways of treating themComplementary therapy:

Mention of the availability of complementary medicine to reduce side effectsPar-
ticipation in clinical studies:

e Principles and intended treatment goals

e Duration and implementation of therapy

e Effects and side effects currently known

e Special aspects (monitoring, additional measures, compliance, data storage
and processing)

Other information:
e Psycho-oncological support and services provided by self-help groups
e Options for rehabilitation
e Necessity of follow-up care
e Aspects of patient’s own responsibility and compliance (e.g., providing in-
formation about symptoms and problems, treatment compliance)

Strong Consensus

The above recommendation is based on expert opinion and is borrowed from the Level
3 guideline on breast carcinoma (version 4.3) [65].

Another important point is mentioning side effects and interactions between drugs and
complementary medicine. These should be explicitly included in the patient infor-
mation, as there is strong demand among patients for complementary medicine
measures both in the primary setting and after recurrences or metastases (see GGPO-
Guideline Complementary Medicine in the Treatment of Oncological Patients, AWMF
registry no. 032/0550L) [77].

The patient must be informed about the necessity for oncological follow-up care (see
Chapter 16), rehabilitation (see Chapter 15), and about social, financial, and psycho-
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5.10

EC

EC

oncological support (see ). Further specialist counseling should be recom-
mended and initiated in these areas if needed (rehabilitation, social medicine, psycho-
oncology). Every treatment requires the patient’s collaboration. Aspects that lie within
their own area of responsibility should be mentioned [76]. The patient can be motivated
to take part in treatment and also in follow-up through regular follow-up appointments
and by being spoken to personally when prescriptions for supportive measures are
being issued.

Consensus-based Recommendation

The patient shall be informed about the patient guideline on diagnosis, treat-
ment, and follow-up for patients with cervical carcinoma.

Consensus

This recommendation is based on an expert consensus and is borrowed from the cor-
responding recommendation in the Level 3 guideline on breast carcinoma (version 4.3)
[65]. PThe physician should encourage patients to request more information and
should support their desire for active participation, by providing direct and practical
aids for achieving these goals [78] [79]. These include mention of written information
that is available, particularly the patient guideline, as well as decision-making aids,
addresses of self-help groups, cancer information services, Internet addresses, and the
option of keeping their own patient diary/case history [52].

In collaboration with patients’ representatives, an evidence-based patient guideline is
being compiled on the basis of the content of the present guideline

) oriented to the
contents of the present guideline will be developed. Another independent patient in-
formation web site, is run by the Federal Medical
Council and the Federal Association of Statutory Health Insurance Physicians and pro-
vides both an overview of numerous items of patient information on the subject and
also a transparent quality evaluation of the information, so that the patient can reach
her own conclusions about the seriousness and reliability of the information offered

(511

Consensus-based Statement checked 2021

Cervical carcinoma is not an emergency case. The patient can and shall be given
sufficient time for their own decision-making processes.

Consensus

This recommendation is based on expert opinion and is borrowed from the Level 3
guideline on ovarian carcinoma (version 4.0) [83].

The strength of the desire for information and inclusion in medical decisions varies
widely among the affected patients (and also among their relatives), and may change
over time [80] [81] [82]. When communicating information, the physician treating the
patient should take this into consideration by leaving the patient sufficient time to
process the information, and if needed offering several short discussions if possible
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instead of a single discussion, leaving sufficient room for emotions and communicating
emotional security through empathetic behavior (see recommendation 5.12). Following
the principle of participatory decision-making, the amount of information being com-
municated should be adapted to the patient’s needs according to the situation during
the entire chain of diagnosis, treatment, and care.

5.1.2.1. Contents of informed consent discussion with a patient with metastatic or
recurrent cervical carcinoma

5.12 Consensus-based Recommendation checked 2021

EC The following points can be mentioned as forming the content of a discussion in
the palliative situation:Aims of palliative medical therapy (alleviating suffering,
treatment of pain — foremost goal: the patient’s quality of life)

Patient’s anxieties and fears, with inclusion of her partner and relatives
Radio(chemo)therapy — duration and intended effect

Palliative drug treatment

Palliative surgical treatment

Individual treatment decisions, depending on the patient’s personal life
plans

If the effectiveness of a treatment is limited, the result of the decision-mak-
ing process may be to deliberately refrain from palliative tumor treatment
Mention of different aspects of palliative care (rehabilitation, psychosocial
medicine, psycho-oncology)

Side effects and interactions of drugs and complementary medicine
Involvement of local hospice group if appropriate

Consultation with physicians and nursing services specializing in palliative
medicine

Problem situations arising during the course of disease:

Pain

Ureteral stenosis leading to renal failure
Fistulas

Fetid discharge

Bleeding

Paralytic or mechanical ileus
Thrombosis, pulmonary embolism

Symptomatic and supportive therapy:

Treatment for lymphedema in the lower extremities

Pain therapy

Dysuria/bladder spasms

Psychosocial and religious/spiritual assistance for the patient and her rela-
tives

Resources for assistance

Consensus

The above recommendation is based on a consensus among the participating experts.
The guideline group would further refer the reader to the higher-level interdisciplinary
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Level 3 cross-sectional guideline on “Palliative Medicine for Patients with Incurable Can-
cer” (AWMF register no. 128/0010L), the guideline on “Supportive Therapy in Oncolog-
ical Patients” (AWMF register no. 031/0540L), and the guideline on “Psycho-oncological
Diagnosis, Consultation and Treatment in Cancer Patients” (AWMF register no.
032/0510L), as well as the relevant sections of the present guideline. Here again, the
physician should take into account the special discussion situation for the patient (and
their relatives if appropriate) (see section Chapter 5.1.2).
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6.

6.1.

