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1.7. Gender -Disclaimer

1.7.

1.8.

1.9.

Gender -Disclaimer

Aus Grinden der besseren Lesbarkeit wird in dieser Lei tlinie das generische
Maskulinum verwendet.  Weibliche und anderweitige Geschlechteridentitaten werden
dabei ausdriicklich mitgemeint.

Weitere Dokumente zur Leitlinie

Die Leitlinie liegt als Lang - und Kurzversion vor. Aul3erdem gibt es eine

Patientenleitlinie (Laienversion der Leitlinie) der vor herigen Version der Leitlinie (2  .0).
Eine Aktualisierung der Patientenleitlinie ist nach Abschluss dieses Updates
vorgesehen.

Alle Dokumente zur Leitlinie  sind Uber die folgenden Seiten zugéanglich

1 Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen
Fachgesellschaften e.V. (AWMF) (

)
1 Leitlinienprogramm Onkologie (
)
1  Guidelines International Network ( )

Die Leitlinie ist auBerdem in der App des Leitlinienprogramms Onkologie enthalten.

Weitere Informationen unter:

oo:38 Y .-

5.6. Initiale Ausbreitungsdiagnostik
bis Stadium 11 8

561 Tnitiale Aushreitungsdiagnostik
BankorperCT

ung (2018

Anderungen der Leitlinie im Rahmen der
Ak tualisierung

Die Aktualisierung bezieht sich auf die komplette Leitlinie. Es erfolgte eine teilweise
Spezifizierung und Schlisselfragen wurden ergéanzt , wie mit zwei Askerisk (**)
gekennzeichnet . Insbesondere wurden die Schlusselfragen zu
Rehabilitationsmalinahmen und der Behandlung schwangerer Patientinnen
hinzugefugt .

Durch di e Aktualisierung ergaben sich 13 neue und 2 9 aktualisierte Empfehlungen. Im
Einzelnen sind diese Empfehlungen  u n t eMeseritliche Neuerungen in der 2.

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020


http://www.awmf.org/leitlinien/aktuelle-leitlinien.html
http://www.awmf.org/leitlinien/aktuelle-leitlinien.html
http://www.leitlinienprogramm-onkologie.de/OL/leitlinien/hodgkin-lymphom
http://www.leitlinienprogramm-onkologie.de/OL/leitlinien/hodgkin-lymphom
http://www.g-i-n.net/
https://www.leitlinienprogramm-onkologie.de/app/

1.10 . Abkiirzungsverzeichnis
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Aktualisierung der Leitlinie  0sowie in Tabelle 15 in der L angversion der Leitlinie
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2.1. Adressaten

2.1.

2.2.

Geltungsbereich und Zweck der Leitlinie

Adressaten

Primare Zielgruppe der Leitlinie sind Arzte und Angehdrige anderer

Gesundheitsberufe, die Patienten mit Hodgkin Lymphom behandeln oder sie im

Rahmen der Nachsorge langfristig betreuen. Hier seien Onkologen, Hamatologen,
Pathologen, Strahlentherapeuten, Radiologen, Nuklearmediziner, Radioonkologen,
Psychoonkologen, Interni  sten und Pflegekrafte genannt. Der Anwendungsbereich fiir

die Leitlinie gilt sowohl fir den ambulanten als auch fiir den stationéren Versorgungs -
und Rehabilitationssektor.

Zielgruppe der Leitlinie sind auch Patienten ab dem 18. Lebensjahr mit einem Hodgkin
Lymphom, die direkt durch eine optimierte Versorgung profitieren werden,

insbesondere jene Patienten, die aul3erhalb von klinischen Studien therapiert werden.

Die Patientenleitlinie kann die Patienten aul3erdem bei einer partizipativen
Entscheidungsfindung u  nterstiitzen.

Die nach aktueller wissenschaftlicher Erkenntnis erstellte Leitlinie wird auch Einfluss

auf die Planung zukinftiger randomisierter klinischer Studien haben. So werden die
Leitlinienempfehlungen in den Studien der Deutschen Hodgkin Studiengrup pe (GHSG)
als Behandlungsstandard im Vergleichstherapiearm beriicksichtigt und implementiert

werden und gewabhrleisten, dass die mehr als 750 partizipierenden deutschen Zentren

der GHSG die Leitlinienempfehlungen umsetzen.

Weitere Adressaten der Leitlinie sind:

Medizinisch -wissenschaftliche Fachgesellschaften

Gesundheitspolitische Entscheidungstrager

Krankenhauser

Krankenkassen sowie Vertragsverantwortliche von Integrierten Versorgungs -
vertragen

1 Qualitatssicherungseinrichtu  ngen

E R ]

Zielsetzung

Das primére Ziel der zweiten Aktualisierung der  S3-Leitlinie ist es, Konzepte der
Diagnostik, Therapie und Nachsorge von Patienten mit einem Hodgkin Lymphom
anzubieten und zu optimieren, die sich an wissenschaftlich begriindeten Standards
orientieren, aber auch individuell adaptierbar sind, um sowohl bei der Ersterkrankung
als auch im Rezidiv ein individuell adaptiertes, qualitatsgesichertes Therapiekonzept
zu gewabhrleisten. Dadurch sollen das Gesamtuberleben der Patienten verlangert, die
Akut - und Langzeittoxizitaten minimiert und die Lebensqualitét erhdht werden. Da
bisher fur hAmtologisch maligne Erkrankungen Daten nicht systematisch in
Krebsregistern der Zentren erfasst wurden, gibt es derzeit keine Auswertungen der
vorab bestimmten Qual itatsindikatoren, die dieses verifizieren oder falsifizieren
kdnnten.

Diverse Fragestellungen zur Diagnostik, Therapie und Nachsorge des Hodgkin

Lymphoms werden kontrovers diskutiert und entsprechend unterschiedlich in der
Patientenversorgung umgesetzt.  Fr die jetzige Aktualisierung wurden alle Suchen zu
bereits behandelten Themen zum Hodgkin Lymphom aktualisiert. Derzeit ist unk lar,
welche neuen Behandlungsoptionen vor allem fur Patienten mit rezidiviertem H odgkin
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2.2. Zielsetzung 10

Lymphom relevant sind.  Fir die intermed iaren Stadien wurde der Stellenwert des
interim PET/CT Ergebnisses, und fur die Nachsorge das Unterkapitel zu
RehabilitationsmafRnahmen aktualisiert. AuRerdem befasst sich die vorliegende Version
zusétzlich mit der Behandlung schwangerer Patientinnen.

Die v orliegende Leitlinie untersucht zusatzlich zu allen bisher systematisch evaluierten
und hier aktualisierten klinischen Fragen die folgenden klinischen Fragestellungen

1 Diagnostik und Stadieneinteilung (Kapitel 3)
o Bildgebung in der Radioonkologie

1 Therapied es frihen Stadiums  (Kapitel 5)
o Stellenwert de r Interim -PET/CT als prognostischer Marker
o Stellenwert der Protonentherapie

1 Therapie des intermediaren Stadiums (Kapitel 6)
o Stellenwert der Interim -PET/CT als prognostischer Marker
o Stellenwert der Protonentherapie

1  Therapie des fortgeschrittenen Stadiums (Kapitel 7)
0 Neue Substanzen in der Erstlinientherapie

o Stellenwert de r Interim -PET/CT zur Therapieadaptation, insbesondere bei
PET/CT-positiven Patienten

0 Prognostischer und pradiktiver Wert der PET/CT-Untersuchung nach
Abschluss der Erstlinientherapie

1 Therapie von Subgruppen (Kapitel 8)
o Therapie schwangerer Patientinnen
1 Rezidivtherapie (Kapitel 9)
o PET/CT Rezidivdiagnose, Differenzierung in Frih - und Spatrezidiv

0 Therapie des Rezidivs (neue Substa nzen), Differenzierung des 2. und 3.
Rezidivs

o0 Stellenwert neuer Substanzen (Nivol umab, Pembrolizumab)
o Palliativmedizin

1 Verhalten vor, wadhrend und nach der Erkrankung und Fertilitatsprotektion
(Kapitel 10)

0 Rehabilitation
1 Nachsorge (Kapitel 11)
o Friherkennung eines Mammakarzinoms
o0 Welche MaRnahmen kdnnen Fatigue reduzieren?

o Stellenwert der PET/CT - Untersuchung in der Nachsorge
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2.3. Gultigkeitsdauer und Aktualisierungsverfahren 11

2.3. Gultigkeitsdauer und Aktualisierungsverfahren

Die S3-Leitlinie ist bis zur nachsten Aktualisierung guiltig ; die Glltigkeitsd auer wird auf
maximal 5 Jahre geschéatzt. Vorgesehen sind regelméaRige Aktualisierungen im Sinne
eines Living -Guideline -Konzeptes , das eine jahrliche Prifung und entsprechende
Anderung oder Ergéanzung neuer Empfehlungen vorsieht . Kommentare und Hinweise fir
den Aktualisierungsprozess sind ausdriicklich erwinscht und konnen an das
Leitliniensekretariat adressiert werden:

hodgkin -lymphom@Ileitlinienprogramm _ -onkologie.de
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3.1. Koordination und Redaktion 12

3.1.

3.2.

3.3.

Zusammensetzung der Leitliniengruppe

Koordination und Redaktion

1  PD Dr. Nicole Skoetz, Uniklinik KéIn, Klinik | fir Innere Medizin
Prof. Dr. Andreas Engert, Uniklinik KéIn, Klinik | fur Innere Medizin
Angela Aldin, Uniklinik KoIn, Klinik | fur Innere Medizin

Nina Kreuzberger, Uniklinik KéIn, Klinik | fir Innere Medizin

Lara Mossakowski , Uniklinik KéIn, Klinik | fir Innere Medizin
Burcu Besiroglu, Uniklinik KéIn, Klinik | fir Innere Medizin

Lisa Umlauff, Uniklinik KéIn, Klinik | fiir Innere Medizin

Tina Jakob, Uniklinik KéIn, Klinik | fir Innere Medizin

=A =4 =8 -8 -8 -8 A

Leitliniensteuergruppe

Die folgenden Fachexperten der Leitliniensteuergruppe waren gemeinsam mit den
Koordinatoren Herrn Prof. Dr. Engert und Frau PD Dr. S koetz an der konzeptionellen
Leitliniengestaltung beteiligt:

Prof. Dr. Markus Dietlein (KéIn, Nuklearmediziner)

Prof. Dr. Peter Borchmann (Kéln, Hamatologe)

Prof. Dr. Hans -Theodor Eich (Miinster, Strahlentherapeut)

PD Dr. Bastian von Tresckow (KéIn, Hamato  loge)

Prof. Dr. Heinz Schmidberger (Mainz, Radioonkologe, Strahlentherapeut)
Renate Pfeifer (Bonn, Patientenvertreterin)

= =4 =4 =8 -8 4

Beteiligte Fachgesellschaften und Autoren

Federfuhrende Fachgesellschaft bei der Leitlinienerstellung ist die Deutsche

Gesellschaft fir Hamatologie und Onkologie (DGHO). Herausgeber der Leitlinie ist das
Onkologische Leitlinienprogramm. In der folgenden Tabelle sind die an der
Leitlinienerstellung  der 2. Aktualisierung  beteiligten medizinischen Fachgesellschaften
und sonstigen Organisationen sowie deren mandatierte Vertreter aufgefiihrt, die
schriftlich vom jeweiligen Vorstand bestéatigt wurden.

Tabelle 1: Beteiligte Fachgesellschaften und Organisationen

Beteiligte Fachgesellschaften und Organisationen Mandatstrager

Arbeitsgemeinschaft fir Psychoonkologie (PSO) Prof. Dr. Hans -Henning Flechtner

(AG der DKG)

PD Dr. Jens Ulrich Ruffer

Vertreter: PD Dr. rer. nat. Andreas
Dinkel

Arbeitsgemeinschaft fir Gynékologische Onkologie (AGO) Prof. Dr. Jens Huober

(AG der DKG)

Prof. Dr. Kerstin Rhiem

Arbeitsgemeinschaft Internistische Onkologie (AlO) Prof. Dr. Andreas Engert

(AG der DKG)

Prof. Dr. Ralph Naumann

Arbeitsgemeinschaft Onkologische Rehabilitation und Dr. Birgit Leibbrand
Sozialmedizin (AGORS)

(AG der DKB)
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3.3. Beteiligte Fachgesellschaften und Autoren

Beteiligte Fachgesellschaften und Organisationen

Arbeitsgemeinschaft Pravention und integrative Onkologie
(PriO)
(AG der DKG)

Arbeitsgemeinschaft Radiologische Onkologie (ARO)
(AG der DKG)

Arbeitsgemeinschaft Supportive MalRnahmen in der
Onkologie (AGSMO)

(AG der DKG)

Bundesverband Deutscher Pathologen e.V. (BDP)
(gemeinsam mit Deutscher Gesellschaft fir Pathologie)

Deutsche Arbeitsgemeinschaft fir Knochenmark - und
Blutstammzelltransplantation (DAG KBT)

Deutsche Gesellschaft fur Andrologie (DGA)

Deutsche Gesellschaft fir Endoskopie und Bildgebende
Verfahren (DGE -BV)

Deutsche Gesellschaft fur Gynékologie und Geburtshilfe
(DGGG)

Deutsche Gesellschaft fir
Onkologie (DGHO)

Hamatologie und Medizinische

Deutsche Gesellschaft fir Innere Medizin (DGIM)

Deutsche Gesellschaft fir klinische Chemie und
Laboratoriumsmedizin (DGKL)

Deutsche Gesellschaft fiir Medizinische Informatik,
Biometrie und Epidemiologie (GMDS e.V.)

Deutsche Gesellschaft fur Nuklearmedizin (DGN)

Deutsche Gesellschaft fur Pathologie (DGP)
(gemeinsam mit Bundesverband Deutscher Pathologen e.V.)

Deutsche Gesellschaft fur Radioonkologie (DEGRO)

Deutsche Gesellschaft fur Reproduktionsmedizin (DGRM)
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Mandatstrager

Prof. Dr. med. Oliver Micke
Dr. Christian Keinki

Prof. Dr. med. Heinz Schmidberger

Dr. med. J6rn Rissel

Vertreterin: Dr.  Julia Meil3ner

Prof. Dr. med. Andreas Rosenwald

Prof. Dr. med. Peter Moller

Prof. Dr. Christoph Scheid

Vertreter: Prof. Dr. Nicolaus Kréger

Prof. Dr. Kéhn
Vertre ter: Dr. Christian Leiber

Prof. Dr. Christoph Frank Dietrich

Prof. Dr. Bettina Toth

Prof. Dr. Peter Borchmann
Prof. Dr. Andreas Engert
Prof. Dr. Ralph Naumann

Vertreter /In : Dr. Dennis Eichenauer,
PD Dr. Nicole Skoetz

Prof. Dr. Ralph Naumann

Dr. Thomas Nebe

Dr. Eva Hoster

Prof. Dr. Mar kus Essler
Vertreter: PD Dr. Matthias Miederer

Prof. Dr. med. Andreas Rosenwald

Prof. Dr. med. Peter Moller

Vertreterin: Prof. Dr. Sylvia Hartmann

Prof. Dr. med. Hans Theodor Eich

Vertreter: Jan Kriz

PD Dr. Andreas Schiring

Vertreter: Prof. Dr. Frank -Michael
Koéhn
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3.4 . Patientenbeteiligung

Beteiligte Fachgesellschaften und Organisationen

Deutsche Gesellschatft fiir Ultrasch  all in der Medizin
(DEGUM)

Deutsche Leukdmie - und Lymphombhilfe (DLH)

Deutsche Rontgengesellschaft (DRG)

Konferenz Onkologischer Kranken - und
Kinderkrankenpflege (KOK)

(AG der DKG)

14

Mandatstrager

Prof. Dr. med. Christian Gorg
Vertreterin: Dr. med.  Corinna Trenker

Dr. Ulrike Holtkamp
Rainer Gobel

Jan Luneberg

PD Dr. Jorg Stattaus
Vertreter: PD Dr. Axel Wetter

Kerstin Paradies

AuRerdem wurde die folgende Fachgesellschaft fir den Leitlinienprozess

angeschrieben:

1 Deutsche Gesellschaft fiir Allgemeinmedizin und Familienmedizin (DEGAM)

Diese hat auf die Anfrage zwar reagiert, jedoch aufgrund von Mangel an Kapazitaten

keine Vertreter benannt.

Die folgenden Berufsverb&nde wurden angeschrieben, um s ich als Experten mit

beratender Funktion an der Leitlinie zu beteiligen:

1 Berufsverband der Niedergelassenen Hamatologen und Onkologen in
Deutschland (BNHO), Dr. Ingo Tamm und Dr. Ingo Schwaner
1 Berufsverban d Deutscher Strahlentherapeuten e.v. (BVDST), PD Dr. med. Jan

Kriz

3.4. Patientenbeteiligung

Wie bereits bei der Leitlinienerstellung un

dieser Aktualisierung durch Frau Dr.

d der ersten Aktualisierung, sind auch bei
Ulrike Holtkamp , Herr Rainer Gébel und Herr  Jan

Lineberg Vertreter der Selbsthilfeorganisation Deutsche Leukamie - und Lymphom hilfe

(DLH) mit einem gemeinsamen Mandat

aktiv und stimmberechtigt integriert, um die

Perspektive der Patienten add quat zu berlcksichtigen. Sie sind in den Arbeitsgruppen
vertreten und in den Prozess der Erstellung von Empfehlungen und Hintergrundtexten
intensiv eingebunden. Die Mandatstrager der DLH sind aulRerdem in die Gestaltung

und finale Abnahme der Patientenleitlinie involviert.

Fur diese Aktualisierung wurde  zuséatzlich Frau Renate Pfeifer  (kein Mitglied

angeschriebener Fachgesellschaften)
aufgenommen.

3.5. Methodische Begleitung

Die methodische Begleitung erfolgt durch:

als Patientenvertreterin in  die Steuergruppe

1 Evidence-Based Oncology (PD Dr. Nicole Skoetz, | na Monsef, Nina Kreuzberger,

Angela Aldin, Lara Mossakowski,

Burcu Besiroglu, Tina Jakob, Lisa Umlauff )
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1 Leitlinienprogramm Onkologie (Dr. Markus Follmann, MPH, MSc, Dipl.Soz. -Wiss
Thomas Langer)

1 Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fa

chgesellschaften

(Dr. med. Monika Nothacker MPH)

1 Externe Auftragnehmer: Aktualisierung der Qualitatsinidkatoren
Zertifizierung der

3.6.

(Bereich
Deutsche n Krebsgesellschaft)

Arbeitsgruppen

Zur Bearbeitung der einzelnen Kapitel der S3

-Leitlinie wurden Arbeitsgru  ppen gebildet,

die unter Leitung des benannten Arbeitsgruppenleiters fiir die Ausarbeitung der
einzelnen Kapitel verantwortlich waren.

Tabelle 2: Arbeitsgruppen und deren Mitglieder

Arbeitsgruppe je Kapitel

Arbeitsgruppe 1: Diagnostik
und Stadieneinteilung
(Kapitel 3)

Arbe itsgruppe 2: Aufklarung
des Patienten und
Therapieplanung (Kapitel 4)

Arbeitsgruppe 3: Therapie
des frihen Stadiums (Kapitel
5)

Arbeitsgruppe 4: Therapie
des intermediaren Stadiums
(Kapitel 6)

Arbeitsgruppe 5: Therapie
des fortgeschrittenen
Stadiums (Kapitel 7)

Arbeitsgruppe 6: Therapie
von Subgruppen (Kapitel 8)

Arbeitsgruppe 7:
Rezidivtherapie (Kapitel 9)

Arbeitsgruppe 8: Verhalten
wahrend / nach der
Erkrankung (Kapitel 10)

Arbeitsgruppe 9: Nachsorge
(Kapitel 11)
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Mitglieder der Arbeitsgruppe (AG  -Leiter und Stellvertreter

hervorgehoben )

Dr. Christian Baues, Prof. Dr. Andreas Buck, Prof. Dr.

Ralph Naumann, PD Dr. Beate Klimm, PD Dr. Jorg Stattaus ,
PD Dr. Markus Dietlein, Prof. Andreas Rosenwald, Prof. Dr.
Carsten Kobe, Dr. Johannes Rosenbrock

PD Dr. Nicole Skoetz , Michael Fuchs, Nina Kreuzberger
Michaela Rancea, Andreas Engert

PD Dr. Stephanie Sasse, Prof. Dr. Andreas Engert,

Dr. Christian Baues, Prof. Dr. Hans Theodor Eich, PD Dr.
Boris Boll

Dr. Paul Brockelmann, Prof. Dr. Andreas Engert, Prof. Dr.
Hans Theodor Eich, Prof. Dr. Heinz Schmidberger

Dr. Stefanie Kreissl, Prof. Dr. Peter Borchmann, Dr. Jan

Kriz, Prof. Dr. Ralph Naumann, Prof. Dr. Heinz
Schmidberger, PD Dr. Ni cole Skoetz

Dr. Dennis Eichenauer,  PD Dr. Boris Boll, Prof. Dr. Andreas
Engert, Prof. Dr. Marcus Hentrich, Prof. Dr. Ralph Naumann,
Prof. Dr. Heinz Schmidberger, Dr. Christoph Wyen , Prof. Dr.
Jens Huober, PD Dr. Kerstin Rhiem

PD Dr. Bastian von Treschkow, Prof. Dr. Peter
Borchmann, Michael Fuchs, Dr. Horst Miiller, Dr. Christian
Baues, Prof. Dr. Andreas Engert

Dr. Sven Borchmann, Dr. Patrick Jahn, Prof. Dr. Peter
Borchmann, Dr. Karolin Behringer, PD Dr. Jens Ulrich
Ruffer, Dr. Ulrike Holtkamp, Dr. Stefanie Kreissl, Dr. Birgit
Leibbrand, Dr. J6rn Rissel , Carolin Birkle

Dr. Jesko Momotow, Michael Fuchs, Carolin Birkle, Prof.
Dr. Jens Huober, PD Dr. Kerstin Rhiem, Dr. Karolin
Behringer, PD Dr. Jorg Stattaus, PD Dr. Jens Ulrich Riffer,
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Prof. Dr. Heinz Schmidberger, Prof. Dr. Peter Borchmann,
Dr. Teresa Halbsgut , Gerald Antoch
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Fragestellungen und Gliederung

Diese S3-Leitlinie Hodgkin -Lymphom wurde als Living -Guideline mit jahrlicher
Aktualisierung geplant.  Hierbei soll jeweils die gesamte Leitlinie auf Aktualitat
Uberprift werden.  Aus der Online -Umfrage mit 258 Beteiligten (Uberwiegend
Facharzte) vom Januar 2 019 gingen Themen hervor, die die Nutzung und Akzeptanz
der Leilinie weiterhin erhéhen kdnnen. Dabei zeigte sich, dass vor allem die Themen
Strahlentherapie, die Therapie bei Subgruppen (altere und komorbide Patienten,
schwangere Patientinnen) und neue The rapien insbesondere beim rezidiviertem
Hodgkin -Lymphom detaillierter dargestellt werden sollten. Auerdem wurde die
graphische Darstellung von Behandlungspfaden mehrfach vorgeschlagen.

Am 31.01.2019 fand das erste Steuergruppentreffen via Telefonkonferenz statt. In
dieser Sitzung wurde n der Projektablauf dieser Living -Leitlinie prazi siert, die
Ergebnisse der Anwender umfrage ( Umfragezeitraum zwischen Dezember 2018 und
Januar 2019) beziglich des letzten Updates der Leitlinie vorgestell tund die
Schlisselfrage n, basierend auf den urspriinglichen Schliisselfragen, den
Umfrageergebnissen und der Expertise der Steuergruppe , von den
Steuergruppenmitgliedern formuliert

Die bisherigen sowie die dort erganzten Schlisselfragen gingen dann, zusammen mit

dem Protokoll des Steuergruppentreffens, im  E-Mail -Verfahren zur Kommentierung an

die Mandatstrager. In dieser Umfrage wurden vom 14.02.2019 bis zum 28.02.2019 die
Schlusselfragen konsentiert.  Die folgenden Mandatstrager  und Autoren haben auf die
Umfrage schrifltich reagiert und den ausgearbeiteten Schliisselfragen zugestimmt (alle
weiteren Beteiligten ha ben keinen Widerspruch eingelegt und waren mit den
Schlisselfragen einverstanden)

Mandatstrager
1 PD Dr. med. Jorg Stattaus ( DRG)

1 Dr. med. Birgit Leibbrand ( ASORS)
1 Prof. Dr. Ralph Naumann ( DGIM, DGHO)

Autoren
1 Dr. med. Paul Brockelmann
1  Dr. Horst Miiller
i PD Dr. med. Boris Boll
1  Prof. Dr. Bettina Toth
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4.1. Schlisselfragen
In de n folgenden Darstellung en sind Veranderungen zu der Erstfassung der Leitlinie
(Version 1.0) mit einem Asterisk (*) und Veranderungen zur Zweitfassung  (Version 2.0)
mit einem doppelten Asterisk (**) markiert , um besonders auf neue oder gednderte
Schlusselfragen hinzuweisen:
4.1.1. Diagnos tik und Stadieneinteilung (Kapitel 3)
AG 1 Fragestellung SR LA EK
Stellenwert der Knochenmarkbiopsie * X
PET/CT beim Staging/Initialdiagnostik (RCTs bzw. X
Testgutekriterien) *
Typische Symptome X
Anforderungen an die pathologische Diagnostik (Referenz - X
pathologie notwendig?)
Anforderungen an die Diagnostik X
Psycho-onkologische Diagnostik X
Bildgebung in der Radioonkologie ** X
Abki rzungen: EK = Expertenkonsens, LA = Leitlinienadaptation, SR = Systematische Recherche
4.1.2. Therapie des friihen Stadiums (Kapitel 5)
AG 2 Fragestellung SR LA EK
Therapie im frihen Stadium (RCTSs) * X
Interim -PET/CT (Cochrane Reviews, RCTS) * X
Strahlentherapie Feld (involved site) Expertenkonsens und X
Guidelines, da keine RCTs vorhanden) *
Neues Unterkapitel: Technik der Strahlentherapie * X
Protonentherapie, IMRT, konventionelle 3D Therapie*
Alleinige Strahlentherapie X
Erganzende Strahlentherapie oder keine zusatzliche X
Strahlentherapie?
Stellenwert der Interim  -PET/CT als prognostischer Marker**
Stellenwert der Protonentherapie ** X
Abkiirzungen: EK = Expertenkonsens, LA = Leitlinienadaptation, SR = Systematische Recherche
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4.1.3. Therapie des intermediaren Stadiums (Kapitel 6)
AG 3 Fragestellung SR LA EK
Therapie im intermediaren Stadium (RCTSs) * X
Interim -PET/CT (Cochrane Reviews, RCTS) * X
Strahlentherapie Feld (involved site) Expertenkonsens und X X

Guidelines, da keine RCTs vorhanden) *

Neues Unterkapitel: Technik der Strahlentherapie *
Protonentherapie, IMRT, konventionelle 3D Therapie*
(Verweis auf Kapitel 5)

Erganzende Strahlentherapie oder keine zusatzliche X
Strahlentherapie?

Stellenwert der Interim  -PET/CT als prognostischer Marker**

Stellenwert der Protonentherapie ** (Verweis auf Kapitel 5) X
Abkiirzungen: EK = Expertenkonsens, LA=  Leitlinienadaptation, SR = Systematische Recherche
4.1.4. Therapie des fortgeschrittenen Stadiums (Kapitel 7)
AG 4 Fragestellung SR LA EK
Therapie im fortgeschrittenen Stadium  * X
Interim -PET/CT * X
PET/CT am Therapieende * X
Ergdnzende Strahlentherapie oder keine zusétzliche X

Strahlentherapie?

Neue Substanzen in der Erstlinientherapie ** X

Stellenwert de r Interim -PET/CTs zur Therapieadaptation, X
insbesondere bei PET/CT -positiven Patienten **

Prognostischer und pradiktiver Wert der PET/CT  -Untersuchung nach
Abschluss der Erstlinientherapie **

Abkurzungen: EK = Expertenkonsens, LA = Leitlinienadaptation, SR = Systematische Recherche
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4.1.5.

AG 5

4.1.6.

AG 6

Therapie von Subgruppen (Kapitel 8)

20

Fragestellung SR LA EK

Therapieempfehlungen bei bestimmten Patientengruppen (altere X

Patienten, Komorbiditaten, Geschlecht, NLPHL)

Therapie schwangerer Patientinnen ** X
Abkiirzungen: EK = Expertenkonsens, LA = Leitlinienadaptation, SR = Systematische Recherche

Rezidivtherapie  (Kapitel 9)

Fragestellung SR LA EK

PET/CT Rezidivdiagnose *, Differenzierung in Frih -und X

Spatrezidiv **

PET/CT Verlaufsuntersuchung * X

PET/CT vor Transplantation * X

PET/CT nach Transplantation * X

Therapie des Rezidivs (neue Substanzen) *, Differenzierung des X

2.und 3. Rezidivs **

Welcher Patient im Rezidiv soll  transplantiert werden? Welche X

Alternativtherapie soll angewendet werden?

Welches Konditionierungsschema soll bei einer autologen X

Transplantation eingesetzt werden?

Erhaltungstherapie nach Transplantation bei X

Hochrisikopatienten?

Stellenwert der allog enen Transplantation im Rezidiv X

Palliativmedizin (Verweis auf Palliativ -Leitlinie) ** X

Abkurzungen: EK = Expertenkonsens, LA = Leitlinienadaptation, SR = Systematische Recherche

4.1.7.

