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Neuer Stempel


1.1 Editors

Important Updates

Concerning editorial changes in versions 4.1, 4.2, and 4.3, see chapter 1.6.
Version 4.4 (May 2021) was updated as an amendment.

The following chapters were updated:

The update in the scope of the amendment was triggered by the authroisation of
numerous CDK4/6 inhibitors.

In versions 4.1 to 4.3, no content-related changes were made (see see chapter 1.6).
Version 4.0 (2017)

The recommendations contained in the chapter on patient infeormation and
Eductaion have been expanded and adpated to the information needs of the patients
(see chapter =.2)

Early Detection (previously a separate S3 Practice Guideline) has been incorporated
herein: Specific recommendations therein describe the approach to be used in
patients with a high breast density and how to handle specific examination
procedures (e.g. tomosynthesis) (see Chapter ).

In the past years, a growing amount of data has become available on women with an
elevated familial or genetic predisposition and on the cancer occurrence in such
special settings. In other words, the recommendations give explicit instructions and
options on how to proceed (e.g. platinum-containing systemic therapy, counseling
services and dealing with the increased lifetime risk of further malignancies) (see
Chapter 2.2).

The Diagnostics chapter contains new recommendations on staging alongside the
conventional breast-related gynecological examinations. For example, a CT scan of
the chest and abdomen is now explicitly recommended in patients with a high risk of
recurrence or metastases (see Chapter 4.1).

In the current version, Chapter Surgical treatment of invasive carcinoma takes into
account more modern surgical procedures and the method applied to axillary
staging, while particularly focusing on the growing use of neoadjuvant therapies.
Overall, the new recommendations are intended to reduce radical surgeries
(narrowing the safety margin in the resection of invasive carcinoma, omitting axillary
dissection under pre-defined conditions).

The recommendations on pathomorphological examinations also include more recent
markers. This Guideline also counts Ki67 among the conventional prognostic factors
and allows the use of multigene assays in defined settings (see Chapter 4.5).

As in the surgical setting, the recommendations on radiotherapy increasingly follow
de-escalation strategies: Procedures like hypofractionation and partial breast
radiation alone can be discussed with the patients, especially those with advanced
age (see Chapter 4.6).
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The updated S3 Practice Guideline outlines in detail the options for adjuvant
endocrine therapy, including that of prolonged administration (5-10 years) and the
administration of chemotherapies (see Chapter 4.7).

New recommendations regarding influenceable lifestyle factors are designed to
increase patients’ physical activity and weight loss in order to lower their risk of
recurrence and heighten their subjective well-being (see Chapter ).

The updated Guideline also gives clear recommendations relating to settings with
metastasis and local recurrences: In patients with local recurrences, for example,
options for repeated radiotherapy and reinduction of cytostatics should be evaluated
besides complete resection (see Chapters and ).

In addition to the previous and now updated chapters from the 2012 Guideline, new
chapters have been developed by the authors to do justice to the high therapeutic
relevance of their subject matter and more extensive evidence. The following
chapters have been added:

Chapter Bone-targeted therapy

Chapter Influenceable lifestyle factors

Chapter Breast cancer during pregnancy and lactation, pregnancy after breast
cancer, fertility preservation

Chapter Breast cancer in elderly patients

Chapter 9. Breast cancer in men
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1.1.

Information about this Guideline

Editors

German Guideline Program in Oncology of the Association of Scientific Medical
Societies in Germany (Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen
Fachgesellschaften e. V., AWMF), the German Cancer Society (Deutsche
Krebsgesellschaft e. V., DKG), and German Cancer Aid (Deutsche Krebshilfe, DKH).
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1.2. Leading Scientific Societies
tl (’ | DKG:::
-3+
[ X1 &
-4+
KREBSGESELLSCHAFT
Deutsche Krebsgesellschaft vertreten durch lhre
Deutsche Gesellschaft fir Gyndkologie und Arbeitsgemeinschaften (DKG)

1.3.

1.4.

1.5.

1.6.

Geburtshilfe e.V. (DGGQG)

Funding of the Guideline

This Guideline was funded by the German Cancer Aid (Deutsche Krebshilfe, DKH) as
part of the German Guideline Program in Oncology.

Contact

Guideline Program in Oncology Office st
c/o German Cancer Society (DKG)ist
Kuno-Fischer-Strasse

814057 Berlin, Germany

www.leitlinienprogramm-onkologie.de

How to cite

German Guideline Program in Oncology (German Cancer Society, German Cancer Aid,
AWMF):

Interdisciplinary Evidenced-based Practice Guideline for the Early Detection, Diagnosis,
Treatment and Follow-up of Breast Cancer

Long version 4.4, Mai 2021, AWMF Registration Number: 032/0450L,
Accessed

Previous Changes

April 2018 Version 4.1: General editorial revision. The background text in Chapter
3.2.2. was edited, as were Figure 4 and Figure 5. In the recommendation boxes 3.8,
3.13, 4.40, 4.53, 4.69, 4.72, “Recommendation” was changed to “Statement”. The
parentheses around “(SLNE > 3 Lnn.)" were omitted in Table 9. Correction made to QI
6 (mi added).
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1.7. Special Comment

1.8. Objectives of the Guideline Program for Oncology

With the German Guideline Program in Oncology, the Association of the Scientific
Medical Societies in Germany (AWMF), the German Cancer Society (DKG), and the
German Cancer Aid (DKH) have set themselves the task of jointly promoting and
supporting the development, updating and use of scientifically founded and practicable
guidelines in oncology. The program is based on medical-scientific knowledge of the
professional societies and the DKG, the consensus of medical experts, users and
patients, as well as regulations of the guideline preparation of the AWMF and the expert
support and funding by the German Cancer Aid. To map current medical knowledge
and account for progress in the field of medicine, guidelines have to be reviewed and
updated regularly. The AWMF Guidance Manual forms the basis for the development of
high-quality oncologic guidelines. As guidelines constitute an important quality
assurance and quality management tool in oncology, they should be incorporated
specifically and consistently into routine care. Active implementation measures and
evaluation programs are therefore an important component in promoting the Guideline
Program in Oncology. The objective of the program is to create professional and
medium-term financially secure preconditions for the development and production of
high-quality guidelines in Germany. These high-quality guidelines serve not only the
structured transfer of knowledge, but may also find their place in health care system
structures. Worth mentioning here are evidence-based guidelines as the basis for
preparing and updating disease management programs or for implementing guideline-
derived quality indicators (Qls) for the certification of organ cancer centers.
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1.9.

1.10.

1.10.1.

1.10.2.

Additional Documents relating to this Guideline

This document is the comprehensive version of the Interdisciplinary S3 Practice
Guideline for the Early Detection, Diagnosis, Treatment and Follow-up of Breast Cancer
and can be accessed via the links listed below: In addition to this comprehensive
version, the following supplementary documents are available:

Short version of the guideline
Lay version (patient guideline)
Guideline Report on its development process

Evidence tables This Guideline and all additional documents are available via the
following websites.

e Guideline Program in Oncology (http://www.leitlinienprogramm-
onkologie.de/leitlinien/mammakarzinom/)

e  AWMF (www.leitlinien.net)

e Guidelines International Network (www.g-i-n.net)

In addition, a print version of the Patient Guidelines can be ordered from the DKH
(https://www.krebshilfe.de/informieren/ueber-krebs/infothek/)

Composition of the Guideline Group

Guideline Coordination
Guideline coordination

Prof. Achim Wockel, M.D., Clinic for Women (Department of Obstetrics and
Gynecology), University Hospital of Wiirzburg, Josef-Schneider-Str. 4, 97080 Wiirzburg,
Germany

Co-coordinators:

Prof. Rolf Kreienberg, M.D., Landshut Prof. Wolfgang Janni, M.D., Department of
Obstetrics and GynecologyistUIm University Hospital

Guideline Secretariat

Katharina Brust, B.Sc., Clinic for Womenis (Department of Obstetrics and Gynecology)iste
University Hospital of Wiirzburg isjosef-Schneider-Str. 4,i197080 Wirzburg, Germany

Participating professional associations and organizations

Table 1: Participating professional associations and organizations

Participating professional associations and Elected Representative(s)

organizations

Arbeitsgemeinschaft Deutscher Tumorzentren Prof. Dr. Jutta Engel

e.V. (ADT)

Prof. Dr. Dieter Holzel
Prof. Dr. Jutta Engel
Prof. Dr. Dieter Holzel

Prof. Dr. Jutta Engel
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Participating professional associations and
organizations

Arbeitsgemeinschaft Gynakologische
Onkologie der DGGG und DKG (AGO)

Arbeitsgemeinschaft Internistische Onkologie
in der DKG (AIO)

Arbeitsgemeinschaft Pravention und
integrative Medizin in der Onkologie der
Deutschen Krebsgesellschaft (PRiO)

Arbeitsgemeinschaft Psychoonkologie der
Deutschen Krebsgesellschaft (PSO)

Arbeitsgemeinschaft Radiologische Onkologie
(ARO)

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

Arbeitskreis Frauengesundheit (AKF)

Berufsverband Deutscher Strahlentherapeuten
e.V. (BVDST)

Berufsverband fiir Frauendrzte e. V.

BRCA-Netzwerk e. V.

Bundesverband Deutscher Pathologen e.V.
(BDP)
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Elected Representative(s)

Prof. Dr. Dieter Holzel

Prof. Dr. Tanja Fehm

Prof. Dr. Anton Scharl

Dr. Anja Welt

Dr. Matthias Zaiss

Prof. Dr. med. Volker Hanf

Prof. Dr. Karsten Minstedt

Prof.Dr. Joachim Weis

Prof. Dr. Wilfried Budach

Prof.Dr. Frederik Wenz

Prof. Dr. Hartmut Link

Prof. Dr. Oliver Rick

Prof. Dr. Anke Steckelberg

Gudrun Kemper

Prof. Dr. Petra Feyer

Prof. Dr. Volker Budach

Dr. Klaus Konig

Andrea Hahne

Traudl Baumgartner

Prof. Dr. Annette Lebeau

Prof. Dr. Hans-Peter Sinn
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Participating professional associations and
organizations

Chirurgische Arbeitsgemeinschaft fur
Onkologie (CAO-V)

Deutsche Gesellschaft der Plastischen,
Rekonstruktiven und Asthetischen Chirurgen
(DGPRAC)

Deutsche Gesellschaft flir Geratrie e. V. (DGG)

Deutsche Gesellschaft fiir Gyndkologie und
Geburtshilfe e.V. (DGGG)

Deutsche Gesellschaft fur Himatologie und
Medizinische Onkologie e.V. (DGHO)

Deutsche Gesellschaft fiir Humangenetik (GfH)

Deutsche Gesellschaft fir Nuklearmedizin e.V.
(DGN)

Deutsche Gesellschaft fir Palliativmedizin e.V.
(DGP)

Deutsche Gesellschaft fur Pathologie e.V.
(DGP)

Deutsche Gesellschaft fiir Psychosomatische
Frauenheilkunde und Geburtshilfe (DGPFG)

Deutsche Gesellschaft fiir Radioonkologie e.V.
(DEGRO)

Deutsche Gesellschaft fiir
Rehabilitationswissenschaften (DGRW)

Deutsche Gesellschaft fiir Senologie e.V. (DGS)

Elected Representative(s)

Prof. Dr. Wolfram Trudo Knoefel

Prof. Dr. Christoph Heitmann

Prof. Dr. Michael Denkinger

Prof. Dr. Sara Brucker

Prof. Dr. Bernd Gerber

Prof.Dr. Diana Luftner

Prof. Dr. Hans Tesch

Prof. Dr. Christian Kubisch

Prof. Dr. Andreas Buck

Dr. Christina Gerlach M.Sc.

Dr. Susanne Hirsmiiller

Prof. Dr. Hans H. Kreipe

Prof. Dr. Carsten Denkert

Dr. Friederike Siedentopf

Prof. Dr. Cordula Petersen

Prof. Dr. Jirgen Dunst

Prof. Dr. Hans Helge Bartsch

Prof. Dr. Rudiger Schulz-Wendtland
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Participating professional associations and
organizations

Deutsche Gesellschaft fiir Ultraschall in der
Medizin e.V. (DEGUM)

Deutsche Rontgengesellschaft e.V.

Deutscher Verband fiir Physiotherapie (ZVK)
e.V.

Frauenselbsthilfe nach Krebs e.V. (FSH)

Gesellschaft der epidemiologischen
Krebsregister in Deutschland (GEKID)

Konferenz Onkologischer Kranken- und
Kinderkrankenpflege (KOK)

Osterreichische Gesellschaft fiir Gynikologie
und Geburtshilfe (OEGGG)

Schweizerische Gesellschaft fiir Gynakologie
und Geburtshilfe (SGGG)

Ultraschalldiagnostik in Gyndkologie und
Geburtshilfe (ARGUS)

1: bis 31.12.16: Prof. Dr. Ulrich Bick, Berlin, ab 01.01.17: PD Dr. E.