Diagnosis
Major changes in the chapter on diagnosis

Some parts of the chapter on diagnosis have been significantly altered. The basis for
diagnosis is still the existing TNM classification. In the current FIGO classification da-
ting from 2018, staging on the basis of bimanual examination by the gynecologist has
been abandoned and radiological sectional imaging has additionally been taken into
account. FIGO regards this as providing benefits for communications within the multi-
disciplinary team and in improving care for patients with cervical cancer. Although the
staging of cervical carcinoma is still clinical, the results of radiologic imaging and bi-
opsies can be included in the assessment of all stages. In patients with cervical carci-
noma from at least FIGO IB2 up to and including FIGO IIl in whom pelvic MRI is not
possible for technical reasons, locoregional imaging should be carried out as part of
the staging CT of the chest, abdomen, and pelvis. PET-CT is still not recommended in
the diagnosis of primary cervical carcinoma, but it can be used in the setting of recur-
rences to exclude larger lymph-node metastases and distant metastases before
planned local procedures.

C.D. Alt, M.C. Koch, F.A. Stiibs, E. Merz, J. Menke, M. Reinhardt, B. Zimmer

Definition of stages — terminology

The 2014 WHO classification [84] is authoritative for characterizing tumors. The 2010
TNM classification [85] applies to the staging of the histological specimen, along with
the FIGO 201 8 classification optionally (see Table 9). In addition to these clearly defined
tumor stages, the literature includes a number of neologisms and unclearly defined
terms. These are listed here and an attempt is made to translate them into the author-
itative 2010 TNM/UICC classification [85] (Table 9). The guideline group makes a dis-
tinction here between microinvasive and macroinvasive carcinomas, but it is clearly
shown here that the histological risk factors also have to be stated in order to clearly
define the stage, risk, and prognosis, and thus ultimately the treatment indication as
well (see section 8.6). The guideline group also regards the distinction between re-
gional and distant metastases as being adequately defined by the 2010 TNM/UICC clas-
sification [85]. Otherwise, the guideline group agreed that where possible the precise
TNM and/or FIGO stages should be stated for tumor stages and that terms such as
“advanced,” “locally (very) advanced,” and “early cervical carcinoma” should be avoided
as far as possible, or at least given along with the stage that is meant. In contrast to
the above classical definition, the guideline group prefers the view that advanced cer-
vical carcinoma is a disease that cannot be treated unimodally, but requires multimodal
therapy due to the histological tumor stage. Due to the tumor biology and extension
that are present, this is associated with a poorer prognosis for the patient (mortality)
or with more severe treatment side effects (morbidity).

Traditional definitions such as persistent, metastasized, and recurrent also continue to
be used. However, a precise distinction must be made between isolated/disseminated
metastasis (pM1) and local recurrence including regional metastases (pM0), and these
terms must not be confused. The aim is to achieve as precise as possible a description
of the tumor characteristics and its extension, in order to allow optimal therapy
adapted to the disease stage. The guideline group rejects any distinction between “lo-
cally advanced” and “locally very advanced.” Otherwise, the definitions listed in Table 9

apply.
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Table 9: Definitions of the nomenclature for cervical carcinoma (checked 2021)

Name Syno- English
nyms

Preinvasive lesion

CIN 1 LSIL* CIN
1/LSIL

CIN 2 HSIL* CIN
2/HSIL

CIN 3* HSIL* CIN
3/HSIL

CISs* HSIL* CIS/HSIL

Invasive carcinomas

TNM

Tis

Tis

FIGO

FIGO
does not
have a
stage 0

FIGO
does not
have a
stage O

UICC

Special
charac-
teristics

2014 WHO
classifica-
tion

[87] does
not corre-
spond to
the 2010
TNM/UICC
classifica-
tion (7th
edition)

[89]

According
to WHO
[88], HSIL
not men-
tioned in
TNM since
no pTis.

Is evalua-
ted as CIS

Is evalua-
ted as CIN
3

The tumor
entity is
classified
using the
2014 WHO
classifica-
tion [&7].

Staging is
carried out

56

Definition
in the litera-
ture

WHO 2014
[87]TNM/UICC
2010 [90]
WHO

2014 [87]
WHO

2014 [87]
WHO 2014,
TNM/UICC
2010 [89]
WHO 2014,
TNM/UICC
2010 [89]
TNM/UICC
2010 ,[89]
WHO classifi-
cation

2014 [87]
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Name Syno-
nyms

Microin- Early in-

vasive vasive

carci- carci-

noma* noma,
early
stromal
invasion,
micro-
carci-
noma

Macroin-

vasive

carci-

noma*

English

Microin-
vasive
disease

Early
(minimal)
stromal
invasion,

Early
stage
disease

Macroin-
vasive
disease

TNM FIGO
Tla 1A (IA1
(T1al and IA2)
and

T1a2)

2 |b 2> |B

UICC

IA (1Al
and IA2)

57

Special Definition

charac- in the litera-

teristics ture

according

to the

2010

UICC/TNM

classifica-

tion [89]

All macro- No published

scopically definition

visible le-

sions even TNM/UICC

with su- 2010 distin-

perficial guishes  mi-

invasion croscopically

are evaly- and macro-

ated as scopically visi-

T1B/stage ble [89]

IB.