AG 7

Verhalten vor, wahrend und nach der Erkrankung und

Fertilitatsprotektion (Kapitel 10 )
Fragestellung
Stellenwert von Sport*
Antiemese (Verweis auf Leitlinie Supportivtherapie) *

Stellenwert der GnRH -Analoga*
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AG 7

Abkiirzungen: EK = Expertenkonsens, LA =

4.1.8.

AG 8

Fragestellung

Ist eine bestimmte  Ernahrung zu empfehlen (z.B.
Vitaminzusatze)?

Wie ist der Stellenwert alternativer Heilmethoden zu beurteilen?

Supportivtherapie?
1 Antibiose / Infektionsprophylaxe
Wachstumsfaktoren
Antiemese
Blutprodukte

Schmerztherapie

= =_ =4 =4 =4

Polyneuropathie

1  Mukositis

Welche Verhitungsmafinahme sollte wahrend der Therapie
erfolgen? Wie lange im Anschluss an die Therapie?

Welche fertilitatserhaltend en MafRnahmen sollen bei welcher
Therapie angewendet werden?

Welche psycho -onkologischen Interventionen sollten empfohlen
werden?

Arzt -Pflege -Patienten -Kommunikation?
Verhaltensempfehlungen fiir den Patienten?

Rehabilitation **

Nachsorge (Kapitel 11)

Fragestellung
Sekundarneoplasien beim HL
Langzeittoxizitaten und abgeleitete Friiherkennung

Wie héaufig soll eine Nachsorge zur Rezidivfriiherkennung
stattfinden? Wie soll diese Nachsorge stattfinden
(klinisch/bildgebend)?

Wie haufig und ab wann soll eine Friherkennung fur
Sekundarneoplasien stattfinden? Wie und durch wen soll
diese Friherke nnung stattfinden (klinisch/bildgebend)?

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom
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SR LA EK

Leitlinienadaptation, SR = Systematische Recherche

X
X
X X
X
X
X
X
X
X
SR LA EK
X
X
X X
X X
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AG 8  Fragestellung SR LA EK

Wie héaufig und ab wann soll eine Friherkennung fur X X
Organtoxizitaten stattfinden? Wie und durch wen soll diese
Friiherkennung stattfinden (klinisch/bildgebend)?

Welche Maflinahmen kdnnen Fatigue reduzieren?  ** X X

Stellenwert der PET/CT -Untersuchung in der Nachsorge **

Abkurzungen: EK = Expertenkonsens, LA = Leitlinienadaptation, SR = Systematische Recherche
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5. Methodi sches Vorgehen

5.1. Leitlinienadaptation

Die Bewertung der identifizierten Leitlinien erfolgte nach einem formalisierten
Verfahren zunéchst durch die methodisch ausgewiesenen Mitarbeiter der Klinik | fir
Innere Medizin (Arbeitsgruppe Evidence  -based Oncology).

5.1.1. Recherche
Im Januar 2016 wurde die origniare Suche fiir die Erstfassung der Leitlinie aktualisiert
und in der Datenbank des Guideline International Networks (www.g -i-n.net) fur den

Zeitraum 2011 bis 2016 nach relevanten Leitlinien gesucht. Diese Suche wurde im
September 20 16 sowie im Juni 2019 erneut aktualisiert

5.1.2. Auswahl der Leitlinien

Die Einschlusskriterien fiir die detaillierte Betrachtung einer Leitlinie waren, dass sie
evidenzbasierte Empfehlungen fur erwachsene Patienten mit einem Hodgkin Lymphom
geben sollten.

5.1.3. Leitl inienbewertung

In der jetzigen Suche wurden 11 potentiell relevante Leitlinien und Quellen

aggregierter Evidenz Uber die Datenbank des Guideline International Networks und

MEDLI NE mit dem Suchwort &ahodgkino identifiziert
zweimethodisc h tatigen Mitarbeitern  bewertet:

(Baetz, Dudebout et al. 2016 ); (Constine, Yahalom et al. 2018 ); (Depaus, Delcourt et al.
2019 ); (Dhakal, Advani et al. 2016 ); (Gauthier, Chantepie et al. 2017 ); (Grimm, Fayter
etal. 2019 ); (Herst, Crump et al. 2017 ); (Kanate, Kumar et al. 2019 ); (Ng and van
Leeuwen 2016 ); (Roberts, Younes et al. 2016 ); (Winkfield, Advani et al. 2016 )

5.1.4. Leitliniensynopsen / Extraktionen

Bei der Beurteilung wurde festgestellt, dass bei den Leitlinien (Constine, Yahalom et al.
2018); (Depaus, Delcourt et al. 2019 ); (Dhakal, Advani et al. 2016 ); (Kanate, Kumar et
al. 2019 ); (Ng and van Leeuwen 2016 ); (Roberts, Younes et al. 2016 ) und (Winkfield,
Advani et al. 2016 ) keine systematische Recherche durchgefiihrt bzw. Empfehlungen
konsensbasiert gegeben wurden.  (Gauthier, Chantepie et al. 2017 ) und (Herst, Crump

et al. 2017 ) beschreiben zwar eine systematische Suche, fir erster en war jedoch kein
ausfuhrlicher Methodenreport  verfligbar , so dass die methodische Qualitat und
Evidenzbasierung der Leitlinie nicht zu tUberpriifen war. Fir zweiteren wurde bis 2015
gesucht. Fir diese Leitlinie ist dies nicht aktuell genug, da bereits die | etzte
Aktualisierung neuere Recherchen enthélt. Das systematische Review (Baetz, Dudebout
et al. 2016 ) enthalt sowohl randomisierte als auch nicht -randomisierte Studien zu r PET
beim Hodgkin Lymphom. Dier  andomisierten Studien sind bereits in einem anderen

Review (Sickinger 2016) abgedeckt und wurden fiir diese Leitlinie aktualisiert . Der HTA-
Bericht (Grimm, Fayter et al. 2019 ) bezieht sich auf eine einarmige Studie (Keynote -
087), die bereits im Nutzendossier des IQWIG und in der Nutzenbewertung des G -BA
behandelt wird (G-BA 2017 ). Das Dokument des G -BA beschreibt den deutschen

Kontext besser, da die historische Vergleichskohorte des G -BA aus der Datenbank der
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5.1.5.

5.2.

5.2.1.

GHSG resultiert, wohingegen Grimm (2019) eine Publikation mit Patientendaten aus
den USA zurate zog.

Nutzendossiers
Auf der Website des Institutes fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen

(IQWIG, www.iqwig.de) wurde nach  Berichten zum Hodgkin Lymphom recherchiert. Seit
der letzten Aktualisierung der Leitlinie wurden 5 Berichte (davon ein Addendum) als
relevant flr die vorliegende Leitlinie erachtet, allerdings beziehen sich die Berichte auf

Fragestellungen, zu denen bisd  ato wenig oder keine randomisiert kontrollierten
Studien durchgefuhrt wurden. Die Berichte wurden den Autoren der jeweiligen Kapitel
zur Verfiigung gestellt.

1 Al17-21: Nivolumab (klassisches Hodgkin ~ -Lymphom) - Addendum zum Auftrag
A16-76 (16.06.2017)

1  Nivolumab (Hodgkin Lymphom) - Nutzenbewertung gemaf § 35a SGB V
(03.04.2017)

1 Brentuximab Vedotin (Hodgkin  -Lymphom mit erh6htem Rezidiv - oder
Progressionsrisiko) - Bewertung gemaf § 35a Abs. 1 Satz 10 SGB V
(19.01.2017)

1 Brentuximab Vedotin (fo rtgeschrittenes Hodgkin -Lymphom) - Bewertung
gemal § 35a Abs. 1 Satz 11 SGB V (17.06.2019)

1 Pembrolizumab (klassisches Hodgkin  -Lymphom) Nutzenbewertung gemaR §
35a SGB V (01.09.2017)

Systematische Recherchen

Die systematische Literatursuche basiert auf dem Prinzip der besten verfligbaren
Evidenz. Die methodischen und inhaltlichen Ein - und Ausschlusskriterien wurden
prospektiv definiert und von einer in der medizinischen Terminologie erfahrenen
Bibliothekarin in  sensitiven und hochkomplexen Suchstrategien fir die jeweilig zu
durchsuchende n Datenbanken MEDLINE , Embase und CENTRAL (Register klinischer
Studien der Cochrane Library ) umgesetzt. Fir alle Suchstrategien wurde neben dem
Datum der Suche auch die Anzahl de r erzielten Treffer dokumentiert.

Bei der de novo Recherche wurde je nach klinischer Fragestellung nach
Volltextpublikationen randomisierter kontrollierter Studien (RCTs), kontrollierter

Studien, Kohorten (Nachsorge) und Testgitestudien (PET/CT) gesucht. Dazu wurden
die bereits fur die Erstversion erstellten Suchstrategien kritisch durch die Bibliothekarin
gepruft und gegebenenfalls adaptiert oder um neue Begriffe erganzt. Der

Suchzeitraum deckt die Zeit von 2016 bis Marz 2019 ab.

Aktualisierte  Recherche

Alle Referenzen dieser umfassenden Suchen, die durch die Suchst rategien identifiziert
wurden, wurden in einem Liter aturverwaltungsprogramm erfasst. Sie wurden durch
zwei Methodiker unabhéngig voneinander auf die potentielle Relevanz fir die Leitlinie
ausgew ahlt und bei Diskordanz von einem weiteren Mitarbeiter Uberprift.

Unstimmigkeiten in der Vorauswahl der Referenzen wurden geldst und die so

ermittelten Publikationen in einer Literaturdatenbank als PDF -Volltexte abgelegt. In
einem Arbeitsgruppentreffen wu  rden alle identifizierten Studien vorgestel  It,
anschlieend die Studien, w elche als Volltext publiziert wurden und zur Beantwortung
einer der Schlisselfragen beitrugen, in Evidenztabellen extrahiert, nach dem GRADE -
Schema bewertet und den Autoren zur Verfig ung gestellt.
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5.2.1.1. Erstlinientherapie
Fur therapeutische Fragestellungen aller Kapitel der Erstlinientherapie, die mittels
randomisierter Studien oder systematischer Ubersichtsarbeiten beantwortet werden
sollten, wurde nur mittels eines Krankheitsfilters (Hodgk in Lymphom) und eines
Studienfilters gesucht.  Es wurde nicht nach spezifischen Interventionen gesucht.

Zur ldentifikation der Primarpublikationen wurden die Cochrane Library inklusive

CENTRAL, die Datenbanken MEDLINE (iiber OVID) und Embase, und die Referenzlisten

von systematischen Ubersichtsarbeiten durchsucht. Die Suche in CENTRAL und
MEDLINEvom 11.04 .20 16 bis 14.03.2019 ergab je 623 und 3088 Treffer. Die Suche in
Embase vom 11.04.2016 bis 03.04.2019 ergab insgesamt 1617 Treffer. Nach dem
Screening auf Relevanz fiir die Lei tlinie (siehe 5.2.1.) unter Beriicksichtigung des
Einschlusskriteriums ar@Sstdiemmadsriretevant® Upditesaun t e n
bereits zitierten Studien  identifiziert werden. Diese wurden den Autoren fir die
verschiedenen Kapitel zur Verfiigung gestellt. Hierbei ging es insbesondere um die
Beantwortung der Schliisselfragen zu  r Erstlinientherapie des friihen, intermediaren und
fortgeschrittenen Stadiums, Strahlentherapie -Fragestellungen und PET/CT -
Fragestellungen. ZumKapitel a Ther api e deadf upmh 6 diewia dAaalyse
des systematischen Reviews von Sickinger (2016) zur PET  -basierten
Behandlungsanpassung aktualisiert.

Abbildung 1: PRISMA Flow Chart Therapiekapitel, RCT, Metaanalyse und
systematische  Reviews, 04.11.2016 -14.03.2019/03.04.2019

MEDLINE Central EMBASE
3088 623 1617
Referenzen Referenzen Referenzen

288 Dubletten

5040 Referenzen im Titel - und Abstraktscreening

171 Referenzen im Volltextscreening 141 Referenzen

ausgeschlossen:

- 15 Abstracts/ Comment

- 39 Studiendesign

- 6 laufende Studien

- 25 Lymphom

- 10 prognostische Studien

- 3 nicht -SRs

- 6 andere

- 37 bereits eingeschlossen

30 Referenzen eingeschlossen und an Autoren gesendet
(7 RCT, 23 SR)
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10

11

key:

10

11

12

13

14

Cochrane CENTRAL (11.04.2016 bis 14.03.2019)

Searches

MeSH descriptor: [Lymphoma] this term only

MeSH descriptor: [Hodgkin Disease] explode all trees
Germinoblastom* or Reticulolymphosarcom*
(hogkin* or hodkin* or  hodgin*):ti,ab,kw
Hodgkin*:ti,ab,kw

(malignan* near/2 (lymphogranulom* or granulom*))
(reed sternberg near/2 diseas*®)

(#1 or #2 or #3 or #4 or #5 or #6 or #7)

#8 with Publication Year from 2012 to 2016, with Cochrane Library publication date
Between Apr 2016 and Mar 2019, in Trials

#8 with Cochrane Library publication date Between Apr 2016 and Mar 2019, in Cochrane
Reviews

#9 or #10

* ?:truncation, near/#: adjacent within # number of words

MEDLINE (OVID) ( 06.04.2016 bis 14.03.2019 )

Searches

*LYMPHOMA/

exp HODGKIN DISEASE/
Germinoblastom*.tw,kf,ot.
Reticulolymphosarcom®*.tw,kf,ot.
Hodgkin*.tw,kf,ot.

((malignan* adj2 granulom*) or (malignan* adj2 lymphogranulom®*)).tw,kf,ot.
(reed sternberg adj2 diseas*).tw,kf,ot.
or/l1 -7

meta analysis.mp.

meta analysis.pt.

review.pt.

search*.tw.

or/9 -12

randomized controlled trial.pt.
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15

16

17

18

19

20

21

22

23

24

25

26

key:

10

11

12

Searches

controlled clinical trial.pt.
randomi?ed.ab.
placebo.ab.

drug therapy.fs.
randomly.ab.

trial.ab.

groups.ab.

or/14 -21

exp ANIMALS/ not HUMANS/
22 not 23

8 and (13 or 24)

limit 25 to ed=20160406 -20190314

* |: focus # MeSH subject heading, exp # /: explode # MeSH subject heading, tw: text
word, kf: keyword heading word, ot: original title, ti: title, pt: publication type, ab:

abstract, fs: floating subheading; mp: multiple prupose,
adjacent within # number of words

*: truncation, ?: wildca rd, adj#:

searchline #9 -#13 Review Medline search filter - best balance of sensitivity and specificity

searchline #14 -#24: Cochrane RCT -Filter sensitivity -maximizing version

Embase ( 11.04.2016 bis 03.2019)

Searches

*B CELL LYMPHOMA/

exp HODGKIN DISEASE/
germinoblastom*.tw.
reticulolymphosarcom®*.tw.
hodgkin*.tw,kw.

(malignan* adj2 (lymphogranulom* or granulom®*)).tw,kw.
(reed sternberg adj2 diseas*).tw,kw.
or/l1 -7

RANDOMIZED CONTROLLED TRIAL/
CONTROLLED CLINICAL STUDY/
random*.ti,ab.

RANDOMIZATION/
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13
14
15
16
17
18
19

20

21

22
23
24
25
26
27
28
29
30
31
32
33
34
35

key:

5.2.1.2.

Searches

INTERMETHOD COMPARISON/

placebo.ti,ab.

(compare or compared or comparison).ti.

(open adj label).ti,ab.

((double or single or doubly or singly) adj (blind or blinded or blindly)).ti,ab.
DOUBLE BLINDPROCEDURE/

parallel group$1.ti,ab.

(crossover or cross over).ti,ab.

((assign$ or match or matched or allocation) adj5 (alternate or group$1 or intervention$1
or patient$1 or subject$1 or participant$1)).ti,ab.

(controlled adj7 (study or  design or trial)).ti,ab.
(volunteer or volunteers).ti,ab.

trial.ti.

or/9 -24

(ANIMAL/ or NONHUMANY/) not HUMAN/
25 not 26

8 and 27

meta -analys*.mp.

search*.tw.

review.pt.

or/29 -31

8 and 32

8 and (27 or 32)

limit 34 to yr="2016  -Current"

*# /. focus # EMTREE -terms, tw: text word, kw: keyword, ti: title, ab: abstract, mp:
multiple purpose, pt: publication type $, *: truncation, adj#: adjacent within # number of
words

searchline #9 -#32: Embase RCT-Filter adapted from the Cochrane Embase Project filter
(www.cochranelibrary.com/central/central -creation)

Strahlentherapie - Protonentherapie

Fir das Unterkapitel &Strahlentherapie 0in den Kapiteln arherapie friilhes Stadium ound
arherapie intermedidres Stadium oOwurde am 14.05.2019 eine Update -Suche
durchgefiihrt. Die Suche ergab insgesamt 16  Trefferi n CENTRAL und 83 Treffer in
MEDLINE. Es wurden 14 Studien oder relevante Updates zu bereits zitierten Studien
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10

11

12

13

14

29

identifiziert, die den Autoren fu r die verschiedenen Kapitel zur Verfigung gestellt

wurden.

Abbildung 2: PRISMA Flow Chart Protonentherapie, 04.11.2016 -14.05.2019
MEDLINE Central
83 Referenzen 16 Referenzen

99 Referenzen im Titel - und Abstraktscreening

30 Referenzen im Volltextscreening

9 Referenzen eingeschlossen und an ~ Autoren gesendet

Cochrane CENTRAL (14.05.2019)

Searches

MeSH descriptor: [Lymphoma] this term only

MeSH descriptor: [Hodgkin Disease] explode all trees
Germinoblastom*

Reticulolymphosarcom*

Hodgkin*

(malignan* near/2  (lymphogranulom* or granulom*))
(reed sternberg near/2 diseas*)

#1 or #2 or #3 or #4 or #5 or #6 or #7

MeSH descriptor: [Proton Therapy] explode all trees

MeSH descriptor: [Protons] explode all trees

0 Dubletten

21 Referenzen
ausgeschlossen:

- 11 Bereits enthalten
- 2 Abstracts

- 3 péadiatrische
Patienten

- 1 Rezidivpatienten

- 4 Lymphompatienten

(beam* or minibeam* or  radiation* or irradiation* or radiotherap* or radio -therap* or

chemoradiation* or chemoradiotherap*)

#10 and #11

MeSH descriptor: [Protons] explode all trees and with qualifier(s): [adverse effects - AE]

MeSH descriptor: [Protons] explode allt  rees
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# Searches

(proton* near/3 (beam* or minibeam* or radiation* or irradiation* or radiotherap* or radio

15 therap* or chemoradiation* or chemoradiotherap*))

16 (proton therap* or protontherap*)

17 (((particle* or hadron*) and (beam* or minibeam* or radiation* or irradiation* or
radiotherap* or chemoradiation* or chemoradiotherap* or therap*))):ti

18 (((particle* or hadron*) near/3 (beam* or minibeam* or radiation* or irradiation* or
radiotherap* or chemoradiation* or chemoradiotherap* or therap*))):ab

19 (particletherap* or particle therap* or hadron therap* or hadrontherap*)

20 ((proton* near/3 therap*) or (proton* near/3 treatment*))

21 (proton near/3 RT)

22 ((PBT or PBRT or PRT)):ti,ab,kw

23 #9 or #12 or #13  or #14 or #15 or #16 or #17 or #18 or #19 or #20 or #21 or #22

24 #8 and #23

key: *: truncation, near/#: adjacent within # number of words, ti: title, ab: abstract, kw: keyword

MEDLINE (OVID) (14.0 5.2019)

# Searches

1 *LYMPHOMA/

2 exp HODGKIN DISEASE/

3 Germinoblastom*.tw,kf,ot.

4 Reticulolymphosarcom*.tw,kf,ot.

5 Hodgkin*.tw,kf,ot.

6 ((malignan* adj2 granulom*) or (malignan* adj2 lymphogranulom®*)).tw,kf,ot.

7 (reed sternberg adj2 diseas*).tw,kf,ot.

8 or/l -7

9 PROTON THERAPY/

10 Protons/ and (beam* or minibeam* or radiation* or irradiation* or radiotherap* or radio
therap* or chemoradiation* or chemoradiotherap*).tw,kf.

11 PROTONS/ae, tu

12 (proton* adj3 (beam* or minibeam™* or radiation* or irradiation* or radiotherap* or radio
therap* or chemoradiation* or chemoradiotherap*)).tw,kf.

13 PROTONS/ and (beam* or minibeam* or radiation* or irradiation* or radiotherap* or radio
therap* or chemoradiation* or chemoradiotherap*).ti,ab,kf.

14 (proton therap* or  protontherap*).tw,kf.
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15

16

17
18
19
20
21
22
23
24

key:

5.2.1.3.

Searches

((particle* or hadron*) and (beam* or minibeam* or radiation* or irradiation* or
radiotherap* or chemoradiation* or chemoradiotherap* or therap*)).ti.

((particle* or hadron*) adj3 (beam* or minibeam* or radiation* or irradiation* or
radiotherap* or chemoradiation* or chemoradiotherap* or therap*)).ab.

(particletherap* or particle therap* or hadrontherap*or hadron therap*®).tw,kf.
((proton* adj3 therap*) or (proton* adj3 treatment*)).tw.

(Proton adj3 RT).tw.

(PBT or PBRT or PRT).ti,ab.

or/9 -20

8 and 21

exp ANIMALS/ not HUMANS/

22 not 23

exp # /: explode # MeSH subject heading, * [: focus # MeSH subject heading, tw: text
word, kf: keyword heading word, ot: original title, ti: title, ab: abstract, *: truncation, ?:
wildcard, adj#: adjacent within # number of words

Rezidivtherapie
Fur dieses Kapitel wurde auf eine spezifische Interventionssuche verzichtet . Fir die
Recherche wurde der Krankheitsfilter mit dem Studienfilter fur klinische, nicht -
randomisierte Studien  kombiniert.

Die Suche vom 17.04.2016 bis 03.07.2019 ergab insgesamt 383 Treffer in MEDLINE.
Es konnten 59 Studien identifiziert werde n, die den Autoren zur Verfigung gestellt
wurden.

Abbildung 3: PRISMA Flow Chart Rezidiv, clinical trials CCT, 17.04.2016 -03.07.2019

MEDLINE
383 Referenzen

0 Dubletten

383 Referenzen im Titel - und Abstraktscreening

60 Referenzen im Volltextscreening

1 Referenzen ausgeschlossen:
- 1 Lymphompatienten

59 Referenzen an Autoren gesendet
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10

11

12

13

14

15

16

17

18

19

20

21

key:

MEDLINE (OVID) (17.04.2016 bis 03.07.2019) Kohortenstudien ohne
Interventionsfilter

Searches

*LYMPHOMA/

exp HODGKIN DISEASE/
Germinoblastom$.tw,kf,ot.
Reticulolymphosarcom$.tw,kf,ot.
Hodgkin$.tw,kf,ot.

(malignan$ adj2 (lymphogranulom$ or granuloms)).tw,kf,ot.
or/l -6

exp RECURRENCE/
recurrence*.tw,kf,ot.

relapse*.tw,kf,ot.
recrudescence*.tw kf,ot.

(second -lin* or secondlin*).tw,kf,ot.
(third -lin* or thirdlin*).tw,kf,ot.

(pre -treated* or pretreated*).tw,kf,ot.
rezidiv*.tw,kf,ot.

refractor*.tw,kf,ot.

(pregredient* or  progredient*).tw,kf,ot.
or/8 -17

("clinical trial" or "clinical trial, phase i" or “clinical trial, phase ii" or controlled clinical trial
or "multicenter study").pt. or DOUBLE -BLIND METHOD/ or ((controlled adj3 trial*) or
(clinical adj2 trial*) or  ((single or doubl*) and (blind* or mask*))).ti,ab,kw.

7 and 18 and 19
limit 20 to ed=20160412 -20190703

exp # /: explode # MeSH subject heading, * /: focus # MeSH subject heading, tw: text

word, kf: keyword heading word, ot: original title, pt: publication type,ti: title, ab: abstract,

kw: keyword heading assigned by authors, * or $: truncation, adj#: adjac  ent within #
number of words

AulRerdem wurde eine Zusatzsuche zu Pembrolizumab erstellt. Diese ergab 128 Treffer

in MEDLINE, 31 Trefferin CENTRAL und 148 Treffer in EMBASE. Insgesamt wurden 10
relevante Referenzen identifiziert, alle Studien wurden jedoch bereits durch vorherige
Suchen identifiziert.
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5.2.1.4.

5.2.1.5.

MEDLINE

33

Fragestellungen zum Kapitel Verhalten wahrend/nach Therapie
Stellenwert der GnRH  -Analoga zum Fertilitatserhalt bei Krebserkrankungen
Den Autoren wurde das aktuelle systematische Cochrane Review zu GnRH -Analoga
zum Fertilitatserhalt bei Kr  ebserkrankungen (Chen, Xiao et al. 2019 ) zur Verfigung
gestellt , das in der RCT - und SR-Suche identifiziert wurde
Stellenwert von Sport als supportive MalBnahme bei Patienten mit einer
hamatologisch malignen Erkrankung
Den Autoren wurde das aktuelle systematische Cochrane Review zu physischer
Aktivitat bei hAmatologischen Erkrankungen (Knips, Bergenthal e tal. 2019 ) zur
Verfligung gestellt.

Fragestellungen zur Nachsorge
Fir die Fragestellungen zur Detektion oder Vermeidung von Sekundéarneoplasien und
Langzeittoxizitdten wurde explizit nach Kohortenstudien und epidemiologischen
Studien gesucht. System atische Ubersichtsarbeiten und randomis iert kontrollierte
Studien konnten bereits Uber die oben erwéhnten Studienfilter identifiziert werden, da
stets auf einen Interventionsfilter verzichtet wurde. Aus dieser RCT- und SR-Recherche

wurde n den Autoren 8 Studien  bzw. Updates von bereits eingeschlossenen Studien
sowie 3 systematische Reviews zur Verfiigung gestellt.

Die Suche zu Kohortenstudien in MEDLINE vom 02.11 .2016 bis 27.06.2019 ergab
insgesamt 1813 Treffer . Es konnten 58 Studien identifiziert und den Autoren zur
Verfiigung gestellt werden.

Abbildung 4: PRISMA Flow Chart Nachsorge & Kohortenstudien 2.11.2016 o}
27.06.2019

1813 Referenzen

0 Dubletten

1813 Referenzen im Titel - und Abstraktscreening

96 Referenzen im Volltextscreening

38 Referenzen
ausgeschlossen:

- 13 Lymphompatienten

- 22 Unrelevante Themen

58 Referenzen an Autoren gesendet - 2 Kommentare

- 1 bereits einaeschlossen
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10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

MEDLINE (OVID) (02.11.2016 bis 27.06.2019)

Searches

*LYMPHOMA/

exp HODGKIN DISEASE/
Germinoblastom$.tw,kf,ot.
Reticulolymphosarcom$.tw,kf,ot.

Hodgkin$.tw,kf,ot.

(malignan$ adj2 (lymphogranulom$ or granuloms)).tw,kf,ot.

or/l -6

exp COHORT STUDIES/
cohort$.tw.

controlled clinical trial.pt.
EPIDEMIOLOGIC METHODS/
limit 11 to yr=1966 -1989

exp CASE-CONTROL STUDIES/
(case$ and control$).tw.
8or9ori10or12orl13orl4

7 and 15

EPIDEMIOLOGIC STUDIES/
exp CASE CONTROL STUDIES/
exp COHORT STUDIES/

Case control.tw.

(cohort adj (study or studies)).tw.
Cohort analy$.tw.

(Follow up adj (study or studies)).tw.
(observational adj (study or studies)).tw.
Longitudinal.tw.
Retrospective.tw.

Cross sectional.tw.
CROSSSECTIONAL STUDIES/
or/17 -28

7 and 29

16 or 30
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32
33

34

5.3.

5.3.1.

Searches

limit 31 to ed=20120101 -20160417
limit 31 to ed=20160417 -20161102

limit31to ed=20161102 -20190627

Schema der Eviden zklassifikation

Die Bewertung der Evidenz  erfolgt e nach einem formalisierten Verfahren durch die
Methodiker der Klinik 1 fur Innere Medizin (Evidence -based Oncology) en tsprechend
den Kriterien der evidenzbasierten Med  izin . Die in den systematischen Suchrecherchen
identifizierte Literatur ~ wurde von methodisch tatigen Wissenschaftlern (Tina Jakob,
Marius Goldkuhle , Lara Mossakowski, Lisa Umlauff, Nina Kreuzberger , Angela Aldin ,
Burcu Besiroglu ) in Evidenztabellen extrahi  ert. Dabei wu rden Unstimmigkeiten unter
Hinzuziehung eines weiteren Experten (PD Dr. Nicole Skoetz ) geklart .

Neben dem Studiendesign wur den auch die Qualitdét der Studiendurchfiihrung,
Auswertung und Berichterstattung beurteilt, analog zu den Publikationsrichtlinien
PRISMA, REMARK und CONSORT. Die Resultate der Bewert ung sind zusammen mit den
Ergebnissen der Studien in Evidenztabellen zusammenfassend dargestellt und biete n als
Diskussionsgrundlage zur internen Validitat der Studienergebnisse im Hinblick auf die
zu beantwortende Frage.

Die systematische Beurteilung d es Vertrauens in die Evidenz wu rde unter Verwendung
des international anerkannten GRADE -Systems (Grading of Recommendations
Assessment, Development and Evaluation) vorgenommen.