Table 2: Composition of Guideline Workgroups

Workgroup

3.1 Patientinneninformation und - aufkldarung

Elected Representative(s)

Prof. Dr. Markus Hahn

Prof. Dr. Markus Miller-Schimpfle (1)

Ulla Henscher

Reina Tholen

Dr. Renza Roncarati

Roswita Hung

Prof. Dr. Alexander Katalinic

Kerstin Paradies

Prof. Dr. Vesna Bjelic-Radisic

Dr. Christoph Honegger

Prof. Dr. med. Dr. h. c. Friedrich Degenhardt

Fallenberg, Berlin

Composition of Workgroup

Leitung: Prof. Dr. Ingrid Schreer

Dr. Susanne Hirsmiller
Roswita Hung

Gudrun Kemper

Dr. Klaus Konig

Kerstin Paradies

Dr. Renza Roncarati

Prof. Dr. Anke Steckelberg
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Workgroup

3.2 Friherkennung, Mammographiescreening

3.3 Frauen mit erhohtem Risiko fur Brustkrebs

4.2 Diagnostik bei der Abklarung auffalliger
Befunde sowie pratherapeutische
Ausbreitungsdiagnostik bei gesichertem
Mammakarzinom

4.3 DCIS und Risikoldsionen

4.4 Operative Therapie des invasiven
Karzinoms

Composition of Workgroup

Prof.Dr. Joachim Weis
Leitung: Prof. Dr. Markus Miiller-Schimpfle

Prof. Dr. Ute-Susann Albert

Prof. Dr. med. Dr. h. c. Friedrich Degenhardt
Prof. Dr. Jutta Engel

Prof. Dr. Markus Hahn

Prof. Dr. Sylvia Heywang-Kébrunner

Prof. Dr. Dieter Holzel

Prof. Dr. Alexander Katalinic

Prof. Dr. Ingrid Schreer

Leitung: Prof. Dr. Peter Fasching

Prof. Dr. Ute-Susann Albert

Prof. Dr. med. Dr. h. c. Friedrich Degenhardt
PD Dr. Eva Fallenberg

Andrea Hahne

Prof. Dr. Christoph Heitmann
Gudrun Kemper

Prof. Dr. Christian Kubisch

Prof. Dr. Annette Lebeau

Prof. Dr. Hans-Jiirgen Lick

Prof. Dr. Markus Miller-Schimpfle
Prof. Dr. Rita Schmutzler

Prof. Dr. Anke Steckelberg

Dr. med. Barbara Zimmer MPH, M.A.

Leitung: Prof. Dr. Sylvia Heywang-Kébrunner

Prof. Dr. med. Dr. h. c. Friedrich Degenhardt
PD Dr. Eva Fallenberg

Prof. Dr. Markus Hahn

Prof. Dr. Markus Miller-Schimpfle

Leitung: Prof. Dr. Bernd Gerber

Prof. Dr. Sara Brucker

Prof. Dr. Wilfried Budach
Prof. Dr. Carsten Denkert
Prof. Dr. Tanja Fehm

Prof. Dr. Christoph Heitmann
Prof. Dr. Hans H. Kreipe
Prof. Dr. Wolfgang Kiithn
Prof. Dr. Annette Lebeau
Prof. Dr. Ingrid Schreer

Prof. Dr. Hans-Peter Sinn

Leitung: Prof. Dr. Wilfried Budach

Prof. Dr. Vesna Bjelic-Radisic
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Workgroup

4.5 Pathomorphologische Untersuchung

4.6 Adjuvante Strahlentherapie des
Mammakarzinoms

4.7.2 Endokrine Therapie

4.7.3 Adjuvante Chemotherapie

Composition of Workgroup

Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.

Jurgen Dunst

Jutta Engel

Tanja Fehm
Christoph Heitmann

Dr. Christoph Honegger

Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.

Leitung:

Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.

Leitung:

Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.

Leitung:

Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.

Wolfgang Janni
Wolfgang Kihn
Cordula Petersen
Anton Scharl
Hans-Peter Sinn
Achim Wockel

Prof. Dr. Bernd Gerber

Sara Brucker

Carsten Denkert

Hans H. Kreipe

Annette Lebeau

Marcus Schmidt

Riidiger Schulz-Wendtland
Hans-Peter Sinn

Prof. Dr. Wilfried Budach

Volker Budach
Jurgen Dunst

Jutta Engel

Tanja Fehm

Petra Feyer

Dieter Holzel
Alexander Katalinic
Cordula Petersen
Anton Scharl
Ridiger Schulz-Wendtland
Christoph Thomssen

Prof. Dr. Marcus Schmidt

Hans Helge Bartsch
Vesna Bjelic-Radisic
Jens Blohmer
Tanja Fehm

Dieter Holzel
Christian Jackisch
Hartmut Link

Prof.Dr. Diana Liftner

Prof. Dr.
Prof. Dr.

Leitung:

Anton Scharl
Hans Tesch

Prof.Dr. Diana Liiftner
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Workgroup

4.7.4 Neoadjuvante Therapie

4.7.5 Antikorpertherapie

4.7.6 Knochengerichtete Therapie

4.7.7 Beeinflussbare Lebensstilfaktoren

5.2 Diagnostik des lokalen/lokoregionalen

Rezidivs

Composition of Workgroup

Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.

Leitung:

Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.

Leitung
Marcus

Sara Brucker

Bernd Gerber

Nadia Harbeck

Volker Mobus

Volkmar Miller

Andreas Schneeweiss
Riidiger Schulz-Wendtland
Elmar Stickeler

Hans Tesch

Prof. Dr. Andreas Schneeweiss

Sara Brucker

Bernd Gerber

med. Jens Huober
Sibylle Loibl

Michael Untch
Gunter von Minckwitz

: Prof.Dr. Diana Liftner, Prof. Dr.
Schmidt, Prof. Dr. Andreas

Schneeweiss

Prof. Dr
Prof. Dr
Prof. Dr

Leitung:

Prof. Dr.
Prof. Dr.
Prof. Dr.

Leitung:

Prof. Dr.
Prof. Dr.
Prof. Dr.
Prof. Dr.

Leitung:

Prof. Dr
Prof. Dr
Prof. Dr
Dr. Klau
Prof. Dr
Prof. Dr
Prof. Dr

. Jens Blohmer
. ElImar Stickeler
. Michael Untch

Prof. Dr. Peyman Hadji

Ridiger Schulz-Wendtland
Florian Schiitz
Elmar Stickeler

PD Dr. Freerk Baumann

med. Volker Hanf
Hans Hauner
Wolfgang Janni
Ute Nothlings

PD Dr. Eva Fallenberg

. Jens Blohmer
. med. Dr. h. c. Friedrich Degenhardt
. Markus Hahn

s Kdnig

. Markus Miller-Schimpfle
. Anton Scharl
. Elmar Stickeler
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Workgroup

5.3 Therapie des lokalen/lokoregionalen
Rezidivs

5.4 Fernmetastasen - Chemo

5.4 Fernmetastasen - Endokrin

5.4 Fernmetastasen - Spez.
Metastasenlokalisation

Composition of Workgroup

Leitung: Prof. Dr. Wilfried Budach

Prof. Dr. Sara Brucker

Prof. Dr. Bernd Gerber

Prof. Dr. Christoph Heitmann
Dr. Susanne Hirsmiller

Prof. Dr. Christian Jackisch
Prof. Dr. Michael Lux

Leitung: Prof. Dr. Hans Tesch

Prof. Dr. Hans Helge Bartsch
Prof. Dr. Sara Brucker

Prof. Dr. Wilfried Budach

Prof. Dr. Bernd Gerber

Dr. Christina Gerlach M.Sc.

Dr. Susanne Hirsmuller

Prof. Dr. med. Jens Huober
Prof. Dr. Wolfram Trudo Knoefel
Prof. Dr. Hartmut Link

Prof.Dr. Diana Luftner

Prof. Dr. Riudiger Schulz-Wendtland
Dr. Anja Welt

Prof.Dr. Frederik Wenz

Dr. Matthias Zaiss

Leitung: Prof. Dr. Hans-Jiirgen Liick

Prof. Dr. Hans Helge Bartsch
Prof. Dr. Sara Brucker

Prof. Dr. Wilfried Budach

Prof. Dr. Bernd Gerber

Dr. Christina Gerlach M.Sc.

Dr. Susanne Hirsmiller

Prof. Dr. Wolfram Trudo Knoefel
Prof. Dr. Hartmut Link

Prof.Dr. Diana Luftner

Prof. Dr. Volkmar Muller

Prof. Dr. Rudiger Schulz-Wendtland
Dr. Anja Welt

Prof.Dr. Frederik Wenz

Dr. Matthias Zaiss

Leitung: Prof. Dr. Cordula Petersen

Prof. Dr. Hans Helge Bartsch
Prof. Dr. Sara Brucker

Prof. Dr. Wilfried Budach
Prof. Dr. Bernd Gerber

Dr. Christina Gerlach M.Sc.
Dr. Susanne Hirsmiller
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Workgroup

5.5 Palliativmedizin

6.2 Psychoonkologische Aspekte

6.3 Supportivtherapie

6.4 Nachsorge

6.5 Rehabilitation

6.6 Komplementare Medizin

20

Composition of Workgroup

Prof. Dr. Wolfram Trudo Knoefel
Prof. Dr. Hartmut Link

Prof.Dr. Diana Liftner

Prof. Dr. Marcus Schmidt

Prof. Dr. Riidiger Schulz-Wendtland
Dr. Anja Welt

Prof.Dr. Frederik Wenz

Dr. Matthias Zaiss

Dr. Christina Gerlach M.Sc.
Dr. Susanne Hirsmiller
Dr. Renza Roncarati

Prof. Dr. Marcus Schmidt

Leitung: Prof.Dr. Joachim Weis

Prof. Dr. Hans Helge Bartsch
Dr. Susanne Hirsmiller
Roswita Hung

Dr. Renza Roncarati

Dr. Friederike Siedentopf

Leitung: Prof. Dr. Hans Helge Bartsch

Prof. Dr. Petra Feyer

Dr. Christina Gerlach M.Sc.
Ulla Henscher

Roswita Hung

Prof. Dr. Hartmut Link
Prof. Dr. Michael Lux

Dr. Renza Roncarati

Leitung: Prof. Dr. Ute-Susann Albert

Prof. Dr. Matthias W. Beckmann
Prof. Dr. Vesna Bjelic-Radisic
Dr. Klaus Konig

Prof. Dr. Hans Helge Bartsch

Prof. Dr. Wilfried Budach

Ulla Henscher

Prof. Dr. Dieter Holzel

Roswita Hung

Prof. Dr. Wolfgang Janni

Prof. Dr. Oliver Rick

Dr. Renza Roncarati

Prof. Dr. Rudiger Schulz-Wendtland
Prof.Dr. Joachim Weis

Leitung: Prof. Dr. Matthias W. Beckmann

Dr. Jasmin Festl
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Workgroup

6.7 Dokumentation, Versorgungskoordination
und Qualitatsmanagement

7. Mammakarzinom in Schwangerschaft und
Stillzeit, Schwangerschaft nach
Mammakarzinom, Fertilitatserhalt

8. Mammakarzinom der alteren Patientin

9. Mammakarzinom des Mannes

1.10.3.

Name

experts in an advisory capacity

PD Dr. Freerk Baumann

Prof. Dr. Matthias Beckmann

Prof. Dr. Jens Blohmer
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City

Dusseldorf

Wiirzburg

Wiirzburg

Wiirzburg

Wiirzburg

Wiirzburg

Wirzburg

This Guideline was prepared with the direct involvement of 4 patient advocates.

Ms. Roncarati and Ms. Hung of the German Self-Help Group for Women after Cancer
(Frauenselbsthilfe nach Krebs) were involved from the very beginning in the preparation
of the guideline and participated in the consensus conferences with their own voting
rights. Prof. Steckelberg and Ms. Kemper “Working Group on Women’s Health” (AKF)
were also involved and took part in the consensus conferences with their own right to

vote.

1.10.5. Methodological Support

Methodological support was provided by the Guideline Program in Oncology:

Professor Ina Kopp, M.D. (AWMF)

Through external sub-contractors:

Monika Nothacker, M.D. MPH (AWMF)

Dr. Markus Follmann MPH, MSc. (DKG)
Thomas Langer, Social Scientist (DKG)

e Simone Wesselmann, M.D., MBA (update of quality indicators)

© German Guideline Program in Oncology | Evidence-based Guideline Breast Cancer - V4.4 | May 2021



1.11 Abbreviations Used

1.11. Abbreviations Used

Table 3: Abbreviations Used
Abbreviation Explanation
ADH (intra-)ductal atypical hyperplasia
Al aromatase inhibitor
AML acute myeloid leukaemia
APBI accelerated partial breast radiation
ASCO American Society of Clinical Oncology
ATL activities of daily living
AUC area under the curve
BAK German Medical Association
bds on both sides
BET breast-conserving therapy
CISH Chromogenic in situ hybridization
CNB Core Needle Biopsy
CT Computed tomography
DBT digital breast tomosynthesis
DCIS Ductal carcinoma in situ
DFS disease-free survival (DFS)
DGS German Society for Senology
DKG German Cancer Society
ECE extracapsular tumor growth at the lymph nodes
EIC extensive intraductal component
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Abbreviation Explanation

EK Expert consensus

ER Estrogen receptor

ESA erythropoiesis-stimulating agents

ESAS Edmonton Symptom Assessment System

ET Estrogen therapy

FEA flat epithelial atypia

FISH Fluorescence in situ hybridization

FN febrile neutropenia

FNA Fine needle aspiration

FNB Fine needle biopsy

G-CSF granulocyte colony-stimulating factor

GnRHa gonadotropin-releasing hormone agonist

HADS Hospital Anxiety and Depression Scale

HER2 Human Epidermal Growth Factor Receptor Type 2
HT Hormone therapy

IARC International Agency for Reserch on Cancer, international institute for

cancer research

IBC inflammatory breast carcinoma
iFE intensified screening

IHC Immunohistochemistry

IMRT Intensity modulated radiotherapy
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Abbreviation Explanation

IORT intraoperative radiotherapy

IQWiG Institute for Quality and Efficiency in Health Care
ISH In situ hybridization

ITC intrathecal chemotherapy

KD cognitive dysfunction

KM-MRI Contrast magnetic resonance imaging
KPE complex initial physical therapy
LABC locally advanced breast cancer
LCIS lobular carcinoma in situ

LK Lymph nodes

LL Guideline

LN lobular neoplasia

LoE level of evidence

LVEF left ventricular ejection fraction
LVI (lymphatic) vessel invasion

LWS Lumbar spine

MAK Nipple-Areola Complex

MDS myelodysplatic syndrome

MG Mammography

MRI Magnetic resonance imaging

MSP Mammography Screening Program
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Abbreviation Explanation

NACT neoadjuvant chemotherapy

NCCN National Comprehensive Cancer Network
NICE National Institute for Health and Care Excellence
NNT Number Needed to Treat

NZGG New Zealand Guidelines Group

OP Operation

(O Overall Survival

PBI partial breast radiation

pCR pathological complete remission (Engl.: pathological complete remission)
PET Positron Emission Tomography

PFS progression-free survival (PFS)

PI Proliferation Index

PMRT postoperative radiotherapy

PNP Polyneuropathy

POS Palliative Care Outcome Scale

PST primary systemic therapy

QoL Quality of Life

RCT randomized controlled trial

RFA Radio Frequency Ablation

ROR risk of recurrence

RR Relative risk
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Abbreviation

RS

SABCS

SBRT
SGB
SIB
SIGN

SISH

2.1.