NCCN

2014: only

IA1  with-

out LT [91]

SIGN

Guideline

2008 [86]:

Learly

stage dis-

ease” =1A1

and IA2)
No published
definition
TNM/UICC
2010 Differen-
tiates micro-
scopically and
macroscopi-
cally visi-
ble [89]
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Name Syno-
nyms

Early Locally li-

cervical mited

carci- cervical

noma carci-
noma

Advan-

ced cer-

vical car-

cinoma

Locally

advan-

ced cer-

vical car-

cinoma

English

Early cer-
vical
cancer

Advan-
ced
(stage)
disease

Locally
advanced
disease

TNM

1A, 1b1,
llal

and/or
pM1

2bto 4

and/or
pN1

pMO

FIGO

IA, BT,
selected
A1

2 |IB (up
to IVB)

Or addi-
tionally
IB2 and
11IA2 with
multiple
histo-
logical
risk fac-
tors or
pN1

IIB to
IVA

Or addi-
tionally
IB2 and
1IA2 with
multiple
histo-

logical

risk fac-
tors or

UICC

1A, BT,
selected
A1

2 lIB (up
to IVB)

Or also
addi-
tionally
IB2 and
IIA2 with
multiple
histo-
logical
risk fac-
tors or
pN1

1B to
IVA

Or also
addi-

tionally
IB2 and
IIA2 with
multiple
histo-

logical

risk fac-
tors or

Special
charac-
teristics

Source:
NCCN
2014 [91]

Locally ad-
vanced, re-
current,
meta-
static, and
persistent
are often
combined
as "ad-
vanced" in
the litera-
ture

Source:
NCCN
2014 [92]

For the
guideline
group defi-
nition  of
this guide-
line, see
Chapter

8.5.1

Source:
NCCN
2014 [92]

Definition

in the litera-

ture

No published

definition

No published

definition

No published

definition
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Name

Locally
advan-
ced cer-
vical car-
cinoma.

Inciden-
tal cervi-
cal carci-
noma*

Recur-
rence

Early
recur-
rence

Syno-
nyms

Acciden-
tallly dis-
covered
cervical
carci-
noma

English

Disease
confined
to the
pelvis,
more ad-
vanced
disease

Inciden-
tal cervi-
cal
cancer

Recur-
rent dise-
ase, re-
lapse

TNM

3to4

and/or
pN1

pMO

FIGO

pN1 and
c/pMO

A to
IVA  or
pN1 and
c/pMO

UICC

pN1 and
c/pMO

A  to
IVA or
pN1 and
c/pMO

Special
charac-
teristics

With infil-
tration of
the blad-
der,
vagina, or
rectum, or
extension
to the pel-
vic wall
(e.g., uri-
nary sta-
sis)  with
no distant
metasta-
ses

Carcinoma
detected
by chance
during a
different
operation

Reap-
pearence
of the dis-
ease (local
or meta-
static) af-
ter therapy

Instead, a
distinction
is made
between
sympto-
matic and
asympto-
matic

59

Definition
in the litera-
ture

No published
definition

No published
definition

No published
definition

No published
definition
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Name

Late re-
lapse

Local
recur-
rence*

Persis-
tent pri-
mary
disease*

Metasta-
tic dise-
ase*

Syno-
nyms

Locore-
gional
recur-
rence,

central
recur-
rence,
pelvic re-
cur-
rence,
vaginal
recur-
rence,

isolated
pelvic
recur-
rence

Tumor
persis-
tence

English

Local re-
currence,
localized
recur-

rence, lo-
core-

gional re-
currence

central
pelvic re-
currence,

isolated
central
pelvic re-
currence

Persis-
tent dise-
ase

Metasta-
tic dise-
ase

TNM
Any T,
Any N,
MO

Any T,
Any N,
M1

FIGO

IVB

UICC

IVB

Special
charac-
teristics

Instead, a
distinction
is made
between
sympto-
matic and
asympto-
matic

Recur-
rence in
the area of
the pelvis
or vagina ,
with no
distant
metasta-
ses.

Continued
presence

of the dis-
ease (local
or meta-
static) af-
ter therapy

The pri-
mary met-
astatic sit-
uation and
recur-
rences
with  dis-
tant me-
tastases

60

Definition
in the litera-
ture

No published
definition

No published
definition

No published
definition

TNM/UICC
2010 [89]
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Name Syno- English TNM FIGO UICC Special Definition
nyms charac- in the litera-
teristics ture

are com-
bined.
Para-aor-
tic, ingui-
nal, intra-
peritoneal,
supracla-
vicular,
mediasti-
nal lymph-
node me-
tastases,
and pul-
monary,
hepatic,
bone, and
cerebral
metasta-
ses are re-
garded as
M1. Metas-
tases in
the vagina,
pelvic se-
rosa, and
adnexa are
not in-
cluded
(MO)

Regional Locoregi- Regional Any T, B, IVa B, IVA Regional TNM/UICC
metasta- onal me- lymph N1, MO pelvic 2010 [89]
ses* tastases node me- lymph-
tastases node me-

tastases

include:

paracervi-

cal, para-

metrial,

hypogas-

tric (inter-

nal iliac ar-

tery, obtu-

rator  ar-

tery re-

gion),

common
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Name Syno- English TNM
nyms

Distant Distant Any T,

metasta- meta- Any N,

ses* stasis M1

FIGO

IVB

UICC

IVB

Special
charac-
teristics

iliac artery,
external
iliac artery,
presacral,
sacral

The pri-
mary met-
astatic sit-
uation and
recur-
rences
with  dis-
tant me-
tastases
are com-
bined.

Para-aor-
tic, ingui-
nal, intra-
peritoneal,
supracla-
vicular,
mediasti-
nal lymph-
node me-
tastases,
and pul-
monary,
hepatic,
bone, and
cerebral
metasta-
ses are re-
garded as
M1.

Metasta-
ses in the
vagina,

pelvic se-
rosa, and

62

Definition
in the litera-
ture

TNM/UICC
2010 [89]
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Name

Isolated
distant
metasta-
ses*

Dissemi-
nated
distant
metasta-

*

ses”

Syno- English TNM FIGO UICC Special Definition
nyms charac- in the litera-

teristics ture

adnexa are

not in-

cluded

(MO0).
Isolated Any T, IVB IVB Of questio- No published
distant Any N, nable trea- definition
metasta- M1 tment rele-
ses vance
Dissemi- Any T, IVB IVB Of questio- No published
nated Any N, nable trea- definition
metasta- M1 tment rele-
ses, oli- vance
gometas-
tatic dise-
ase,

Legend: * = terms used by the guideline group.