Bewertung des Vertrauens in die Evidenz gemal GRADE

Die Bewertung der den Empfehlungen zugrundeliegenden Evidenz erfolgt e gemal dem
GRADESchema (Guyatt, Oxman et al. 2008 ), um die jeweils gesamte Evidenz, die einer
spezifischen Empfehlung zugrunde liegt |, standardisiert und formalisiert zu bewerten.

Hierbei handelt es sich um ein System mit speziell entwickelter, online verfligbarer
Software, mittels dessen die Qualitat der Evidenz formalisiert bewertet und die Gite

der aus der Evidenz abgeleiteten  Empfehlungen eingeschétzt und ubersichtlich
dargestellt werden kann (https://gradepro.org/). In dieser Leitlinie erfolgte die
Bewertung des Vertrauens in die Evidenz durch GRADE (siehe unten), nicht jedoch die
formalisierte Ableitung der Empfehlungen. GRAD E kann sowohl fir diagnostische als
auch therapeutische Empfehlungen angewendet werden.

Im Rahmen der Ersterstellung der Lei tlinie wurden dazu  zuné&chst die Endpunkte fiir

die jeweilige Fragestellung priorisiert. In die Q ualitatsbewertung der Evidenz ginge n
die als wichtig und patienten  -relevant erachteten Endpunkte (sogenannte kritische
Endpunkte) ein, fir die jeweils das Vertrauen in die zugrund eliegende Evidenz mittel s
des GRADE-Systems ermittelt wurde . Fir therapeutische Fragestellungen sind diese
Endpunkte insbesondere das Gesamtiiberleben, das progressionsfreie Uberleben, die
Lebensqualitat, und akute oder Langzeitnebenwirkungen und die

behand lungsbedingte Mortalitdt. ~ Die priorisierten Endpunkte wurden fur diese
Leitlinienaktualisierung tibernommen.
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Qualitat der
Evidenz

Hohe Qualitat

Moderate Qualitat Wir haben maRig viel Vertrauen in den Effektschatzer: der S

Geringe Qualitéat Unser Vertrauen in den Effektschéatzer ist begrenzt: Der wahre S

Sehr geringe
Qualitat

Zur Abw ertung des Vertrauensgrades fuhren folgende Studien - oder
Qualitatscharakter istika (Balshem, Helfand et al. 2011 ):

1 Ein nicht -randomisiertes Studiendesign  (Balshem, Helfand et al. 2011 )

1 Ein potentiell hohes Verzerrungsrisiko des zugrundeliegenden Evidenzkdrpers
(Guyatt, Oxman et al. 2011 )

1 Heterogenitat oder Inkonsistenz eines Ergebnisparameters in den betrachteten
Einzelstudien (Guyatt, Oxman et al. 2011 )

1  Ein unprazise geschatzter Effekt mit einem breiten Konfidenzintervall (Guyatt,
Oxman etal. 2011)
1  Ein Ergebniswert der indirekt auf die Zielpopulation oder den untersuchten

Ergebnisparameter zu Ubertragen ist (Guyatt, Oxman et al. 2011 )
1  Ein Hinweis auf Publikationsbias  (Guyatt, Oxman et al. 2011 )

Folgende Charakteristika fiihren zur Aufwertung der Qualitat eines zugrundeliegenden
Evidenzkorpers (Guyatt, Oxman et al. 2011 ):

1 Eine Dosis -Wirkungsbeziehung
1 Ein sehr ausgepragter Effekt
1 Residuelles Confounding

Bedeutung der Evidenzgraduierung gemaf der GRADE Working Group
( ):

Tabelle 3: Vertrauen in den Evidenzkorper gemal GRADE

Beschreibung Symbol

s

Wir sind sehr sicher, dass der wahre Effekt nahe bei dem §8§S
Effektschatzer liegt.

7
s
—

wahre Effekt ist wahrscheinlich nahe bei dem Effektschatzer,
aber es besteht die Mdglichkeit, dass er relevant verschieden
ist.

s
—
—

Effekt kann durchaus relevant verschieden vom Effektschatzer
sein.

(72}
—
—+

—

Wir haben nur sehr wenig Vertrauen in den Effektschéatzer: Der
wahre Effekt ist wahrscheinlich relevant verschieden vom
Effektschatzer.

Die Studien wu rden den Experten der Arbeitsgruppen , zusammen mit den formal
standardisierten Evidenztabellen als Evidenzgrundlage fir die Empfehlungen , zur
Verfligung gestellt
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5.4.

5.4.1.

Formulierung der Empfehlungen und formale
Konsensusfindung

Schema der Empfehlungsgraduierung

In der Leitlinie wu rde zu allen Empfehlungen zusatzlich die Starke der Empfehlung
(Empfehlungsgrad) ausgewiesen. Hinsichtl  ich der Starke der Empfehlung wu  rden in der
Leitlinie drei Empfehlungsgrade unterschieden (siehe Tabelle 4), die sich auch in der
Formulierung der Empfehlungen jeweils widerspiegeln

Es wurden weiterhin Expertenkonsens  -Empfehlungen (in der Leitlinie mit EK
gekennzeichnet) generiert, wenn beim Steuergruppentreffen entschieden wurde, eine
spezifische Schlusselfrage nicht Uber eine systematische Literaturrecherche und -
bewertung zu beantworten

Tabelle 4: Verwendete Empfehlungsgrade

Empfehlungs grad Beschreibung Ausdrucksw eise

A

B

5.4.2.

Starke Empfehlung soll
Empfehlung sollte

Empfehlung offen kann

Die Empfehlungsgrade bericksichtigen neben der Qualitat der Evidenz auch die
klinische Relevanz des Ergebnisparameters, das Ausmal des Effektes und die
Ubertragbarkeit der Studienergebnisse auf die Patientenzielgruppe und das deutsche
Gesundheitssystem. Bei der Empfehlungsgradierung innerhalb dieser Leitlinie wu rde
nicht d as Evidence-to dDecision Framework von GRADE angewendet, da dieses

aufgrund der nur 2 -stufigen Graduierung nicht direkt auf die Leitlinien des

Onkologischen Leitlinienprogramms Ubertragbar ist.

Es wurden zudem Statem ents zu Fragestellungen gebildet , fur die entweder keine
randomisierten Studien oder  nur heterogene Evidenz vor handen sind. Diese
Statements wu rden auf Grundlage von Expertenmeinungen oder Studienergebnissen
gebildet und entsprechend der Vorgehensweise bei den Em pfehlungen im Rahmen
eines formalen Konsensusverfahrens als Statement oder als Expertenkonsens
verabschiedet.

Festlegung des Empfehlungsgrades

Grundsétzlich erfolgte eine Anlehnung der evidenzbasierten Empfehlungen hinsichtlich
ihres Empfehlungsgrades an  die Stérke d er verfligbaren Evidenz  (siehe ),
d.h. ein hoher Evidenzgrad (z.B. Metaanalysen/systematische Ubersichten von RCTs
oder mehrere me thodisch hochwertige RCTs ). Dies beduetet das die  Sicherheit
bezuglich der Ergebnisse in der Regel auch zu einer  starke n Empfehlung
(Empfehl ungsgrfahten Adll. asol | 0)

Zusatzli ch wurden weitere Kriterien bei der Wahl des Empfehlungsgrades
berlicksichtigt. Folgende berticksichtigte  Kriterien konnte n zu einem Abweichen der
Empfehlun gsstérke nach oben oder unten fuhren
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Konsistenz der Studienergebnisse

Bsp.: Die Effektschatzer der Studienergebnisse gehen in u nterschiedliche Richtungen
und zeigen keine einheitliche Tendenz.

Klinische Relevanz der Endpunkte und Effektstarken

Bsp.: Es liegen zwar Studien mit Ergebnissen in eine Richtung vor, jedoch wird die
Bedeutung der gewéhlten Endpunkte und/oder Effektstark en als nicht relevant
eingeschatzt.

Nutzen -Risiko -Verhéltnis

Bsp.: Dem nachgewiesenen Nutzen einer Intervention steht ein relevanter
Schadensas pekt gegeniber, der gegen eine uneingeschrankte Empfehlung spricht.

Ethische Verpflichtungen

Bsp.: Downgrading: Aus ethischen Griinden kann ei ne Intervention mit

nachgewiese nem Nutzen nicht uneingeschrankt angeboten werden. Upgrading: Starke
Empfehlung au f Basis von z.B. Fall -Kontroll -Studien, da aus ethischen Grinden ein RCT
nicht durchfiihrbar ist.

Patientenpraferenzen

Bsp.: Eine Intervention mit nachgewiesenem Nutzen wird nicht stark empfohlen, da sie
von den Patienten als belastend oder nicht praktika bel abgelehnt wird.

Anwendbarkeit, Umsetzbarkeit in der Versorgung

Bsp.: Eine Intervention mit nachgewiesenen positiven Effekten kann nicht empfohlen
werden, weil sie im regionalen Versorgungssystem aus strukturellen Griinden nicht
angeboten werden kann.

Abbildung 5: Schema zur Darstellung der kriteriengestitzen
Entscheidungsprozesse bei der Wahl des Empfehlungsgrades

Evidenzstarke Empfehlungsgrad
Bezeichnung * Symbole * *
Hoch _ » Starke Empfehlung
Klasse | ‘/ o \'.- A N
MaBig .. fo T T el
g i Empfehlung
Klasse Il | = - . B, 1
Schwach/sehr.......—->""" / - Empfehlung offen
schwach — 0, &
Klasse Ill, IV,V "_T__’

Kriterien fiir die Graduierung (Konsensusaspekte):

- Konsistenz der Studienergebnisse

- Klinische Relevanz der Endpunkte und Effektstarken
- Nutzen-Risiko-Verhaltnis

- Ethische, rechtliche, 6konomische Erwagungen

- Patientenpraferenzen

- Anwendbarkeit, Umsetzbarkeit
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*: blau = Evidenzst2arke nach GRADE bzgl. des gesa
Evidenzklassifikation bzgl. Einzelstudien, z.B. nach Oxford;

**: Empfehlungsgraduierung im Programm fiir Nationale Versorgungsleitlinien : Die

Empfehlungenw ur den nach M°glichkeit analog formuliert:
(abgeschw?2chte) Elntpée ce;h | emghltnggwsw erden entweder rein
sprachlich ausgedr¢ckt (anichto / &akann verzichte
sprachlich mit zusétzlich nach unten gerichteten Pfeilen; Offene Empfehlungen

drucken eine Handlungsoption in Unsicherhei t aus (akann erwogen werden

verzichtet werdeno).

Quelle: modifiziert AWMF -Regelwerk (Arbeitsgemeinschaft der Wissenschaftlichen
Medizinischen Fachgesellschaften - Standige Kommission 1. Auflage 2012 ).

5.4.3. Verzicht auf ak a n rEdmpfehlungen
Wie auch bereits in der letzten Version dieser Leitlinie (Version 2.0) wurde auch in
dieser aktualisierten Leitlinie, wenn klinisch un
Empfehlungen verzichtet, da diese nicht adaquat in der vierstufigen (jeweils stark oder
abgeschwacht fir oder ge  gen eine Massnahme) GRADE -Empfehlungsgraduierung
abzubilden sind.
Insgeeamt enhalt d iese aktualisierte Leitlinie 25 & k a rREmpfehlungen (drei in Kapitel
5, acht in Kapitel 8, zwélf  in Kapitel 9 und zwei in Kapitel 11).
5.4.4. Formale Konsensusverfahren und Konsensuskonferenz
Im Oktober 2019 wurden die verschiedenen Kapitelentwiirfe und Empfehlungen fiir alle
Leitlinienbeteiligten zur Kommentierung und Vorabstimmung zugénglich gemacht.
Alle Empfehlungen wu rden im Rahmen eines formalen Ko  nsensusverfahrens
verabschiedet. Hierzu fand en zwei formale On line -Konsensuskonferenz en statt; am
07.11. 2019 (ganztagig) sowie am 04.02.2020 (halbtagig).
Tabelle 5: Festlegungen hinsichtlich der Konsensstérke
Konsensstéarke Prozentuale Zustimmung
Starker Konsens > 95% der Stimmberechtigten
Konsens >75 & 95% der Stimmberechtigten
Mehrheitliche Zustimmung >50 & 75% der Stimmberechtigten
Dissens <50% der Stimmberechtigten
5.4.4.1. Steuergruppen -Meeting

Das erste Steuergruppen -Meeting fand am 31.01.2019 online via Telefonkonferenz
statt. In dieser Sitzung wurde n der Projektablauf préazisiert und die Schlisselfragen
formuliert.

Als Auftakt der Sitzung erfolgte eine Einfihrung in die T hematik von Frau PD Dr. Nicole
Skoetz, Leitlinienkoordinatorin. Danach wurden die Ergebnisse der Anwenderumfrage
(Umfragezeitraum zwischen Dezember 2018 und Januar 2019) zur vorherigen

Aktualisierung der Leitlinie vorgestellt.
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5.4.4.2.

An dieser Umfrage nahmen ins gesamt 267 Personen, davon Uberwiegend Fachérzte
der Hamatoonkologie und Strahlentherapie, teil.

Themen, die u.a. detaillierter dargestellt werden sollten sowie
Verbesserungsvorschlage erhielten, waren folgende

Strahlentherapie

PET/CT Kostenubernahme
Behandlung &lterer Patienten
Behandlung schwangerer Patientinnen
Darstellung: Behandlungspfade

=A =4 =8 -8 4

Als Leitliniensteuergruppe waren folgende Fachexperten gemeinsam mit den
Koordinatoren Herrn Prof. Dr.  Andreas Engert und Frau PD Dr. Nicole Skoetz an der
konzeptio nellen Leitliniengestaltung beteiligt:

1  Prof. Dr. Peter Borchmann (entschuldigt, im E -Mail-Verfahren informiert und
um Ruckmeldung gebeten)

Prof. Dr. Markus Dietlein ( vertreten durch Simone Stockter)

Prof. Dr. Hans Eich

Renate Pfeifer

Prof. Dr. Heinz Schmidberger (entschuldigt,im E -Mail-Verfahren informiert und
um Ruckmeldung gebeten)

M PD Dr. Bastian van Tresckow

E R N

Es wurde beschlossen, dass eine jahrliche Aktualisierung mit Prufung der gesamten
Leitlinie auf Aktualitat publiziert werden soll. Wichtige N euerungen in kiirzerem
Interval kdnnen ggf. in Amendments beriicksichtigt werden. Danach folgte die
Diskussion zum Aktualisierungsbedarf der Schlissel fragen je Kapitel (siehe Kapitel
4.1.). Zu den einzelnen Empfehlungen werden im Anschluss an das Meeting Update -
Suchen durchgefuhrt.  Konsensbasierte Empfehlungen sollen von den Autoren auf
Aktualitat geprift werden. Ein weitere s Them a war die Berlicksichtigung von
Berufsver banden zur Mandatsverteilung. Hier wurde gemeinschaftlich beschlossen,
dass Berufsverbande zwar kein Mandat erhalten sollen, jedoch zur Anregung der
Diskussion teilnehmen kdnnen. AuRerdem wurde angeregt, wenn moglich,
Algorithmen der Behandlungsablaufe in der Leitlinie zu ergénzen, dad ies die
Anwenderfreundlichkeit erhéhe.

Online -Umfrage zur Konsentierung der Schlisselfragen

Die bisherigen sowie die dort ergénzten Schlisselfragen gingen, zusammen mit dem
Protokoll des Steuergruppentreffens, im E-Mail -Verfahren zur Kommentierung an die
Mandatstrége r. In dieser Umfrage wurden vom  14.02.2019 bis zum 28.02.2019 die
Schlusselfragen konsentiert.  Die folgenden Mandatstrager und Autoren haben auf die
Umfrage schrif tlich reagiert und den ausgearbeiteten Schlisse Ifragen zugestimmt (alle
weiteren Beteiligten hatten keinen Widerspruch eingelegt und waren mit den
Schlusselfragen einverstanden):

Mandatstrager
1 PD Dr. med. Jorg Stattaus (DRG)
1 Dr. med. Birgit Leibbrand (ASORS)
1  Prof. Dr. Ralph Naumann (DGIM, DGHO)

Autoren
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5.4.4.3.

5.4.4.4.

Dr. med. Paul Brockelmann
Dr. Horst Mller

PD Dr. med. Boris Boll
Prof. Dr. Bettina Toth

=A =4 =8 =9

Sonstige Vereinbarungen

Gemeinsam mit dem Onkologischen Leitlinienprogramm wurde am 03.09.2019 der
Vorschlag der Vergabe eines weiteren Mandats an Frau Dr. Pfe ifer als
Patientenvertreterin an die Steuergruppe kommuniziert. Da bis zur genannten Deadline
(20.09.2019) keine Einwande erhoben wurden, wurde dieses zusatzliche Mandat
angenommen.

Online -Umfrage zur Kommentierung der Empfehlungen

Die Vorabstimmung der E  mpfehlungen erfolgt e kapitelweise mittels eine s Online -Tools
und dem neuen Kapitelentwurf im Anhang der Einladungsemail. Empfehlungen mit
Veranderungen im Vergleich zur vorherigen Version wurden einzeln zur Abstimmung
freigegeben. Unverénderte Empfehlungen wurden als Blockabstimmung prasentiert,

das Kommentarfeld erlaubte jedoch, einen Anderungsvorschlag pro Empfehlung
anzugeben. Diese Umfragen wurden an die gesamte Leitliniengruppe gesendet, um

das Feedback so breit wie mdglich zu halten. Jede Empfehlung m it inhaltlich oder
methodisch relevantem Kommentar oder unzureichendem Konsens der Mandatstrager
wurde in der Konsensuskonferenz  diskutiert, unabhangig vom Amt des

Beantwortenden (Mandatstrager/in, Autor/in, weitere/r Beteiligte/r). Am 01.10.2019
wurden di e Einladungen zur Umfrage fiir Kapitel 3, 6 und 10 mit einer Antwortfrist von

zwei Wochen (bis zum 14.10.2019) versendet. Am 08.10.2019 wurden die Einladungen

zur Umfrage fur Kapitel 5, 9 und 11, auch mit einer Antwortfrist von zwei Wochen,
versendet. Erinnerungen wurden jeweils eine Woche und einen Tag vor der Antwortfrist

an die gesamte Leitliniengruppe gesendet. Kapitel 8 und 7 wurden am 20. und am 24.
Oktober versendet. Aufgrund unzureichender Teilnahme wurden Mandatstrager, die
keine Ruckmeldung gaben, zwischen dem 29. u nd 31.10.2019 wenn mdglich
telefonisch, andernfalls via E-Mail, kontaktiert. Alle Umfragen wurden am 31.10.2019
geschlossen . Bei einer Beteiligung von mindestens 75% der Mandatstrager und einer
Zustimmung von >95% der teilnehmenden Mandat stréager , ohne methodisch oder
inhaltlich relevante n Kommentare n, wurde die jeweilige Empfehlung als konsentiert
notiert.
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5.4.4.5.

1. Online -Konsensuskonferenz

Die erste Online -Konsensuskonferenz
12:00 Uhr sowie zwischen 13:00 und 16:00
Nothacker und Herr  Dr. Markus Follmann Gbernahmen die Moderation.
waren 21 von 26 Mandate n vertre ten (zwei Stimmberechtigt
Mandate) . Am Nachmittag waren 22 von 26 Mandate vertreten

vertraten jeweils zwei Mandate)

hat am 07. November 2019 zwischen 09:00 und
Uhr stattgefunden . Frau Dr. Monika

42

Am Vormittag

e vertraten jeweil s 2
(zwei Stimmberechtige

Die strukturierte Konsensfindung erfolgte im Sinne einer Konsensuskonferenz nach

dem NIH -Typ:

E R N

Vorstellung der Empfehlungen,

Gelegenheit zur inhaltlichen Klarung,

Aufnahme von Anderungsvorschlagen, Abstimmung.
Falls nach der ersten Abstimmung kein Konsens erzielt wurde, Diskussion und

gof. Anderung sowie erneute Abstimmung.

Anwesendheit  09:00 -12:00 Uhr (37 Teilnehmer insgesamt)

Moderation: Dr. Monika Nothacker

Beteiligte Fachgesellschaften und
Or ganisationen

Arbeitsgemeinschaft fir
Psychoonkologie (PSO)

(AG der DKG)

Arbeitsgemeinschaft fir
Gynékologische Onkologie (AGO)

Arbeitsgemeinschaft Internistische
Onkologie (AIO) (AG der DKG)

Arbeitsgemeinschaft Onkologische
Rehabilitation und Sozialmedizin
(AGORS)(AG der DKB)

Arbeitsgemeinschaft Pravention und
integrative Onkologie (PriO) (AG der
DKG)

Arbeitsgemeinschaft Radiologische
Onkologie (ARO) (AG der DKG)

Arbeitsgemeinschaft Supportive
MaRnahmen in der Onkologie (AGSMO)
(AG der DKG)

Deutsche Arbeitsgemeinschaft fir
Knochenmark - und
Blutstammzelltransplantation (DAG
KBT)
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Mandatstrager

Prof. Dr. Hans -Henning Flechtner

PD Dr. Jens Ulrich Riffer

Prof. Dr. Jens Huober

PD Dr. Kerstin Rhiem
Prof. Dr. Andreas Engert
Prof. Dr. Ralph Naumann

Dr. Birgit Leibbrand

Prof. Dr. med. Oliver Micke

Dr. Christian Keinki

Prof. Dr. med. Heinz Schmidberger

Dr. med. Jorn Riissel

Dr. Julia MeiR3ner

Prof. Dr. Christoph Scheid

Stellvertr eter: Prof. Dr. Nicolaus Kroger

Anzahl
Mandate

| Version 3.0 | Oktober 2020

Anwesend?

Nein

Nein

Ja

Ja

Ja
Nein

Ja

Ja

Nein

Nein

Nein

Ja

Ja

Nein
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Beteiligte Fachgesellschaften und
Or ganisationen

Deutsche Gesellschaft fur Andrologie
(DGA)

Deutsche Gesellschaft fiir Endoskopie
und Bildgebende Verfahren (DGE -BV)

Deutsche Gesellschaft fur Gynékologie
und Geburtshilfe (DGGG)

Deutsche Gesellschaft fur Hamatologie
und Medizinische Onkologie (DGHO)

Deutsche Gesellschaft fur Innere
Medizin (DGIM)

Deutsche Gesellschaft fir klinische
Chemie und Laboratoriumsmedizin
(DGKL)

Deutsche Gesellschaft fir
Medizinische Informatik, Biometrie
und Epidemiologie (GMDS e.V.)

Deutsche Gesellschatft fir
Nuklearmedizin (DGN)

Deutsche Gesellschaft fir Pathologie
(DGP)

(gemeinsam mit Bundesverband
Deutscher Pathologen e.V.)

Deutsche Gesellschaft fir
Radioonkologie (DEGRO)

Deutsche Gesellschaft fur
Reproduktionsmedizin (DGRM)
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Mandatstrager

Prof. Dr. Frank -Michael Kéhn
Vertreter: Dr. Christian Leiber

Prof. Dr. Christoph Frank Dietrich

Prof. Dr. Bettina Toth

Prof. Dr. Peter Borchmann

Prof. Dr. Andreas Engert

Prof. Dr. Ralph Naumann

Vertreterin: PD. Dr . Nicole Skoetz

Prof. Dr. Ralph Naumann

Dr. Thomas Nebe

Dr. Eva Hoster

Prof. Dr. Markus Essler
Stellvertreter: PD Dr. Matthias Miederer

Prof. Dr. med. Andreas Rosenwald

Prof. Dr. med. Peter Moller

Prof. Sylvia Hartmann
Prof. Dr. med. Hans Theodor Eich
Vertreter: PD Dr. Jan Kriz

PD Dr. Andreas Schiiring

Stellvertreter: Prof. Dr. Frank -Michael
Koéhn

Prof. Dr. med. Christian Goérg

Anzahl
Mandate
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Anwesend?

Ja

Nein

Ja

Ja

Ja

Ja

Nein

Ja

Nein

Ja

Ja

Nein
Ja

Nein
Nein

Nein

Nein
Ja

Nein

Ja

Nein
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Beteiligte Fachgesellschaften und Mandatstrager Anzahl Anwesend?
Or ganisationen Mandate
Deutsche Gesellschaft fur Ultraschall Ja
in der Medizin (DEGUM) Stellvertreterin: Dr. med. Corinna
Trenker
Deutsche Leukadmie - und Dr. Ulrike Holtkamp 1 Ja
Lymphombhilfe (DLH
e ( ) Jan Liineberg Ja
Rainer Gobel Nein
Deutsche Rontgengesellschaft (DRG) PD Dr. Jorg Stattaus 1 Ja
Nein
Stellvertreter: PD Dr. Axel Wetter

Konferenz Onkologischer Kranken - Kerstin Paradies 1 Nein

und Kinderkrankenpflege (KOK) (AG

der DKG)

Patientenvertretung Renate Pfeifer 1 Ja
*Bei mehreren anwesenden Mandatstrdgern je Fachgesellschaft hat immer der
hervorgehobene Mandatstréager abgestimmt
Nicht -stimmberechtigte Teilnehmer: 14

1 Angela Aldin
M PD Dr. Bastian von Tresckow
M PD Dr. med. Boris Boll
1  Prof. Dr. med. Carsten Kobe
1 Eva Hilgenfeld
1 Lara Mossakowski
1  Marius Goldkuhle
M  Dr. Markus Follmann
1  Moritz Ernst
1 Nina Kreuzberger
1 Dr. med. Sven Borchmann
1 Thomas Langer
1 Tina Jakob
1 Vanessa Piechotta
13:00 0 16:00 Uhr
Moderation: Dr. Markus Follmann

Beteiligte Fachgesellschaften und Mandatstrager Anzahl Anwesend?

Organisationen Mandate

Arbeitsgemeinschaft flir Psychoonkologie Prof. Dr. Hans -Henning Flechtner 1 Nein

(F10) PD Dr. Jens Ulrich Riffer Nein

(AG der DKG)
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Beteiligte Fachgesellschaften und
Organisationen

Arbeitsgemeinschaft fir Gynékologische
Onkologie (AGO)

Arbeitsgemeinschaft Internistische
Onkologie (AlIO) (AG der DKG)

Arbeitsgemeinschaft Onkologische
Rehabilitation und Sozialmedizin (AGORS)
(AG der DKB)

Arbeitsgemeinschaft Pravention und
integrative Onkologie (PriO) (AG der DKG)

Arbeitsgemeinschaft Radiologische
Onkologie (ARO) (AG der DKG)

Arbeitsgemeinschaft Supportive
MaRnahmen in der Onkologie (AGSMO)
(AG der DKG)

Deutsche Arbeitsgemeinschaft fir
Knochenmark - und
Blutstammzelltransplantation (DAG KBT)

Deutsche Gesellschaft fur Andrologie
(DGA)

Deutsche Gesellschaft fir Endoskopie und
Bildgebende Verfahren (DGE -BV)

Deutsche Gesellschaft fur Gynakologie
und Geburtshilfe (DGGG)

Deutsche Gesellschaft fir Hamatologie
und Medizinische Onkologie (DGHO)

Deutsche Gesellschatft fiir Innere Medizin
(DGIM)

Deutsche Gesellschatft fir klinische
Chemie und Laboratoriumsmedizin
(DGKL)
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Mandatstrager

Prof. Dr. Jens Huober

PD Dr. Kerstin Rhiem

Prof. Dr. Andreas Engert
Prof. Dr. Ralph Naumann

Dr. Birgit Leibbrand

Prof. Dr. med. Oliver Micke

Dr. Christian Keinki

Prof. Dr. med. Heinz Schmidberger

Vertreter: Prof. Dr. Hans Theodor

Eich

Dr. med. Jorn Riissel

Dr. Julia Meil3ner

Prof. Dr. Christoph Scheid

Stellvertreter: Prof. Dr. Nicolaus
Kroger

Prof. Dr. Frank -Michael Kéhn
Vertreter: Dr. Christian Leiber

Prof. Dr. Christoph Frank Dietrich

Prof. Dr. Bettina Toth

Prof. Dr. Peter Borchmann
Prof. Dr. Andreas Engert
Prof. Dr. Ralph Naumann

Vertreterin: PD. Dr. Nicole Skoetz

Prof. Dr. Ralph Naumann

Dr. Thomas Nebe

Anzahl
Mandate
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Anwesend?

Nein

Ja

Ja

Nein

Ja

Nein
Nein

Nein

Ja

Nein

Ja

Ja

Nein

Ja

Nein

Ja

Ja

Ja

Ja

Nein

Ja

Nein

Ja



5.4. Formulierung der Empfehlungen und formale Konsensusfindung

Beteiligte Fachgesellschaften und
Organisationen

Deutsche Gesellschaft fur Medizinische
Informatik, Biometrie und Epidemiologie
(GMDS e.V.)

Deutsche Gesellschaft fiir Nuklearmedizin
(DGN)

Deutsche Gesellschatft fir Pathologie
(DGP)

(gemeinsam mit Bundesverband
Deutscher Pathologen e.V.)