2.1.1.

Explanation

recurrence score

San Antonio Breast Cancer Symposium

stereotactic radiation

Social Security Code

simultaneous integrated boost

Scottish Intercollegiate Guidelines Network

Silver enhanced in situ hybridization

Introduction

Scope and Purpose
Objective and Key Questions

The main rationale for updating the guideline is the consistently high epidemiological
importance of breast cancer and the associated burden of disease. In this context, the
effects of new care concepts in their implementation must be examined. The need to
update the guideline also arises from the existence of new scientific findings and the
further development of the guideline methodology. In addition, an editorial and content
review and revision of the core statements and recommendations of the guideline is
required at regular intervals. The objectives of the S3 guideline for the early detection,
diagnosis, therapy and aftercare of breast cancer were retained from the original
version and the first two updates and supplemented or specified for the third new
edition:

Consideration of current findings of evidence-based medicine and recognised
treatment concepts

consideration of the findings from disseminated guidelines and the comprehensive
coverage of guideline-based quality indicators in the updating and implementation
of the guideline

Supporting the involvement of patients in therapy decisions and positioning their
individual needs

Comprehensive implementation of multidisciplinary, quality-assured and cross-
sectoral care for breast cancer

concrete efforts to improve the provision of needs-based and quality-assured
psychosocial care and rehabilitation

Support of the documentation of epidemiology and progression of breast cancer
diseases by clinical cancer registers
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2.2.
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e systematic consideration of the recommendations of initial, continuing and further
training and in quality management systems

e systematic consideration of the recommendations and quality indicators derived
from them in disease management programmes (DMPs), certification procedures
of breast centres, cancer registries and external comparative quality assurance and
standardisation of documentation requirements.

Improving the knowledge of the disease among non-affected persons and patients is
an important goal for which there is a clear potential for improvement. It is a
prerequisite for empowering women to participate in therapy decisions. At present,
information is increasingly being made available on the Internet, but in many cases
with very varying, sometimes unacceptable quality. Particularly in the area of breast
cancer, a flood of information and educational material is available, the quality of which
is predominantly assessed as poor. Within the framework of the OL-program, different
versions of the patient guideline have been created, which are regularly adapted after
the corresponding updates. The respective valid versions of the Women's and Patient
Guidelines are available free of charge (see Chapter 1.9).

Addressees:

The recommendations of the interdisciplinary guideline (LL) are addressed to all
physicians and members of professional groups involved in the care of citizens in the
context of early detection and patients with breast cancer (gynaecologists, general
practitioners, radiologists, pathologists, radio-oncologists, haemato-oncologists,
psycho-oncologists, physiotherapists, nursing staff, etc.) and all women with breast
cancer and their relatives.

Other indirect addressees are:

e medical and scientific societies and professional associations

Representation of the interests of women (women's health organisations, patient
and self-help organisations)

Quality assurance institutions and projects at federal and state level

health policy institutions and decision-makers at federal and state level

those responsible for DMP programmes and integrated care contracts

Cost unit

as well as the public for information on good medical practice.

Validity and Update Process

The S3 guideline is valid until the next update, the validity period is estimated at 5
years. Shorter-term updates are planned in case of urgent need for changes. Comments
and notes on updating the guideline are expressly requested and can be sent to the
following address:

Methodology

The methodological procedure for the preparation of the guideline is described in the
guideline report. It is freely available on the Internet, e.g. on the pages of the Oncology
Guidelines Program

) and the AWMF pages

Levels of Evidence (LoE)

deline Program in Oncology | Evidence-based Guideline Breast Cancer - V4.4 | May 2021


http://backend.ll.local/mammakarzinom@leitlinienprogramm-onkologie.de
http://www.leitlinienprogramm-onkologie.de/leitlinien/mammakarzinom/
http://www.leitlinienprogramm-onkologie.de/leitlinien/mammakarzinom/
http://www.awmf.org/
http://www.awmf.org/

2.2 Methodology

Level

2a

2b
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To classify the risk of bias in the identified studies, this guideline uses the system of
the Oxford Centre for Evidence-based Medicine in the 2009 version, as shown in Table
5. This system provides for the classification of studies for different clinical questions
(benefit of therapy, prognostic significance, diagnostic value).

Scheme of evidence grading according to Oxford (version March 2009)

Therapy /
Prevention,
Aetiology /
Harm

SR (with
homogeneity)
of RCTs

Individual
RCT (with
narrow
Confidence
Interval)

SR (with
homogeneity)
of cohort
studies

Individual
cohort study
(including

Prognosis

SR (with
homogeneity)
inception
cohort
studies; CDR
validated in
different
populations

Individual
inception
cohort study
with > 80%
follow-up;
CDR
validated in a
single
population

SR (with
homogeneity)
of either
retrospective
cohort
studies or
untreated
control
groups in
RCTs

Retrospective
cohort study
or follow-up

Diagnosis

SR (with
homogeneity)
of Level 1
diagnostic
studies; CDR
with 1b
studies from
different
clinical
centers

Validating

cohort study
with good
reference

standards; or
CDR tested
within one
clinical centre

SR (with
homogeneity)
of Level >2
diagnostic
studies

Exploratory
cohort study
with good

Differential
diagnosis /
symptom
prevalence
study

SR (with
homogeneity)
of
prospective
cohort
studies

Prospective
cohort study

with good
follow-up

SR (with
homogeneity)
of Level 2b
and better
studies

Retrospective
cohort study,

Economic
and decision
analyses

SR (with
homogeneity)
of Level
leconomic
studies

Analysis
based on
clinically
sensitive
costs or
alternatives;
systematic
review(s) of
the evidence;
and including
multi-way
sensitivity
analyses

SR (with
homogeneity)
of Level >2
economic
studies

Analysis
based on
clinically
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Level

2¢C

3a

3b

Therapy /
Prevention,
Aetiology /
Harm

low quality
RCT; e.g,
<80% follow-
up)

"Outcomes”
Research;
Ecological
studies

SR (with
homogeneity)
of case-
control
studies

Individual
Case Control
Study

Case-series
(and poor
quality

cohort and

Prognosis

of untreated
control
patients in an
RCT;
Derivation of

CDR or
validated on
split-sample
only
"Outcomes”
Research

Case series

(and poor
quality
prognostic

Diagnosis

reference
standards;
CDR after
derivation, or
validated
only on split-
sample or
databases

SR (with
homogeneity)
of 3b and
better studies

Non-
consecutive
study; or
without
consistently
applied
reference
standards

Case control
study, poor
or non-
independent

Differential
diagnosis /
symptom
prevalence
study

or poor
follow-up

Ecological
studies

SR (with
homogeneity)
of 3b and
better studies

Non-
consecutive
cohort study;
or very
limited
population

Case-series
or
superseded

Economic
and decision
analyses

sensitive
costs or
alternatives;
limited
review(s) of
the evidence,

or single
studies; and
including
multi-way
sensitivity
analyses
Audit or
outcomes
research
SR (with
homogeneity)
of 3b and

better studies

Analysis
based on
limited
alternatives
or costs, poor
quality
estimates of
data, but
including
sensitivity
analyses
incorporating
clinically
sensitive
variations

Analysis with
no sensitivity
analysis
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Therapy / Prognosis Diagnosis Differential Economic
Prevention, diagnosis / and decision
Aetiology / symptom analyses
Harm prevalence

study
case-control cohort reference reference
studies) studies) standard standards
Expert Expert Expert Expert Expert
opinion opinion opinion opinion opinion
without without without without without
explicit explicit explicit explicit explicit
critical critical critical critical critical
appraisal, or appraisal, or appraisal, or appraisal, or appraisal, or
based on based on based on based on based on
physiology, physiology, physiology, physiology, physiology,
bench bench bench bench bench

research or
"first
principles

research or
"first
principles

research or
"first
principles

research or
"first
principles

research or
"first
principles

Grades of Recommendation (GoR)

The methodology of the Oncology Guidelines Programme provides for the allocation of
recommendation grades by the guideline authors in a formal consensus procedure.
Accordingly, AWMF-certified guideline consultants moderated structured consensus
conferences. Within the framework of these processes, the recommendations were
formally agreed upon by the voting mandate holders (see Chapter 1.10.3). The results
of the respective votes (consensus strength) are assigned to the recommendations
according to the categories in Table 7.

For all evidence-based statements and recommendations, the guideline shows the
evidence level of the underlying studies and, in the case of recommendations, the
strength of the recommendation (recommendation level). With regard to the strength
of the recommendation, this guideline distinguishes between three levels of
recommendation (see table below), which are also reflected in the formulation of the
recommendations.
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Scheme of recommendation grading

Level of recommendation Description Language

A Strong recommendation shall/shall not

B Recommendation should/should not
C Recommendation open can/can be waived

Consensus strength

Consensus strength Percentage approval

Strong consens

us > 95% of those entitled to vote

Consensus > 75 - 95% of those entitled to vote
Majority approval > 50 - 75% of those entitled to vote
Dissent < 50% der Stimmberechtigten
The decision criteria for determining the degrees of recommendation are explained in
the guideline report on this guideline.
2.2.3. Statements
Statements are descriptions or explanations of specific facts or questions without
immediate call for action. In line with the procedure for recommendations, they are
adopted in a formal consensus procedure and can be based either on study results or
onh expert opinions.
2.2.4. Expert Consensus (EK)
Statements/recommendations for which it has been decided to work on the basis of
expert consensus of the Guidelines Group are identified as "Expert Consensus". No
symbols or letters were used for the graduation of the recommendations based on
expert consensus; the strength here results from the wording used
(should/should/can) according to the graduation in Table 6.
2.2.5. Independence and Disclosure of Possible Conflicts of

© German Gui

Interest

The German Cancer Aid provided the financial means through the Oncology Guidelines
Programme (OL). These funds were used for personnel costs, office material, literature
procurement and the consensus conferences (room rent, technology, catering,
moderator fees and travel expenses of the participants). The guideline was developed
with editorial independence from the financing organization. During the guideline
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process, all members submitted a written declaration of any existing conflicts of
interest.

Obtaining declarations of conflict of interest

From March 2016 onwards, declarations of conflict of interest were obtained from all
persons involved using the updated AWMF form (see Guidelines Report), with step-by-
step indication of the level of remuneration and explicit request for intellectual
(academic) conflicts of interest (schools, publication activity, etc.). The completeness
of the declarations was achieved in October 2016. Including methodologists, individual
experts and deputies of mandate holders of the professional societies, the guideline
group comprises about 90 persons.

Assessment of conflicts of interest

In the form used, those who had to fill in the form were asked to indicate whether there
was a thematic link with the present guideline topic. However, a final self-assessment
of whether a conflict of interest exists was no longer carried out. The conflict of interest
declarations were evaluated by a working group nominated by the steering group. The
working group consisted of Prof. Dr. R. Kreienberg (Senior Coordinator, Gynaecologist,
former Director of the University Women's Hospital Ulm, DGGG), Prof. Dr. U.S. Albert
(Senologist, DGS), Prof. Dr. W. Budach (Director of the Clinic for Radiotherapy of the
University Hospital in Disseldorf, DEGRO) and Dr. M. Nothacker, MPH (Methodologist,
AMWE). All results were presented to an external consultant (Prof. Dr. Ludwig of the
AKDA) and confirmed.