CIN = cervical intraepithelial neoplasia; CIS = carcinoma in situ; HSIL = high-grade squamous intraepithelial lesion; LSIL = low-
grade squamous intraepithelial lesion; UICC = Union internationale contre le cancer; NCCN = National Comprehensive Cancer
Network; SIGN = Scottish Intercollegiate Guidelines Network; WHO = World Health Organization.

6.2.

Diagnosis as the basis for choice of treatment

The new FIGO classification was introduced in 2018 after in-depth consultation. Previ-
ously, the FIGO classification of cervical carcinoma was a purely clinical staging classi-
fication and was based on the bimanual examination of the patient by the gynecologist.
This was due to the fact that the vast majority of cervical carcinomas occur in non-
industrialized countries, so that the women affected have limited access to radiological
sectional imaging or histological confirmation. This approach has been abandoned in
the new FIGO classification. In addition to improving resources in non-industrialized
countries, FIGO regards this as providing benefits for communications within the mul-
tidisciplinary team and in improving care for patients with cervical cancer. Although
the staging of cervical carcinoma is still clinical, the results of radiologic imaging and
of biopsies can be included in the assessment of all stages. Unfortunately, however,
there is still no recommendation regarding the methods to be used for diagnosis and
staging [93]. This of course makes it difficult to compare registries. Some studies have
demonstrated the benefits of complementary imaging techniques (e.g., MRI) [94], [95].
Anesthetic examination, cystoscopy, rectosigmoidoscopy, chest X-ray, intravenous py-
elography and contrast colonoscopy are reserved for special questions. In particular,
intravenous pyelography and contrast colonoscopy are no longer performed in Ger-
many for diagnostic clarification of confirmed cervical carcinoma. The chest X-ray has
also been largely replaced by staging CT of the chest and abdomen, which patients
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6.2.1.

receive starting from a localized tumor > 4 cm (FIGO IB2) in accordance with the guide-
line.

Some of the changes in the current FIGO classification (2018) have fundamental impli-
cations for staging and also for stage-based therapy. Since TNM and FIGO are currently
not congruent, it is recommended to continue to use the previous TNM classification
(see ).

This makes the basis for the choice of treatment all the more difficult, since the relevant
prospective and randomized studies that are cited in this guideline are in principle
based on the imprecise digital FIGO classification system dating from 2009 and the
current choice of therapeutic methods is usually not based on surgical or imaging pro-
cedures. This lack of clarity in the FIGO classification is also exacerbated by the defini-
tion of “macroscopically visible” lesions, and superficial invasion in particular. A cervical
lesion that is classified as “microscopic” does not explicitly alter the classification in
relation to an increase to stage Ib, but remains in stage IA even in the case of colpo-
scopically visible lesions. The stage is only classified as Ib when there is a pathological
T stage after excision or conization, with stromal invasion of more than 5 mm and a
superficial size larger than 7 mm.

In addition to tumor-related criteria, additional patient-specific aspects also have to be
taken into consideration:

(1) In young patients, a possible wish to have children or an existing pregnancy at
first diagnosis, depending on the gestational week, has to be included in the choice of
diagnosis and therapy.

(2) In addition, the patient’s menopausal status (pre-, peri-, or post-) is important for
well-being and life expectancy in patients with cervical carcinoma, from the point of
view of ovarian preservation to maintain intrinsic hormonal function.

Due to the structures for providing care described in this guideline, the diagnosis of
cervical carcinoma in Germany is subject to different diagnostic algorithms from those
proposed by FIGO.

Consensus-agreed diagrams from the guideline group for di-
agnosing and defining stages as the basis for treatment deci-
sion-making

Based on expert consensus, consensus diagnosis and stage definition as the basis for
treatment decision-making < FIGO stage IIB
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Gynecological examination
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]
E Surgical
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|
g Definition of tumor stage
Legend:  Bold = guideline recommendation
Italic =FIGO recommendation
,Bo"fd and = concordant FIGO and guideline recommendation
italics
Normal font = no recommendation; an option described in the literature
= Diagnostic modalities (higher-level terms)
= Guideline recommendation
= Possible diagnostic modalities outside guidsline recommendation
Footnotes:

(1) Colposcopy only needed if tumor not yet macroscopically evaluable.

(2) Diagnostic conization only indicated up to a maximum of stage 1B1.

(3) Indicated only in exceptional cases.

(4) Only indicated in exceptional cases with advanced disease.

(5) If appropriate, in combination with an MRI for primary tumor assessment to carry out staging
for pulmonary metastases. Not indicated if chest/abdomen CT has already been done.

(6) Starting from stage 1B2.

(7) Pelvic CT if MRI is not possible for local assessment (stages IB2 to Ill). Chest/abdomen
CT to diagnose extrapelvic spread (all patients from stage 1B2).

(8) Stage IB2 to lll.

(9) Only in exceptional cases with recurrence or a metastatic situation and in the setting of research studies.

(10) > Stage IA1 (without risk factors) to stage I1B; in certain conditions a sentinel procedure
alone or in combination is also possible as an alternative (see section 8.1.1.2).

Figure 2: Diagnosis and definition of stages as the basis for treatment decision-making < FIGO
stage IIB (2014/2021)
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Legend: Bold = guideline recommendation
Italic = FIGO recommendation
I_Bof_d and = concordant FIGO and guideline recommendation
italics
Normal font = no recommendation; an option described in the literature
= Diagnostic modalities (higher-level terms)
= Guideline recommendation
= Possible diagnostic modalities outside guideline recommendation
Footnotes:

(1) Colposcopy only needed if tumor not yet macroscopically evaluable.

(2) Diagnostic conization only indicated up to a maximum of stage 1B1.

(3) Indicated only in exceptional cases.

(4) Only indicated in exceptional cases with advanced disease.