Deutsche Gesellschaft fir Radioonkologie
(DEGRO)

Deutsche Gesellschaft fiir
Reproduktionsmedizin (DGRM)

Deutsche Gesellschaft fir Ultraschall in
der Medizin (DEGUM)

Deutsche Leukamie - und Lymphomhilfe
(DLH)

Deutsche Rontgengesellschaft (DRG)

Konferenz Onkologischer Kranken - und
Kinderkrankenpflege (KOK) (AG der DKG)

Patientenvertretung

*Bei mehreren anwesenden

Mandatstrager

Dr. Eva Hoster

Prof. Dr. Markus Essler

Stellvertreter: PD Dr. Matthias
Miederer

Prof. Dr. med. Andreas Rosenwald
Prof. Dr. med. Peter Moller

Prof. Sylvia Hartmann

Prof. Dr. med. Hans Theodor Eich
Vertreter: PD Dr. Jan Kriz

PD Dr. Andreas Schiring

Stellvertreter: Prof. Dr. Frank -
Michael Kéhn

Prof. Dr. med. Christian Goérg

Stellvertreterin: Dr. med. Corinna
Trenker

Dr. Ulrike Holtkamp
Jan Luneberg
Rainer Gobel
PD Dr. Jorg Stattaus

Stellvertreter: PD Dr. Axel Wetter

Kerstin Paradies

Renate Pfeifer

Anzahl
Mandate

1

46

Anwesend?

Nein

Nein

Ja

Nein
Nein

Ja

Ja
Ja

Nein

Ja

Nein

Ja

Ja
Ja
Nein
Ja
Nein

Nein

Ja

Mandatstrdgern je Fachgesellschaft hat immer der
hervorgehobene Mandatstrager abgestimmt

Nicht -stimmberechtigte Teilnehmer: 13

Angela Aldin

=A =8 =8 -8 -8 -4 8

Marius Goldkuhle
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PD Dr. med. Bastian von Tresckow
Prof. Dr. med. Carsten Kobe

Dr. Christian Baues

Dr. Monika Nothacker

Lara Mossakowski
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Moritz Ernst

Nina Kreuzberger

Dr. med. Paul Bréckelmann
Dr. med. Stefanie Sasse
Tina Jakob

Vanessa Piechotta

=A =4 =8 -8 -4 A

Zunéachst wurde der generelle Ablauf der Konsensuskonferenz geklart und die
Abstimmfunktion (mittels der Option "Kurzumfrage") getestet. Mandatstrager mit
enthaltungsrelevanten Interessenkonflikten wurden dartiber einen Tag vorher

informiert ( siehe Ergebnisse der Bewertung in  Abschnitt 12.1). Vor Abstimmung einer
Empfehlung, bei der Interessenkonflikte vorlagen, wurden Mandatstrager gebeten, ggf.

die Option "Enthaltung aufgrund von Interessenkonflikten" zu wahlen.

Die Empfehlungen sowie Anderungsvorschlage aus der Vorabumfrage wurden einzeln

im Format des OL via Screensharing mit allen Anwesenden geteilt (Bildschirm : Frau PD
Dr. Nicole Skoetz) . Mandatstrager und Autoren konnten nun w eiter e Anderungen
diskutieren, diese wurden direkt fur alle sichtbar ausformuliert. Anschlieend wurde

durch den Moderator signalisiert, welche Version der Empfehlung abgestimmt wird,

und die Abstimmung eroffnet. Die Software ermdglichte es, live die proze ntuale
Beteiligung zu verfolgen und darauf aufmerksam zu machen, wenn noch Stimmen

fehlten. Wenn wie in  Tabelle 5 beschrieben mehr als 75% der Mandatstrager
zustimmten , galt eine Empfehlung als angenommen. War dies nicht der Fall, wurde die
nachste Version der Empfehlung  abgestimmt bis ein Konsens, teilweise durch erneute
Diskussion und Umformulierung, gefunden wurde.

Ablauf der Konsensuskonferenz von 9:00-12:00 Uhr

1 Kapitel 3
1 Kapitel 8
1 Kapitel 11, Empfehlungen 11.14  -11.18

Ablauf der Konsensuskonferenz von 13:00 -16:00 Uhr

1 Kapitel 10

1 Kapitel 5

1 Kapitel 6

1 Kapitel 7

1 Kapitel 11, Empfehlungen 11.4 -11.13
Aus zeitlichen Grinden konnten nicht alle Empfehlungen abgestimmt werden. Fir die
verbleib enden Empfehlungen in Kapitel 9 und Kapitel 11 wurde eine zweite Online -
Konsensuskonferenz fir den 4. Februar 2020, 9:00 -12:00 Uhr angesetzt.
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5.4.4.6.

Mandate) .

2. Online-Konsensuskonferenz
Die zweite Konsensuskonferenz hat am 04. Februar
Uhr (ebenfalls online ) mit insgesamt
erfolgte durch  Frau Dr. Monika Nothacker und Herr
von insgesamt 26  Mandate vertreten

2020 zwischen 09:00 und 12:
35 Teilnehmern stattgefunden.

(drei Stimmberechtigte vertraten jeweils zwei

Die strukturierte Konsensfindung erfolgte im Sinne einer Konsensuskonferenz nach

dem NIH -Typ:
1  Vorstellung der Empfehlungen,
1  Gelegenheit zur inhaltlichen Klarung,
1  Aufnahme von Anderungsvorschliagen, Abstimmung.
1

Falls nach der ersten Abstimmung kein Konsens erzielt wurde, Diskussion und

ggf. Anderung sowie erneute Abstimmung.

09:00-12:30 Uhr

Moderation:

Beteiligte Fachgesellschaften und Organisationen

Arbeitsgemeinschatft fir Psycho onkologie (PSO)

(AG der DKG)

Arbeitsgemeinschaft fiir Gynakologische
Onkologie (AGO)

Arbeitsgemeinschaft Internistische Onkologie
(AIO) (AG der DKG)

Arbeitsgemeinschaft Onkologische
Rehabilitation und Sozialmedizin (AGORS) (AG
der DKB)

Arbeitsgemeinschaft Pravention und
integrative Onkologie (PriO) (AG der DKG)
Arbeitsgemeinschaft Radiologische Onkologie

(ARO) (AG der DKG)

Arbeitsgemeinschaft Supportive Malinahmen in
der Onkologie (AGSMO) (AG der DKG)

© Leitlinienprogramm Onkologie |

Leitlinienreport Hodgkin Lymphom

Frau Dr. Monika Nothacker und Herr Markus Follmann

Mandatstrager Anzahl
Mandate

Prof. Dr. Hans -Henning 1

Flechtner

PD Dr. Jens Ulrich Ruffer

Stellvertreter. PD Dr. Andreas

Dinkel *

Prof. Dr. Jens Huober 1

PD Dr. Kerstin Rhiem

Prof. Dr. Andreas Engert 1

Prof. Dr. Ralph Naumann

Dr. Birgit Leibbrand 1

Prof. Dr. med. Oliver Micke 1

Dr. Christian Keinki

Prof. Dr. med. Heinz 1

Schmidberger

Dr. med. Jorn Russel 1

Dr. Julia MeiBner

Prof. Dr. Christoph Scheid 1
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30
Die Moderation
Dr. Markus Follmann . Es waren 24

Anwesend?

Nein

Nein

Ja

Ja

Ja

Ja
Ja

Ja

Ja
Nein

Nein

Nein

Ja

Ja
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Beteiligte Fachgesellschaften und Organisationen

Deutsche Arbeitsgemeinschaft fur
Knochenmark - und
Blutstammzelltransplantation (DAG KBT)

Deutsche Gesellschaft fir Andrologie (DGA)

Deutsche Gesellschaft fir Endoskopie und
Bildgebende Verfahren (DGE -BV)

Deutsche Gesellschaft fir Gynakologie und
Geburtshilfe (DGGG)

Deutsche Gesellschaft fir Himatologie und
Medizinische Onkologie (DGHO)

Deutsche Gesellschatft fiir Innere Medizin
(DGIM)

Deutsche Gesellschaft fir klinische Chemie
und Laboratoriumsmedizin (DGKL)

Deutsche Gesellschaft fir Medizinische
Informatik, Biometrie und Epidemiologie
(GMDS e.V.)

Deutsche Gesellschaft fiir Nuklearmedizin
(DGN)

Deutsche Gesellschaft fir Pathologie (DGP)

(gemeinsam mit Bundesverband Deutscher
Pathologen e.V.)

Deutsche Gesellschaft fur Radioonkologie
(DEGRO)

Deutsche Gesellschaft fir
Reproduktionsmedizin (DGRM)
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rmale Konsensusfindung

Mandatstrager

Stellvertr eter: Prof. Dr. Nicolaus
Kroger

Prof. Dr. Frank -Michael Kohn
Vertreter: Dr. Christian Leiber

Prof. Dr. Christoph Frank
Dietrich

Prof. Dr. Bettina Toth

Prof. Dr. Peter Borchmann

Prof. Dr. Andreas Engert

Prof. Dr. Ralph Naumann

Prof. Dr. Ralph Naumann

Dr. Thomas Nebe

Dr. Eva Hoster

Prof. Dr. Markus Essler

Stellvertreter: PD Dr. Matthias
Miederer

Prof. Dr. med. Andreas
Rosenwald

Prof. Dr. med. Peter Moller

Prof. Sylvia Hartmann

Prof. Dr. med. Hans Theodor
Eich

Vertreter: PD Dr. Jan Kriz

PD Dr. Andreas Schiring

Anzahl
Mandate
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Anwesend?

Nein

Ja

Nein

Ja

Ja

Ja

Ja

Ja

Ja

Ja

Ja

Nein

Ja

Nein
Nein

Ja

Ja

Nein

Nein
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Beteiligte Fachgesellschaften und Organisationen Mandatstrager Anzahl Anwesend?
Mandate
Stellvertreter: Prof. Dr. Frank - Ja
Michael Kéhn
Deutsche Gesellschaft fur Ultraschall in der Prof. Dr. med. Christian Gérg 1 Ja
Medizin (DEGUM)
Ja
Stellvertreterin: Dr. med.
Corinna Trenker
Deutsche Leukdmie - und Lymphombhilfe (DLH) Dr. Ulrike Holtkamp 1 Ja
Jan Luneberg Nein
Rainer Gobel Nein
Deutsche Rontgengesellschaft (DRG) PD Dr. Jorg Stattaus 1 Ja
Ja
Stellvertreter: PD Dr. Axel Wetter
Konferenz Onkologischer Kranken - und Kerstin Paradies 1 Nein
Kinderkrankenpflege (KOK) (AG der DKG)
Patientenvertretung Renate Pfeifer 1 Ja

*Bei mehreren anwesenden Mandatstrdgern je Fachgesellschaft hat immer der
hervorgehobene Mandatstrager abgestimmt

Nicht -stimmberechtigte Teilnehmer: 11

Angela Aldin

PD Dr. Bastian von Tresckow
Prof. Dr. med. Carsten Kobe
Eva Hilgenfeld

Jesko Momotow

Lara Mossakowski

Marius Goldkuhle

Moritz Ernst

PD Dr. med. Nicole Skoetz
Nina Kreuzberger

Vanessa Piechotta

=4 =4 =8 =8 -8 -8 e o os e

Zu Beginn wurde n der Ablauf der Konsensuskonferenz und die noch abzustimmenden
Empfehlungen besprochen. Diese Empfehlungen sowie dazugehdrige
Anderungsvorschlage aus der Vorabumfrage wurden, wie bereits bei der ersten
Konsensuskonferenz, einzeln im Format des OL via Screensharing mit allen

Anwesenden geteilt (Bildschir m: Frau PD Dr.Nicole Skoetz). A uf3erdem wurden die
entsprechenden Evidenztabellen bei Bedarf prasentiert. Mandatstrager und Autoren
konnten nun weitere Anderungen diskutieren, diese wurden fiir alle sichtbar

ausformuliert. AnschlieRend wurde durch den Modera tor signalisiert, welche Version
der Empfehlung abgestimmt wird, und die Abstimmung eréffnet. Mandatstrager mit
enthaltungsrelevanten Interessenkonflikten wurden dartber einen Tag vorher

informiert (siehe Ergebnisse der Bewertung in Abschnitt 12.1). Vor Abstimmung einer
Empfehlung, bei der Interessenkonflikte vorlagen, wurden Mandatstrager gebeten, die
Option "Enthaltung aufgrund von Interessenkonflikte n" zu wahlen.
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Die Software ermdglichte es, live die prozentuale Beteiligung zu verfolgen und darauf
aufmerksam zu machen, wenn noch Stimmen fehlten. Wenn wie in Tabelle 5
beschrieben mehr als 75% der Mandatstréger zustimmten, galt eine Empfehlung als
angen ommen. War dies nicht der Fall, wurde die nachste Version der Empfehlung zur
Abstimmung bereitgestellt, bis ein Konsens, teilweise durch erneute Diskussion und
Umformulierung, gefunden wurde.

Ablauf der Konsensuskonferenz

1 Kapitel 9
1 Kapitel 11, Empfehlunge n11.17 6 11.51

5.4.4.7. Online -Abstimmung ausstehender Empfehlungen im Delp hi-Verfahren
(Juni 2020)

Aufgrund von Einbindung neuer Studienergebnisse ~ mussten 11 Empfehlungen im
Kapite | TBerapie des intermediaren Stadiums 0 er neut abgréent i mmt w
(aktualisierte, neue und zu I6schende Empfehlungen) . Zudem stand auch die
Abstimmungeiner Empf ehl ung im Kapitel 5 adus®eapie freigher
Kosentierung dieser Empfehlungen erfolgte vom 09. bis zum 24. Juni 2020  Uber eine
schriftliche, mehrstufi  ge und anonyme Online -Abstimmung im De Iphi -Verfahren. Am
09.06.2020 wurde die Einladung zur Teilnahme an der Abstimmung an alle
Mandatstrager der Leitlinie versendet.  Erinnerungen wurden jeweils eine Woche
(17.06.2020) und einen Tag (23.06.2020) vor der An twortfrist versendet.  Die
Abstimmung wurde am 25 .06.2020 geschlossen.

Alle aktualisierten und neuen Empfehlungen wurden jeweils mit einer Zustimmung von
>95% der teilnehmenden Mandatstréger ~ konsentiert :

1 Kapitel 5, Empfehlung 5.9.
1 Kapitel 6, Empfehlungen 6 .2. 66.9.

5.4.4.8. Online -Abstimmung einer Teil -Empfehlung  (Juli 2020)

Vom 14. Juli bis 4. August 2020 wurde eine Teil -Empfehlung von Empfehlung 5.12. in
Kapitel5 a Ther api e f r ¢abfé&rund®ineadinhatiicio relevanten Kommentar s
nochmal in einem formellen E -Mail Verfahren abgestimmt. Zwei und zwanzig der 26
Mandatstréger haben schriftlich ( per E-Mail) der aktualisierten Teil -Empfehlung
zugestimmt. Ausstehende Riickmeldungen galten als Zustimmung.
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6. Ableitung der Qualitatsindikatoren

Qualitatsindikatoren sind Messgrof3en, deren Erhebung und Auswertung der
Qualitatsbeurteilung der zugrundeliegenden Strukturen und Prozesse dient. Das

vorrangige Ziel ihres Einsatzes ist die stetige Verbesserung der Versorgung.
Qualitatsindikatoren als qual  itatsbezogene Kennzahlen sind damit ein wesentlicher
Bestandteil des Qualitdtsmanagements. Dabei ist zu beachten, dass einzelne

Indikatoren jeweils nur einen Aspekt des komplexen Versorgungsgeschehens

beleuchten. Der Auswahl geeigneter Indikatoren kommt de shalb grof3e Bedeutung zu.

Im Rahmen des Leitlinienprogramms Onkologie werden Qualitéatsindikatoren in einem
standardisierten Prozess aus den Empfehlungen der Leitlinien abgeleitet. Die detaillierte
Beschreibung der Methodik findet sich auf der Homepage des Leitlinienprogramms
Onkologie (Leitlinienprogramm Onkologie 2013 ).

Die Qualitatsindikatoren  werden mit dem 3. Update dieser Leitlinie (2021) aktualisiert.
Daher gelten fir die jetzige Version die Qualitatsindikatoren der vor  herigen Version
2.1. Die Empfehlungen, auf die sich die Qualitatsindikatoren beziehen, haben sich
wahrend der Aktualisierung der Leitlinie zur Version 3.0 nicht geéndert.

7. Reviewverfahren  und Verabschiedung

Wahrend des Aktualisierungsprozesses erfolgten methodische Reviews durch das OL

Office und das AWMF -IMWi. Im Anschluss wurde ein 6ffentliches

Konsultationsverfahren eingeleitet und die formale Zustimmung der Vorsténde der
beteiligten Fac hgesellschaften/Organisationen  eingeholt. Die Langversion und der
Leitlinienreport wurden  zu diesem Zweck fir 6 Wochen (vom 25.08 .2020 -05.10.2020 )
online auf de n Websiten des OL, der AWMF sowie der DGHO  eingestellt und konnten
mittels Formblatt kommentiert werden . Alle an der Leitlinie beteiligten

Fachgesellschaften w urden per E-Mail auf die Leitlinie aufmerksam gemacht und um
Kommentare gebeten , welche an das Leitliniensekretariat zu richten waren .

Fir dieses Update der Leitlinie sind keine inhaltlichen K ommentare zur Langversion
oder zum Leitlinienreport eingegangen. Siebzehn der 23 beteiligten
Fachgesellschaften/Organisationen haben der Leitlinie formal zugestimmt. Die Ubrigen
beteiligten Fachgesellschaften/Organisationen haben keine Riickmeldung gesendet ;
wobei angekiindigt war, bei ausstehender Riickmeldung von der Zustimmung

auszugehen.

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020



8. Unabhangigkeit und Umgang mit Interessenkonflikten

Unabhangigkeit und Umgang mit
Interessenkonflikten

Die Deutsche Krebshilfe stellt e lber das Leitlinienprogramm Onkologie (OL) die
finanziellen Mittel zur Verfligung. Diese Mittel wurden eingesetzt fir Personalkosten,
Biromaterial, Literaturbeschaffung und die Konsensuskonferenzen (Technik,
Moderatorenhonorare). Die Er  arbeitung der Leitlinie erfolgt e in redaktioneller
Unabhéangigkei t von der finanzierenden Organisation. An dieser Stelle mdchten wir

allen Fachexperten fur ihre ausschlieRlich ehrenamtliche Mitarbeit an dem Projekt
danken .

Interessenerklarungen aller an der Leitlinie Beteiligten (Koordinator, Mandatstrager,
Steuergrupp enmitglieder, Autoren) wu  rden schriftlich mittels des Formblattes der
AWMF (Version 2.5,

, Zugriff 27.09.2019)  abgefragt und dok umentiert und sind in Kapitel 12.1.
tabellarisch, nach MaRgabe des AWMF -Regelwerks , vollstandig dargestelit.

Ein Vorschlag zur Regelung des Umgangs mit Interessenkonflikten wurde am
25.09.2019 an die Steuergruppe, das OL und die AWMF versandt . Aufgrund von
Einwanden wurde dieser erste Entwurf ~ am 27.09.2019 revidiert . Der Umgang mit
Interessen konflikten wurde wie folgt festgelegt (Tabelle 6) (Zustimmung bis zum
02.10.2019) :

Tabelle 6: Einstufung der Interessenkonflikte

Tatigkeit Betrag Bewertung
Berater/Gutachtertatigkeit Unabhéngig vom Betrag Moderat
Wissenschaftlicher Beirat Unabhé&ngig vom Betrag Moderat
Honorar fur Vortrége, Unabhé&ngig vom Betrag Gering

honorierte Autorenschaft
Forschungsvorhaben Unabhé&ngig vom Betrag Moderat

Patente Unabhé&ngig vom Betrag Hoch
/Eigentiimerinteressen

Die Interessenkonflikte wu  rden zunachst auf thematischen Bezug zur Leitlinie
gesichtet und geméanR der AWMF -Kriterien als keine, gering, moderat oder hoch
bezuglich der individuellen Empfehlung eingestuft. Hiernach wurde die jeweilige
Konsequenz nach dem Schema in  Tabelle 7 festgelegt.

Tabelle 7: Konsequenz der Einstufung der Interessenkonflikte
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https://www.awmf.org/fileadmin/user_upload/Leitlinien/AWMF-Regelwerk/Anhaenge/20180523_AWMF_Formular_Erkl%C3%A4rung_Interessen_V.2.5.docx
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Einstufung des Konsequenz
Interessenkonflikts

Keine Keine Einschrankungen

Niedrig Sollte keine leitende Funktion beziig  lich des Themas
Ubernehmen, ODER einen interessenkonfliktfreien Ko  -AG-
Leiter haben

Moderat Sollte keine leitende Funktion beziig  lich des Themas
Ubernehmen, ODER einen interessenkonfliktfreien Ko  -AG-
Leiter haben

Enthaltung zu Empfehlungen, die in Zusammenhang mit
den Interessenkonflikten stehen

Hoch Ausschluss von der Diskussion zu Empfehlungen, die in
Zusammenhang mit den Interessenkonflikten stehen

Bei Interessenkonflikten der Arbeitsgrup penleiter dieser bereits existierenden Leitlinie
wurden die jeweil igen Kapitel sorgféltig gepruft. Beispielsweise b ei moderaten
Interessenkonflikten  (Mitglied im Advisory Board, = Gutachtertatigkeit,
Drittmitteleinnahme zur klinischen Forschung der diskutier ten Subst anz) wurde eine
Enthaltung bei der Abstimmung relevanter Empfehlungen beschlossen (siehe Tabelle
8). Empfehlungen mit Enthaltungen wurden den Mandatstragern vorab kommuniziert.
Zum Vergleich wurde wahrend der Online  -Konsensuskonferenz eine

Doppela bstimmung (Teilnehmer ohne Interessenkonflikte/ alle Teilnhmer)

durchgefiihrt. Vorab wu  rd e kommuniziert, dass sich die Berechnung der

Konsentierung und Konsensstéarke aus  schlie3lich auf die Stimmen ohn e Enthaltungen
bezieht. Beide Abstimmungsrunden wu rden do kumentiert und in der Leitlinie
veroffentlicht.

Die Beeinflussu ng durch Interessenskonflikte wu rde dadurch reduziert, dass die
Recherche, Auswahl, Auswertung und Bewertung der Literatur durch Methodiker n der
Abteilung Evidence -Based Oncology erfolgt e, die samtlich keine Interessenkonflikte
aufwie sen. Die formale Konsensbildung mit externer, unabh&ngiger Moderation, die
interdisziplindre Erstellung der Leitlinie und die 6ffentliche Begutachtung der Leitlinie

bilden weitere  protektive Faktoren, die Verzerrun gen durch Interessenkonflikte
entgegenwirken
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Verbreitung und Implementierung

Die Leitlinie wird in den in Kapitel 1 genannten und naher dargestellten Formaten
publiziert:

1  Kurzfassung in deutscher Sprache
1 Langfassung in deutscher Sprache
1 Leitlinienreport
1 Patientenleitnie
Alle genannten Formate der Leitlinie sollen Uber die Internet seiten der folgenden

Gesellschaften und Organisationen verfugbar sein:

1 Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften

(https:/iwww.awmf.org/leitlinien/ak tuelle -leitlinien.html )
1 Leitlinienprogramm Onkologie
(http://www.leitlinienprogrammonkologie.de/OL/leitlinien.html )

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

Es ist explizit gewiinscht die Leitlinie in die Anwendung in der Versorgung zu

Uberfihren. Dies kann z.B. durch Verwendung der Algorithmen in lokalen

Behandlungspfaden oder durch die Einbindung in Praxis - bzw.

Klinikinformationssystem e erfolgen. Intensive Offentlichkeitsarbeit mittels Beitrégen in
Fachzeitschriften, Buchbeitrdgen, Vortragen auf Kongressen, Symposien, Schulungen

und Fortbildungen kann die Verbreitung und Implementierung der Leitlinie ebenfalls
unterstdtzen.
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12.1 . Ergebnisse der Interessenkonflikterklarungen 60
Tabelle 8:Offengelegte Sachverhalte und Beziehungen, die auf Interessenkonflikte hinweisen kdnnen
Name, Berater - Mitarbeit in Honorierte Honorierte Forschungs - Eigentuimer - Indirekte, nicht -finanzielle Interessen ’ Arbeitgeber Relevanz Einschréankung
Vorname, IGutachter - einem Vortrags -/ Autoren - vorhaben/ interessen ° en/Enthaltung
Titel tatigkeit * wissenschaft - Schulungs - /Co - Durchflihrung en
lichen Beirat * tatigkeit * Autoren - klinischer
schaft * Studien ®
Aldin, Nein Nein Nein Ja Nein Nein Systematische Reviews, prognostische Faktoren Uniklinik Kol n Keine Keine
Angela 3 Klinik | fur
Cochrane Innere Medizin
Reviews
Baues, Nein Ja Nein Nein Nein Nein 3. Lymphome und  Immuntherapie Uniklinik K6ln Moderat Betrifft die
Christian, . 4. Vortrag & Kurs 3 Zentrum fir Empfehlungen
Dr. Bristol -Myers Radioonkologi 9.17, 9.26,
Squibb e 9.28
Strahlentherap
ie und Hat
Cyberknife grundsatzlich
Zentrum kein
Stimmrecht/M
andat fiir
Abstimmunge
n, daher keine
Einschrankung
/Enthaltung.
Behringe, Nein Nein Nein Nein Nein Nein Nein Uniklinik KéIn Keine Keine
Karolin, o Klinik | fir
Dr. Innere
Medizin, GHSG
Besiroglu, Nein Nein Nein Nein Nein Nein Nein Uniklinik KéIn Keine Keine
Burcu 0 Klinik | fir
Innere Medizin
Boll, Boris Ja Ja Ja Ja Nein Nein 1. DGIM, DGHO, DGIIN, BDI Uniklinik K6ln Moderat Betrifft die
. 2. HL & Klinik I far Empfehlungen
Market MSD, Sanofi, Astellas, Janssen, Theodorus 3. Hamatologie, Internistiscvhe Intensivmedizin Innere 9.16,9.17,
Research Takeda Maquet, Miltenyi, Vassalikopo Medizin, GHSG 9.20, 9.21

Service,

MSD, Roche,
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Name,
Vorname,
Titel

Borchma
nn, Peter,
Prof. Dr.

Borchma
nn, Sven,
Dr.

Brockelm
ann, Paul,
Dr.

Berater - Mitarbeit in
IGutachter - einem
tatigkeit * wissenschaft -
lichen Beirat *
MSD,
Takeda
Nein Novartis,
Celgene, MB
Nein Ja
Takeda
Ja Nein
Takeda

Honorierte
Vortrags -/
Schulungs -
tatigkeit *

Sanofi, Takeda,
Tumorzentrum
Weser Ems,
Uniklink
Hamburg,
Uniklinik
Muinchen

Novartis,
Celgene, Gilead,
MB

Nein

Ja

Bristol -Myers
Squibb

Honorierte Forschungs -
Autoren - vorhaben/
ICo - Durchfiihrung
Autoren - klinischer
schaft * Studien ®
ulos,

Takeda

Novartis Novartis
(kein

Honorar)

Nein Nein

Nein Nein

Eigentimer -
interessen °

Nein

Nein

Nein

Indirekte, nicht -finanzielle Interessen ’ Arbeitgeber
2. Lymphome Uniklinik KéIn
3. Lymphome

4. LYFE Meeting, Excellence in Oncology

1.EHA, ESMO, DGHO Uniklinik KIn
2. HL, Immuntherapie

3. HL

Nein Uniklinik Koln

Relevanz

Moderat

Moderat

Moderat

Einschrankung
en/Enthaltung
en

9.25, 9.26,
9.27,9.28

Hat
grundsatzlich
kein
Stimmrecht/M
andat fiir
Abstimmunge
n, daher keine
Einschrankung
/Enthaltung.

Keine

Betrifft die
Empfehlungen

9.16, 9.20,
@2, 92 3,
9.26, 9.27

Hat
grundsatzlich
kein
Stimmrecht/M
andat fiir
Abstimmunge
n, daher keine
Einschrankung
/Enthaltung.

Betrifft die
Empfehlungen
9.16, 9.17,
9.20,9.21,
9.25, 9.26,
9.27,9.28

Hat
grundsatzlich
kein
Stimmrecht/M
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Name,
Vorname,
Titel

Brkle,
Carolin,
Dr. med.

Dietlein,
Markus,
Prof. Dr.

Dietrich,
Christoph
Frank,
Prof. Dr.
med.,
MBA

Dinkel,
Andres,
Dr. Dipl.
Psych.

Berater -
IGutachter -
tatigkeit *

Nein

Nein

Ja

IQWIG,
hitachi,
mindray,
JAZZ

Ja

Swiss
Cancer
League

Mitarbeit in
einem
wissenschaft -
lichen Beirat *

Nein

Nein

Nein

Nein

Honorierte Honorierte
Vortrags -/ Autoren -
Schulungs - ICo -
tatigkeit * Autoren -
schaft *

Nein Nein
Nein Nein

Ja Nein
Hitachi, Mindray,

Supersonic, Falk,

Bracco, Siemens

Ja Nein

Novartis, Ipsen,
Waldburg -Zeil -
Kliniken

Forschungs -
vorhaben/
Durchfiihrung
klinischer
Studien ®

Nein

Nein

Nein

Nein

Eigentimer -
interessen °

Nein

Nein

Nein

Nein

7

Indirekte, nicht -finanzielle Interessen

Nein

1. Deutsche Gesellschaft fur Nuklearmedizin, Deutsche
Roéntgengesellschaft, European  Association of Nuclear
Medicine

2. PETI/CT bei HL un d Prostatakarzinom, Thyreologie

3. Diagnostische und ther apeutische Medizin, Thyreologie
6. Referenznuklearmedizin der GHSG

3. Innere Medizin, Gastroenterolog ie, Proktolog ie,
Hamato nkologie , Pneumolog ie, Geriatr ie, Palliativmedizin

1. PSO, IPOS, DKPM, DGMP, DGPs

2. Progredienzangst, Distress, Screening,
psychoonkologische Interventionen, Konsiliar - und
Liaisonpsychiatrie und  dpsychosomatik

3. Psychosoz iale Onkologie, konsiliarische und ambulante
psychoonkologische Versorgung, Verhaltenstherapie

Arbeitgeber Relevanz

LMU Miinchen Keine

Friher:
Uniklinik KéIn

Uniklinik Kéln Keine

Caritas - Moderat
Krankenhaus &

Med. Klinik 2

Technische Keine
Universitét

Minchen &

Fakultat fir

Medizin,

Klinikum

Einschrankung
en/Enthaltung
en

andat fir
Abstimmunge
n, daher keine
Einschrankung
/Enthaltung.
Ist nicht Ko -
Autor des
Kapitels 9.