Evaluation criteria

The initial assessment of the declarations of conflict of interest was carried out by all
evaluators for all persons, completely independently of the other evaluators, according
to the classification: 0 = none, 1 = low, 2 = moderate, 3 = serious in terms of the
assessed level of conflict of interest. Reasons for this were recorded. The assessments
of the working group members were combined and the range of the assessments was
determined. In a joint telephone conference, the assessments were discussed which
had at least a 2 (moderate conflict of interest n=31) and/or a 3 (serious conflict of
interest, n=15). After discussion, the final ranking was determined. The following
criteria were examined with regard to the existing thematic reference and the absolute
level of remuneration and the strength of the relationship:

1. Lectures financed by the industry

2. Review/Advisory Board: Paid review/advisory work for industrial companies
(Scientific Advisory Board: work for industry)

3. Third-party funds directly financed by industry

With only a few presentations, the evaluation was "1 - low". In the case of the existence
of relevant expert opinions/consultancy or activities in a scientific field, the assessment
was "1 - low". In the case of relevant activities as an assessor/consultant or in a scientific
advisory board and/or receipt of third-party funding from industry, the assessment was
either "2 - moderate" or "3 - serious". The ratings were assigned by consensus in the
overall view of the information and are subject to a subjective assessment, as the
information provided in the conflict of interest forms did not consistently allow for a
reliable quantitative assessment and there was no rationale for a fixed cut-off.

Finally, the evaluations were assigned as follows:

44 times = assessment 2 - 14 elected officials and 30 experts were affected 0 times =
assessment 3
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3.1.

Dealing with conflicts of interest

The following approach was implemented:

e 0 -1 (no or minor conflict of interest): no special measures.

e 2 (moderate conflict of interest): double vote on the topics concerned (additional
calculation of the result of the vote if persons with a moderate conflict of interest
are excluded).

e 3 (serious conflict of interest): no vote on the topics concerned, review of the
chapter by third parties is obligatory, optional exclusion from the discussion
(review should be carried out by methodologists or members of the guideline group
who are not biased with regard to content).

The issues potentially affected by conflicts of interest were identified on the basis of
the substances listed.

Guidance coordinators and members of the steering group were excluded from the
vote as a matter of principle. In order to create an empirical basis for the actual risk of
bias in relation to the overall group assessment, the persons with moderate conflicts
of interest were identified by means of a preceding question before the electronic
voting process. Subsequently, this blinded grouping made it possible to conduct
sensitivity analyses with regard to the group of persons with a moderate conflict of
interest (result if all persons with a conflict of interest were involved vs.)

This procedure was discussed at the end of November with an independent expert and
expert on conflicts of interest, Prof. Dr. Ludwig of the AKDA, who confirmed that the
procedure was appropriate.

At this point we would like to thank all employees for their exclusively voluntary work
on the project.

General

Patient information and education

Thanks to the utilization of new information technologies such as the Internet and the
increasing need on the part of patients for information and involvement in decision-
making about the treatment of their disease, the provision of appropriate information
to patients plays a more important role than ever before. Numerous studies have
confirmed the importance of this issue for the doctor-patient relationship, the course
of the disease and for achieving the therapeutic aim [9], [10], [11].Non-prescriptive
patient information combined with shared decision-making constitutes the basis for
action by doctors. Two ethical principles are at work in this interaction: the patient’s
self-determination (autonomy) and the physician’s duty of care [12]. The patient’s
autonomy takes priority in this context. A decision made by a patient is always
voluntary and binding for action taken by doctors. Patients can make decisions for or
against diagnostic and therapeutic measures or can decide in favor of “not wanting to
know”. Any existing information deficits are to be remedied by the physician so that
the patient can make informed decisions (informed consent). The personal discussion
between the patient and the doctor takes on special importance as the basis for an
understanding based on mutual trust and respect. In this context, increased emphasis
is placed on shared decision-making, i.e. enabling the patient to participate in
decisions. Shared decision-making is characterized by a consultation process that
follows certain rules and an intensive exchange of information between doctor and
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3.1

EC

3.2

EC

patient, and culminates in the woman making a decision both she and her doctor
support as regards the performance of medical procedures [12], [13], [14].

The precondition for this is the patient-centered consultation. The patient education
provided by the doctor should be comprehensive, truthful and complete as regards the
type of the measure, its purpose, benefits and risks and should most importantly be
plainly worded and understandable (mentioning frequencies instead of relative
percentages) [15], [16] (Patientenrechtegesetz, ,Gute Praxis Gesundheitsinformation®

und die Leitlinie evidenzbasierte
Gesundheitsinformation :
Raodmap des Nationalen Krebsplans). (German Law on Patients’ Rights, “Good Health
Information Practice” http://www.leitlinie-gesundheitsinformation.de/
http://www.leitlinie-gesundheitsinformation.de/ and the Guideline Evidence-Based
Health Information http://www.ebm-netzwerk.de/pdf/publikationen/gpgi2.pdf;
Roadmap of the German National Cancer Program (Roadmap des Nationalen
Krebsplans]). The consultation should be conducted in a manner that takes account of
the individual patient’s somatic, psychological and social situation, gender, age and
any comorbidities. The doctor should directly address the patient’s anxieties and
worries, any specific problems, and particularly her need for information and her
expectations and preferences regarding the treatment [1], [2], [2], [4], [5]. If the patient
wishes, she should be allowed to have a person of her choice (e.g. partner, family
member, patient advocate) with her at this or future consultations. The information
provided by the doctor should include information about the disease, results of
examinations and tests, the treatment course to date, diagnostic and therapeutic
options including expected side effects, as well as estimations of the respective
prognoses and the influence on the patient’s life planning [6], [7], [&].

Consensus-based Recommendation

If the patient wishes, she should be allowed to have a person of her choice (e. g.
partner, family member, patient advocate) with her at this or future
consultations.

Strong Consensus

Patient information is an interdisciplinary task of all professional groups involved in
oncological care. Although the doctor is primarily responsible for the information of
the patient, she should be supported by other professional groups such as caregivers
or psycho-oncologists for specific topics.

Consensus-based Recommendation

The doctor is primarily responsible for informing the patient about the medical
aspects, but she should be supported by other professional groups such as
caregivers or psycho-oncologists for specific topics.

Strong Consensus

Hintergrund 3.2

The Dartmouth-Hitchcock Medical Center in New Hampshire, USA is an example of how
patient education can be effective as an interdisciplinary task. Since 1999, female and
male patients are offered a decision coaching at the Center for Shared Decision Making
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3.3

EC

3.1.1.

to identify individual preferences and to prepare for the consultation with their doctor.
During this process, decision-making aids are provided to the patients. The aim of this
process is to facilitate shared decision-making and informed decisions. The role of the
decision coaches is taken on mainly by caregivers (Dartmouth-Hitchcock Medical
Center, 2016, [17]).

In Germany, relevant training curricula for qualified decision coaches have already been
developed in the field of breast cancer [18] and multiple sclerosis [19]. These curricula
should enable the caregivers to perform decision coaching including evidence-based
decision-making aids.

Provision of printed material and access to such material are useful additional
supportive measures to help the patient come to a decision [20], [21]. Such decision
aids include qualified, competent, comprehensibly produced and quality-assured
informational materials [20], [22].

Consensus-based Recommendation

Evidence-based health information materials (Evidenzbasierte
Gesundheitsinformationen, EBGI) are intended to improve informed decision-
making. Evidence-based health information materials should therefore be based
on defined quality criteria. If available, they should be made available to the
patient.

Consensus

Informing the patient about diagnosis

As soon as the histopathological diagnosis of breast cancer has been confirmed, the
attending physician should inform the patient of her diagnosis by treating in line with
the previously described criteria. It is up to the patient to decide whether her partner,
a family member or a representative of a self-help group should be involved in the
consultation(s). The consultation should take place in an appropriate setting and the
information presented in a manner that is comprehensible to the patient and
appropriate to her level of understanding[15], [16]. The doctor must inform the patient
truthfully and without underplaying the gravity of the situation, but also without
depriving her of the hope of recovery or relief. When presenting information, the doctor
should make sure that his or her explanation follows the course of therapy.
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Evidence-based Recommendation

When conveying information to the patient, doctors shall observe the following
basic principles of patient-centered communication, allowing the patient to
share in the decision-making process:

e Display empathy and listen actively
e Address difficult topics directly and with empathy

e Whenever possible, avoid medical terminology, and if medical terms
cannot be avoided, they should be explained

e Employ strategies that improve understanding (e.g. repeating,
summarizing all salient points, using graphics etc.)

e Encourage the patient to ask questions.
e Allow and encourage the expression of feelings.
e Offer further assistance (see psycho-oncology)

[23]; [24]; [25]; [26]; [27]; [28]; [29]

Strong Consensus

Educating the patient about treatment

The physician informing the patient should present the rationale behind the
recommendations for a special form of treatment, especially if a case-related
consensus-based recommendation for treatment has been made at a multidisciplinary
conference, and explain the principles of the treatment and the associated benefits and
risks.

There is evidence that a repeated documentation of the patient’s wishes (decision
preferences) during the treatment process is necessary to appropriately involve the
patient in the decision-making process [30].

Alternative forms of treatment which can be offered to the patient within the framework
of clinical trials should also be explained. The impact of the proposed treatment on the
patient’s lifestyle and quality of life should be discussed.

With regard to the pharmacological therapies and regimens mentioned in the Guideline
that are used outside the scope of their approved label, the patient must be informed
about the “off-label-use”.

Especially in premenopausal women, the influence of treatment on fertility and aspects
of contraception should be addressed. Questions relating to the treatment of therapy-
related ovarian insufficiency, its symptoms and the therapeutic options should also be
discussed. The women should also be informed about the possibility of fertility-
conserving measures and, if needed, be referred to the appropriate experts for advice

[31].

Given the importance of tumor-associated fatigue caused by adjuvant therapy and
based on the evidence for preventive strategies such as physical activity and
educational measures, the patients should be informed as early as possible about
prevention options [32].
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The patient should also be informed about measures for preventing lymphedema,
about the necessity of oncological follow-up-care, about rehabilitation (see below), and
about social, financial and psycho-oncological support [29] informiert werden. Fir If
necessary, the patient should be advised to obtain further professional advice on the
topics mentioned above (rehabilitation, social counseling and psycho-oncology), and
the necessary arrangements made.

Any treatment requires the patient’s cooperation. Aspects which are the patient’s own
responsibility should be discussed.

Consensus-based Recommendation

During the consultation to inform the patient about treatment, the following
issues should be addressed and information on the benefits and harms
communicated:

e Surgical therapy: Breast-conserving therapy options with mandatory
radiotherapy as equivalent to mastectomy with different variants of
primary and secondary reconstruction or the provision of an external
prosthesis

e Systemic therapy: Principles and desired treatment targets of (neo-
)adjuvant or palliative therapy, therapy duration and mode of
administration, its side effects and possible late sequelae, and the
treatment options for side effects

e Radiotherapy: Principles and desired treatment targets, duration and
follow-up surveillance, possible acute and late sequelae, treatment
options for side effects

e  Participation in clinical trials, principles behind the treatment and
treatment targets, duration and mode of administration of the
therapy, effects and side-effects known to date, special features (e.g.
monitoring, additional measures, cooperation, data storage and
processing)

e Other: Options for prevention and treatment of therapy-related side
effects and sequelae (e.g. fatigue, nausea, osteoporosis,
lymphedema, etc.), necessity for follow-up, possibilities for
rehabilitation and psycho-oncological support as well as services
offered by self-help groups, aspects that are the responsibility of the
patient and cooperation (e.g. reporting symptoms and problems,
treatment compliance).

Strong Consensus

Hintergrund 3.5

The physician must take the patient's somatic, psychological and social situation, age
and any comorbidities she may have into account during the consultation. The patient’s
anxieties, worries, resilience, need for information, expectations regarding treatment
and preferences should be documented by the doctor at diagnosis, at the beginning of
and during therapy, after completion of therapy, in the event of recurrence as well as
in the event of disease progression [1], [2], [3], [5], [28]. This also includes informing
patients about “normal and unremarkable” test results and the course of treatment in
order to provide reassurance, while giving prognostic information to facilitate them in
planning their future lives [6], [7], [8].

Breast cancer is not an emergency. The patient must always be allowed sufficient time
for decision-making. She can reject a particular procedure or treatment or withdraw
previously granted consent to participate in a therapeutic trial or clinical study. She has
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the right to review the clinical documentation at any time and to receive copies of her
medical records, e.g. doctor’s letters. In principle, patients have the right to choose
their doctor and hospital freely, to change doctors and/or hospitals and to obtain a
second opinion

(331

Patients should be supported in their desire for further information and for involvement
and should be given direct and practical assistance [20], [21], [34]. Such assistance
includes tips on where to obtain written information (in particular patient guidelines
and decision-making aids), addresses of self-help groups, help lines and websites. Each
patient should be urged to keep a file of her own medical records.

The desire to obtain information and to share in medical decision-making varies greatly
from patient to patient and can change over the course of time [35], [36], [37].
Therefore the patient’s desire for and the extent of information must be documented
during the entire diagnostic, therapeutic and chain of care to involve the patient in the
medical decisions to be made according to her needs.

Evidence-based Recommendation

Informational and educational needs of long-term survivors should be explored
and appropriate support services as well as health-promoting measures
communicated when sequelae such as neurocognitive impairment, fatigue,
anxiety, depression, polyneuropathy, overweight etc. are present.

[31]

Strong Consensus

Consensus-based Recommendation

Women and men with breast cancer are to be reassured with respect to their
right to self-determination and supported by means of practical assistance.

It is at the patient’s discretion whether representatives of self-help groups
should participate in medical consultations and informational sessions.

The patient should be informed about ways to contact self-help organizations.
Informational material should be made available by the service providers.