(5) If appropriate, in combination with an MRI for primary tumor assessment to carry out staging for
pulmonary metastases. Not indicated if chest/abdomen CT has already been done.

(6) Starting from stage 1B2.

(7) Pelvic CT if MRI is not possible for local assessment (stages IB2 to IIl). Chest/abdomen CT
to diagnose extrapelvic spread (all patients from stage 1B2).

(8) Stage IB2 to lll.

(9) Only in exceptional cases with recurrence or a metastatic situation and in the setting of research studies.

(10) > Stage IA1 (without risk factors) to stage IIB; in certain conditions a sentinel procedure alone or in
combination is also possible as an alternative (see section 8.1.1.2).

Figure 3: Diagnosis and definition of stages as the basis for treatment decision-making < FIGO
stage IIB
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6.2.2.

6.1

EC

6.2

GoR

LoE

1+

6.3

EC

Recommendations on diagnostic procedures

Consensus-based Recommendation modified 2021

Vaginal ultrasonography shall be used for clinical imaging to establish the extent
of local tumor spread, and renal ultrasonography to exclude urinary transport dis-
turbance.

Strong Consensus

Evidence-based Recommendation modified 2021

Patients with histologically confirmed cervical carcinoma from FIGO stage IB2 to Il
inclusive should undergo pelvic MRI for assessment of locoregional tumor spread.
Patients who are unable to undergo pelvic MRI for technical reasons should have a
pelvic CT.

Strong Consensus

Consensus-based Recommendation modified 2021

Starting from FIGO IB2 to lll, patients in whom pelvic MRI cannot be carried out for
technical reasons should undergo locoregional imaging of the pelvis for staging
purposes during staging CT examinations of the chest, abdomen, and pelvis.

Strong Consensus

In this recommendation on imaging diagnosis in patients with cervical carcinoma, the
guideline group has kept quite close to the recommendations given in the 2008 SIGN
guideline [99]. This is based above all on consistent evidence that MRI is superior to
CT and clinical staging for assessing the primary tumor and invasion of neighboring
organs [ ]. Data from a systematic review published in 2013 also confirm these data
and again show that MRI (with a pooled sensitivity of 84%; 95% Cl, 76-90%) is superior
to the clinical examination (with a pooled sensitivity of 40%; 95% Cl, 25-58%), particu-
larly for detecting parametrial infiltration and cervical carcinomas > stage IIB (and thus
potentially inoperable) [ ]. For stages below IB2, the guideline group takes a critical
view of the role of MRI/CT diagnosis in assessing the primary tumor. For stage IVA, the
guideline group — in contrast to the SIGN guideline — also recommends a pelvic MRI
for assessment of the primary tumor, due to the potential option of exenteration. For
patients in whom MRI is not feasible for technical reasons — for example, due to a
pacemaker — CT of the pelvis should no longer be carried out as an equivalent starting
from FIGO stage IB2 onwards, but only staging by means of CT of the chest and abdo-
men, continuing up to and including the symphysis and thus including the pelvis (re-
ferred to as CT chest/abdomen/pelvis for precise identification). As early as 2007, the
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German Medical Association stipulated in its guideline on quality assurance in com-
puted tomography that the abdomen should be imaged in CT scans from the dome of
the diaphragm to the pelvic floor in uninterrupted sections and in as similar a respira-
tory position as possible [ ]. This reduces radiation exposure and contrast admin-
istration and is therefore less stressful for the patient.

Consensus-based Recommendation new 2021

Patients in FIGO stage IVA who are unable to undergo pelvic MRI for technical rea-
sons should receive locoregional imaging staging of the pelvis as part of staging
CT of the chest/abdomen/pelvis.

Strong Consensus

Consensus-based Recommendation modified 2021

Patients with histologically confirmed cervical carcinoma FIGO stage IB2 or above
should undergo chest/abdominal/pelvic CT for assessment of tumor spread.

Strong Consensus

The current guideline recommendations are consistent with the 2008 SIGN guideline
[99] with regard to the increased use of chest/abdominal CT for staging, and abandon-
ment of hepatic ultrasonography and chest X-ray examinations. The guideline group
also follows these recommendations. Despite this, in contrast to the 2008 SIGN guide-
line, a clear diagnostic emphasis is placed on surgical staging for the choice of treat-
ment. This is above all because precise assessment of lymph-node status (pelvic and
para-aortic) for treatment planning appears particularly important to the guideline
group, especially in the setting of care in Germany (see also section ).

Consensus-based Recommendation checked 2021

If a tumor of the vaginal part of the cervix cannot be clearly assessed macroscopi-
cally, a differential colposcopy and targeted biopsy shall be carried out.

Strong Consensus

Consensus-based Recommendation checked 2021

The histologically confirmed tumor stage should be the basis for interdisciplinary
treatment decision-making at the tumor conference.

Strong Consensus

In the framework of statutory early cancer detection guidelines, a gynecological exam-
ination and cytology are the initial components of the diagnostic process, along with
HPV testing starting from age 35. In the case of higher-grade cytological abnormalities,
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differential colposcopy with targeted biopsy sampling, or diagnostic/therapeutic coni-
zation or excision if the lesion is easily localized colposcopically, should be carried out.