Keine

Keine

Enthaltung bei
Abstimmung
der
Empfehlungen

3.7,38, 3.9,
3.10, 3.14,
3.15

5.12

6.5,6.6,6.7,
6.8

7.3,7.4,75,
76,77,78

Keine
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Name,
Vorname,
Titel

Eich,
Hans
Theodor,
Prof. Dr.

Eichenau
er,
Dennis,
Dr.

Engert,
Andreas,
Prof. Dr.

Essler,
Markus,
prof. Dr.

Flechtner,
Henning,
Prof. Dr.

Berater -
IGutachter -
tatigkeit *

Nein

Nein

Ja

Takeda,
BMS,
Affimed

Nein

Nein

Mitarbeit in
einem
wissenschaft -
lichen Beirat *

Nein

Nein

Ja

Merck, Janssen,
Vaximm

Ja

Bayer

Nein

Honorierte Honorierte

Vortrags -/ Autoren -

Schulungs - ICo -

tatigkeit * Autoren -
schaft *

Nein Nein

Nein Nein

Ja k.A. A, k.A.

Nein Nein

Nein Nein

Forschungs -
vorhaben/
Durchfiihrung
klinischer
Studien ®

Ja

Qualitatskontr
olle GHSG
Studien

Nein

Ja, k.A.

Ja

Bayer

Nein

Eigentimer -
interessen °

Nein

Nein

Nein

Nein

Nein

Indirekte, nicht -finanzielle Interessen ’

=

DEGRO
Radiotherap ie maligner Lymp home
Strahlentherapie, Radioonkologie

W N

=

DGHO
Hodgkin Lymphom
. Hamato -Onkologir, Intensivmedizin

N

N

HL, Immuntherapie
Behandlung maligner Lymphome
Ja, k.A.

> w

1. DGN

2. Immunonkologie, Prostatakarzinom, neuroendokrinie
Tumoren

3. Prostatakarzinom, neuroendokrinie Tumoren

1. DGKJP (Vorstand, Prasident), Deutsche Fatigue
Gesellschaft (Vorstand)

2. Lebensqualitatsforschung

3. Nicht relevant

Arbeitgeber

rechts der Isar
8 Klinik und
Poliklinik fur
Psychosomatis
che Medizin
und
Psychotherapi
e

Universitétskli
nikum
Munster

Uniklinik Kéln
8 Klinik | fur
Innere Medizin

Uniklinik Koln
o Klinik | far
Innere Medizin

Uniklinikum
Bonn

Otto.von -
Guericke
Universitét
Magdeburg &
Universitatskli
nik fur
Psychiatrie,
Psychother api
e und
Psychosomatis

Relevanz

Keine

Keine

Moderat

keine

Keine

Einschrankung
en/Enthaltung
en

Keine

Keine

Enthaltung bei
Abstimmung
der
Empfehlungen
9.16, 9.17,
9.20, 9.21,
9.25, 9.26,
9.27,9.28

keine

Keine
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Name,
Vorname,
Titel

Follmann,
Markus,

Dr.

Fuchs,
Michael

Goldkuhl
e, Marius

Gobel,
Rainer

Gorg,
Christian ,
Prof. Dr.

Halbsgut
h, Teresa,
Dr.

Berater -
IGutachter -
tatigkeit *

Nein

Nein

Nein

Nein

Nein

Nein

Mitarbeit in
einem
wissenschaft -
lichen Beirat *

Nein

Nein

Nein

Nein

Nein

Nein

Honorierte
Vortrags -/
Schulungs -
tatigkeit *

Ja

Vortrage zur

Leitlinienmethodi

k AWMF

Ja

Amgen, Celgene,

Takeda, BMS,
Affimed

Nein

Ja

Tumorzentrum
Berlin e.V.

Nein

Nein

Honorierte
Autoren -
ICo -
Autoren -
schaft *

Nein

Nein

Nein

Nein

Nein

Nein

Forschungs -
vorhaben/
Durchfiihrung
klinischer
Studien ®

Nein

Nein

Nein

Nein

Nein

Nein

Eigentimer -
interessen °

Nein

Nein

Nein

Nein

Nein

Nein

Indirekte, nicht -finanzielle Interessen ’

1. Deutsches Netzwerk Evidenzbasierte Medizin, GRADE,
Guidelines International Network

2. Methodik EbM und Leitlinien, LL  -basierte
Qualitatsindikatoren; QS Zyklus in der Onkologie

4. Referent bei Leitlinienmethodi  k WS des OL und AWMF
Leitlinienberaterseminaren

1. Mitgliedschaft DGHO, DGHO Fachexperte fiir die
Zertifizierung klinischer Studienzentren, Mitglied im
Arbeitskreis AMG der DGHO

2. Hodgkin Lymphom

Nein

1. Deutsche Leukamie - & Lymphom -Hilfe e.V., Leukamie - und
Lymphom -Selbsthilfe Berlin e.V., Aplastische Anamie & P NH
e.V., Leben nach Krebs! e.V.

2. Krebs und Armut, Krebs und Arbeit

4. Fortbildung unterstiitzt von BRACCO

2. Survivorship bei Hodgkin Patienten

Arbeitgeber

che Medizin
des Kindes -
und
Jugendalters

Deutsche
Krebsgesellsch
afte.V.

Uniklinik KéIn
o Klinik | far
Innere Medizin

Uniklinik Koln
o Klinik | far
Innere Medizin

Gemeinsames
Krebsregister

Uniklinik
Marburg

Uniklinik
Frankfurt

Relevanz

Keine

Niedrig

Keine

Keine

Keine

Keine

Einschrankung
en/Enthaltung
en

Keine

9.16, 9.17,
9.20,9.21,
9.25, 9.26,
9.27,9.28

Leitende
Funktion
(stellvertreten
d), Haupt AG -
Leiter der AG
Kapitel 9 ist
interessenkonf
liktfrei.

Keine

Keine

Keine

Keine
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Name,
Vorname,
Titel

Hartmann
, Sylvia,
Prof. Dr.

Hentrich,
Marcus,
Prof. Dr.

Hilgenfel
d, Eva,
Dr. med.

Holtkam p
, Ulrike,
Dr.

Hoster,
Eva,
PD Dr.

Berater -
IGutachter -
tatigkeit *

Nein

Ja

Takeda

Ja

MDK

Nein

Nein

Mitarbeit in
einem
wissenschaft -
lichen Beirat *

Nein

Ja

Abbvie, Amgen,
BMS, Janssen,
Roche, Hexal,
Sanofi, Gilead,
Jazz
Pharmaceuticals

Nein

Nein

Nein

Honorierte
Vortrags -/
Schulungs -
tatigkeit *

Nein

Ja

Amgen, Janssen,
Takeda, Sanodi,
Gilead

Ja

MSD

Nein

Ja

Roche Pharma
AG, Celgene,

American Society

for Hematology,
European School
of Hematology

Honorierte
Autoren -
ICo -
Autoren -
schaft *

Nein

Nein

Nein

Nein

Ja

ESMO

Forschungs -
vorhaben/
Durchfiihrung
klinischer
Studien ®

Nein

Nein

Nein

Nein

Nein

Eigentimer -
interessen °

Nein

Nein

Nein

Nein

Nein

Indirekte, nicht -finanzielle Interessen ’

1. Mitgliedschaft Deutsche Gesellschaft fur Pathologie,
Internationale Akademie furr Pathologie
2. Publikationen zu verschiedenen Lymphomen, auch

Pathologie des Hodgkin Lymphoms

3. Pathologische Diagnostik von

Lymphomen

1. Mitgliedschaft D GHO, AIO, DKG, EBMT, ASCO, DGIM

2. Maligne Lymphome, Myelome, Leukamien, HIV

-assoziierte

Malignome, Hodentumore, Infektionen in der Hamatologie/

Onkologie
3. Urologische Onkologie

4. Hodentumoren, HIV -Malignomen, multiples Myelom,
Infektion en in der Hdmatologie/Onkologie

1. DGHO, ESTIO

1. DGHO, DAG-KBT, GLA, Deutsche Leukamie - & Lymphom -

Hilfe e.V., Stiftung Deutsche Leuké&mie

- & Lymphom -Hilfe

1. German Lymphoma Alliance (Leitungsgremium), German
Low-Grade Lymphoma Study Group (Leitungsgremium),
European MCL Network (Vorstand), S3  -LL Follikulares

Lymphom (Mandatstrégerin)

2. Biometrisch e Planung und Auswertung nicht -
kommerzieller AMG -Studien und klinisch -epidemiologischer

Fragestellungen

Arbeitgeber

Goethe
Universitat
Frankfurt

Rotkreuzklinik
um Miinchen

Kompetenz -
Centrum
Onkologie
MDK
Nordrhein

Fruher:
Onkologische
Praxis

DLHe.V. &
DLH-Stiftung

Klinikum der
Universitat
Munchen &
Studienzentral
e
Hamatologie,
medizinische
Klinik 11l

Relevanz

Keine

Moderat

Moderat

Keine

Keine

Einschrankung
en/Enthaltung
en

Keine

Enthaltung bei
Abstimmung
der
Empfehlungen
9.16, 9.17,
9.20,9.21,
9.25, 9.26,
9.27,9.28

Betrifft die
Empfehlungen
9.17, 9.26,
9.28

Hat
grundsatzlich
kein
Stimmrecht/M
andat fiir
Abstimmunge
n, daher keine
Einschrankung
/Enthaltung.

Keine

Keine
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Name,
Vorname,
Titel

Huober,
Jens,
Prof. Dr.

Jahn,
Patrick,
Prof. Dr.

Jakob,
Tina

Keinki,
Christian,
Dr.

Klimm,
Beate,
PD Dr.

Berater -
IGutachter -
tatigkeit *

Nein

nein

Nein

Ja

Krebsliga
Schweiz

Nein

Mitarbeit in
einem
wissenschaft -
lichen Beirat *

Ja

Novartis, Pfizer,
Lilly, Roche,
Celgene, Abbvie,
Hexal

nein

Nein

Nein

Nein

Honorierte
Vortrags -/
Schulungs -
tatigkeit *

Ja

Novartis, Pfizer,
Lilly, Roche,
Celgene, Astra
Zeneca, MSD

nein

Nein

Ja

AlO-Studien,
Klinikum
Chemnitz,
Onkologischer
Arbeitskreis
Untermain e.V.,
Janssen,
Sachsische

Krebsgesellschaf

te.V., Deutsche
Gesellschaft fiir
Senologie e.V.,
Deutsche
Hirntumorhilfe
e.V., Non -
Hodgkin

Lymphome Hilfe

e.V.

Nein

Honorierte
Autoren -
ICo -
Autoren -
schaft *

Ja

Monarch -
Studie
(Abemacicli
b)

Helsinn &
Tesaro

Ja

Deutsches
Arzteblatt
Update S3 -
LL HL

Nein

Nein

Forschungs -
vorhaben/
Durchfiihrung
klinischer
Studien ®

Ja

Forschungsgra
nts von
Celgene und
Novartis

Chugai

Nein

Nein

Nein

Eigentimer -
interessen °

Indirekte, nicht -finanzielle Interessen ’

Nein 1. S3-LL Mammakarzinom und Supportiv, AGO,  AGO
Mamma, Off -Label-Kom mission
2. Mammakarzinom
3. Mammakarzinom, Gynakologische Karzinome, Senologie

Nein Nein

Nein 1. Deutsches Netwerk Evidenzbasierte Medizin e.V.
(Vorstand, stv. Sprecherin FB LL)

Nein 1. Arbeitskreis Kommunikation der Arbeitsgemeinschaft
Pravention und Integrative Onkolog ie (Sprecher)
2. Kommunikation, Komplementare Medizin

Nein Nein

Arbeitgeber Relevanz

Universitatskli Moderat
nikum Ulm

und

Universitat

Ulm

Institut fur Keine
Gesundheits -
wissenschafte

n

Uniklinik KéIn Keine
o Klinik | far
Innere Medizin

Friher:
Kliniken Essen -
Mitte

Deutsche Keine
Krebsgesellsch
afte.V.

Fruher:
Vivantes -
Netzwerk fiir
Gesundheit
GmbH

Maria Hilf Keine
Kliniken

Einschrankung
en/Enthaltung
en

Enthaltung bei
Abstimmung
der
Empfehlungen
9.17,9.2 6,
9.28

Keine

Keine

Keine

Keine
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Name,
Vorname,
Titel

Kobe,
Carsten,
Prof. Dr.

Kéhn,
Frank-
Michael,
Prof. Dr.

Kreissl,
Stefanie,
Dr.

Berater -
IGutachter -
tatigkeit *

Nein

Nein

Ja

Takeda

Mitarbeit in
einem
wissenschaft -
lichen Beirat *

Nein

Nein

Nein

Honorierte Honorierte
Vortrags -/ Autoren -
Schulungs - ICo -
tatigkeit * Autoren -
schaft *

Nein Nein

Ja Nein

Ferring
Arzneimittel,
Lilly, Aristo,
Jenapharm, Dr.
Kade / Besins,
IVF-Zentren
Tubingen &
Viernheim,
Weiterbildung
Endokrinologie -
AssistentenKlinik
en Rechts der
Isar; Rosenheim,
Alpenblick, QZ
Urologie
Oberfranken,
Berlin
Brandenburgisch
e Andrologische
Gesellschaft,
Gesellschaft fiir
Information und
Organisation
Sexualmedizinisc
he
Grundversorgun
9

Nein Nein

Forschungs -
vorhaben/
Durchfiihrung
klinischer
Studien ®

Nein

Nein

Nein

Eigentimer -
interessen °

Nein

Nein

Nein

Indirekte, nicht -finanzielle Interessen ’

1. Deutsche Gesellschaft fir Nuklearmedizin
2. Referenznuklearmedizin der GHSG
3. Nuklearmedizin in Diagnostik und Therapie

1. Deutsche Gesellschaft fir Andrologie (Vorstand),

Deutsche Gesellschaft fiir Reproduktionsmedizin (Vorstand),

Arbeitskreis Andrologie der Deutschen Dermatologischen
Gesellschat (Sprecher), Deutsche Gesellschaft fiir
Sexualmedizin, therapie und & wissenschaft (Vorstand,
Beirat)

2. Klinische Andrologie, testikulare F unktionen

3. Dermatologie, Andrologie

4. Spermiogrammkurse fiir Urologen, Vortrége zu
Andrologie

2. HL fortgeschrittene Stadien, Survi  vorship, Cancer -related

fatigue
3. Hamatologie, Onkologie

Arbeitgeber

Moénchengladb

ach

Uniklinik KéIn

Selbststandig

Uniklinik K6ln
8 Klinik | fur
Innere Medizin

Relevanz

Keine

Keine

Moderat

Einschrankung
en/Enthaltung
en

Keine

Keine

Enthaltung bei
Abstimmung
der
Empfehlungen
9.16,9.2 0,
9.21, 9.25,
9.26, 9.27
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Name, Berater - Mitarbeit in Honorierte Honorierte Forschungs - Eigentiimer - Indirekte, nicht -finanzielle Interessen ’ Arbeitgeber Relevanz Einschrankung
Vorname, IGutachter - einem Vortrags -/ Autoren - vorhaben/ interessen ° en/Enthaltung
Titel tatigkeit * wissenschaft - Schulungs - ICo - Durchfiihrung en
lichen Beirat * tatigkeit * Autoren - klinischer
schaft * Studien ®
Kreuzber Nein Nein Nein Nein Nein Nein 1. EHA Junior Member Uniklinik Kéln Keine Keine
ger, Nina 2. Systematische Reviews, progno stische Faktoren HL, 8 Klinik | fur
prognostische Modelle CLL Innere Medizin
Kriz, Nein Nein Nein Nein Nein Nein Nein Clemenshospit Keine Keine
Jan, al o Klinik fur
PD Dr. Strahlentherap
ie und
Radioonkologi
e
Kroger, Ja Ja Ja Nein Ja Nein 1. DAG-KBT e.V. (Vorstand), DGHO (Beirat) , EBMT (Vorstand), UKE & Moderat Keine
Nicolaus EHA (Board) Onkologisches
Martin, Sozialgerich Novartis, Novartis, Neovii, 2. Autologe und allogene Stammzelltransplantation Zentrum,
Prof. Dr. te Alexion, Neovii, Celgene, Neovii Riemser, Pierre 3. Hamatologie Klinik fur
JAZZ, Sanofi, Fabre,_ 4. Universitatsklinikum Hamburg, Medizinische Fakultét Stammzelltran
Amgen Novartis, splantation
Celgene
Langer, Nein Nein Ja Nein Nein Nein 1.Deutsches Netzwerk fiir evidenzbasierte Medizien Deutsche Keine Keine
Thomas 2. Leitlinien und Interessenkonflikte Krebsgesellsch
AWME afte.V.
Leibbran Ja Nein Ja Ja Ja Nein 1. Verein fiir Rehabilitationsforschun (Stv. Vorsitzende), Salzetalklinik, Keine Keine
d, Birgit, AGORS DRV Westfalen
Dr. Gutachterko DEGEMED/ AWMF Rehabilitations 2. Onkologische Rehabilitation, Versorgungsforschung
rpmission AKWL Patientenleit forschung 3. Onkologische Rehabilitation
AKWL/ linie HL 4. Zertifizierte Fortbildung in der Rehaklinik
Sozialgerich
t
Leiber, Ja Nein Ja Nein Nein Nein 1. DGU, DGA, ESSM, AK Andrologie der DGU, ISG e.V. Universitatskli Keine Keine
Christian, 2. Andrologie nikum
Dr. med. Boston 2. Kurs 3. Urologie/Andrologie (klinisch und operativ) Freiburg &
Scientific, systemische 4. ISG-Expertentage Klinik fiir
Coloplast Sexualtherapie 4, Urologie,
OTA-Kurs, 7th Department
International Chirurgie
Advanced

Wilson’s Master
Class for serious
Penile Implanters
and Penile
Reconstructiv
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Name,
Vorname,
Titel

Luneberg
, Jan,

Patienten
vertreter

Meissner,
Julia, Dr.

Micke,
Oliver,
Prof. Dr.
med.

Miederer,
Matthias,
PD Dr.

Moller,
Peter,
Prof. Dr.
med.

Momotow
, Jesko,
Dr. med.

Berater -
IGutachter -
tatigkeit *

Nein

Ja

Takeda

Nein

Ja

Novartis

Nein

Nein

Mitarbeit in
einem
wissenschaft -
lichen Beirat *

nein

Ja

MSD

Ja

Clinigen

Nein

Nein

Nein

Honorierte
Vortrags -/
Schulungs -
tatigkeit *

Surgeons,
aPornokons
und sexuelle
St°rungenc
Thema
kinderwunsch

Nein

Nein

Ja

Clinigen

Ja

Novartis,
Janssen, IPSEN

Nein

Nein

Honorierte
Autoren -
ICo -
Autoren -
schaft *

Nein

Nein

Nein

Nein

Nein

Nein

Forschungs -
vorhaben/
Durchfiihrung
klinischer
Studien ®

Nein

Ja

GHSG, Takeda,
MSD

Nein

Nein

Nein

Nein

Eigentimer -
interessen °

Nein

Nein

Nein

Nein

Nein

Nein

Indirekte, nicht -finanzielle Interessen ’

1. Vorstandsmitglied der DLH

1. Mandatstréger S2 LL Fertilitatserhalt bei onkologischen
Erkrankungen

2. Gonadotoxitat von Chemotherapie

3. Hamatologie

1.AG PRIO, Deutsche Krebsgesel Ischaft, DEGRO, BVDST
2. Gutartige Erkankungen, Spiritualitat,
Komplementarmedizin

3. Strahlentherapie und  Radioonkologie

1. Ausschuss Therapie der deutschen  Gesellschaft fir
Nuklearmedizin

2. Préklinische und klinische  Forschung Radi onuklidtherapie
und PET Imaging

3. PET/CT Diagnostik, nuklearmedizinische Therapie

1. DGP, DGHO, ASH
2. Lymphompathologie
3. Diagnostik

1. Marburger Bund (passives Mitglied)

Arbeitgeber

In Rente

Universitétskli
nikum
Heidelberg

Franziskus
Hospital
Bielefeld

Universitatsme
dizin der
Johannes
Gutenberg -
Universitét
Mainz

Universitatskli
nik Ulm

Universitétskli
nik Koéln

Relevanz

Keine

Moderat

Keine

Moderat

Keine

Keine

Einschrankung
en/Enthaltung
en

Keine

Enthaltung bei
Abstimmung
der
Empfehlungen
9.16,9.17,
9.20, 9.21,
9.25,9.26,
9.27,9.28

Keine

Keine

Keine

Keine
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Name,
Vorname,
Titel

Monsef,
Ina

Mossako
wski,
Lara

Miller,
Horst,
Dr.

Naumann
, Ralph,
Prof. Dr.

Nebe,
Carl
Thomas,

Paradies,
Kerstin

Berater -
IGutachter -
tatigkeit *

Nein

Nein

Nein

Ja

Onkowissen
.de

Ja

Miltenyi
Biotech

Nein

Mitarbeit in
einem
wissenschaft -
lichen Beirat *

Nein

Nein

Nein

Ja

Deutsche
Hodgkin
Studiengruppe,
DGHO, Amgen,
Takeda

Ja

Mitlenyi Biotech

Ja

MSD

Honorierte
Vortrags -/
Schulungs -
tatigkeit *

Nein

Nein

Nein

Ja

Janssen, Rems-
Murr Klinikum
Winnenden ,
AstraZeneca

Nein

Ja

Honorierte
Autoren -
ICo -
Autoren -
schaft *

Nein

Nein

Nein

Ja

Buchbeitrag
€]
(Differenzial
diagnostik
und o
therapie in
der Inneren
Medizin),
Wissenschaf
tliche
Journals

Nein

Nein

Forschungs -
vorhaben/
Durchfiihrung
klinischer
Studien ®

interessen °

Nein Nein

Nein Nein

Nein Nein

Ja Nein

Priifer - und
Stellvertreterfu
nktion
(Hamatologie
und
Onkologie)

Ja Nein

CAR T-Zellen

Nein Nein

Eigentimer -

7

Indirekte, nicht -finanzielle Interessen

Nein

Nein

Nein

1. DGHO, DGP, DAG-KBT, DKG, AIO, DGIM, A SH, EHA, ESMO,
ASCO, ADHOK, BDI

2. Multiples Myelom, maligne Lymphome, HL

3. Diagnostik und Therapie von hamatologischen und
onkologischen Erkrankungen, Palliativmedizin

4. Klinik -interne Fortbildungen

1. Interdisziplinare Arbeitsgruppe Labor &
Durchflusszytometrie, DGHO Arbeitskreis Labor
2. Hamatologische Diagnostik

3. Diagnostik hamatologischer Erkrankungen

4. IGLD Arbeitskreis Labor

Nein

Arbeitgeber

Uniklinik Kéln
8 Klinik | fur
Innere Medizin

Uniklinik Kéln
8 Klinik | far
Innere Medizin
und Kilinik far
Orthopadie
und
Unfallchirurgie

Friher:
Kreiskrankenh
aus Dormagen

GHSGd
Studienzentral
e

St. Marien -
Krankenhaus
Siegen 0 Klinik
fir
Hamatologie,
Medizinische
Onkologie und
Palliativmedizi
n

Selbststandig,
FA fir
Laboratoriums
medizin

Nat.
Gesundheitsak
ademie Berlin

Relevanz

Keine

Keine

Keine

Moderat

Keine.

Moderat

Einschrankung
en/Enthaltung
en

Keine

Keine

Keine

Enthaltung bei
Abstimmung
der
Empfehlungen
9.16, 9.20,
9.21,9.2 5,
9.26,9.27

Keine.

Enthaltung bei
Abstimmung
der
Empfehlungen
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Name,
Vorname,
Titel

Pfeifer,
Renate

Rhiem,
Kerstin,
PD Dr.

Rosenbro
ck,
Johannes,

Dr.

Rosenwal
d,
Andreas,
Prof. Dr.

Riiffer,
Jens

Ulrich,
PD Dr.

Berater -
IGutachter -
tatigkeit *

Nein

Nein

Nein

Ja

Bristol -
Myers
Squibb,
Roche

Nein

Mitarbeit in
einem
wissenschaft -
lichen Beirat *

Nein

Ja

Tesaro, Pfizer

Nein

Nein

Nein

Honorierte
Vortrags -/
Schulungs -
tatigkeit *

Nein

Ja

Pfizer, Roche

Nein

Ja

Stadtisches
Klinikum
Miinchen

Nein

Honorierte
Autoren -
ICo -
Autoren -
schaft *

Nein

Ja

AstraZeneca

GHSG

Nein

Nein

Forschungs -
vorhaben/
Durchfiihrung
klinischer
Studien ®

Nein

Ja
OlympiaD

Studie (kein
Honorar)

Nein

Nein

Ja

Innovationsfon
ds

Eigentimer -
interessen °

Nein

Ja

DGGG,
NWGGG,
DKG,
ENTOG,
DGS, DHYV,
BRCA
Netzwerk,
AET der
DKG, AGO,
GBG

Nein

Patent no:
8748114,
Application
no:
201501322
97

Ja

Takeda

Indirekte, nicht -finanzielle Interessen ’

1. BAG SELBSTHILFEVorstand), DLH, Patientenvertretung im

Gemeinsamen Bundesausschuss

2. Hereditare gynakologische Tumorerkrankungen, klinische

Studien bei familiarem brust

- und eierstockkrebs zu

zielgerichteten therapiestrategien und risikoangepasster
prave ntion, risikokommunikation
3. hereditare gynakologische Tumorerkrankungen, klinische

studien bei familiarem brust

- und eierstockkrebs zu

zielgerichteten therapiestrategien
4. Arbeitsgemeinschaft Curriculum des Dt. Konsortium
Familiarer Brust - und Eierstockkrebs, Lehrkoordinatorin

Studium der Humanmedizin der Universitats
KolIn und des Zentrums Familidrer Brust

1. DEGRO (Strahlentherapie)
2. Hodgkin -Lymphom
3. Strahlentherapie

l1.Fachausschuss

-Frauenklinik

OKIl inische

Grundl agenf or stsche Knebghilfe Bobne

2. Hamatopathologie
3. Hamatopathologie

1. DGIM, DFaG, DGHO, DKG
2. Shared decision making
3. Zweitmeinung

- und Eierstockkrebs

Forsc

Arbeitgeber Relevanz

Keiner Keine

Fruher:
Forderkreis fiir
krebskranke
Kinder und
Jugendliche
Bonne.V.

Universitatskli Keine
nikum Kéln,

Zentrum

Familiarer

Brust- und

Eierstockkrebs

Uniklinik Koln Keine
8 Klinik fur

Strahlentherap

ie

Universitét Moderat
Wirzburg &
Pathologisches

Institut

TAKEPART Hoch
media &
science GmbH

Einschrankung
en/Enthaltung
en

9.17, 9.26,
9.28

Keine

Keine

Keine

Enthaltung bei
Abstimmung
der
Empfehlungen
9.17,9.2 6,
9.28

Enthaltung bei
Diskussion
und
Abstimmung
der
Empfehlungen
9.16, 9.20,
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Name,
Vorname,
Titel

Russel,
Jorn, Dr.
med.

Sasse,
Stephanie
, PD Dr.

Scheid,
Christof,
Prof. Dr.

Schmidbe
rger,
Heinz,
Prof. Dr.

Schiring,
Andreas,
Priv.Doz.
Dr. med.