Strong Consensus

Hintergrund 3.6 und 3.7

In Germany, self-help is considered the “fourth pillar” of the health care system. In
2000, self-help funding was declared binding under Section 20 (4) Book V of the
German Social Code (Sozialgesetzbuch V, SGB V) [3&].

Self-help groups have been very active for many decades especially in the field of breast
cancer for those affected and their family members. Cancer self-help provides
established supplementary and independent services, as partners in the spectrum of
care. Cancer self-help organizations provide information and counseling on diagnostic,
therapeutic and rehabilitative options from the perspective of those affected. The
common ground was and still is the original desire to exchange personal experiences
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and knowledge and to encourage and mutually reassure each other. By offering
empathic and pragmatic exchanges of experience, cancer self-help services can be very
meaningful, especially, but not exclusively in those sectors where the disease has a
significant impact on everyday life. This is why the involvement of self-help services in
the healthcare system in general and their role as providers of information and
assistance is of such inestimable value and so irreplaceable, especially to anyone
seeking advice or affected by the disease.

Krebsselbsthilfeorganisationen bieten u. a. Informationen und Beratung uber
diagnostische, therapeutische und rehabilitative Moglichkeiten aus der Perspektive von
Betroffenen an. Gemeinsam war und ist der urspriingliche Wunsch, die persénlichen
Erfahrungen und das erlebte Wissen miteinander auszutauschen, sich gegenseitig zu
ermutigen und zu bestdrken. Nicht nur, aber gerade in Bereichen, in denen die
Krankheit erheblichen Einfluss auf das Alltagsleben nimmt, ist die Krebsselbsthilfe
durch den empathischen und auch pragmatischen Erfahrungsaustausch von groRer
Bedeutung. Dies macht ihr Mitwirken im Gesundheitssystem generell und als
Informations- und Hilfsangebot speziell fiir Ratsuchende und Betroffene so wertvoll
und unersetzbar.

The services offered by cancer self-help groups are cross-sectoral and can be used free-
of-charge whenever breast cancer is suspected, at diagnosis, during therapy and follow-
up care as well. Members (and their relatives) are also offered psychosocial support
and help "to help themselves" (empowerment strategies) as well as a forum sharing
experiences and information aimed at sustainably improving quality of life [39].
Affected sufferers’ work for cancer self-help services is of a voluntary nature.

There is a wide range of assistance and support services offered by cancer self-help
organizations. Besides local discussion groups, information is available via the various
media. These include written and illustrated brochures, websites and forums that
enable modern interaction by means of chats, blogs and interaction online and in real-
time. State and federal cancer self-help organizations are increasingly assuming patient
advocacy roles on social and healthcare policy committees.

It is recommended in the S3 Practice Guideline “Psycho-oncology" [29] to inform
patients about cancer self-help services and to offer informational materials. An
agreement on the cooperation between self-help and service providers should ideally
be made in writing in the form of a contract of cooperation. There is a great cross-
sectoral need for research of the structure and efficacy of self-help services.

Up-to-date contact details of self-help groups and other self-help providers are
accessible on the website of the National Contact Point for Self-Help (Nationale
Kontaktstelle fiir Selbsthilfe) ( ) If and how they use the services of the
offered by cancer self-help organizations is left to the discretion of each affected
individual and their family members.

Early detection, mammographic screening
Consensus-based Statement

The most important population-related risk factor for the development of breast
cancer in women and men is advanced age.

Consensus
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Consensus-based Statement

Breast cancer of the man is a rare disease. Asymptomatic men should not be
recommended special imaging breast cancer screening measures. Diagnosis is
carried out with mammography and ultrasound in case of clinical symptoms.
Diagnostic clarification should be carried out according to the recommendations
for women.

Strong Consensus

Hintergrund 3.8 und 3.9

Breast cancer occurs in both sexes. The morbidity and mortality risks, however, vary
considerably. In Germany, men have a lifetime risk of 0.1% (absolute 1 out of 790)
calculated across all age groups. The lifetime risk in women is 12.8% (absolute risk is
1 out of 8) [43]. No specific early detection measures are recommended for men. Please
refer to Chapter 9 for detailed information about breast cancer in men. Next to the
further improvement of treatment, the early detection of breast cancer in women
(secondary prevention) is the most promising possibility for optimizing the diagnosis
and treatment of breast cancer, for consequently reducing breast cancer mortality, and
for improving the quality of life of women. The objective is to reduce the number of
carcinomas detected at later stages (from UICC stage Il) and hence effectively reduce
breast cancer mortality. This is associated with the increased detection of carcinomas
confined to the mammary gland (UICC stage |) [44], [45], [46], [47], [48], [49].

The improved prospects of a cure opened up by secondary prevention can be realized
at early stages of the disease, when it is possible to employ less radical methods that
place less stress on the patient, e.g. biopsy of sentinel lymph nodes (SLN) [50].

The examinations performed to achieve early breast cancer detection do not confer
only benefits; they also pose risks. This fact deserves all the more attention since
women who undergo examinations aimed at early detection are primarily healthy and
constitute only 0.3% annually of new cases of the disease in the population (according
to the prevalence round). Due to this relatively low number of newly diagnosed cases
per year that add to a disease rate >12% in relation to life, the extent and burden of
diagnostic investigations must be appropriate. False-positive findings must be taken
into consideration as stressful components, while false-negative findings show the
limits of the methods used [51], [52].

All effective early detection interventions lead to so-called overdiagnoses. These are
actual breast cancers, diagnosed months to years in advance. If breast cancer would
not have been detected in a woman without screening (because of slow growth or
premature death of other causes) and would not have been fatal, this is referred to as
overdiagnosis. This excessive detection rate also leads to additional treatments, called
overtreatments, which (retrospectively) did not confer benefit on the woman. This has
also to be taken into account, especially in the treatment of very early stages, e.g. DCIS
(see Chapter 4.3. The precise impact of DCIS detection on the reduction of mortality is
still being discussed [53], [54], [55], [56].
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Consensus-based Recommendation

The early detection of breast cancer is an interdisciplinary task. There shall be a
quality-assured interdisciplinary combination of clinical examination,
instrumental diagnostics, histological clarification and pathomorphological
assessment.

Strong Consensus

Consensus-based Statement

The supply chain requires complex and quality-assured medical documentation
in order to bring together the entire quality management.

Strong Consensus

Consensus-based Recommendation

A screening programme shall be continuously evaluated with regard to relevant
outcomes (e.g. incidence, mortality, morbidity and patient-related outcomes)
and risks (e.g. false positive and false negative findings, overdiagnosis). For this
purpose, the process data of the screening programme, the breast centres and
the data of the population-based cancer registers of the Lander are to be used
together after the comparison. Cancer registries shall continuously provide the
differentiated data for the respective federal state and the screening units, if
possible before and from the start of the national screening programme in
2005. Patient lists of e.g. interval carcinomas, contralateral findings or local
recurrences are part of the continuous evaluation. The independence of the
evaluation should be ensured.

Strong Consensus

Consensus-based Recommendation

In order to ensure the best possible treatment, further therapy of breast cancer
detected in screening shall be carried out in certified breast centres. Continuous
quality assurance is to be ensured by communication and data acquisition
between the screening centre and the certified breast centre.

Strong Consensus

Background 3.10 to 3.13

In order to reduce mortality and benefits of early detection and therapy and to minimize
the burden on healthy women, accurate monitoring, comprehensive evaluability and
the highest possible quality assurance in early detection measures must be ensured

[40], [57], [58].

As part of the quality assurance of mammography, independent double reporting is
recommended. In screening mammograms, double reporting increases the sensitivity
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of carcinoma detection by 2.9 -13.7 % (median 7.8 %). The specificity can be reduced
(up to 2.1 %) or increased (up to 2.8 %) [40], depending on the decision procedure after
double findings. The use of computer-assisted detection systems cannot replace
double findings [40], [59], [60], [61] due to the current study situation.

An individually supplementary recommendation of further early detection
examinations can be useful, taking into account the individual risk-benefit ratio. In
women with increased risk (usually increased familial risk, presence of histologically
confirmed risk lesions, condition following malignancy of the breast or ovaries),
supplementary methods or an additional examination at intervals may be considered.

Individually adapted screening tests can also be considered for women before the age
of 50 and after the age of 70, depending on the individual risk. At an older age, in
addition to the individual risk of breast cancer, the overall survival prognosis must be
taken into account, since the risk of overdiagnosis increases significantly in the
presence of competing risks, especially in older women.

Overall, it can be assumed that side effects such as overdiagnosis occur in other early
detection examinations to at least a comparable extent as in quality assured screening,
false positive findings to a far greater extent.

Therefore, these groups should be involved in a quality assurance programme for the
implementation and evaluation of structural, process and outcome quality as well as in
the diagnostic and care chain (anamnesis, risk counselling, information on health
behaviour, clinical examination, instrumental diagnostics, interventional tissue
removal techniques, surgical clarification and histopathological findings). In terms of
age, risk and findings, management in the context of early detection of breast cancer
should be based on the algorithm of the diagnostic chain (see ) [40] [41],

[62], [63], [64], [65].

Shared decision-making

Consensus-based Recommendation

Early detection examinations can lead to physical and psychological stress. This
circumstance shall be taken into account through careful education and an
effective communication strategy.

Strong Consensus

Consensus-based Recommendation

In the context of breast cancer screening, information and education shall not
be limited to pre-formulated texts, but require a medical information interview
that takes into account the preferences, needs, concerns and fears of the
woman and allows for participatory decision-making. In mammography
screening, information and clarification shall be provided to the woman
primarily in writing, with a supplementary reference to the possibility of a
medical consultation in the invitation letter.

Consensus
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Background 3.14 and 3.15

Informed self-determination and participation in medical decision-making processes is
a particularly high priority for women interested in participating in screening. During
the medical consultation, anamnesis, the individual risk constellation, fears and worries
must be addressed and women must be supported in their decision-making processes
in a participatory manner. In risk communication, absolute and relative figures and
their reference periods should be included. Benefits and harms should be assessed and
communicated in relation to the relevant periods. In particular, life-saving and
overdiagnosis should be determined, estimated and communicated in relation to the
life of the woman according to their definition [40], [66] see also : Patient
information and education. In addition to the hoped-for effect, the side effects must be
adequately explained according to their occurrence in any screening tests, even outside
the screening programme.

For information purposes and as a decision-making aid for women, the patient
information on the Oncology Guidelines Programme is available
) as well as the website , in accordance
with the quality requirements "Good Practice Health Information" [67]. The decision
support of the Joint Federal Committee of Physicians and Health Insurance Funds (GBA
fact sheet updated 2017) is based on IQWIG's Rapid Review and can be accessed at
The figures given there are very conservative
estimates. Nevertheless, it is confirmed that mammography screening is the only
imaging method with a proven reduction in breast cancer mortality and, if there is a
desire for early detection, participation in the quality-assured screening programme is
recommended.

Mammographic screening
Evidence-based Statement

Mammography is the only method with guaranteed reduction of breast cancer
mortality.

[40]; [41]; [42]; [44]; [53]; [54]; [58]; [65]; [68]

Strong Consensus
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Evidence-based Recommendation

For women between the ages of 50 and 69, participation in the National
Mammography Screening Program shall be recommended.

[40]; [41]; [45]; [52]; [58]; [65]; [68]; [69]; [70]

Consensus

Evidence-based Recommendation

Women from the age of 70 should be offered participation in screening
measures, taking into account their individual risk profile and health status and
a life expectancy of more than 10 years.

[40]; [41]; [45]; [52]; [58]; [65]; [68]; [69]; [70]

Consensus

Evidence-based Recommendation

The reduction in breast cancer mortality has also been demonstrated for women
aged between 40 and 49 years and outweighs the risks resulting from radiation
exposure. However, it is lower than in the age group of women between 50 and
69 years and results in relatively more false positive and false negative findings.
Therefore, the decision should be based on an individual risk analysis, a risk-
benefit analysis and taking into account the preferences and objections of the
woman.

[40]; [41]; [65]); [71]

Strong Consensus

Consensus-based Recommendation

The structural, process and result quality shall be applied to the same extent to
so-called curative mammography,

Strong Consensus
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Consensus-based Recommendation

After a mammographic finding of categories 0, lll, IV and V, further clarification
should take place within one week in order to keep the psychological stress on
the woman as low as possible.

Strong Consensus

Background 3.16 to 3.21

In Germany, mammography screening for women from the age of 50 until the end of
the 70th year of life is part of the guideline of the Joint Federal Committee on the early
detection of cancer (source: Guideline of the Joint Federal Committee on the early
detection of cancer (Cancer Screening Guideline / KFE-RL) in the version of 18. June
2009 published in the Federal Gazette 2009, No. 148a entered into force on 3 October
2009 last amended on 21 April 2016, published in the Federal Gazette AT 08.07.2016
B2, entered into force on 1 January 2017

).

For mammography screening, the reduction in mortality with regard to breast cancer
can be regarded as assured for the group of invited versus uninvited women. The
evaluations of randomized studies show a mortality reduction of 20% for all age groups
from [45], [52], [68], [69], [70]. In preparing the present update of the S3 guideline
recommendations, the recommendations of the American Cancer Society ACS (ACS)
[41], the US Preventive Services Task Force [51], [65], [70] and the evaluation of cancer
prevention and control measures by the International Agency for Research on Cancer
(IARC) of WHO [42], [45], [68] have been taken into account.