These measures lead to the histological diagnosis, which by defining the FIGO stage
after the digital examination points the way to the algorithm for further diagnostic
procedures and treatment. The diagnostic measures listed by FIGO are reserved, if used
at all, for carcinomas > FIGO stage Ilb or suspected distant metastases (e.g., inguinal,
para-aortic lymph-node metastases, scalene lymph-node metastases). Data on the rou-
tine use of imaging procedures such as abdominal CT or MRI for classification and thus
to provide the basis for treatment decisions are heterogeneous. While CT provides bet-
ter information in the area of the lateral borders (osseous structures) to the pelvic wall,
MRI provides better differentiation of the primary tumor size and infiltration relative to
the parametria and the soft-tissue organs of the bladder and bowel, as well as in the
lymph nodes [99] [94] [ 11 ]. Using MRI with a field strength of at least 1.5 Tesla,
diffusion imaging in combination with high-resolution T2 weighting and administration
of Buscopan (hyoscine butylbromide) or glucagon to provide drug-produced intestinal
atony significantly improves the detection of parametrial infiltration [95]. Studies on
the use of vaginal ultrasound have shown that it has good validity, particularly for as-
sessing the tumor size in the cervical region (kappa 0.81; 95% Cl, 0.73 to 0.90) [ ].
With regard to the parametrial infiltration depth, ultrasound examination underesti-
mates the findings in up to one-third of patients [ 11 10 ]. Research to assess
the value of PET or PET-CT continues to provide very heterogeneous results. Overall, in
the view of the guideline group, PET-CT still does not have any value for routine diag-
nosis, due to its lack of differentiation between superinfection and infiltrating tumor in
the cervical region and a lack of sensitivity and specificity for micrometastases and
small metastases in the area of the lymph nodes [ 11 11 ]. On the basis of
recent research data, however, pretherapeutic PET-CT may be advocated in individual
cases — e.g., if histological clarification of the para-aortic lymph nodes is not possible,
or to select patients for histological clarification of the para-aortic lymph nodes [ ]
[ ]. With regard to lymph-node detection, a meta-analysis has shown that MRI with
diffusion imaging had the best sensitivity at 88%, PET or PET-CT had the best specificity
at 94%, and the AUC of DWI and PET-CT were both more than 90% in comparison with
the histopathological results [ ].

Due to the problems involved in the clinical FIGO classification, there are unclear as-
pects in the choice of treatment options, both with regard to surgical treatment and
also radio(chemo)therapy. Particularly when there are unclear imaging findings in the
area of the para-aortic lymph nodes, for example, or when the extent of the tumor is
unclear during a digital examination, obtaining histological information from these ar-
eas is thus the best option for determining the histological tumor stage. Surgical stag-
ing makes it possible to assess the lymph nodes, the peritoneum, and local tumor
spread. This leads to more precise staging. It allows more precise treatment planning
and discrimination of the therapeutic options, with the goal of reducing the effects of
the disease and treatment on morbidity and mortality as much as possible. Surgical
staging has thus gained in importance in recent years. Surgical staging should allow
precise classification. When there are bilateral negative sentinel lymph nodes, no fur-
ther lymphadenectomy needs to be carried out for completeness. When there are pos-
itive para-aortic or pelvic lymph nodes, radical hysterectomy with subsequent ra-
dio(chemo)therapy needs to be critically considered as a treatment measure, and ex-
pansion of the radiation field is certainly necessary. If the lymph nodes are negative on
quick-section diagnosis, radical hysterectomy is justified with lower tumor stages. The
aim of surgical staging is therefore to achieve a precise definition of the tumor stage
and thus in particular to provide the basis for the relevant stage-appropriate treatment
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in the primary situation. In premenopausal women, simultaneous repositioning of the
ovaries should be carried out to preserve hormonal production.

In the recurrent setting, when symptoms develop, or when there is a suspicion of me-
tastases, imaging procedures are used — particularly vaginal ultrasound and pelvic
MRI, and chest/abdomen/pelvis CT when there is a suspicion of metastases. If there
are unclear findings, PET-CT has advantages for clear identification of lymph-node me-
tastases and distant metastases, which is particularly relevant in case of planned exen-
teration or radio(chemo)therapy. Surgical measures using minimally invasive tech-
niques can also influence the choice of therapy, particularly when there is evidence of
peritoneal metastases or tumor spread extending into other organs.

Evidence-based Recommendation modified 2021

PET-CT should not be used for treatment planning in primary cervical carcinoma.

Strong Consensus

The 2008 SIGN guideline already recommends PET-CT in the primary situation (recom-
mendation grade C) only as an option in patients who are not candidates for surgery
and who due to their high tumor stage have a statistically high probability of lymph-
node metastases. The negative predictive value in lower tumor stages is not sufficient,
and micrometastases are often not detected [99]. A meta-analysis in 2010 showed that
PET/PET-CT had a better diagnostic performance than CT or MRI, but only with very
heterogeneous data. In addition, no distinctions were made between the various CT
and MRI developmental stages [123]. Another 2010 meta-analysis investigated the di-
agnostic quality of PET-CT for diagnosing para-aortic lymph-node metastases in pa-
tients with cervical carcinoma. The authors concluded that PET-CT only detects para-
aortic lymph-node metastases with sufficient certainty in patient groups in which there
is a high probability of metastases [113]. Another study including 237 patients (stages
IB2 to IVa) compared laparoscopic staging of the para-aortic lymph nodes with the re-
sults of PET-CT imaging. It was found that survival in patients with para-aortic lymph-
node metastases > 5 mm was markedly poorer and that these metastases were not
detected using PET-CT [ 1.