Berater -

IGutachter -

tatigkeit *

Ja

Versicherun
gen und
Gerichte,
HMO AG

Nein

Ja

Amgen

Ja

Varian

Nein

Mitarbeit in
einem
wissenschaft -
lichen Beirat *

Ja

Roche, Merck
Serono, Sanofi
Avents, Riemser
Pharma, Shire,
Pharma Mar,
BMS, MSD

Nein

Ja

Amgen, Janssen,
Celgene, Takeda

Ja

Varian

Ja

Novartis

Honorierte
Vortrags -/
Schulungs -
tatigkeit *

Ja

Novartis, Sanofi
Aventis, Dres.
Schlegel und
Schmidt, Bayer
AG, Astra
Zeneca, Servier

Nein

Ja

Amgen, Janssen,
Celgene, Takeda

Nein

Nein

Honorierte Forschungs -
Autoren - vorhaben/
ICo - Durchfiihrung
Autoren - klinischer
schaft * Studien ®
Ja Ja
Industristudie
n
Nein Ja
Affimed
Nein Ja
Takeda
Nein Nein
Nein Nein

Eigentimer -
interessen °

Ja

Bayer AG

Nein

Nein

Nein

Nein

Indirekte, nicht -finanzielle Interessen ’

1. Deutsche krebsgesellschaft, Marburger Bund
2. Supportivtherapie, onkologische Studien
3. Gastrointestinale On kologie, Hamatologie

2. Immu nmodulatorische Therapie bei HL
3. Therapie von Lymphomen, Leukamien und soliden
Tumoren

1. DAG-KBT
2. Myelom, Transplantation, CART
3. Allogene Transplantation

1. Deutsche Krebsgesellschaft

2. Maligne lymphoma, Gastrointestinale Tumore,
Strahlenbiologie, klinische Strahlensensibilitét
3. Strahlenbiologie, klinische Strahlensensibilitat,
Urogenitale Tumore

1. DGRM
2. Fertilitatsprotektion

Arbeitgeber Relevanz

Carl-von- Moderat
Basedow-

Klinikum

Saalekreis

gGmbH

Fruher:
Universitétskli
nikum Halle

Uniklinik Kéln Keine
8 Klinik | far
Innere Medizin

Uniklinik KéIn
o Klinik | far
Innere Medizin

Moderat

Universitatsme Keine
dizin Mainz 8
Klinik und
Poliklinik fir
Radioonkologi
e und
Strahlentherap
ie

MVZ KITZ Moderat
Regensburg

GmbH

Friher:
Uniklinik
Miinster

Einschrankung
en/Enthaltung
en

9.21,9.2 5,
9.26, 9.27

Enthaltung bei
Abstimmung
der
Empfehlungen
9.17,9.2 6,
9.28

Keine

Enthaltung bei
Abstimmung
der
Empfehlungen
9.16, 9.20,
9.21,9.2 5,
9.26, 9.27

Keine

Keine
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Name,
Vorname,
Titel

Schwaner
, Ingo,
Dr.

Skoetz,
Nicole,
PD Dr.

Stattaus,
Jorg,
PD Dr.

Tamm,
Ingo,
PD Dr.

Toth,
Bettina,
Prof. Dr.

Berater -
IGutachter -
tatigkeit *

Nein

Ja

Cochrane
Library,
diverse
Journals

Nein

Ja

Paraxel

Ja

Exeltis

Mitarbeit in
einem
wissenschaft -
lichen Beirat *

Ja

Abbvie, Celgene,
Janssen, Roche,
Novartis

Ja

Cochrane
Scientific
Committee

Nein

Ja

Lilly Pharma,
Novartis, Pfizer,
AbbVie, Bristol -
Myers Squibb,
Amgen, Janssen -
Cilag, Roche,
MSD, Ipsen,
Takeda, Bayer,
Celgene,
LeoPharma

Nein

Honorierte
Vortrags -/
Schulungs -
tatigkeit *

Ja

Charité, DKG

Ja

Cochrane
Workshops

Nein

Ja

Omnicare, MSD,
Amgen,

BMS, Celgene,
Janssen

Ja

Gedeon Richter,

Jenapharm, Bayer

Honorierte
Autoren -
ICo -
Autoren -
schaft *

Ja

Wissenschaf
tliche
Journals

Ja

Cochrane
Reviews

Ja

Springer
auUroonk
ieo-(Co
Autor)

Ja

Verschieden
e
Pharmafirm
en

Nein

Forschungs -
vorhaben/
Durchfiihrung
klinischer
Studien ®

Ja

Diverse
klinische
Studien

Nein

Nein

Ja

Verschiedene
klin ische
Studien, u.a.
mit der
deutschen
Studiengruppe
Hodgkin

Ja

Bayer, Ferring

Eigentimer -
interessen °

Nein

Nein

Nein

Nein

Ja

Gesellscha ft
er bei
Reprognosti
cs

Indirekte, nicht -finanzielle Interessen ’

1. Interessensverband der Berliner niedergelassenen
Onkologen (NIO Berlin e.V.), Interessensverband der
niedergelassenen Onko logen Deutschlands (BNHO), DGHO
2. CLL

1. Deutsches Netwerk Evidenzbasierte Medizin e.V., DGHO

2. Systematic Reviews, Metaanalysen

1. Deutsche Rontgengesellschaft, Rheinisch  -Westfalische
Réntgengesellschaft, Deutsche Krebsgesellschaft

2. Therapieansprechen

3. Onkologische Bildgebung (CT, MRT, PET/CT extern)

1. DGHO, AIO, ASH, ASCO, Home -care, BNHO, NIO :
Mitgliedschaft

2. Teilnahme an klinischen Studien im Rahmen der
Praxistatigkeit als Studienarzt

3. Internistische Hamatologie und
niedergelassener Arzt

Onkologie als

1. Deutsche Gesellschaft fir Gynakologie und Geburtshilfe,
Deutsche Gesellschaft fiir Endokrinologie und
Fortpflanzungsmedizin, Osterreichische Gesellschatft fiir
Gynékologie und Geburtshilfe, Reproduktionsmedizin ische
Zentren Baden -Wirttemberg

2. Reproduktionsimmunologie, Abort,

Implantationsversagen, Gerinnung

Arbeitgeber Relevanz

Niedergelasse Moderat

n

Uniklinik KéIn Keine
8 Klinik | far
Innere Medizin

Bergmannsheil Keine
und

Kinderklinik

Buer

Onkologische Moderat
Schwerpunktpr

axis

Kurfi rstendam

m

Medizinische Keine
universitat
Innsbruck

Friher:
Universitatsfra
uenklinik
Heidelberg

Einschrankung
en/Enthaltung
en

Keine

Keine

Keine

Betrifft die
Empfehlungen
9.16,9.17,
9.20,9.21,
9.25, 9.26,
9.27,9.28

Hat
grundsétzlich
kein
Stimmrecht/M
andat fiir
Abstimmunge
n, daher keine
Einschrankung
/Enthal tung.

Keine
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Name,
Vorname,
Titel

Trenker,
Corinna,
Dr.

Umlauff,
Lisa

Von
Tresckow
, Bastian,
PD Dr.

Wetter,
Axel

Berater - Mitarbeit in

IGutachter - einem

tatigkeit * wissenschaft -
lichen Beirat *

Nein Nein

Nein Nein

Ja Nein

Amgen,

Pfizer,

Takeda,

MSD

Arztekamm Nein

er

Honorierte
Vortrags -/
Schulungs -
tatigkeit *

Nein

Nein

Ja

Roche, Takeda,
MSD

Haus der Tochter

Honorierte Forschungs -
Autoren - vorhaben/
ICo - Durchfiihrung
Autoren - klinischer
schaft * Studien ®

Nein Ja

Deputy /
Stellvertreter
diverser

kli nischer
Studien zu
Lymphomen

Nein Ja

Hochschulinter
ne
Forschungsfor
derung
Deutsche
Sporthochschu
le KéIn

Nein Ja

Novartis, MSD,
Takeda

Nein Nein

Eigentimer -
interessen °

Indirekte, nicht -finanzielle Interessen ’

3. Reproduktionsimmunologie, Abort,

Implantations versagen, Gerinnung

4. Durchfiihrung von nationalen und internationalen
Kongressen

Nein 1. DEGUM, DEGIM, GLA
2. Sonografie, Kontrastmittel  -unterstiitzte Sonografie in
Hamatologie und Onkologie
3. Funktionsdiagnostik, Sonografie, Stationsversorgung

Nein 2. Systematische Reviews, prognostische Faktoren HL,
prognostische Modelle CLL, Molekulare  Sportmedizin
Nein 1.German Hodgkin Study Group, German Lymphoma

Alliance, Deutsche Gesellschaft fiir Innere Medizin
2. Hodgkin Lymphom

3. Lymphome

4. Ja

Nein 1. DRG, DGN, DGNR, DEGIR
2. Prostata PET, MRT
3. Onkologie

Arbeitgeber

Universitétskli
nikum
Marburg &
Abteilung fir
Hématologie,
onko logie und
immunologie

Uniklinik Kéln
o Klinik | far
Innere Medizin

Uniklinik Koln
o Klinik | far
Innere Medizin

Uniklinik Essen

Relevanz

Keine

Keine

Moderat

Keine

Einschrankung
en/Enthaltung
en

Keine

Keine

Betrifft die
Empfehlungen
9.16, 9.17,
9.20,9.21,
9.25, 9.26,
9.27,9.28

Hat
grundsatzlich
kein
Stimmrecht/M
andat fur
Abstimmunge
n, daher keine
Einschréankung
/Enthaltung.

Keine
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Name, Berater - Mitarbeit in Honorierte Honorierte Forschungs - Eigentiimer - Indirekte, nicht -finanzielle Interessen ’ Arbeitgeber Relevanz Einschrankung
Vorname, IGutachter - einem Vortrags -/ Autoren - vorhaben/ interessen ° en/Enthaltung
Titel tatigkeit * wissenschaft - Schulungs - ICo - Durchfiihrung en

lichen Beirat * tatigkeit * Autoren - klinischer

schaft * Studien ®

Wyen, Nein Nein Nein Nein Nein Nein Nein Praxis am Keine Keine
Christoph Ebertplatz
, PD Dr.
Prof. Dr. Prof. Essler hat nicht an den Konsenusprozessen teilgenommen und keine Angaben zu Interessen gemacht.
Markus
Essler
1 = Berater -bzw. Gutachtertétigkeit oder bezahlte Mitarbeit in einem wissenschaftlichen Beirat eines Unternehmens der Gesundheitswirtscha ft (z.B. Arzneimittelindustrie, Medizinproduktindustrie), eines kommerziell orientierten

Auftragsinstituts oder einer V. ersicherung

2 = Honorierte Mitarbeit in einem Wissenschaftlichen Beirat (advisory board)

3 = Honorare firr Vortrags - und Schulungstatigkeiten im Auftrag eines Unternehmens der Gesundheitswirtschaft, eines kommerziell orientierten Auftragsinst ituts oder ein er Versicherung
4 = Bezahlte Autoren - oder Co -Autorenschaften im Auftrag eines Unternehmens der Gesundheitswirtschaft, eines kommerziell orientierten Auftragsinstituts ode r einer Versicherung
5 = Finanzielle Zuwendungen (Drittmittel) fir Forschungsvorhaben oder direkte Finanzierung von Mitarbeitern der Einrichtung von Seiten eines Unternehmens der Gesundheitswirtschaft, eines kom merziell orientierten Auftragsinstituts oder

einer Versicherung

6 = Eigentimerinteresse an Arzneimitteln/Medizinprodukten (z. B. P atent, Urheberrecht, Verkaufslizenz)
7 = Hierzu wurden folgende Aspekte abgefragt: 1. Mitgliedschaft /Funktion in Interessenverbanden; 2. Schwerpunkte wissenschaftlicher Tatigkeiten, Publikationen; 3. Schwerpunkte klinischer Tatigkeiten; 4. Federfuhrende B eteiligung an
Fortbildungen/Ausbildungsinstituten; 5. Personliche Beziehungen (als Partner oder Verwandter 1. Grades) zu einem Vertretungsberechtigten eines Unternehmens der Gesun dheitswirtschaft; 6. sonstige r elevante Interessen

8 = Einstufung bzgl.  der Relevanz

12.2. Ergebnisse der aktu  alisierten Meta -Analysen

12.2.1. PET-basierte Behandlung beim Hodgkin Lymphom im frihen Stadium

Abbildung 6: PET-basierte Behandlung beim Hodgkin Lymphom im frihen Stadium 8 Overall Survival
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De-escalation Control (+ RT) Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEF
1.4.1 Early favourable
HD16 0.3853 04177 566 573 48.8% 147 [0.65, 3.33] —— L 11111
UK NCRI RAPID -0.6733 0.6244 21 209 21.8% 0.51[0.15 1.73] . 17 @@ 7
Subtotal (95% CI) 777 782 T0.7% 1.06 [0.54, 2.09] e

Heterogeneity: Chi* = 1.98, df =1 (P = 0L16); 12 = 50%
Test for overall effect: Z =017 (P = 0.87)

1.4.2 Early unfavourable

H10U .0.7765 0.5388 300 328 20.3% 0.46[0.16,1.32) — Ll L L B
Subtotal (95% Cl) 300 328 20.3%  0.46 [0.16, 1.32] -

Heterogeneity: Not applicable

Test for overall effect: Z =1.44 (P =0.15)

Total (95% Cl) 1077 1110 100.0%  0.83 [0.47, 1.47] >

Heterogeneity: Chi* = 3.68, df = 2 (P = 0.16); I* = 46% :ID.{H 5?1 1 1:0 100:

Test for overall effect: Z = 0.64 (P = 0.52)

Test for subgroup differences: Chi* = 1.70, df = 1 (P = 0.19), I = 41.0%
Risk of bias legend

(A} Random sequence generation (selection bias)

(B} Allocation concealment (selection bias)

(C) Blinding {performance bias and detection bias): Overall survival

(D} Incomplete outcome data (attrition bias): All outcomes

(E) Selective reporting (reporting bias)

(F) Other bias

Favours de-escalation Favours control (with RT)

Abbildu ng 7: PET-basierte Behandlung beim Hodgkin Lymphom im frihen Stadium & Progression -free Survival
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De-escalation Control (+ RT) Hazard Ratio Hazard Ratio Risk of Bias
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEF
1.8.1 Early favourable
H10F 276 0.72M 238 227 3.9% 15.80[3.80, 65.70]
HD16 04886 0.1 566 573 46.7% 1.63 [1.08, 2.46] -
UK NCRI RAPID 04511 0.3191 21 209  20.2% 1.57 [0.84, 2.93] T
Subtotal (95% CI) 1015 1009 70.8%  1.83[1.31, 2.55] &

Heterogeneity: Chi* = 9.32, df = 2 (P = 0.009); I* = 78%
Test for overall effect: Z = 3.54 (P = 0.0004)

1.8.2 Early unfavourable

H10U 0.3716 0.3034 302 202 224%  1.45(0.80, 2.63) . L 111 Bd )
Subtotal (95% CI) 302 292 22.4%  1.45[0.80, 2.63] -+
Heterogeneity: Not applicable
Test for overall effect: Z =1.22 (P = 0.22)
1.8.3 Mixed stages
Picardi 12 055 a0 80 B.8%  3.32[1.13 9.76) — 4 I 1 1]
Subtotal (95% CI) 80 80  6.8%  3.32[1.13,9.76] i
Heterogeneity: Not applicable
Test for overall effect: Z = 2.18 (P = 0.03)
Total (95% CI) 1397 1381 100.0%  1.81[1.36, 2.39] *
L i = = = T = ] } i ]
Heterogeneity: Chi* = 11.08, df = 4 (P = 0.03); I* = 64% o1 o1 oA 100

Test for overall effect: Z=4.12 (P < 0.0001)

Test for subgroup differences: Chi* = 1.75, df = 2 (P = 0.42), P =0%
Risk of bias legend

(A} Random sequence generation (selection bias)

(B} Allocation concealment (selection bias)

(C} Blinding {performance bias and detection bias): Secondary cutcomes
(D} Incomplete outcome data (attrition bias): All cutcomes

(E) Selective reporting (reporting bias)

(F) Other bias

Favours de-escalation  Favours control (+ RT)
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12.3. Evidenztabellen und Bewertung der Evidenz mittels der GRADE -Methodik
12.3.1. Diagnostik und Stadieneinteilung (Kapitel 3)
12.3.1.1. Stellenwert der Knochenmarkbiopsie (Vijayakumar and Myrianthopoulos
Tabelle 9: Evidenzbasierte Empfehlung 3.8.
Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene
Publikationen
(Adams, studies The combination 1 Sensitivity 9 studies reporting on 955 patients Overall quality of El-Galaly (2012)
Kwee et al. searched until 8 of bone marrow 1 Specificity included in  review included studies: Cortés -Romera et al.
2014) May 2013 in biopsy (BMB) and moderate (2013)
1  PubMed/Med follow -up FDG- Quantitative analysis (MA): Agrawal et al.
SR line PET/CT as 9 studies included Follow -Up:not reported (2013)
la f  Embase reference Randomisation:  not Muzahir et al.
databases standard (n = 7) Results: reported (2012)
. 1  OS: notreported ITT : not reported Pelosi et al. (2011)
Inf:lugoni BMB as reference ' PFS:not reported Blinding: not reported Mittal et al. (2011)
w standard (n = 2) 1 Safety/AEs: notreported Funding : Financially Cheng et al. (2011)
i _Studl(te_s i T QoL : notreported supported by an Alpe Moulin -Romsee et
L?]\ées 'gating As compared to T Other relevant outcomes d6HuzZes/ Dut ct al(2010)
di ) FDG-PET/CT alone il Sen5|t_|V|ty of FDG -PET/CT for the Society Bas Mulder Award Ngeow et al. (2009)
lagnostic detection of bone marrow
performance involvement: for TCK (author) a.nd by a
of FDG- 1  Range: 87,5%-100% ZonMW AGIKO stipend
PET/CT in 1 Pooled estimate: 96,9% (95% CI: 95% -  for TCK
detecting 99%)
bone marrow 1 Specificity of FDG -PET/CT for the Heterogeneity:
!nvolvc-iment detection of bone marrow -Random effects model
:;;ger:’cv);’e § involvement: -I? = 32.8% (diagnostic
Hodgkin T Ranlgt(ej: 86,7%-100% odds ratios), | 2 = 34.3%
Pooled estimate: 99,7% (95% CI: :
lymphoma T 98.9%-100%) 6 (95% (proportions of FDG -
T a onl 1  Area under the SROC curve: 0.9860

studies that

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE -Methodik 79

Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene
Publikationen
used at least 1T a4The weighted summa PET/CT-negative cases
both BMB of FDG-PET/CT-negative patients with a positive BMB)
and follow - with a positive BMB among all cases
up FDG- was 1.1% (95% CI=0.6%-2 . 0 %) 0
PET/ICT
studies as Descriptive statistics:
reference patient characteristics:
i:?edard 1 Age:6-87
includec 1  Gender: male > female
1 newly 1  Ann-Arbor Stage: | - IV
diagnosed 1 cour_1try of origin:
Hodgkin 2 ﬁ}%?;n
lymphoma )
1 Pakistan

Exclusion 1 Denmark

criteria_: ) Italy

e 1 India

1 Re-wew q USA

articles, q  France
:ne;;;es, 1  Singapore
(conference)
abstracts,
editorials or
letters, case
reports,
guidelines
for
management
, studies
including 10
or fewer
patients,
studies
carried out in
animals, and
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ex vivo
studies

1  Studies that
did not allow
separate data
extraction of
newly
diagnosed
Hodgkin
lymphoma
patients from
previously
treated
Hodgkin
lymphoma
cases or
other
nonHodgkin
lymphoma
cases

1  studiest hat
used a stand -
alone PET
system (i.e.
without CT -
based
attenuation
correction of
PET data)

1  Studiesin
which the
FDG-PET field
of view
included less
than the area
from the
base of the
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Referenz/
Studientyp

(Adams,
Nievelstei n
et al. 2015b )
Review

Untersuchte
Studien

(verglichene)
Interventionen

skull to the
pubic
symphysis
BMB not used
as (part of
the)
reference
standard,
Not reported Comparison of
bone marrow
biopsy and FDG -
PET

els der GRADE-Methodik

untersuchte
Endpunkte

Clinical utility

of bone

marrow biopsy
(BMB) and FDG -
PET

© Leitlinienprogramm Onkologie |

Hauptergebnisse

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

Bone marrow involvement is Not a systematic reivew
rare in Hodgkin lymphoma
with a BMB -based incidence
varying between 4% and 14%

In clinical/radiological stage IA
or llA disease (without taking
into account BMB results), the
incidence of bone marrow
involvement has been reported
to be even lower or close to, if
not, 0%

BMB-based lymphomatous
involvement has not been
proven to be a major adverse
predictor of outcome in

Hodgkin lymphoma. In the
cohort on the development of
the IPS in advanced stage
Hodgkin lymphoma,

progression -free survival (PFS)
and overall survival (OS) in 614
patients with BMB -proven bone
marrow involvement (60% and
70%, respectively) were not
significantly different from

| Version 3.0 | Oktober 2020
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Literaturbelege/
eingeschlossene
Publikationen

=

Weigler -Sagie 2014
Cortees -Romera
2013

Agrawal 2013
Muzahir 2012
El-Galaly 2012
Pelosi 2011
Mittal 2011
Cheng 2011
Moulin -Romsee
2010

bl Ngeow 2009

=

=A =A A -4 -4 - -4


https://www.sciencedirect.com/topics/medicine-and-dentistry/hodgkins-lymphoma
https://www.sciencedirect.com/topics/medicine-and-dentistry/progression-free-survival
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Referenz/
Studientyp

(Voltin,
Goergen et
al. 2018 )

Combined
results
fromopen -
label,
randomised,
phase llI
trials HD16,
HD17 and
HD18

1

Untersuchte
Studien

n =832

Inclusion

Criteria:
Newly
diagnosed,
biopsy -
proven HL
PET scanning
and BM
biopsy
during
staging

(verglichene) untersuchte
Interventionen Endpunkte
NA INA

© Leitlinienprogramm Onkologie |

-Methodik

Hauptergebnisse

fSensitivity
T Specificity
1PPV
TINPV

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

those in 1351 patients without
bone marrow involvement
according to BMB (61% and
74%, respectively)
FDG-PET is much more
frequently positive for bone
marrow involvement than BMB
in patients with Hodgkin
lymphoma and has therefore
been proposed as a very
sensiti ve method for the
detection of bone marrow
involvement that may surp ass
the diagnostic yield of BMB.
Multiple studies have shown
that a considerable proportion
of Hodgkin lymphoma patients
with a positive BMB do not
have pathological FDG uptake
in the bone marrow .
1  Sensitivity: baseline
PET vs. BM biopsy
(ref., 95% CI)
95% (75.1 8 99.9) %

1  Specificity: baseline
PET vs. BM biopsy
(ref.)

86.5% (83.9 088.7)%

1 PPV: baseline PET vs.

BM biopsy (ref.)
14.7% (9.1 0 22.0) %

| Version 3.0 | Oktober 2020

= =

Literaturbelege/
eingeschlossene

Publikationen

Study Duration:

7.5 years

Follow -up: not

reported
ITT: not
applicable

Randomisation:

yes
Blinding: no
Funding:

Other limitations:

none identified

none

82
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Exclusion _ NPV: baseline PET vs.
Criteria: BM biopsy (ref.)
1  Not reported 99.9% (99.2 6 100) %

Baseline
characteristics:
HD16 (n = 219)
1  Age: median:
36
1  Stage: (not
reported) | -II:
219/219, 1l -
IV: NA

Baseline
characteristics:
HD17 (n = 184)
1  Age: median:
30
1  Stage: (not
reported) | -II:
184/184, 11l -
IV: NA

Baseline
characteristics:
HD18 (n = 429)
1  Age: median:
32
Stage: (not
reported) | -II:
69/429, III:
192/429, IV:
168/429
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12.3.1.2.

Referenz/
Studientyp

(Bednaruk -
Mlynski,
Pienkowska et
al. 2015 )
Diagnostic test
accuracy
single studies

-Methodik

PET/CT beim Staging/Initialdiagnostik (RCTs bzw. Testgutekriterien)

Tabelle 10: Evidenzbasierte Empfehlung 3.14.

Untersuchte Population

Diagnostic PET/CT
n=96

Recruitment: 2008 -2011
Inclusion Criteria:

1  Patients with newly
diagnosed HL

Exclusion Criteria:
1  Notreported

Baseline characteristics:

1  Age: Median age: 36

years (range: 19 -78
years)

1  Stage: not reported

f 51 males and 45
females

Al Recurrence status : not
reported

© Leitlinienprogramm Onkologie |

Intervention

n=96
CT imaging

untersuchte
Endpunkte

Kontrolle

n= 96
PET/CT imaging

fDisease stage
evaluation
fIDetection of

Baseline lesions

characteristics:
Age: Median
age = 36
years (19 -78
years old
patients)
Stage: not
reported
Recurrence
status: not
reported

Leitlinienreport Hodgkin Lymphom

84

(Vijayakumar and Myrianthopoulos )

Hauptergebnisse

{Diagnostic accuracy 1
1  Sensitivity: not reported
1  Specificity: not reported 1
fDisease stage evaluation: 1
1  Concordance: 63% 1
1  Upstaging by PET/CT: 28%
1  Downstaging by PET/CT: 1
6%
1  Other:
1  Detection of nodal areas
PET/CT: 907
CT: 807

1 Detection of extranodal
areas
PET/CT: 73 in 52 pts
CT: 25in 21 pts

= =

1  Detection of spleen
involvement
PET/CT: 27
CT:9

1 Detection of liver
involvement
PET/CT: 2
CT: 2

| Version 3.0 | Oktober 2020

methodische
Bemerkungen

Study Dur ation : not
reported

Follow -up: not
reported

ITT: no
Randomisation:  not
reported

Blinding: The
radiologist and
nuclear medicine
specialist were
blinded to the original
local -center
assessment and were
not aware of their
mutual staging
Funding: not reported
Other limitations  : no
reference standard to
be able to calculate
sensitivity, specificity,
PPV and NPV
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Referenz/ Untersuchte Population
Studientyp

(Hutchings, Diagnostic PET/CT

Loft et al. n=99

2006 ) All patients were given oral

and intravenous contrast

agents

Inclusion Criteria:

1  newly diagnosed HL

Exclusion Criteria:

bl Diabetes mellitus

Al Pregnancy

age under 18 years

Intervention

staging
PET/CT

n=61

whole -body
scans (mid -
brain to u pper
thigh), 45-90
minutes after
i.v. injection of
approximately
400 MBq 18
F-FDG

GE LS Discovery
PET/CT scanner

© Leitlinienprogramm Onkologie |

Kontrolle

Reference
standard

n=99

A standard of
reference for
each nodal
region and
organ was
determined
using all
available
information
including scan
results,
histology and a

-Methodik

1
1
1

1

untersuchte
Endpunkte

Diagnostic
accuracy .
Sensitivity
Specificity
Positive
predictive
value (PPV)
Neg ative
predictive
value (NPV)
SUVmax
(analyses of 60
patients who
underwent
staging PET/CT)

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1  Detection of BM
involvement , foci
PET/CT: 23 pts
CT: 4 pts

1  Detection of lung
involvement:
PET/CT: 12 pts
CT: 10 pts

1  The study indicated that
PET/CT should be
mandatory in the initial
staging of HL

1 Diagnostic accuracy

All nodal regions  (CT: n=980,

PET: n=990, PET/CT: n=610 ,

SUVmax: n= 600)

f  Sensitivity
CT: 82,6% (78.0 -86.4)
PET: 92,3% (89.5-94.4)
PET/CT: 92,2% (87.7 -95.1)
1 Specificity
CT: 98,9% (97.8 -99.5)
PET: 97,6% (96.4 -98.4)
PET/CT: 99,3% (97.8 -99.7)
Positive predictive value
CT: 97,4% (94.7 -98.7)
PET: 94,9% (92.5-96.6)
PET/CT: 98,4% (95.5 -99.5)

| Version 3.0 | Oktober 2020

== =4

85

methodische
Bemerkungen

Study Duration:
Novemb er 2001 - June
2004

Follow -up: mean:
A:24.4, B:22.7;

median : A:23.8,
B:20.8; r ange: A: 2.0 -
40.8, B: 2.0 -40.8

ITT: not applicable
Randomisation:  not
applicable

Blinding: nuclear
medicine physicians
blind to the CT results
and all other clinical
information except

the diagnosis,
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Referenz/
Studientyp

Untersuchte Population

Intervention

(General Electric
Medical
Systems,
Milwaukee,
Wisconsin, USA),
emission scan s
of 3 minutes

per bed position

Baseline

characteristics:

1 Age: median:
37.3 (range:
18.6 -79.2)

1 Stage:I:
11(18%), II:
24 (39%), III:
18 (30%), IV:
8 (13%)

T Recurrence
status: not
reported

Staging PET
n= 99

whole -body
scans (mid -
brain to u pper
thigh), 45-90
minutes after
i.v. injection of

© Leitlinienprogramm Onkologie |

-Methodik

Kontrolle

minimum of one
year's clinical
follow -up data.
Region/organ
with
involvement
seen on both
PET and CT: true
positive focus,
site with no
suspicious signs
on PET and CT:
true negative

In eight cases,
there was
histological
evidence to
prove or
disprove the
presence of
disease (three
lymph node,
three bo ne
marrow, and
two liver
biopsies; all
other discrepant
findings: status
of the

untersuchte
Endpunkte

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

i Negative predictive value
CT: 92,3% (90.1 -94.0)
PET: 96,3% (94.9-97.3)
PET/CT: 96,2% (93.9 -97.6)

Organ staging  (CT: n= 392,
PET: n= 396, PET/CT: n= 244,
SUVmax: n= 180)

1  Sensitivity
CT: 37,0% (26.3 -49.1)
PET: 86,0% (76.0-92.2)
PET/CT: 72,7% (58.6 -83.4)

1 Specificity
CT: 99,7% (98.7 -99.9)
PET:96,5% (94.5 -97.8)
PET/CT: 94.6 -98.5)

i Positive predictive value
CT: 94,4% (78.5 -98.8)
PET: 78,2% (67.8 -85.9)
PET/CT: 80,0% (65.7 -89.3)

1 Negative predictive value
CT: 92.2% (89.6 -94.2)
PET: 97,9% (96.2-98.9)
PET/CT: 95,8% (92.9 -97.5)

| Version 3.0 | Oktober 2020

methodische
Bemerkungen

radiologists : blind to

not reported

the results of PET
1  Funding:
1 Other limitations:

none
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approximately region/organ
400 MBq 18 determined
F-FDG using
information
from treatment
Baseline monitoring and
characteristics: follow -up
1 Age: median: examinations
36.2 (range:
18.6 -79.2)
1 Stage: I: 22
(22%), II: 42
(42%), II: 27
(27%), IV: 8
(8%)
Recurrence
status: not.
reported
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Evidenzbasierte Empfehlung 3.14.: Voltin 2018

Tabelle 11: Evidenzbasierte Empfehlung 3.15.