The IARC assessment of the WHO will be considered in more detail below, as it is of
great importance in the international context of drawing up national health measures.
29 experts from 16 countries were involved in the preparation of the comprehensive
data analysis of the effects and side effects of IARC mammography screening. IARC
confirms the results of the meta-analyses on the old RCTs. However, considering the
considerable progress in diagnostics (mammographic technique, quality assurance of
the screening chain) and therapy, the relevance of these studies, which are more than
20 years old, is questioned. Instead, IARC assesses well-controlled observational
studies of modern screening programmes as better suited to assess the effectiveness
of current mammography screening. Special emphasis has been placed on studies with
sufficient follow-up to reduce the so-called length time bias, taking into account
temporal and regional trends. Based on the available literature, approximately 20
incidence-based cohort studies and another approximately 20 case-control studies
fulfilled these requirements.

The following statements were made:

For regular participants, a reduction in mortality compared to non-participants can be
expected through mammography screening. It is currently assumed that in Europe up
to 8 lives can be saved by screening women between 50 and 69 years of age (about 10
rounds) for every 1000 participants who are healthy today. Further data are needed to
map the specific effect strength of the screening measure in the screening population.

A further reduction in mortality through continued screening up to and including the
age of 74 is considered proven.
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The data available for the age group between 40 and 49 years was still considered to
be limited.

For none of the other imaging tests (tomosynthesis, sonography, MRI or other
procedures) is there sufficient evidence for a reduction in breast cancer mortality. This
applies to both complementary and substitutive use for mammography screening.

With regard to screening of BRCAT- or -2-positive women, IARC recognizes the
significant increase in sensitivity in the context of intensified monitoring, but with
significantly reduced specificity. For the proof of a mortality reduction the data
situation was still insufficient.

Among the potential side effects, the IARC counts overdiagnosis and false positive
findings in addition to the very low risk of radiation exposure.

The overdiagnosis rate was calculated only on the basis of studies that had sufficient
follow-up and that sufficiently considered length time bias and other disturbing
influences. (To understand: If follow-up is insufficient, early diagnoses are erroneously
counted as overdiagnoses, which leads to an overestimation of the overdiagnosis rate
and an underestimation of the mortality reduction). The rate of overdiagnosis after 25
years of follow-up is given as 6.5% (1%-10%) of breast cancer diagnoses. This means
that out of 1000 women regularly screened over 20 years, 71 instead of 67 women
learn of their actually existing breast cancer or DCIS. These 4 additionally diagnosed
diseases would not have become known to women during their lifetime without
screening.

In screening, false positive diagnoses are defined as findings on the basis of which a
woman is again invited for additional examinations because of an ultimately benign
finding. The additional examinations usually consist of imaging procedures, if
necessary also histological clarifications (mostly punch or vacuum biopsies). Re-
appointments for additional imaging in case of ultimately benign findings affect about
2% of the screened women per subsequent round in Europe. Histological clarifications
(usually image-guided minimally invasive biopsies) with a benign result occur in up to
0.6% of screened women. Cumulated over 20 years of screening, this corresponds to a
one-time order of about 20% of the participants in 20 years or biopsies in about 6% of
the participants because of a finally benign finding.

Technological developments: 2D mammography and 3D mammography (digital
breast tomosynthesis (DBT))

For 3D mammography (digital breast tomosynthesis (DBT)), there are very large
numerical evaluations from the USA, although only retrospectively collected, as well as
at least 3 prospective controlled studies from European screening programmes. The
latter are based on systematic double examinations using digital full-field 2D
mammography and 3D mammography. There are now 3 systematic reviews of the
studies, [68], [72], [73].

The comparisons of all studies almost exclusively concern the comparison between 2D
mammography and 2D + 3D mammography. However, an additional study on one type
of device indicates that an "2D synthetic mammography" additionally calculated from
3D mammography should be comparable to primary 2D mammography and thus no
double image (with double the radiation dose) should be necessary in the future [74].
For another type of device, wide-angle tomosynthesis, only 3D was compared with 2D
(at least with regard to the first and second findings). For this device type, additional
2D mammography also did not appear necessary [75].
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Data to date indicate a significant increase in detection rate for the combination of 2D
+ 3D mammography, which was present at all density levels, but appeared to be most
pronounced at density levels ACR 2-3. This increase in the detection rate almost
exclusively related to an increased detection of invasive carcinomas while maintaining
the same detection at DCIS. With regard to the individual findings, 2D + 3D
mammography showed an increase in specificity in most studies, but according to
consensus a slight deterioration. In addition, a slight increase in the biopsy rate was
observed with 3D-DBT, although the PPV remained the same. Summarizing these
results, 2D + 3D mammography shows a significantly improved detection proven in
prospective screening with comparable specificity and slightly increased radiation
exposure.

First results show a slight reduction of the interval carcinoma rate. At present, no
statements on overdiagnosis are possible. These would have to be taken into account
in screening and especially in any application for early detection outside the screening
program. There are still open questions regarding the comparability of the results of
the device types, the quality assurance of findings and technology and logistical issues
(compatibility; effects of a learning effect; fatigue in systematic reading) and require
further studies. Nevertheless, due to the significant gain in sensitivity and the very
good specificity, this method currently appears to be the most promising method for
screening applications.

Measures for the early detection of breast cancer

Consensus-based Recommendation

As part of the statutory early cancer diagnosis, women shall be offered an
anamnesis and an explanation of possible risk factors.

Consensus

Evidence-based Statement

Breast self-examination, even with regular use and training, is not the only
method capable of reducing breast cancer mortality.

[40]; [41]

Strong Consensus

Consensus-based Recommendation

Through qualified information, women should be encouraged to become
familiar with the normal changes in their own bodies. This includes the
appearance and feel of the breasts in order to detect any deviations themselves.

Strong Consensus
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Consensus-based Recommendation

Clinical breast examination, i.e. inspection, palpation of the breast and
assessment of lymphatic drainage, should be offered to women aged 30 years
and older as part of the statutory early detection examinations.

Clinical examination of the breast and axilla should not be recommended as the

sole method for early detection of breast cancer.

Strong Consensus

Sonography
Consensus-based Recommendation

The systematic use of sonography cannot be recommended as the sole method
for early detection of breast cancer.

Strong Consensus

Background 3.26

No studies are available on the sole use of sonography instead of mammography for
the early detection of breast cancer. Sonography has not yet been recommended by the
international committee for systematic screening [76], [77], [78].

In the context of complementary complementary diagnostics, the use of sonography
can lead to an increase in sensitivity, especially in women with an increased risk of
breast cancer,

Technological enhancements through the use of automated 3D-sonography
(ABUS/AVUS) in comparison to medical 2D-sonography (HHUS) have not yet been able
to identify any advantages in terms of sensitivity and specificity. Initial study data
indicate that the use of automated ultrasound may be able to reduce examiner
dependency. A lack of systematic quality assurance for diagnostics and screening,
different device applications and availability as well as a heterogeneous study situation
currently allow only limited recommendation of the method within the framework of

studies [79], [80],[81], [82], [83], [84], [85], [86], [87], [88].
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Complementary diagnostic imaging in high mammographic density for
early detection

Evidence-based Statement

Increased mammographic density is an independent, moderate risk factor for
the occurrence of breast cancer. Mammographic density and sensitivity correlate
negatively.

[40]; [89]; [90]; [91]

Strong Consensus

Evidence-based Recommendation

The evidence on the use of complementary imaging methods is limited. Qutside
of the high-risk situation, sonography currently appears to be the most suitable
method to complement mammography. Sonography can increase the density
dependent sensitivity, a reduction in mortality is not proven. In early detection it
is associated with a higher rate of biopsies than the National Mammography
Screening Programme.

[40]; [65]; [68]; [72]; [73]; [92]; [93]

Strong Consensus

Evidence-based Recommendation

Tomosynthesis can increase sensitivity. Its testing in a quality assured program
should be considered.

[74]; [75]; [94]

Strong Consensus

Background 3.27 to 3.29

Increasing mammographic density is associated with a decrease in sensitivity and
specificity and an increase in the risk of interval carcinoma. High mammographic
density also represents an independent risk factor [89], [90], [95], which, however, is
only low in relation to the risk of the normal population with a factor of approx. 1.3

[91], [96].

The data basis on which the density-related risk calculations are based has so far been
based exclusively on visual density estimates using the previous density definition of
classes ACR1-4 (corresponding to ACR-Lexicon, 4th ed. [97]) or (semi-) quantitative
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3.2.4.

density measurements. According to this previous definition, 4 density classes were
defined according to the percentage of dense tissue in the mammogram (ACR1=
density up to 25%, ACR2 = density of 25-50%; ACR3 = density of 50-75%; ACR4= density
> 75%).

Overall, the reproducibility of the density categories is unsatisfactory (re-classification
of 12.6-18.7% of mammograms) [73]. According to the updated version of the 2013
classification [98], the density is no longer given according to the percentage of density
areas as ACR 1-4, but according to BIRADS density ad according to descriptive
characteristics. However, objective criteria for a standardized density measurement are
still missing. This limits the reliability of recommendations for the use of additional
imaging for mammography screening as well as for mammography in early detection

a [45], [73].

In principle, the use of additional imaging (sonography, KM-MRI, tomosynthesis) at high
parenchyma density leads to the detection of additional (mostly invasive) carcinomas,
but is associated with an increased false positive rate as well as increased control
examination and biopsy rates. There is also a lack of long-term data on the effect on
survival and overdiagnosis. When using complementary methods, data on the
correlation between age and other influencing breast cancer risk factors [99] are
missing.

On the basis of previous studies, medical sonography (HHUS, handheld US) performed
and evaluated as a complement to mammography appears to show the best balance
between benefit and risk, which is indicated by first evaluations from an Italian
screening program [93].

Women should therefore be included in the decision on complementary imaging in
cases of high mammographic density and negative 2D mammography and informed
about the benefits and risks of such complementary imaging, taking into account the
overall risk of disease.

Needs for research for the early detection of breast cancer
After discussion of the current data situation in the working groups as well as in the
plenum of the S3 Guidelines Commission, the testing of the following topics is
considered necessary:

e Optimisation of the screening programme with regard to age limits
e and the benefit/risk ratio regarding screening between 45-49 years and > 70 years
e Optimization of the screening interval, especially for younger women (
e Optimization of the investigation methodology for identified problem areas
stratified addition of sonography (2D/3D)
selective substitution/addition by 3D mammography (digital breast
tomosynthesis (DBT))
e Optimised adaptation of therapy for prognostically favourable early breast
carcinomas and pre-stages with the aim of reducing possible overtherapies without
significant loss of efficancy
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Women at increased risk of developing breast
cancer

Familial breast cancer

About 30% of all women with a breast cancer in Germany have a family history of breast
cancer and meet the inclusion criteria for genetic testing established and validated by
the German Consortium for Familial Breast and Ovarian Cancer (see statement 3.14)
[ ]. These are based on a mutation detection rate of at least 10% [ ].

Evidence-based Recommendation

Genetic testing should be offered if there is a familial or individual exposure
that is associated with at least a 10 % probability of mutation detection.
This is the case when, in one line of the family

e at least 3 women have breast cancer

e at least 2 women suffer from breast cancer, 1 of which before the
age of 51

e at least 1 woman has breast cancer and 1 woman has ovarian cancer
e at least 2 women have ovarian cancer
e at least 1 woman has breast and ovarian cancer

e atleast 1 woman with 35 years or younger is suffering from breast
cancer

e atleast 1 woman aged 50 years or younger has bilateral breast
cancer

e at least 1 man has breast cancer and 1 woman has breast or ovarian
cancer

A reasonable period of reflection should be allowed before making the
diagnosis.

[102]

Consensus

Background 3.30

In about 25% of these women a germline mutation can be detected in one of the known
predisposing high-risk genes BRCA1 or BRCA2 [101]. Women with a BRCA1 or BRCA2
mutation fall ill about 20 years earlier than women without family risk and have a
lifelong risk of developing breast cancer of on average 60%, of an average of 40% of a
contralateral breast cancer and 16 - 55% of an ovarian cancer [ ].

In unselected patients with a triple-negative breast carcinoma (TNBC) a mutation
prevalence of BRCA1 mutations in 8.5% and of BRCA2 mutations in 2.7% could be
detected [ ]. However, the exact prevalence rates for gene mutations in the presence
of TNBC without further familial predisposition have not yet been conclusively clarified.
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In the meantime, other risk genes have also been identified, e.g. CHEK2, PALB2 and
RADS51C. While CHEK?2 is associated with a moderate breast cancer risk [ 1, PALB2
seems to be associated with a similarly high risk as BRCA1/2 [ ], RAD51C is primarily
associated with an increased ovarian cancer risk [ 1.

Even if gene panel analyses are already offered, genotype-phenotype studies should be
awaited in order to recommend concrete preventive measures based on the clinical
appearance [ 1.

Evidence-based Recommendation

The consultation shall enable participatory decision-making. This requires
comprehensive information for women and the clarification and inclusion of
women's preferences in the decision-making process. Evidence-based decision-
making aids can improve women's decisions.