In more recent studies published in 2015 and 2018, some research groups advocate
the use of PET in the primary therapeutic setting when suspicious pelvic lymph nodes
are visible on CT, in order to reduce the likelihood of side effects due to extended
combined radiochemotherapy [ 10 10 ]. Others have concluded that although
PET-CT can be recommended to increase diagnostic accuracy, it is not justified due to
its low sensitivity for abdominal lymph-node detection in locally advanced carcinoma
[120]. Other studies have defined volume-based FDG-PET-CT parameters as proghostic
factors for event-free survival and overall survival [121] aand recommend performing
PET-CT pretherapeutically before planned radio(chemo)therapy and 3 weeks after the
start of treatment for monitoring and adjusting therapy if necessary, as this improves
the overall survival [ 1. Overall, however, in the opinion of the guideline group, PET-
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CT still has no value for routine diagnosis, also due to its well-known lack of differen-
tiation between superinfection and infiltrating tumor in the cervical region and lack of
sensitivity and specificity for micrometastases and small metastases in the area of the
lymph nodes [ 110 11 ]. Data from a meta-analysis show that MRI with diffusion
imaging had the best sensitivity for lymph-node detection, at 88%, while PET or PET-CT
had the best specificity at 94%, and the AUC of DWI and PET-CT were both greater than
90% [ ]. Martinez et al. reported that four of 78 patients (5.1%) had para-aortic
lymph-node metastases in FDG-negative pelvic lymph-node sites [ ]. De Cuypere et
al. reported a high specificity with FDG-PET-CT, at 93.3%, with a low sensitivity of 23.5%
[112]. Seven of nine false-positive findings were in region of the common iliac artery.
Ultimately, the results of FDG-PET-CT in the primary setting are still too inconsistent
for the guideline group to justify a general recommendation for PET-CT diagnosis in
this setting.

Evidence-based Recommendation modified 2021

When a local procedure (radiochemotherapy or exenteration) is being considered
for treatment of a recurrence, PET-CT should be carried out to exclude lymph-
node metastases and distant metastases.

Strong Consensus

The 2008 SIGN guideline recommends whole-body PET-CT only for patients in whom a
recurrence or persistent cervical carcinoma has been identified on MRI or CT, in whom
a salvage operation is planned [99]. Several research groups also recommend FDG-PET-
CT in patients with suspected recurrences and rising SCC-Ag levels but with negative
or equivocal results on conventional imaging with CT or MRI. They report a sensitivity
of 91% and a specificity of 92% [ 11 ]. On the other hand, however, Meads et al.
2014 complained that although the recommendation of PET-CT in patients with recur-
rences before planned exenteration or even generally 9 months after completion of
chemotherapy is anchored in the guidelines, but is not evidence-based [ 11 ]
[ 11 ]. Particularly in patients who have local recurrences in whom exenteration
or radio(chemo)therapy are options, distant metastases must be reliably ruled out.
When there are unclear imaging findings on CT and MRI, the guideline group therefore
advocates carrying out PET-CT before renewed therapy in order to reliably exclude me-
tastases. For imaging when there are suspected recurrences or metastases, see also
sections , , and 18.2.

Transvaginal ultrasound (TVU) in the diagnosis of
cervical carcinoma

In addition to gynecological palpation and speculum examination, transvaginal ultra-
sound (supplemented in selected cases with transrectal ultrasound) is part of the pri-
mary gynecological diagnostic approach in cervical carcinoma. In adenocarcinoma, cer-
vical carcinoma tissue typically appears as a hyperechoic or isoechoic mass in contrast
to the surrounding tissue. In squamous cell carcinoma, it is hypoechoic. The detection
rate achievable for tumor extension > 4 cm is 78%, with a specificity of 99% [ 1. In
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cases of deep stromal infiltration (more than two-thirds of the wall thickness see

), TVU has a sensitivity of 88-91% (specificity 93-97%), while for parametrial
infiltration it has a sensitivity of 60-83% (specificity 89-100%). In specialized centers,
diagnostic results achievable to those with MRI can be achieved [ 110 ]. TVU has
been reported to be advantageous in the search for residual tumor after conization.
However, this observation does not appear to be transferable to the assessment of
residual tumor size during or after neoadjuvant treatment [ 1, [ ]. TVU is still suit-
able in connection with options for fertility-preserving surgery, since the distance be-
tween the tumor and the isthmus of the uterus and the expected length of the func-
tional residual cervix can be accurately estimated due to the technique’s high spatial
resolution. Due to its limited depth of penetration, limited angle of view, and overlying
bowel, TVU has limitations for assessing pelvic and/or para-aortic lymph-node metas-
tases [ 11 ].

Increased angiogenesis and neovascularization are risk factors and can be investigated
using Doppler ultrasonography [ ]. In addition to color Doppler ultrasound visuali-
zation of the vessels, attention should be paid to tumor vessels with low resistance
indices (cut-off Pl < 0.73). The state of the data on perfusion assessment using 3D
(power) Doppler ultrasound is currently divergent. In a larger prospective study (PRICE),
it was considered to be an insufficiently predictive response criterion in connection
with neoadjuvant radiochemotherapy [ L[ ]. However, newer techniques such as
the inclusion of the glass-body mode, may significantly improve the assessment of the
vascular architecture here. Additional prospects for extending the diagnostic value of
ultrasound include tomographic 3D ultrasound and elastography, the value of which
has yet to be evaluated in larger prospective a and controlled studies [ 1, [ ].
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Pathology

Major changes in the chapter on pathology
Major changes in the chapter on pathology due to the guideline update:

Pathological diagnosis and prognostic factors: the section on pathological diagnosis
and prognostic factors has been extensively revised.

Current studies have shown that a histopathologically based definition of growth pat-
terns, mainly based on tissue architecture criteria (known as Silva patterns), in adeno-
carcinoma of the uterine cervix has prognostic relevance. These patterns have so far
been best studied in high-risk HPV-associated adenocarcinoma of the endocervical sub-
type (not otherwise specified, NOS). Whether the Silva pattern is also prognostically
relevant in other histological subtypes of cervical adenocarcinoma cannot be conclu-
sively assessed at present.

The International Endocervical Adenocarcinoma Classification (IECC) was developed in
2019. It classifies cervical adenocarcinoma in principle into HPV-associated and non-
HPV-associated carcinomas and their respective subtypes. This classification also has
prognostic significance.

Although the usefulness of these two new classifications (Silva pattern and IECC) still
needs to be confirmed by prospective clinical studies and they do not have any thera-
peutic implications results at present, they are presented in the guideline.

The redefinition of the stages of cervical carcinoma proposed by FIGO in 2018 is pre-
sented and discussed in the guideline. However, it is not applied.