Weitere Literatur 3.15: (Specht, Yahalom et al. 2014 ) (Leitlinie )

Referenz/ Untersuchte Population Intervention Kontrolle
Studientyp

(Girinsky, n= 135 n= 88 n= 47

Auperin et al. CT scan without CT scan with IV
2014) Inclusion Criteria: IV contrast contrast
Randomized 1  Pat. with untreated

EORTCI/LYSA/F clinical stages of I/l

IL Intergroup supradiaphragmatic HL

H10 trial

2b Exclusion Criteria:

9 Not reported

Baseline characteristics

across groups _:
 Age: 15-70 years

(Median: 32.2 years)
T Stage: 1: 13%, Il: 87%
1

Recurrence status:  not
reported

untersuchte
Endpunkte

fIRole of FDG -PET
in the
implementation
of INRT in
patients treated

Hauptergebnisse

T OS: not reported
1  PFS:notreported

T AE: not reported
T QoL: not reported

Other:

Pre-chemotherapy FDG -
PET lead to significantly
better INRT delineation
without the necessity of
increasing radiation
volumes

= =

!l

=

=a =4 -4 -4

methodische
Bemerkungen

Study Duration:
September 2007 -
December 2010
Follow -up: not
reported

ITT: not reported
Randomisation: yes
Blinding: not reported
Funding: supported
by Association pour la
Recherche sur le
Cancer (3154)

© Leitlinienprogramm Onkologie |

Leitlinienreport Hodgkin Lymphom
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12.3.1.3. Typische Symptome (EK)
12.3.1.4. Anforderungen an die pathologische Diagnostik (Referenz -pathologie notwendig?) (EK)
12.3.1.5. Anforderungen an die Diagnostik (EK)
12.3.1.6. Psycho -onkologische Diagnostik (LA)
12.3.1.7. Bildgebung in der Radioonkologie (LA)
12.3.1.8. Bewertung der Evidenz zum Kapitel Diagnostik und Stadieneinteilung
Literatur:
Diagnostic Sensitivitat
test accuracy hlgh
systematic
review
Spezifitat - - - - - §885§

high

Literatur: (Hutchings, Loft et al. 2006 ), (Bednaruk -Mlynski, Pienkowska et al. 2015 ), (Voltin, Goergen et al. 2018

Diagnostic Sensitivitat * - §SSt
test accuracy moderate
single

studies

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020
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Spezifitat *
moderate
1: 0The |l ack of a satisfactory dieaginaobsitliict ygoolfd asctcaunrdaacryd clailntiutlsa ttihoens ¢
2: nur Hutchings 2006 (99 Patienten) berichtet Sensitivitat und Spezifitdt , da nur in dieser Studie versucht wurde, zu detektieren, ob ein Lymphknoten tatséchlich befallen oder nicht

befallen ist.

Literatur: (Girinsky, Auperin et al. 2014

Abgrenzung -

Bestrahlungs Iow

gebiet
1 Die Studien untersuchten randomisiert nicht den Stellenwert einer initialen PET -Untersuchung, sondern von dem interim PET, zu dessen Interpretation allerdings die initiale PET -
Untersuchung notwendig war

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020
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12.3.2.

12.3.2.1.

Referenz/
Studientyp

(Blank, von
Tresckow et
al. 2017 )
SR

la

1

Therapie des friihen Stadiums (Kapitel 5)

Therapie im frihen Stadium (RCTS)

-Methodik

(Vijayakumar and Myrianthopoulos

Tabelle 12: Evidenzbasierte Empfehlung 5.2.

Untersuchte
Studien

RCTs searched

in
Cochrane
Central
Register of
Controlled
Trials from
January 1977
to November
2010, for the
update from
December
2010to
December
2016
MEDLINE
(Ovid) from
January 1977
to November
2010, for the
update from
December
2010to
December
2016
Embase from
January 1977
to June 2009

(verglichene)
Interventionen

Interventional
group received
chemotherapy and
radiotherapy
Control group
received
conventional
chemotherapy

Chemotherapy
regimens:

ABVD in five trials
CVPP in one trial
EBVP in one trial
Radiation therapy
regimens:

IFRT in three trials
EFRT in one trial
Mixed
radiotherapy in
one trial

Subtotal node
radiotherapy in
one trial

untersuchte
Endpunkte

fOverall
survival
(mortality)

fProgression -
free survival

[ Treatment
response

fAdverse
events

© Leitlinienprogramm Onkologie |

1

=

=

Hauptergebnisse

7 trials reporting on 2564 patients
included in review

Results : (A)
OS (mortality)
HR: 0.31

95%Cl: 0.19 -0.50 (without trial and

after 5 years)

PFS
HR: 0.42
95%Cl: 0.25 -0.72

Safety/AEs

Infection related mortality:
RR: 0.33

95%Cl: 0.01 -8.06

Second cancer related morta  lity:

RR: 0.53
95%Cl: 0.07 -4.29

Cardiac related disease mortality:

RR: 2.94
95%ClI: 0.31-27.55

QoL : not reported
Other relevant outcomes

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

Overall quality of
included studies:
moderate

Follow -Up: 5 years for OS
and PFS

Randomis ation :yes
ITT : Not sufficiently
reported

Blinding :no

Funding : UKK KdlIn,
Klinik | fir Innere

Medizin, BMBF

Heterogeneity:
1 Random effects model
1 1?=52% (0OS), I? = 69%
(PFS), t =67% (CR)

| Version 3.0 | Oktober 2020
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Literaturbelege/
eingeschlossene
Publikationen

Bloomfield 1982
(GALGB 7751)
Eghbali 2005
(EORTCAZELA H9-F)
Raemakers 2014
(H10F, H10U)
Meyer 2005 (HD6)
Aviles 1998 (Mexico
B2H031)

Straus 2004
(MSKCC trial #90 Z
44)

Radford 2013
(RAPID trial)
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Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene
Publikationen
1  Conference Involved -node T Complete response rate:
proceedings radiotherapy in RR: 1.08
of the annual one trial 95%Cl: 0.93-1.25
meetings of
gz’ecigilg‘slv;gg Authors defined Results: (B) _
two different 1  OS (mortality)
abstracts HR: 2.12
(2000 to cohorts for data 95%CI: 1.03 -4.37
2015, if not analysis: T
included in A: O0Same n 1 PFS
CENTRAL): of HR: 0.42
1 American chemotherapies in 95%Cl: 0.14 -1.24
Society of both armso
Hematology B: oDiffer 1 Safety/AEs
(ASH_) number of 1  Infection related mortali  ty:
q American ) . RR: 6.90
Society of chemotheraplesin 95%Cl: 0.36 -132.34
Clinical both armsso 1 Second cancer related morta  lity:
Oncology RR: 2.22
(ASCO) . 95%Cl: 0.70 -7.03
T Internat ional 1 Cardiac related disease mortality:
Symposium RR: 0.99
on Hodgkin 95%Cl: 0.14 -6.90
Lymphoma
(IHSL) . 1  QoL: not reported
(update until
2013) . 1 Other:
T Handsearchi 1  Complete response rate: not
ng: We reported
checked the
r_eference Descriptive statistics:
lists of all - o
identified patient characteristics
trials, 1 Gender: male >female
relevant 1 Age: 15-75
review
articles and
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current
treatment
guidelines
for further
literature.

1 Personal
contacts: We
contacted
experts in
the field in
order to
retrieve
information
on
unpublished
trials

Inclusion
criteria:

1 RCTs
comparing
chemotherap
y alone with
combined
modality
treatment
consisting of
chemotherap
y plus
radiotherapy

1 Treatment -
naive stage |
and Il HL

1 newly
diagnosed
patients with
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early
favourable
and early
unfavourable
stages
clinical stage
(Voong,
McSpadden
etal.)land
CS Il Hodgkin
lymphoma
(HL)

Exclusion
criteria:

T RCTs
comparing
chemotherap
y alone with
chemotherap
y plus
radiotherapy
in patients
with all
stages of HL
if more than
20% of
patients had
advanced
disease

1 quasi-
randomised
trials

1 trials
including
fewer than
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Referenz/
Studientyp

Referenz/
Studientyp

(Thomas,
Ferme et al.
2018)

EORT-GELA
H9-F
Intergroup
random ised
trial ;

Update of
study from
(Blank, von
Tresckow et al.
2017)

ADE-Methodik

Untersuchte (verglichene) untersuchte
Studien Interventionen Endpunkte
10 patients
per arm

Tabelle 13: Evidenzbasierte Empfehlung 5.2.

Untersuchte Population

n= 783 (enrolled)

Inclusion Criteria:
1  untreated stage | or Il
supradiaphragmatic HL
without

Exclusion Criteria:

1 one of the following risk
factors: age 50 years or
more, 4 to 5 nodal areas
involved, mediastinum
thoracic ratio of 0.35 or
more, erythrocyte
sedimentation rate of
30mm or more in first
hour with B symptoms

1  lymphocyte
predominant nodular HL
subtype

9 concom itant or previous

malignancies other than
basal skin or in situ
carcinoma of the cervix,
concomitant other severe
illness, or HIV positivity

© Leitlinienprogramm Onkologie |

Intervention

Arm A:
n=130
6x EBVP, no RT

Baseline

1  Age: median:
31

1  Stage: not
reported

bl Recurrence
status: not
reported

Arm B:

n =209

6x EBVP followed
by low -dose RT
with 20 Gy in 10
fractions

Baseline

characteristics:
1  Age: median:

30
1  Stage: not
reported

Kontrolle

Arm C:

n =239

6x EBVP followed
by standard -dose
IFRT with 36 Gy in
18 fractions

Baseline

characteristics:

1  Age: median:
31

Stage: not
reported

1 Recurrence
status: not
reported

Hauptergebnisse

untersuchte
Endpunkte

fRelapse -free
survival

fEvent -free
survival

10S

AEs, SAEs

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

Hauptergebnisse

T Relapse -free survival:  at
5 years

1T ArmA:69.8% (624 0o

75.9)

Arm B: 84.2% (79.3 & 88)

Arm C: 88.6% (84.6 0

91.6)

= =4

1  Event-free survival: at5
years

1  ArmA:69% (60 &77)

1 ArmB:84% (78 0 88)

1 ArmC:88% (83 092)

1 Os:

1 at5years
Arm A: 97% (92 0 99)
Arm B: 99% (96 0o 100)
Arm C: 98% (95 9 99)

1 atlOyears
Arm A: 95% (85 0 98)
Arm B: 97% (93 0 99)
Arm C: 95% (86 0 98)

1 AEs: grade3or4
1 Chemotherapy -related (n
=734)
Anemia: 0%

Thrombopenia: <1%

| Version 3.0 | Oktober 2020
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Literaturbelege/
eingeschlossene
Publikationen

methodische
Bemerkungen

Study Duration:  5.75
years

Follow -up: median: 91
months (4 & 147)
ITT: yes
Randomisation:  yes
Blinding: no
Funding: French
Ministry of Health,
Programme
Hospitalier de
Recherche Clinique
1998, and French
National League
Against Cancer;
French Federation of
Comprehensive
Cancer Centers
(sponsor of the French
participating centers)
Other limitations:

none identified

95



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

Referenz/
Studientyp

Referenz/
Studientyp

(Behringer,

Goergen et al.

2015)
RCT
1b

Untersuchte Population

1

Tabelle 14: Evidenzbasierte Empfehlung 5.4.

1

Untersuchte Population

n = 1502 patients

All patients were treated
with 30GY IFRT after
chemotherapy.

4-arm study

Inclusion Criteria:
newly diagnosed,
histologically proven,
classic
lymphoma in clinical
stages | or Il,
nodular lymphocyte
domi nant
lymphoma in Ann Arbor
stage IB, IlA, or 1IB

© Leitlinienprogramm Onkologie |

Hodgk

-pre
Hodg

1

-Methodik
Intervention Kontrolle
Recurrence
status: not
reported
Intervention Kontrolle
Arm 1: Arm 3:
n =566 n=>571
2x ABVD 2x AVD
Baseline Baseline
char acteristics: characteristics:
Age: Median: Age: Median:
39 40 (recruited
Stage: (Ann up to Sept,
Arbor) | A: 2009)
158, 1 B: 19, Stage: (Ann
Il A: 353, Il Arbor) | A:
B: 36 166, | B: 24,
Recurrence I1'A: 342, 1l B:
status: not 39
reported Recurrence
status: not
reported

= =4 =

untersuchte
Endpunkte

untersuchte
Endpunkte

(O]

PFS
Treatment -
related
mortality
Secondary
neoplasms

QoL

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

Leucopenia: 8%
Neutropenia: 24%
SAEs: 5%

RT-related (n = 568)
Hematologic toxicity: <1%
Pulmonary: 2%
Mucositis: <1%
Cutaneous: 1%

Nausea or vomiting: <1%

Late toxicities
Cardiovascular: 6/783
Pulmonary: 7/783
Second cancers: 14/783

Hauptergebnisse

OS: 5-year OS (HR: ABVD

vs. others)
Arm 1: 97.6%
Arm 2: 94.1%

HR: 1.35 (95%CI: 0.61 to

2.96)
Arm 3: 97.6%

HR: 1.33 (95%CI: 0.67 to

2.63)
Arm 4: 98.1%

HR: 1.02 (95%CIl: 0.41 to

2.51)

PFS:5-year PFS (HR: ABVD

vs. others)
Arm 1: 93.5%
Arm 2: 82.1%

HR: 1.97 (95% ClI: 1.15 to

3.38)
Arm 3: 89.6%

| Version 3.0 | Oktober 2020
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methodische
Bemerkungen

Study Duration:  not

reported

Follow -up:

Arm 1: 52 months
(median)

Arm 2: 83 months
Arm 3: 55 months
Arm 4: 84 months
ITT: Yes
Randomisation:
Blinding: No, open
label trial

Yes

Funding: Study was

funded by

Krebshilfe and Swiss

State Secretariat for
Education and
Research.
Other limitations:
none

6

oD
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Referenz/
Studientyp

1

= =

Untersuchte Population

Exclusion Criteria:

large mediastinal mass
(Ga third of
maximum thoracic
diameter),

extranodal lesions,

raised erythrocyte

sedi mentati on
mm/h without B
sympt oms,
with B symptoms),
association of at least
three nodal areas

03011

© Leitlinienprogramm Onkologie |

-Methodik
Intervention Kontrolle untersuchte
Endpunkte
Arm 2: Arm 4:
n=198 n=167
2x ABV 2x AV
Baseline Baseline
characteristics: characteristics:
Age: Median: Age: Median:
39 (recruited 37 (recruited
up to Feb, up to Sept,
2007) 2005)
Stage: (Ann Stage: (Ann
Arbor) | A: Arbor) | A:
63,1B:5, Il 52,1B: 3,1l
A: 118, I B: A: 104,11 B: 8
12 Recurrence
Recurrence status: not
status: not reported
reported

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

HR: 1.49 (95%Cl: 0.98 to

2.26)

Arm 4: 78.9%
HR: 2.31 (95%CI: 1.34 to

3.96)

AE:

Leucopenia: 92 (Arm 1),

33 (Arm 2),

18 (Arm 4)

61 (Arm 3),

Alopecia: 25 (Arm 1), 18
(Arm 2), 57 (Arm 3), 17

(Arm 4)

Nausea/vomiting: 39 (Arm
1), 8 (Arm 2), 31 (Arm 3),

5 (Arm 4)

Pain: 8 (Arm 1), 2 (Arm
2), 13 (Arm 3), 4 (Arm 4)
Infection: 9 (Arm 1), 0

(Arm 2), 7 (Arm 3), 4 (Arm

4)

Events in gastrointestinal
tract: 11 (Arm 1), 1 (Arm
2), 5 (Arm 3), 0 (Arm 4)

Events in respiratory tract:
3(Arm1),

0(Arm 2),0

(Arm 3), 1 (Arm 4)

QoL: not reported

Other:

Treatment related

mortality
o[ é]

deat hs

eff ects of first -line
treatment did not occur in
this study, and the only
death caused by

| Version 3.0 | Oktober 2020
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Referenz/
Studientyp

(Canellos,
Anderson et
al. 1992 )
RCT

1b

1
1

1

Untersuchte Population

n = 400
39 patients excluded

Inclusion Criteria:
> 16 years
with histopathologically
proven and untreated
stage Il A, lll B, IV A or
IV B HL or patients with
recurrent HL after initial
radiation (>3 three
months between
radiation and
recurrence).

Exclusion Criteria:
not reported

© Leitlinienprogramm Onkologie |

Intervention

Arm 1:

n=123

Six to eight
cycles of MOPP
mechlorethamin
e, vincristine,
procarbazine,
prednisone),
depending on
treatment
response.
Patients on
MOPP were
switched to
ABVD-arm in
case of a) no
evidence for
complete
response after
six cycles or b)
disease
progression
during therapy

-Methodik

untersuchte
Endpunkte

Kontrolle

Arm 2:

n=115

Six to eight
cycles of ABVD,
depending on
treatment
response

I Treatment
response
fFailure -free
survival
fOverall survival
T Toxicity/AE

Baseline

characteristics:
Age: median:
35
Stage: Il Az:
13, 1l B: 24,
IVA: 12, IV
B: 33
Recurrence
status: not
reported

Arm 3:

n=123

12 cycles of
MOPP and ABVD

Leitlinienreport Hodgkin Lymphom

il

il

= =4

Hauptergebnisse

respiratory tract disease
in patients receiving
bleomycin took place
more than 8 years after
treatment and was due to
pneumoni ab

Secondary neoplasms
Not separately reported for
different arms. 58 patients
suffered from secondary
malignancies.

OS: 5-year OS:

Arm1: 66%

Arm2: 73%

Arm3: 75%

P=0.28 (Arm 1 vs.

Arm2+3)

PFS:Disease progression
Arml: 4%
Arm2: 2%
Arm3: 0%

AE:

Neutropenia: 47,21,1
(Arm 1); 18,3,0 (Arm 2);
53,28,0 (Arm 3); P <
0.001
Thrombocytopenia:
36,15,1 (Arm 1); 2,3,0
(Arm 2); 28,13,0 (Arm 3);
P <0.001

Anemia: 31,12,0 (Arm 1);
5,0,0 (Arm 2); 25,8,0
(Arm 3); P <0.001

| Version 3.0 | Oktober 2020
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Study Duration:  not
reported

Follow -up: Median
follow -up: 6 years

ITT: No
Randomisation:  Yes
Blinding: Not reported
Funding: not reported
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
SEIETY Endpunkte Bemerkungen
givenin 1 Infection: 11,1,1 (Arm 1);
Baseline alternation. 2,0,0 (Arm 2); 12,2,1
characteristics: (Patients without (Arm 3); P <0.001
f  Age: median: treatment 1 Peripheral neuropa thy:
34 response or 8,0,0 (Arm 1); 1,0,0 (Arm
ﬂ Stage: 1A progressi\/e 3)6(2):’]_010 (Arm 3)- P <
15,111 B: 19, disease after ' .
IV A: 12, IV 1  Alopecia: 5,0,0 (Arm 1);
B: 36 four cycles were 24,0,0 (Arm 2); 14,0,0
f  Recurrence excluded) (Arm 3); P <0.001
status : not | Nausea/vomiting: 28,0,0
reported Baseline (Arm 1); 33,0,0 (Arm 2);
characteristics: 39,0,0 (Arm 3); P =0.09
Age: median: 1 Pulmonary: 3,1,0 (Arm 1);
32 4,0,3 (Arm 2); 3,0,1 (Arm
Stage: Il A;: 3, P=034
15, 11l B: 24,
IV A: 14, IV 1  QoL: notreported
B: 32
Recurrence i Other:
status: not 1  Treatment response
reported CR
Arm1l: 67%
Arm2: 82%
Arm3: 83%
P=0.006 (Arm 1 vs.
Arm2+3)
Arm 1vs. Arm 2:
Relative risk: 0.83
95%Cl: 0.71 -0.96)
PR
Arml: 24%
Arm2: 13%
Arm3: 10%

1  5year failure -free
survival:
Arm1: 50%
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte
Studientyp Endpunkte
(Engert, n =650 Arm 1: Arm 2: 10s
Franklin et al. n=311 n =316 1CRR
2007) Inclusion _ Criteria: EFIF 2xABVD + EFIF ~ IFFTF
RCT 1 Newly diagnosed fiToxicity Grade
multicentre Histology -proven HL Baseline Baseline 3/4
trial . IA-IIB without risk characteristics: characteristics: TTRD
1b factors 1 Age: median: T Age: median: i
1 16 d 75 years 38 34 ficR
1  Karnofsky performance 9 Stage: | A: 1 Stage: | A:
status > 70% 41,1B: 3, Il 43,18B:3, 1l
1 previously untreated A:54,11B: 2 A:50, 11 B: 4
. free of concurrent 1 Recurrence 1  Recurrence
disease status: not status: not
reported reported

1

= =

Exclusion Criteria:
impaired heart, lung,
liver, or kidney function,
previous malig nant
disease, or HIV -positive
status
chronic obstructive lung
disease
pregnant or lactating
HL as part of a
composite lymphoma

© Leitlinienprogramm Onkologie |

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

Arm2: 61%
Arm3: 65%
P=0.02 (Arm 1 vs. Arm
2+3)
Arm1vs. Arm2:
Relative risk: 0.69
95%CI: 0.47 -1.02)
P=0.006

1 OS: EFIF: 92% ; P=0.43,
ABVD:94% ; P=0.43

1  PFS:not reported

1 AE:Arm 1RT:n=271,
Arm 2 RT: n =261; Grade
3[%)]+4[%]

1  Leukopenia: 2,6 (Arm 1);
0,8 (Arm 2)

1 Nausea: 3,3 (Arm 1); 5,4
(Arm 2)

1 Infection: - (Arm 1); 0,4
(Arm 2)

T Skin: - (Arm 1); 2,7 (Arm
2)

1  Pharynx: 2,6+0,4 (Arm 1);
1,5+0,4 (Arm 2)

1 Larynx: 0,4 (Arm 1);
0,4+0,4 (Arm 2)

1  Esophagus: 2,2+0,4 (Arm
1); 0,8+0,4 (Arm 2)

1  QoL: not reported

1 Other:

1 CRR:
EFIF:95% ; ABVD:94%
P: nr
FFTF:

| Version 3.0 | Oktober 2020
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Study Duration:  not
reported

Follow -up: 87 months
(n=23 patients were
excluded from
analysis; n=8 in
treatment arm and
n=22 dropped out)
ITT: No, For ABVD -
toxicity 10% were not
included in analysis,
For RT-toxicity 13% in
EFIF arm and 17% in
ABVD-EFIF were not
included in analysis
Randomisation:  Yes
Blinding: No, Blinding
not possible because
no placebo was used
in control group
Funding: Deutsc he
Krebshilfe, Swiss
Group for Clinical
Cancer Research
Other limitations:

none
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Referenz/
Studientyp

(Engert,
Plutschow et
al. 2010b )

RCT (HD10)

E R ]

Untersuchte Population

n=1190

Inclusion Criteria:
Newly diagnosed
untreated
16 to 75 years
Favourable prognosis
Confirmed histologic
examination
No clinical risk factors

Exclusion Criteria:
Not reported

© Leitlinienprogramm Onkologie |

Intervention

Arm 3:
n =295
2xABVD + 30Gy

Baseline
characteristics:

Kontrolle

Arm 1:
n =298
4xABVD +30Gy

Baseline
characteristics:

-Methodik

Age: mean:
38,3

Stage: (Ann
Arbor) | A:
99,1B:7,1
A: 175, 11 B:
14
Recurrence
status: not
reported

Arm 4:
n =299
2xABVD + 20Gy

Baseline
characteristics:

Age: mean:
39,5

Stage: (Ann
Arbor) | A:
94,1B:5, 1l
A: 182, 11 B:
17
Recurrence
status: not
reported

Arm 2:
n =298
4AxABVD + 20Gy

Baseline
characteristics:

=A =4 =8 -8 -4

untersuchte
Endpunkte

FFTF
0os
PFS
CR
Toxicity

Leitlinienreport Hodgkin Lymphom

=

=A =4 =8 -8 -8 -8 -9

Hauptergebnisse

EFIF: 67% (95%Cl, 61%
73%)

ABVD: 88% (95%Cl; 84%-
92%; P<0.0001)
ABVD-toxicity:
leukopenia: 11%
thrombopenia: 0.4%
RT-toxicity:

leukopenia 2.6

TRD:

EFIF: 4.2%

ABVD: 2.5%

OS: Arm 1/2: 97.1%;
P=0.61, Arm 3/4: 96.6%;
P=0.61, Arm 1/3: 97.7%;
P=0.61, Arm 2/4: 97.5%;
P=0.61

PFS:(95% Cl)

5 years [%]:

93.9 (Arm 1), 93.2 (Arm
2), 90.8 (Arm 3), 91.6
(Arm 4)

8 years [%]:

88.4 (Arm 1), 90.0 (Arm
2), 85.4 (Arm 3), 86.5
(Arm 4)

AE:

(at least one instance of
severe) Toxicity (grade
N/IV): 51.7% (Arm 1+2)
vs. 33.2% (Arm 3+4)
(P<0.001); 8.7% (Arm 1+3)
vs. 2.9% (Arm 2+4)
(P<0.001).

hair loss: 28.1% (Arm 1+2)
vs. 15.2% (Arm 3+4)

| Version 3.0 | Oktober 2020
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methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: Yes, 80
month (Arm 1 + 3), 77
months (Arm 2 + 4)

ITT: Yes, Intention -to-
treat principle was

used on the basis of
the treatment actually
received
Randomisation:  Yes,
orandomly as
centrally in a 1:1:1:1
rati oo, Repo
randomisation was
performed centrally,
Insufficient

information available

on all ocation
concealment to permit
judgement

Blinding: No, Blinding
not possible because
no placebo was used

in control group

101
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
1 Age: mean: 1 Age: mean: 1  hematologic toxic effects: 1  Funding: Deutsche
38,7 38,6 24.0% (Arm 1+2) vs. Krebshilfe, Swiss
1 Stage: (Ann 1 Stage: (Ann 15.0%(Arm 3+4) Federal Government
Arbor) | A: Arbor) | A: 1 Infections: 5.1% (Arm 1+2) 1 Other limitations:
76,1B:6, Il 92,1B:6, Il vs. 1.7% (Arm 3+4) none
A: 197,11 B: A: 184,11 B: 1  Treatment -related deaths:
20 15 6 patients (Arm 1+2) (two
Recurrence 1  Recurrence died from pulmonary
status: not status: not fibrosis, two from sepsis,
reported reported one from pneumonia, and

one from an unspecified
cause) vs. 1 patient (Arm
3+4) (from pulmonary
fibrosis)

1  Secondary neoplasia: Arm
1/2: 4.5%, Arm 3/4: 4.7%

T QoL:0better qua
associated with shorter
and less intense
treat menté

M  Other:

T FFTF: Arm 1/2: 93%;
P=0.39, Arm 3/4: 91.1%;
P=0.39, Arm 1/3: 93.4%;
P=0.39, Arm 2/4: 97.5% ;
P=0.39

9 TRD: Arm 1/2:1.5%, Arm
3/4: 2.3%

T CR:Arm 1/2: 96.5%; P=nr,
Arm 3/4: 96,8%; P=nr,
Arm 1/3: 99%; P=nr, Arm
2/4: 97.4%; P=nr

(Sasse, Siehe Engert 2007, hier mit 1 PFS(15-year follow up,

Brockelmann et Studienupdate HD7 95% CI)

al. 2017 ) extrahiert 1 EFRT:52.2% (44.9%-
59.5%)
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
1 CMT: 72.8% (65.6% -80.0%)
1  HR=0.45 (0.3 -0.6)
1  Median observation time,

120 months

T OS (15-year follow -up,
95% ClI)

1 EFRRT: 77.1% (71.2%-
83.0%)

T CMT: 79.7% (73.9% -85.6)

1 HR=0.8 (0.6 -1.2)

f  Median observationti me,
136 months

1 Long -term follow -up:

1  Second neoplasia (15-year
cumulative incidence, %,
95% ClI)):

1 EFRRT: 16 (11 -22)

1 CMT: 14 (9 -19)

Standardized incidence
rate (95% CI):

1 EFRRT: 2.7 (1.9 -3.6)

1 CMT:3.0(2.2 -4.0)
(Sasse, Siehe Engert 2010, fur 1 10-year PFS 1 10-year PFS
Brockelmann diese Empfehlung: nur 1 10-year OS 1 Non-inferiority of least
etal. 2017 )0 HD10 aus Sasse 2017 intensive (2xABVD + 20Gy
Update zu extrahiert RT) compared to most

intensive (4xABVD + 30
Gy RT) was confirmed,
87% in both groups,

HD10 (Engert,
Plutschow et
al. 2010b ))
1  4ABVD+30Gy: 87.4%
(82.9 -91.9%)
1 2ABVD+20Gy: 87.2%
(82.9 -91.5%)
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

1 HR =1 (95% Cl, 0.6 -1.5
within margin of 2.2)

T Median obs ervation time,
98 months

10-year OS

4ABVD+30Gy: 93.6%

(90.5 -96.7%)

1 2ABVD+20Gy: 94.1%
(91.1%-97.1%)

T HR=0.9(95% Cl, 0.5t0
16)

Median observation time,

113 months

Long -term follow -up:
Second neoplasia (10-year
cumulative incidence, %,
95% ClI)):