[108]; [109]; [110]; [111]; [112]; [113]

Consensus
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Evidence-based Recommendation

In risk counselling prior to genetic testing, the following contents should be
considered in particular:

e Probability for the presence of a mutation
e Disease risks in the case of positive findings

e the benefits and harms of preventive and therapeutic options,
including the option of doing nothing

e Probability of false negative findings
e The importance of genetic testing for family members

After receipt of the genetic findings, the following contents in particular should
be deepened in the risk consultation before offering preventive measures:

e Disease risk depending on genetic findings, age and concomitant
diseases (natural course)

e Probability of false positive and false negative test results of
intensified screening

e Use of preventive options (intensified early detection, prophylactic
surgeries, drug therapies) with regard to mortality reduction,
morbidity reduction and quality of life

e Risks of the preventive options including long-term consequences

e Competing risks, prognosis and treatability in case of disease
occurrence without preventive measures taking into account the
specific appearance of the genetically defined tumor subtype

e Possible risks for associated tumours,
e Psycho-oncological counselling services

[114]; [115]; [116]; [117]; [118]; [119]

Consensus

Background 3.31 and 3.32

The desire of women and men for detailed information and a joint decision on
prevention and treatment options has been documented several times. These findings
apply, at least in Germany, largely independent of educational level, age or state of
health [112]. Such so-called evidence-based health information is a prerequisite for
participation and informed decisions. It has also been shown that evidence-based
health information can improve decision-making [120].

Although various working groups worldwide have been working for about 20 years on
the question of how information on health and disease topics can be presented in such
a way that it can serve as a basis for informed decisions [ 1, implementation in
practice and in concrete health information is currently hardly successful [ 1.
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Evidence-based Statement

BRCA1-associated breast carcinomas often exhibit a characteristic
histopathological and immunohistochemical phenotype:

e invasive carcinoma with medullary properties
e G3 morphology

e Estrogen receptor, progesterone receptor and HER2 negativity (triple
negative)

[118]; [121]

Strong Consensus

Consensus-based Recommendation

If these characteristics are present, the pathologist should point out the
possibility of a hereditary background.

Strong Consensus

Background 3.33 and 3.34

Breast carcinomas, which develop on the basis of a genetic disposition, can have a
distinct driver gene profile, which can manifest itself in phenotypic peculiarities. This
has been demonstrated for BRCAT-associated breast carcinomas. While BRCA2-
associated breast carcinomas are sporadic carcinomas, BRCA1-associated carcinomas
frequently exhibit a particular phenotype which shows characteristics of a medullary
carcinoma without, however, forming the full picture of the classic medullary type of
breast carcinoma [ 1, [ 1, [ 1, [ 1, [ ]. These special features include
macroscopically relatively smooth outer boundaries with displacing rather than
infiltrating growth and a prominent, less coarse aspect. Also characteristic are a G3
morphology with high grade nuclear pleomorphism, high mitotic activity and lack of
tubule formation with often syncytial growth as well as a lack of expression of steroid
hormone receptors and HER2 (triple-negative). The Ki-67 proliferation index is usually
above 30% and the tumor cells often show expression of basal cytokeratins (CK5/6,
CK14). The tumour stroma shows a pronounced lymphoplasmacellular infiltration and
in the neighbouring tumour-free breast tissue a so-called lymphocytic lobulitis is more
frequently observed, which is a weaker indication criterion, however. The presence of
these characteristics should be a reason to consider a genetic disposition and to
stimulate a family anamnestic survey.
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Evidence-based Recommendation

In patients with a pathogenic BRCA1/2 mutation (IARC class 4/5)
(recommendation level B) and in patients with a remaining lifetime risk of >/=
30% (recommendation level 0), an intensified early detection with the addition of
MRI should only be carried out within the framework of a transparent quality
assurance and corresponding evaluation.

The additional mammography from the age of 40 should be performed within
the framework of a transparent quality assurance and corresponding evaluation
(recommendation grade B).

[100]; [126]; [127]; [128]; [129]; [130]; [131]

Strong Consensus

Background 3.35

On average, women with a genetic risk for breast cancer develop the disease earlier
than women from the general population. Therefore, the usual early detection
measures do not appear to be sufficient. The German Mammography Screening
Program (MSP) according to § 25 para. 2 and 3 SGB V for the early detection of breast
cancer in the general female population is aimed at asymptomatic women between the
ages of 50 and 69. Special features of women from familial/hereditary high-risk
collectives (including higher lifetime risks for breast cancer, mostly younger at the time
of first diagnosis) are not separately considered in the MSP. Internationally, different
recommendations are given on measures for intensified early detection (iFE) (including
age limits, inclusion criteria and/or the scope of measures), whereby the breast MRl is
included (e.g. [ 1, [ 1, [ 1, [ ). However, the significance of iFE with regard
to patient-relevant outcomes has not been conclusively clarified.

Evaluations of the diagnostic quality of the procedures as iFE measures (e.g. for
mammography or MRI, including age and/or mutation status) have been published

[128].

In the systematic search for clinical studies on the significance of iFE measures in
relation to outcome parameters (mortality, incidence rates, tumour stages, quality of
life), which were carried out within the framework of the S3 guideline update, one
prospective and two retrospective cohort studies (LoE 2a-3c) with limited significance
of their results on high-risk collectives and BRCA mutation carriers were identified
[ 1, [ 1, [ 1, which allow impressions to be made, e.g. on detection or incidence
rates. For the evaluation of the benefit of the intensified early detection measures in
high-risk collectives or in BRCA mutation carriers, there is no direct evidence of a
reduction in mortality through intensified early detection. However, iFE can detect
breast carcinomas in early stages [ ]. However, intensified monitoring is also
associated with an increase in the number of investigations due to false positive
findings.

In addition, only a part of the family-related risk has so far been clarified. Based on new
and inexpensive high-throughput methods of gene analysis, new risk genes have
recently been identified, and more are to be expected. For these new genes, the clinical
appearance, e.g. the age-related disease risks and the possible occurrence of special
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genetically defined histological tumour types with possible effects on the natural
course of the disease and the effectiveness of imaging procedures, is still largely
unknown. Against this background, special demands must be placed on the assurance
of structural, process and result quality.

For this reason, structured measures of intensified early detection (iFE) (including MRI)
were implemented within the framework of contracts pursuant to § 140a SGB V at the
nationwide centers of the German Consortium for Familial Breast and Ovarian Cancer.
These address women with proven pathogenic germline mutation in the genes BRCA1
and BRCAZ2, as well as women from negatively tested families with a lifetime disease
risk of > 30% or heterozygote risk of > 20%. An essential component of this care is the
recording of the quality of the iFE results on the basis of accompanying pseudonymised
documentation. A mortality-based evaluation is only possible and absolutely desirable
by linking to cancer registers.

Extensive measures have been established to ensure structural and process quality in
breast diagnostics, e.g. within the framework of the mammography screening
programme or diagnostic breast examinations. Recommendations and qualification
measures of professional associations support the process of strengthening quality in
the application of breast diagnostics. The German Radiological Society takes this
process into account by establishing a structured continuing education program in
senological radiology. A closer networking and cooperation of already established care
structures with externally audited breast and screening centres should be promoted
and consolidated.

Evidence-based Statement

The surgical therapy of BRCA-associated breast cancer is based on the
guidelines for sporadic breast cancer.

Mastectomy has no survival advantage over breast-conserving therapy.

Drug therapy for BRCA-associated breast cancer is based on the guidelines for
sporadic breast cancer.

[135]; [136]; [137]; [138]; [139]; [140]

Strong Consensus

Evidence-based Statement

There are indications that chemotherapy containing platinum can lead to a
better response than standard chemotherapy.

[135]; [136]; [137]; [138]; [139]; [140]

Consensus
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Background 3.36 and 3.37

If @ woman with a mutation in the BRCA1 or BRCA2 genes develops breast cancer,
treatment is currently based on the recommendations for sporadic breast cancer.

However, several preclinical and retrospective studies indicate a reduced sensitivity of
BRCA-incompetent cells to spindle toxins such as vinca alkaloids and taxanes [ ],
[142] and an increased sensitivity to DNA-intercalating substances such as platinum
derivatives [137]. These observations are currently being reviewed in prospective
randomized studies. However, a retrospective mutation analysis of study patients of
the TNBC arm of the Geparsixto study did not show a benefit for the BRCA1/2 mutation
carriers through the addition of platinum [143]. The direct comparison between
platinum and taxane will be examined in the ongoing TNT study in the metastatic
situation. Preliminary results here indicate a benefit of platinum [ ].

Research on BRCA-deficient cell lines has led to the substance class of PARP inhibitors
being used in clinical trials [ 1, [ 1. While efficacy has already been proven in
metastatic BRCAT/2-associated ovarian cancer and has already led to the approval of
PARP inhibitors, final proof of efficacy for breast cancer is still pending and is currently
being tested in prospective clinical trials.

Evidence-based Statement

Risk reducing surgery in healthy BRCA1/2 mutation carriers (IARC class
4/5): prophylactic mastectomy:

Healthy women with a BRCA1 or BRCA2 mutation have an increased lifetime risk
of developing breast cancer.

In healthy women with a pathogenic BRCA1 or BRCA2 gene mutation, bilateral
prophylactic mastectomy leads to a reduction in the incidence of breast cancer.
A reduction of breast cancer-specific mortality or total mortality by bilateral
prophylactic mastectomy is not sufficiently ensured.

Therefore, a decision for or against a bilateral prophylactic mastectomy always
requires case-related comprehensive information and detailed multidisciplinary
consultation on the potential advantages and disadvantages of such an
intervention, taking into account the possible alternatives.

[100]; [147]; [148]; [149]; [150]; [151]; [152]; [153]; [154]; [155]

Strong Consensus

Background 3.38

As risk-reducing surgical procedures in healthy women affected by corresponding gene
mutations, bilateral prophylactic mastectomy (BPM) and bilateral prophylactic salpingo-
oophorectomy (BPSO) are available. BPM reduces the risk of breast cancer by over 95%.
An effect of BPM on the reduction of breast cancer-specific mortality is not conclusively
proven. Whether BPM has an influence on overall survival has not yet been sufficiently
proven by 90% [147], [148], [149], [152], [153], [154], [155].

Prophylactic bilateral salpingo-oophorectomy reduces the risk of ovarian cancer by
97%. Whether this prophylactic intervention also reduces the risk of breast cancer is
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not clearly established at present. First retrospective examinations described a risk
reduction for the first carcinoma by 50%, 30-50% for the contralateral second carcinoma
[ 1, [ 1, [ ]. In addition, a 75% reduction of total mortality could be shown for
the prophylactic bilateral salpingo-oophorectomy [ 1 [ ]. More recent prospective
studies indicate a significantly lower effect or could not prove it at all [ 1, [ ].
However, both studies are also subject to possible bias, so that the question is not
finally clarified at present. The prophylactic bilateral salpingo-oophorectomy is
recommended in women affected by BRCA mutations by laparoscopiam around the age
of 40 years and after completed family planning. Hormone replacement therapy is
indicated until the age of about 50 years.

The rate of metachronous ipsilateral secondary carcinomas (newly developed
carcinoma of the same side) does not seem to be significantly increased in patients
with proven BRCA1/2 mutation according to the current state of knowledge, so that a
breast-conserving therapy is adequate [ 1. However, these patients have an increased
risk for a contralateral breast carcinoma of about 25-45%in 15 years [161], [162], [163],
[164]. The risk depends mainly on the affected gene and the age at the time of the first
disease. Bilateral or contralateral mastectomy reduces the incidence of secondary
breast cancer. Studies also indicate an improvement in overall survival by contralateral
mastectomy, although its significance has not yet been conclusively assessed. The
prognosis of the first carcinoma must also be considered [149], [153], [165], [166].

For healthy women or women already suffering from a breast carcinoma from BRCA1/2
negatively tested risk families the benefit of prophylactic surgery is not proven [153]
The indications should therefore be very strict. This also applies to women with
evidence of a mutation in a non-BRCA1/2 risk gene.

Before every prophylactic surgery a comprehensive clarification with risk calculation is
necessary which takes into account the affected gene and, if applicable, the age at first
disease and the prognosis after first disease [ 1, [ ]. During the preoperative
consultation the possibilities for immediate reconstruction (expanders, implants,
pedicled and free flap plasty) should also be discussed in detail.

A possible risk reduction through the prophylactic administration of tamoxifen has not
been clearly proven. While in one study a significant reduction of the contralateral
second carcinoma by 70% was described [ 1, another study in multivariate analysis
showed no significance [ 1.
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Evidence-based Statement

Risk reducing surgery in healthy BRCA1/2 mutation carriers (IARC class
4/5): prophylactic adnexectomy

Women with a pathogenic BRCA1 or BRCA2 mutation have an increased lifetime
risk of ovarian cancer, tuberculosis and/or primary peritoneal carcinoma.

In healthy women with a pathogenic BRCA1 or BRCA2 gene mutation,
prophylactic adnexectomy leads to a reduction in ovarian cancer incidence and
total mortality.

Therefore, prophylactic bilateral salpingo-oophorectomy should be discussed
and recommended on a case-by-case basis in the context of a comprehensive,
multidisciplinary consultation on the potential advantages and disadvantages of
such an intervention, taking into account the lack of effective early detection
options.

[123]; [147]; [149]; [151]; [156]; [159]; [168]

Strong Consensus

Evidence-based Statement

Risk reducing surgery for BRCA1/2 mutation carriers (IARC class 4/5)
already unilaterally infected with breast cancer: contralateral mastectomy
and prophylactic adnexectomy

Women with a pathogenic BRCA1 or BRCA2 gene mutation who already have
breast cancer have an increased risk of developing contralateral breast cancer.
This risk depends, among other things, on the affected gene and the age of the
first disease and must be taken into account during the consultation.