The definition of multifocality in microinvasive cervical carcinoma is new — see Recom-
mendation 7.9 on multifocal microinvasive carcinoma.

Taking intratumoral heterogeneity into account, which can occur particularly in adeno-
carcinomas, there are now specific procedural instructions for the extent of work-up
relative to tumor size — see Recommendation 7.13 on intratumoral heterogeneity.

A recommendation on the documentation of isolated tumor cells (ITCs) and microme-
tastases (pN1mic) in lymph nodes in accordance with the TNM system requirements
has been newly included — see Recommendation 7.19 on isolated tumor cells and mi-
crometastases.

The sentinel lymph-node approach is also becoming increasingly important in cervical
carcinoma. For this purpose, a separate section on work-up and reporting, including
any intraoperative quick-section examinations that may be needed, has been newly
created — see Recommendations 7.21, 7.22, and 7.23.

The section on morphological prognostic factors has been completely revised.
See the section on pathological diagnosis and prognostic factors, including:

e Modified Recommendation 7.15, on reporting findings after radical hysterectomy
e New Recommendation 7.9, on multifocal microinvasive carcinoma

e New Recommendation 7.13, on intratumoral heterogeneity

e New Recommendation 7.19, on isolated tumor cells and micrometastases

e New recommendations 7.21, 7.22, and 7.23, on sentinel lymph nodes
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L.-C. Horn, B. Péschel, D. Schmidt
Classification of invasive cervical carcinomas

Classifying tumor types

Cervical carcinomas are classified typologically in accordance with the WHO classifica-
tion of tumors of the female genitalia [ ].

Consensus-based Recommendation checked 2021

Tumor classification shall be carried out on the basis of the currently valid edition
of the WHO classification.

Strong Consensus

Consensus-based Recommendation checked 2021

In cervical carcinomas with neuroendocrine components, the latter shall be re-
ported along with the percentage of the total tumor that they represent.

Strong Consensus

The majority of invasive cervical carcinomas are squamous cell carcinomas (= 80%) and
adenocarcinomas (= 5-20%) [ ]. Other tumor entities are rare.

Prognostically unfavorable tumor types include in particular neuroendocrine carcino-
mas (large-cell or small-cell) and non-HPV-associated adenocarcinomas, with the ex-
ception of clear cell adenocarcinomas. Serous carcinoma has been deleted from the
current WHO classification. The WHO classification distinguishes between neuroendo-
crine tumors (low grade) and neuroendocrine carcinomas (high grade) [142]. One-quar-
ter to one-third of all neuroendocrine carcinomas (high grade) have a non-neuroendo-
crine component [146] [143]. Due to the extremely poor prognosis [143] [147] [148]
[ 110 ] and possible modifications of treatment resulting when there is evidence
of neuroendocrine differentiation, the latter should be explicitly stated in the pathology
report, with details of the percentage of the neuroendocrine component as part of the
overall tumor [ 11 11 1.

Staging of cervical carcinoma

Consensus-based Recommendation modified 2021

Staging shall be carried out in accordance with the current edition of the TNM
classification.

Strong Consensus
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7.1.3.

Postoperative staging is carried out optionally in accordance with the TNM classification
[85] (see also Table 21). In principle, a distinction is made between microinvasive and
macroinvasive carcinomas.

Consensus-based Recommendation checked 2021

A diagnosis of microinvasive cervical carcinoma shall be based on the definitions
given in the current editions of both the WHO and TNM classifications.

Strong Consensus

Microinvasive cervical carcinoma is an exclusively histological diagnosis (see Table 9).
Stage pTlal is defined as a tumor with stromal invasion < 3 mm and a horizontal
extension of < 7 mm [84][85]. Stage pT1a2 consists of tumors with stromal invasion >
3 mmto <5 mm and a horizontal extension of < 7 mm.

In 2018/2019, FIGO made the suggestion that microinvasive cervical carcinoma should
be defined only by depth of invasion with the above thresholds, omitting horizontal
tumor extension — but without citing studies to support this approach [ 11 ].
However, this change would have had a fundamental impact on staging classifications
and also on staging-based therapy [93]. In addition, a revision of the TNM classification
by the American Joint Committee on Cancer (AJCC) and UICC is not expected until 2025,
so that it is recommended that the current TNM classification should be retained (see
Table 21). The guideline committee has therefore decided not to implement the new
FIGO classification at present. For supplementary information, the classification pro-
posed by FIGO can be included in a commentary on the histopathological findings re-
port [93].

The new 2018 FIGO classification has been evaluated below and confirms the improved
prognostic discrimination of stage IB/T1b and the less favorable prognosis for patients
with para-aortic lymph-node metastases [ 1, [ ]. These studies do not address the
new definition of stage IA/T1a.

In microinvasive squamous cell carcinoma, stromal invasion is measured from the base
of the underlying CIN 3 lesion — located either superficially or growing into endocervi-
cal glands [ ]. In microinvasive adenocarcinoma, stromal invasion is measured from
the base of the underlying gland of the adenocarcinoma in situ (ACIS).

Definition of TNM-relevant parameters

Perineural sheath infiltration (Pn) is defined as evidence of tumor cells in the perineural
spaces, independently of the extent of the tumor cells within the spaces and inde-
pendently of whether or not the nerve itself is infiltrated [ 11 ].

Lymphatic vessel infiltration (L category) consists of evidence of individual tumor cells
or groups of tumor cells located inside spaces that are clearly lined with (lymph) endo-
thelia (L1) [ ]. The TNM committee has stated that when there is evidence of tumor
cells within spaces without a clear endothelial lining, the findings are to be classified
as LO (no lymphatic infiltration) [ 1, as this usually represents contraction-related
fixation artifacts. However, routine use of immunohistochemistry to identify lymphatic
endothelia (e.g., D2-4