In women with a pathogenic BRCAT or BRCA2 gene mutation, contralateral
secondary prophylactic mastectomy leads to a reduction of the contralateral
carcinoma risk. The prognosis of the initial carcinoma should be taken into
account when determining the indication for contralateral secondary
prophylactic mastectomy.

In patients with a pathogenic BRCA1 or BRCA2 gene mutation, prophylactic
adnexectomy leads to a reduction in breast cancer-specific mortality and an
increase in overall survival.

[102]; [157]; [162]; [164]; [166]; [169]; [170]; [171]; [172]
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Evidence-based Statement

Risk reducing surgery in risk individuals without proven pathogenic (IARC
class 4/5) BRCA1/2 mutation

In women without a proven BRCA1 or BRCA2 gene mutation, the benefit of
prophylactic or secondary prophylactic contralateral mastectomy has not been

proven.

[164]; [173]; [174]

Strong Consensus

Background 3.39 to 3.41

Bilateral prophylactic mastectomy (BPM) and bilateral prophylactic salpingo-
oophorectomy (BPSO) are available as risk-reducing surgical procedures for healthy
mutation carriers. The prophylactic bilateral mastectomy reduces the risk of breast
cancer by more than 95%. An effect of BPM on the reduction of breast cancer-specific
mortality is not conclusively proven. Whether BPM has an influence on overall survival
has not yet been sufficiently proven [ 1, [ 1, [ 1, [ 1, [ 1,0 1,0 ].

Consensus-based Recommendation

Contact with cancer self-help should be offered to healthy and high-risk women
and men, in order to meet their need for further information and to support
their right to self-determination.

They should be supported:

e in the event of suspected family problems
e in the context of genetic testing

e before prophylactic measures
Appropriate written information material should be kept available.

Strong Consensus

Background 3.42

A confirmed or suspected genetic disposition leads to further burdens (genetic testing,
early detection of cancer, prophylactic surgeries, desire to have children, socio-legal
consequences) in addition to the actual cancer. They do not only concern concern about
one's own health and/or the individual course of the disease, but also about children
and grandchildren. Feelings of guilt for having inherited a predisposition are not rare.
Children of mutation carriers worry about losing their mother or have already
accompanied the death of close relatives and have to deal with their own potential
predisposition in parallel. Partners of mutation carriers are afraid of losing their partner
and having to experience a recurrence of cancer in the near future in their children.
Within a relationship, women also have the fear of losing their physical integrity and
attractiveness. The genetic disposition is often experienced as a flaw, as a "disability",
which is perceived as a constant threat.

In addition to an interdisciplinary care structure, which also includes psycho-
oncological services, the experience of those affected also offers support. Women and
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men who have a family disposition have an experienced, experience-based knowledge
that can supplement the decision-making process with specialist medical information.
The time spent at the doctor's office is often not sufficient to make decisions regarding
this complex topic. Fears and worries additionally prevent the cognitive reception of all
the information provided. Therefore, the processing of the information during the
conversation and the exchange of experiences with people who are also affected can
be helpful. In particular, descendants of confirmed mutation carriers require
comprehensive information in order to be able to decide for or against the performance
of a predictive genetic test and preventive measures. Persons from families with an
increased risk of breast and ovarian cancer should therefore be offered contact with
cancer self-help organisations. Whether and in what form this is used is at the discretion
of each and every individual. Further information on cancer self-help for families with
a family history of cancer can be found at
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4.

4.1.

Locoregional primary disease

General diagnostic and therapeutic concepts

The incidence of breast cancer increased in Germany until the end of the 1980s and
has only decreased significantly in recent years. Since 1990, the mortality rate has also
been declining. In the USA and England a decrease in mortality of more than 20% is
also observed, which is associated with consistent early detection and adjuvant
systemic therapy. It is to be hoped that the mammography screening now implemented
throughout Germany on the basis of the Cancer Early Detection Guidelines (KFU) and
the federal mammography contracts created for this purpose, in which asymptomatic
women between the ages of 50 and 69 are personally invited to mammography
screening, will lead to the earlier detection of breast carcinomas and a further reduction
in mortality in the medium term.

Decisive progress has been made in imaging diagnostics both for palpable as well as
clinically unclear or suspicious findings and the establishment of interventional
methods in preoperative diagnostic clarification.

For patients with breast carcinoma, unclear or suspicious findings and precancerous
lesions, in addition to careful clinical examination

e Mammography including additional mammographic images (e.g. enlargement
mammography),

e Mammary sonography with radiofrequency probes (7.5-12 MHz analogous to the
DEGUM recommendation),

e the interventional methods such as punch biopsy and vacuum biopsy,

e magnetic resonance imaging (MRT) with the administration of contrast medium,

e the galactography,

e the rarely used pneumocystography (largely replaced by high-frequency
sonography technology) and

e fine needle puncture only in special individual cases (e.g. lymph node puncture
axilla).

at your disposal. The arsenal of these non-invasive and invasive diagnostic methods, in
combination with the histological processing of the preoperatively removed punches
including the immunohistochemical findings obtained there (estrogen and
progesterone receptor, HER2 status), allows targeted surgical planning within the
framework of a pretherapeutic consultation. Here, the extent of the surgery, taking into
account the oncological safety margins, any oncoplastic surgeries that may be
necessary to reconstruct the surgical defect and the patient's wishes can be brought
together to form an overall surgical concept.

In addition to this early, comprehensive surgical planning, the introduction of sentinel
node biopsy in particular has led to progress in the surgical treatment of primary breast
cancer. The restriction of conventional axillary lymphonodectomy to cases with
clinically or sonographically affected axilla allows for a limitation of surgical radicality
in the axilla with a significant reduction of short and long-term morbidity for almost
70-80% of our patients. Here the surgical standard has changed substantially.

The same applies to the oncoplastic surgical techniques. The increased use of
intramammary reconstructions using the glandular rotational flap technique to avoid
larger tissue defects and defect coverage using local flap techniques, in particular
thoracoepigastric displacement flaps, today make it possible to preserve breasts with
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cancer

4.2.

4.2.1.

acceptable cosmetic results and restored body integrity with maximum oncological
safety even in the case of larger tissue resections.

The diagnostic and surgical advances in the therapy of primary breast cancer are
complemented by the success of primary systemic therapy. Here, chemotherapy - for
receptor-negative tumors - has led to remarkable histopathological complete remission
rates. With the help of this primary systemic therapy, breast carcinomas that were
previously considered inoperable can be operated on and the rate of breast-
conserving surgeries can be increased.

Postoperative radiotherapy leads to an improvement in local tumor control. Meta-
analyses have shown that mortality is also significantly reduced. The effects are largely
independent of the patient's age. This applies to percutaneous radiotherapy after
breast-conserving surgery as well as after mastectomy. The effects of radiotherapy on
regional lymph drainage have not been conclusively clarified.

The adjuvant systemic therapy has gained a new significance, especially due to the
consensus meetings in St. Gallen as a result of the renaissance of adjuvant endocrine
therapy in post-menopausal women with hormone receptor positive tumors. Especially
in post-menopausal patients with endocrine sensitive tumours, the use of aromatase
inhibitors as upfront therapy, as sequence therapy ("switch"), i.e. the use of aromatase
inhibitors following a shortened tamoxifen therapy of 2-3 years and a total therapy
duration of 5 years, as well as in the form of an extended adjuvant therapy with
aromatase inhibitors after regular 5-year tamoxifen therapy have proven to be
promising.

The data available to date from large, multi-centre prospective randomised studies
must be supported by the long-term results, especially in order to better sound out
previously unrecognised late effects of long-term treatment with aromatase inhibitors.

In adjuvant systemic chemotherapy, too, further therapeutic successes can be expected
in the short and medium term if the taxanes or the dose-dense and dose-intensified
chemotherapy are used optimally. The results of adjuvant therapy with trastuzumab
(Herceptin®) have received particular attention. US studies show a significant
prolongation of the absence of relapse and a reduction in the rate of metastasis as well
as an improvement in overall survival through the use of this antibody.

Overall, the treating physicians have a large arsenal of diagnostic and therapeutic
options at their disposal for their patients. It is certainly crucial for the improvement of
the overall results that our patients are treated according to the recommendations of
these guidelines. Under- or over-therapy, i.e. therapy that does not comply with the
guidelines, reduces the quality of results (disease-free survival, overall survival).

Diagnostics on abnormal findings and
pretherapeutic diagnosis of spread in confirmed
breast cancer

Basic diagnostic workup

Basic diagnostics as described in Recommendation 4.1 are recommended for the
clarification of abnormal findings and as part of the pretherapeutic diagnosis of
confirmed breast cancer. An algorithm for the diagnostic procedure for women with
abnormal findings of the breast can be found in (Algorithm: Diagnostics
of women with abnormal or suspicious findings of the breast from early detection) and
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also applies to women whose suspicious findings were collected outside of screening

programmes.
4.1 Consensus-based Recommendation
EC The following are considered basic tests:

e Medical history and clinical breast examination: inspection, palpation
of breast and lymph drainage areas

e Mammography
e Ultrasound

If the clinical breast examination reveals abnormal findings, the diagnosis shall
be completed by appropriate imaging procedures and, if necessary, a

histological examination.

Strong Consensus

4.2 Evidence-based Recommendation
GoR The effects of endogenous and exogenous hormones should be taken into
B account when performing and reporting diagnostic measures.

Lok [175]; [176]; [177]; [178]

2b

Strong Consensus

Background 4.1 and 4.2

If the assessability of the diagnostic procedures is only possible to a limited extent due
to the effect of hormone treatment, an individual decision must be made on how to
proceed. The following measures must be taken into account [ 1, [ 1,0 1, [ 1,

[1.79], [180]:

Modification, discontinuation or interruption of hormone intake (taking into account
the histological result)

Adapted choice of imaging methods

Education about hormone-related limitations of diagnostic safety (increased false
positive and false negative rates) of all methods. In particular, the use of MRl is to be
examined under consideration of increased false-positive rates [ 1, [ 1.
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4.2.2.

4.3

EC

4.4

EC

4.5

EC

4.6

EC

Imaging methods
Mammography

Consensus-based Recommendation

Women over 40 years of age shall be given a mammography if the findings are
abnormal.

Strong Consensus

Consensus-based Recommendation

In women under 40 years of age, mammography shall be used where a
suspected malignancy cannot be ruled out with sufficient certainty on the basis
of clinical examination, sonography and - if indicated - percutaneous biopsy.

Strong Consensus

Consensus-based Recommendation

Suitable additional images shall be considered for mammographic clarification.

Strong Consensus

Consensus-based Recommendation

In the case of currently detected malignant tumours, a mammography shall be
performed pre-therapeutically.

Strong Consensus

Evidence-based Recommendation

In cases of high mammographic density or limited mammographic assessability,
a sonography shall be performed as a supplement.

[73]; [92]; [183]

Strong Consensus

Background 4.3 to 4.7

Mammography in symptomatic and pre-therapeutic patients serves to assess the
original findings as correctly as possible (with regard to dignity and extent) and thus
to ensure optimal therapy planning and to exclude further changes requiring
clarification.
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Good sensitivity and high accuracy for mammography are comprehensively
documented for women over 40 years of age [45], [64], [92]. The pre-test probability
increases by a factor of 2 or more even in asymptomatic women if there is a familial
risk or a breast carcinoma already detected on the opposite side. In the case of clinical
suspicion this increase is usually even significantly higher depending on the type of
clinical findings.

Thus, in symptomatic women > 40 years of age, the risk of overlooking or misjudging
a carcinoma far exceeds the risk of carcinoma initiation through exposure to X-rays in
quality-assured mammography [51], [ 1. Therefore, mammography should be used
in symptomatic patients from the age of 40 onwards. Pretherapeutically, the mutual
breast should also be completely examined mammographically if a mammary
carcinoma has already been found on one side [28], [ 1.

In order to exploit the full potential of mammography, suitable additional images
(individually or anatomically adapted projections, so-called rolled images, spot and
magnification images or, if available, tomosynthesis) should be used in addition to
standard images if necessary to clarify unclear findings.

For the targeted use of tomosynthesis in the diagnostic situation, there is now sufficient
evidence for at least equivalent results for the differentiation of soft tissue changes
compared to additional mammographic images before [ 1, [ I, [ 1, [ I, [ 1,

(o1l

There is insufficient data for the primary use of tomosynthesis in the symptomatic
situation. However, results from studies on the use of tomosynthesis in the screening
situation suggest an increase in sensitivity even in combination with synthetic
mammography. The extent to which these can be transferred from the screening
situation to the curative situation has not been conclusively clarified [74], [ ].

If a reliable exclusion of malignant tumours is not possible with the above mentioned
procedures including sonography, interventional clarification (punch biopsy) is
primarily indicated.

In cases in which no reliable diagnosis can be made with the above techniques or in
which a biopsy is problematic (multiple findings, pronounced scarring, extreme
localization), the use of contrast medium MRI can be considered.

If MRI is not feasible (e.g. pacemaker, cochlear implant, claustrophobia), studies are
available for contrast agent mammography that demonstrate an improvement in
detection, especially in dense glandular tissue. These studies show a comparable
diagnostic accuracy for contrast medium mammography as for contrast medium MRI
with regard to detection and expansion assessment [ 1, [ 1, [ 1,0 1, [ 1,