4ABVD+30Gy: 8 (5 -12)
4ABVD+20Gy: 6 (3 -10)
2ABVD+30Gy: 8 (4 -11)
2ABVD+20Gy: 9 (5 -11)

= =

= =4 = -9

Standardised incidence
ratio (95% ClI) :

1  4ABVD+30Gy: 2.1 (1.4 -
3.1)

i 4ABVD+20Gy: 1.5 (0.9
2.3)

1 2ABVD+30Gy: 1.6 (1.0 -
2.5)

1 2ABVD+20Gy:2.1(1.4
3.2)

Evidenzbasierte Empfehlung 5.5.:  Engert 2010b , Sasse 2017
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12.3.2.2. Interim -PET/CT (Cochrane Reviews, RCTS) (Vijayakumar and Myrianthopoulos )

12.3.2.3. Strahlentherapie Feld (involved site) Expertenkonsens und Guidelin es, da keine RCTs vorhanden) (EK )
Evidenzbasierte Empfehlung 5.7: Specht 2014
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12.3 . Evidenzt abellen und Bewertung der Evidenz mittels der GRADE

-Methodik

chnik der Strahlentherapie, Protonentherapie, IMRT, konventionelle 3D Therapie

12.3.2.4. Neues Unterkapitel: Te
Myrianthopoulos )
Tabelle 15: Evidenzbasierte Empfehlung 5.9
Referenz/ Untersuchte Population Intervention
Studientyp
(Antoni, n=13 intensity -
Natarajan -Ame modulated
etal. 2013 ) Patients received 30 Gy radiotherapy by
Prospective radiotherapy in 15 fractions helical
case series and a boost of 6 Gy in tomography
three fractions. (IMRT-HT)

Inclusion Criteria:
Female
Newly diagnosed
supradia -phragmatic
stage IlA or 1IB HL
1  Treated by ABVD +
BEACOPP

= =

Exclusion Criteria:
1  Notreported

Baseline characteristics:
1  Age: median: 29.7
Al Stage: 11 A:12,11B: 1
Al Recurrence status : not
reported

© Leitlinienprogramm Onkologie |

Kontrolle untersuchte
Endpunkte
3D-conformal 1 Planned
radiotherapy target volume
(3D-CRT) (PTV)
1 Target
dosimetry

1 Organ doses

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

T OS: (2- and 3-year): 100%
1  PFS:(2-year): 91.6%

1  AE: not reported

T QoL: not reported

Other:

PTV:

Median PTV was 970cm3
(range: 512 -2666cm3)
Mean dose : 3D-CRT
100.6%, IMRT-HT: 100%,
No statistical significant
difference , Percent of PTV
within 95% isodose , 3D-
CRT: 93.7 % IMRT-HT:
95.8%, No statistical
significant difference,

= =

1  Target dosimetry :
0The
was better for IMRT than
for 3DCRT, at1.2 and 2.4,
respectively,
0 The mecoveradex
was 0.8 (range: 0.4 -08)
for IMRT and 0.6, (range
0730.9) for 3D -CRT
(p=0.001) .6
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(Vijayakumar and

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: Median
follow -up was 23

months

ITT: No
Randomisation:  No
Blinding: No
Funding: not reported

Other limitations:
treatment planning
study, simulation?
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Referenz/
Studientyp

(Baues,
Marnitz et al.
2018)

1

Untersuchte Population

n=21
Recruitment:

Inclusion ¢ riteria:
all patients with

Hodgkin lymphoma and
mediastinal involvement

were consecutively
included

Exclusion c riteria:

Not reported

2014 - 2016

Intervention

intensitiy
modulated
proton therapy

(IMPT), 30 Gy
to the PTV

Kontrolle

intensity
modulated
radiotherapy
(IMRT), in the

form of
volumetric

modulated arc

therapy (VMAT) ,

30 Gy to the
PTV

1
1

untersuchte
Endpunkte

Clinical target
volume (CTV)
planning
target volu me
(PTV)

Dose to spinal
cord

dose to left
breast

Dose to right
breast

Dose to lungs
Dose to heart

Hauptergebnisse

 Organ doses:
0The mean aver
was significantly higher
for 3DCRT than for IMRT
in case of esophagus
(24.6 vs. 21.5 Gy, p=
0.002), lung (12.4 vs. 9.7,
p=0.003) and heart (13.9
Gy vs. 11.5 Gy, p=0.01),
OFor both brsa
the median maximal dose
was significantly lower for
IMRT than for 3D -CRT, at
35.3 Gy and 38.6 Gy,
respectively, (
0The mean aver
maximum and minimal
doses for [For thyroid
gland] were not
significantly different for
3D-CRT compared with
IMRT, at 30.1 and 29.4
Gy, 37.2 and 37.1 Gy and
13.9 and 15.1 Gy,
respectivel yo
ICTV (Mean, sd, in Gy)

IMPT: 30.1 (0.2)

RA (VMAT): 30.6 (0.2)

n.s.

PTV planning tumor volume
(Mean, sd, in Gy)
IMPT: 30.0
RA (VMAT): 30.0

=

= =

methodische
Bemerkungen

Study Duration: 2
years

Follow -up: not
applicable

ITT: no
Randomisation:  no,
each treatment plan
for every person
Blinding: no
Funding: not reported
Other limitations:

non -RCT treatment
planning study
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
dee 9 Dose to heart fiDose to spinal cord (D1%,
inspiration wall sd, in gy)
Baseline characteristics: breath hold ) fi  Doseto IMPT: 15.9 (5.6)
1 Age (mean): 34 years healthy tissue RA (VMAT): 20.3 (5.2)
I  Stage: stages|-IV P<0.01, Difference: 22%

Al 16 women, 5 men

fDose to left breast (Mean,
sd, in Gy)
IMPT: 0.6 (0.9)
RA (VMAT): 3.5 (2.8)
P<0.01, Difference: 83%

fDose to right  breast (Mean,
sd, in Gy)
IMPT: 0.7 (1.7)
RA (VMAT): 3.7 (3.8)
P<0.01, Difference: 81%

fDose to lungs (Mean, sd, in
Gy)
IMPT: 4.3 (1.8)
RA (VMAT): 7.9 (3.0)
P<0.01, Difference: 46%

fDose to heart (Mean, sd, in
Gy)
IMPT: 4.1 (3.9)
RA (VMAT): 6.6 (4.6)
P<0.01, Difference: 38%

fDose to heart wall (Mean,
sd, in Gy)
IMPT: 2.9 (4.0)
RA (VMAT): 4.9 (4.6)
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Referenz/
Studientyp

Untersuchte Population

(Cella, Conson
etal. 2013 )
Case Report

n=1

Inclusion Criteria:

1  One case of a female HL
patient with solely
supradiaphragmatic
tumor spread

Exclusion Criteria:
1 notreporte d

Baseline characteristics
1  Age: notreported
1  Stage: not reported
Al Recurrence status : not
reported

untersuchte
Endpunkte

Intervention Kontrolle

Planned
targeted
volume (PTV)
Target dose
Organ dose

Simulation five
treatment
radiation
techniques
(anterior -
posterior
parallel
opposed
technique (AP -
PA), forward
intensity
modulated
technique
(FIMRT), inverse
intensity
modulated
technique
(IMRT),
Tomotherapy
technique
(Arakelyan, Jais
etal.) and
proton
technique
(PRO))

= =

Hauptergebnisse

P<0.01, Difference: 40%

fDose to healthy tissues
(Mean, sd, in Gy)
IMPT: 2.3 (1.5)
RA (VMAT): 4.5 (2.1)
1  P<0.01, Difference:49 %
T o1 MRT, TOMO
plans generally reduced
the OARsd® dosef
accordingly the related

anf

radio-i nduced toxf¢

1

T o061l MRT and TOMCY
increased risk of 1

development of breast,
and lung SMN compared
with AP -PA and FIMRT
techniques was
T o00Only PRO plan
to reduce the risk of
predicted SMN compared
withAP-PA technigq

il

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: not
reported

ITT: -

Randomisation: -
Blinding: -

Funding: 0 Thi s w
was partially

supported by grants
from ltalian Ministry

for Education,
University and
Research (MIUR) in the
framework of FIRB
(RBNEO8YFN3
OMERI ©6)

Other limitations:
Simulation study
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Referenz/
Studientyp

(Cella, Liuzzi
et al. 2010 )
Retrospective
case series

4

1

1
1

Untersuchte Population

n=10

Patients received a total
dose of 30 Gy f ractioned to
1.5 Gy per session

Each treatment plan was
calculated for each patient

Inclusion Criteria:
Patients with
supradiaphragmatic
stage Il HL undergoing
postchemotherapy
radation with a planning
target volume >900m3.

Exclusion Criteria:
Not reported

Baseline characteristics:
Age: 18-42
Stage: Il A: 4,11 B: 2, 1l
AS: 1,1 BS: 1,IVAS: 1,
IVB:1
Recurrence s tatus: not
reported

© Leitlinienprogramm Onkologie |

Intervention

forward planned
intensity
modulated
Technique
(FPIMRT) or

-Methodik
Kontrolle untersuchte
Endpunkte
conventional 1 Planned
parallel - target volume
opposed field 1 Target dose
plan (AP-PA). f Organ doses

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1 PTV:

Mean PTV was 1,652cm3
(95%Cl: 1,191 to 2,112)
Mean dose

AP-PA: 105%

FPIMRT: 101%

P<0.001

Percent of PTV within 95%
isodose

AP-PA: 95.9%

1 FPIMRT: 96.8%

1 P=0.05

= = =] =)

=

1 Target dose:
Mean and maximal dose
were significantly lower
for FPIMRT technique, but
minimal dose did not
differ significantly
between both techniques.

f  Organ doses:
Organ doses of both plans

were comparable for
heart, lung and breast.
For spinal cord, the
FPIMRT technique
significantly reduced the
maximum dose and for
the thyroid glaned the
FPIMRT approach
significantly reduced the
minimum, maximum and
average dose.
1 Lung (mean values, 95%
Cl of predicted NTCPs)
APPA: 7.3 (3.6 -11.6)
FPIMRT: 6.2 (2.8 -9.6)

= =)
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Bemerkungen

9 Study Duration:  not
reported

1 Follow -up: not reported

T ITT: not reported

1 Randomisation:  not

reported
1 Blinding: not reported
9 Funding: not reported

1 Other limitations:
treatment planning
study, simulations
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Referenz/
Studientyp

(Edvardsson,
Kugele et al.
2019)

1

1

1

1

Untersuchte Population Intervention Kontrolle
n=18 intensity 3-dimensional
Recruitment: 2014 -2017 modulated conformal

Proton Therapy radiation
Before radiation therapy (IMPT) therapy (3D-
(RT), 2 planning CT s were CRT)
acquired

volumetric

modulated arc
therapy (VMAT)

- one with deep inspiration
breath hold (DIBH)

- one with free breathing
(FB)

Inclusion c riteria:
Mediastinal HL

Exclusion c riteria:
Not reported

Baseline characteristics:
Age (median) : 34 years
(range 15 -71 years)
Stage: IIA: 9, 1IB: 3, llI: 4,
vV: 1
8 male, 10 female

untersuchte

Endpunkte

=

=a =4 =4 -4 -8 —a -8 8 -9

1

Hauptergebnisse

Heart (mean values, 95%
Cl of predicted NTCPs)
APPA: 0.3 (0-0.7)
FPIMRT: 0.3 (0-0.8)
Spinal cord:

APPA: 2.1 (1.6 -2.6)
FPIMRT: 1.6 (1.3 -1.9)
Thyroid:

APPA: 1.6 (8.1-15.2)
FPIMRT: 7.6 (5.4 -9.8)

Clinical target volume

(V95%, in %)
FB 3D-CRT: 97.7 (90.9 -100)
DIBH 3D-CRT: 97.3 (91.1 -
99.9)
FB VMAT: 100 (100 -100)
DIBH VMAT: (100 (100 -100)
FB IMPT: 99.9 (97.8 -100)
DIBH IMPT: 99.6 (98.4 -100)
P<0.001

Planning target volume

(V95%, in %)

Dose to heart (median

mean dose, range, in

Gy(RBE))
FB 3D-CRT: 8.8 (0.5 -22.9)
DIBH 3D-CRT: 7.7 (0.5 -27.3)
FB VMAT: 6.7 (0.4 -18.3)
DIBH VMAT: 5.3 (0.5 -20.6)
FB IMPT: 6.1 (0.0 -17.6)
DIBH IMPT: 3.8 (0.1 -20.9)
P<0.001

Dose to left anterior

descending coronary

artery (median mean

dose, range, in Gy(RBE) )
FB 3D-CRT: 15.2 (0.7 -30.4)

= =

= =

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: not
applicable

ITT: no
Randomisation:  no,
each treatment plan
for every person
Blinding: no
Funding: not reported
Other limitations:

non -RCT treatment
planning study
(simulation)
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

DIBH 3D-CRT: 13.9 (0.7 -
26.9)
FB VMAT: 13.0 (0.7 -30.1)
DIBH VMAT: 5.6 (0.7 -22.7)
FB IMPT: 12.9 (0.1 -29.8)
DIBH IMPT: 8.1 (0.1 -23.1)
P<0.001
1  Dose to lungs (median
mean dose, range, in
Gy(RBE))
FB 3D-CRT: 8.8 (4.2 -18.8)
DIBH 3D-CRT: 7.2 (3.8 -15.8)
FB VMAT: 6.7 (4.0 -14.2)
DIBH VMAT: 6.2 (3.6 -14.1)
FB IMPT: 5.2 (1.9 -13.8)
DIBH IMPT: 4.5 (1.8 -12.2)
P<0.001
1  Dose to left breast
((median mean dose,
range, in Gy(RBE))
FB 3D-CRT: 2.1 (0.3 -10.0)
DIBH 3D-CRT: 1.6 (0.5 -5.6)
FB VMAT: 2.2 (0.5-7.0)
DIBH VMAT: 2.3 (0.5 -5.3)
FB IMPT: 0.5 (0.0 -2.6)
DIBH IMPT: 0.7 (0.0 -2.1)
P<0.001

1  Dose to right breast
(median mean dose,
range, in Gy(RBE))

FB 3D-CRT: 1.9 (0.4 -8.5)
DIBH 3D-CRT: 2.3 (0.5 -9.9)
FB VMAT: 1.4 (0.4 -5.3)
DIBH VMAT: 2.1 (0.4 -5.1)
FB IMPT: 0.3 (0.0 -3.0)

TDIBH IMPT: 0.5 (0.0 -4.2)

P<0.001
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Referenz/
Studientyp

(Filippi,

Ragona et al.

2015)
Prospective
case series
4

1

1

1

1
1

Untersuchte Population

n=38

Inclusion Criteria:
Early stage HL (I -1lA, only
mediastinal or neck
involvement)
Treated with ABVD
followed by 30 Gy
radiotherapy (Involved
Node RT or Involved
Side RT)

Exclusion Criteria:
Axillary involvement

Baseline characteristics:
Age: median 30, range
15-43 years
Stage: 1: 8, II: 30
13 male, 25 female

© Leitlinienprogramm Onkologie |

Intervention

n=13

3D-CRT (3-
dimensional
conformal
radiation
therapy)

-Methodik

Kontrolle untersuchte
Endpunkte

n=25 1 Planned

target volume

VMAT (PTV)

(volumetric 1  Organ dose

modulated arc

therapy)

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

AER (absolute excess risk,

sd):

| Cardiac diseases
3D-CRT: 0.74 (1.5)
VMAT: 0.37 (0.45)
P =0.38

1  Aortic diseases
3D-CRT: 2.15 (2.27)
VMAT: 0.26 (0.63)
P < 0.0001

i Pulmonic diseases
3D-CRT: 3.13 (3.24)
VMAT: 1.36 (1.88)
P<0.0001

1 Mitral valve
3D-CRT: 0.29 (1.10)
VMAT: 0.003 (0.007)
P =0.12

9 Tricuspid valve
3D-CRT: 0.73 (2.11)
VMAT: 0.07 (0.36)
P =0.045

1  Allvalves
3D-CRT: 1.57 (2.55)
VMAT: 0.42 (1.14)

P <.0001
1  Other:
1T PTV
Percent of PTV within 95%
isodose

3D-CRT: 94.99 (1.02)
VMAT: 93.00 (0.74)

1 Organ equivalent doses

(mean)
1 Lung
3D-CRT: 2.16 (0.84)

| Version 3.0 | Oktober 2020

il

= =4 =9 = =4

113

methodische
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Study Duration:  not
reported

Follow -up: Not
reported

ITT: Not reported
Randomisation:  Not
reported

Blinding: Not reported
Funding: Not reported
Other limitations:

none
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Referenz/
Studientyp

(Girinsky,

Pichenot et al.

2006 )
Not controlled

Untersuchte Population

n=12

Recruitment : 2003 -2004

Prescription dose was 40Gy
in 2 -Gy fractions , treatment
with IMRT

Inclusion Criteria:
1  Mediastinal HL
1  Previously treated with
ABVD

Exclusion Criteria:
1  Notreported

Baseline characteristics:
1 Age: median: 30
1  Stage: not reported
T Recurrence status:  not
reported

Intervention

intensity
modulated
radiotherapy
(IMRT)

five different
treatment plans
have been used
for IMRT

Kontrolle untersuchte
Endpunkte

3 dimensional 1 Planned

conformal target volume

radiotherapy (3D - (PTV)

CRT) Organ dose

Conventional

therapy (AP fields)

Hauptergebnisse

1 VMAT: 2.28 (0.73)
P=0.025

1  Thyroid
3D-CRT: 3.29 (1.77)
VMAT: 3.34 (1.75)
P=0.35

1  Breast (female)
3D-CRT: 0.22 (0.15)
VMAT: 0.22 (0.16)
P=0.72

Al PTV:
PTV<95%
AP: 6.9
3D-CRT: 6.4
IMRT: 2.9
Use of IMRT reduced
PTV<95% significantly
compared to AP (p=0.006)
or in comparison with 3d -
CRT (p=0.031)

T Organ dose (median)
Al Heart
AP: 7.8 Gy
3D-CRT: 9.1 Gy
IMRT: 7.7 Gy, Use of IMRT
reduced organ dose
sign ificantly compared to AP
or in comparison with 3d -
CRT
Al Lung
AP: 4.3 Gy
3D-CRT: 10.8 Gy
IMRT: 10 Gy
1 Breast
AP: 0.3 Gy
3D-CRT: 0.7 Gy

== =4 =9

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: not
applicable

ITT: Not reported
Randomisation:  Not
reported

Blinding: Not reported
Funding: Not reported
Other limitations:
treatment planning
study - simulation
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Referenz/
Studientyp

(Koeck, Abo -
Madyan et al.
2012)
Prospective
case series

5

Untersuchte Population

n=20

Prescription dose was 30
Gy as median PTV dose.

Inclusion Criteria:
1  Mediastinal HL
1  Treated with
chemotherapy followed
by radiation

Exclusion Criteria:
1  Not reported

Baseline characteristics:

Intervention

intensity
modulated
radiotherapy
(IMRT)
calculation
based on a)
Pencil beam
oder b)
collapsed cone

Kontrolle

3 dimensional
conformal
radiotherapy
(3D-CRT)
calculation
based on a)
Pencil beam or
b) Collapsed
cone algorithm

1

1

untersuchte
Endpunkte

Planned
target volume
Organ dose

Hauptergebnisse

IMRT: 1.2 Gy, Use of IMRT
reduced organ dose
significantly comparedto AP
or in comparison with 3d -
CRT
1  Esophagus (mean)
AP: 33.3 Gy
3D-CRT: 31.6 Gy
IMRT: 28.7 Gy, Use of IMRT
reduced organ dose
significantly compared to AP
or in comparison with 3d -
CRT
T Spinal cord (mean)
AP: 27 Gy
3D-CRT: 23.5 Gy
IMRT: 15.5 Gy, Use of IMRT
reduced organ dose
significantly compared to AP
or in comparison with 3d -
CRT
IMRT
PTV (mean)
Pencil beam: 29.94 Gy
Monte Carlo: 29.75 Gy
P<0.001
Organ dose (mean)
Heart
Pencil beam: 13.2 Gy
Monte Carlo: 13.76 Gy
P=0.07
Organ dose (mean)
Lung
Pencil beam: 12.63 Gy
Monte Carlo: 12.77 Gy
P=0.78
Spinal cord

= =4 =2

= =) =) = =) =) =) =) =] =) =

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: Not
reported

ITT: Not reported
Randomisation:  Not
reported

Blinding: Not reported
Funding: Not reported
Other limitations:
treatment planning
study, simulation
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

Age: not reported
Stage: not reported
Recurrence status:  not
reported

10 male, 10 female

Pencil beam: 19.41 Gy
Monte Carlo: 19.16 Gy
P=0.10

female right breast
Pencil beam: 4.27 Gy
Monte Carlo: 4.30 Gy
P=0.84

female left breast
Pencil beam: 4.37 Gy
Collapsed cone: 4.79 Gy
P=0.064

= =a =4

= =) =) = =) =) = =) =] = =

3D-CRT

PTV

The average PTV was
1,705cm3 (range: 979 to
3144).

3D-CRT:

PTV (mean)

Pencil beam: 29.89 Gy
Collapsed cone: 29.68 Gy
P=0.0012

Organ dose (mean)
Heart

Pencil beam: 18.22 Gy
Collapsed cone:

17.94 Gy

P=0.70

Lung

Pencil beam: 10.30 Gy
Collapsed cone: 10.62 Gy
P<0.001

Spinal cord

Pencil beam: 23.66 Gy
Collapsed cone:23.93 Gy
P<0.001

Female left breast

= =

= =4 =

= =) =) = =) =) = =) =
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Referenz/
Studientyp

(Maraldo,

Brodineta I.

2013a)
Individual
case-Control
Study

3b

= =

= =a =

1

1

1

1
1

Untersuchte Population

n=27

Recruitment: 2006  -2010

Inclusion Criteria:
Stage I-1l mediastinal HL
supradiaphragmatic
disease
classical histology
age 015 years
planning computed
tomography (Falorio,
Biasoli et al. ) scanning
including both the neck
and the medias tinum

Exclusion Criteria:
lymphocyte
predominance -histology
chemotherapy given at
other institutions
unplanned
modifications in
radiotherapy

Baseline characteristics:
Age: median: 27
Stage: Il A: 13, Il EA: 1,
11B: 13

© Leitlinienprogramm Onkologie |

Intervention

Simulation of
MF (36 Gy),
INRT-VMAT and
INRT-PT (30 Gy)

-Methodik

untersuchte
Endpunkte

Kontrolle

ABVD regimen i
followed by

INRT delivered
as 3D-CRT, pre -
chemotherapy

18 -flourodeoxy -
glucose positron
emission
tomography/CT
scan, post -
chemotherapy
CT scan

Organ doses

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

=

Pencil beam: 2.96 Gy

1  Collapsed cone: 3.17 Gy
P=0.67

Female right breast
Pencil beam: 1.80 Gy
Collapsed cone: 1.84 Gy
P=0.015

Risk estimations

Cardiac mortality : 1.0 (3D

CRT), 1.1 (VMAT), 0.9 (De

Bruin, Huisbrink eta 1.),

2.9 (MF)

1  Cardiac morbidity :1.3 (3D
CRT), 1.3 (VMAT), 1.1 (De
Bruin, Huisbrink et al. ),
8.6 (MF)

1 Myocardial infarction :5.5
(3D CRT), 5.9 (VMAT), 4.7
(De Bruin, Huisbrink et
al.), 19.8 (MF)

1  Valvular disease: 0 (3D
CRT), 0 (VMAT), 0 (De
Bruin, Huisbrink et al. ),
0.4 (MF)

1  Radiation -induced lung
cancer: 4.4 (3D CRT), 6.0
(VMAT), 3.3 (De Bruin,
Huisbrink et al. ), 10.5
(MF)

1 Radiation -induced breast
cancer: 3.7 (3D CRT), 8.0
(VMAT), 1.4 (De Bruin,
Huisbrink et al. ), 23.0
(MF)

1 Life years lost : 0.9 (3D

CRT), 1.1 (VMAT), 0.7 (De

Bruin, Huisbrink et al. ),

2.1 (MF)

=

=A =4 =4 -4
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methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: Not

reported

ITT: Not reported
Randomisation: Not
reported

Blinding: Not reported
Funding: The study
owas support
Rigshospitalet
Scientific C
Other limitations:
treatment planning

study, simulation
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Referenz/ Untersuchte Population
Studientyp

T Recurrence status : not

reported

(Maraldo, n= 37
Brodin et al. Recruitment: 2006 -2010
2014 ),
Same patients Inclusion ¢ _riteria:
as above T Patients %15 years old
(Maraldo, 1  Treated with INRT
Brodin et al. 1 Clinical stage | -Il

1  cervical involvement

Intervention Kontrolle

Simulations for: 3DCRTOINRT
VMATOBINRT (30.6 Gy). A
(30.6 Gy)

PTSINRT (30.6

Gy)

MF plan (36 Gy )

Hauptergebnisse

Organ doses

Heart (median mean dose)
3D-CRT: 9.9 Gy

VMAT: 10.1 Gy

PT: 8.2 Gy

MF: 27.2 Gy

3D-CRT vs. VMAT:
P=0.335

3D-CRT vs. PT: P<0.0001
VMAT vs. PT: P<0.0001
Lung (median mean dose)
3D-CRT: 8.6 Gy

VMAT: 11.4 Gy

PT: 7.3 Gy

MF: 20 Gy

3D-CRT vs. VMAT:
P<0.0001

3D-CRT vs. PT: P<0.0001
VMAT vs. PT: P<0.0001
Breast (females , median
mean dose)

3D-CRT: 3.0 Gy

VMAT: 7.5 Gy

PT: 1.1 Gy

MF: 20.1 Gy

3D-CRT vs. VMAT:
P=0.002

3D-CRT vs. PT: P=0.003

1  Dose to thyroid gland

(median mean dose, in
Gy)

3D-CRT: 15.3 Gy

VMAT: 19.3 Gy

PT: 15.4 Gy

MF: 37.3 Gy

P < 0.0001

=a =4 =4 =4 -4 —a -8 -9 =a =4 =8 -4 —a - -9

= =4 =8 —a —A = =4 =

=

= =

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: not
applicable

ITT: no
Randomisation:  no
Blinding: no
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
2013a ), but Vergleich 3DCRT vs.PT (p = 1  Funding:
different Exclusion c_riteria: 0.14) Rigshospitalet
organs 1 Not reported Scientific Research
calculated 1  Dose to neck muscles Committee,
Baseline characteristics: (median mean dose, in Copenhagen,
. Gy) Denmark.
I AR (TEEET) - S8 ees 3D-CRT: 10.9 Gy 1  Other limitations:

(range 15 -76 years)
Al Stage: I-11B
1 18 male, 19 female
Al Pretreatment mainly
ABVD only (91.9%)

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom

VMAT: 12.0 Gy

PT:7.9 Gy

MF: 34.5 Gy

P < 0.0001

Vergleich 3DCRT vs.PT (p =
0.01, dose lower for PT)
Vergleich PT vs VMAT (p <
0.0001, dose lower for PT)

1 Dosetolarynx (median
mean dose, in Gy)
3D-CRT: 2.3 Gy
VMAT: 11.1 Gy
PT: 1.8 Gy
MF: 37.1 Gy
P < 0.0001
Vergleich VMAT vs 3DCRT or
PT: p<0.0001

1 Doseto pharynx (median
mean dose, in Gy)
3D-CRT: 1.7 Gy
VMAT: 5.1 Gy
PT: 1.3 Gy
MF: 23.8 Gy
P < 0.0001

1  Dose to parotid glands
(median mean dose, in

Gy)
ipsilateral

| Version 3.0 | Oktober 2020
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Referenz/
Studientyp

(Voong,
McSpadden et
al. 2014 )
Case series

4

= =

Untersuchte Population

>
1
©

Recruitment period: not

reported

Inclusion Criteria:

Female patients

Early stage HL with
mediastinal involvement
Previously treated with
4-6 cycles of ABVD

Intervention

intensity
modulated
radiotherapy
(IMRT)

Kontrolle

conventional
anteroposterior
and
posteroanterior
directed photo
beam (AP-PA)

1

untersuchte
Endpunkte

Planned
target volume
(PTV)

Organ dose

Hauptergebnisse

3D-CRT: 0.5 Gy
VMAT: 0.8 Gy

PT:0.01 Gy

MF: 32.3 Gy

P < 0.0001

Vergleich 3CRT vs VMAT
(p=0.75) or PT (p=0.02)
Contralateral

3D-CRT: 0.1 Gy

VMAT: 0.2 Gy

PT: 0.0 Gy

MF: 27.4 Gy

P < 0.0001

1  Dose to submandibular
gland (median mean
dose, in Gy)

Ipsilateral
3D-CRT: 2.4 Gy
VMAT: 3.8 Gy
PT: 0.7 Gy
Contralateral
3D-CRT: 0.1 Gy
VMAT: 0.4 Gy
PT: 0.0 Gy

1 PTV dose (mean)
IMRT: 31.39 Gy
AP-PA: 32.02 Gy
P=0.01

Organ dose (mean)

Right breast
IMRT: 2.28 Gy
AP-PA: 1.92 Gy
Difference: 0.36,
1  Left breast
IMRT: 2.42 Gy
AP-PA: 2.38 Gy

= =

P=0.26

=

= =4 -4 -9

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: not
applicable

ITT: no

Randomisation:  no
Blin ding: no

Funding: 6 Cancer
Center Support (core)
Grant CA016672 to

The University of

Texas MD, Anderson
Cancer Cente
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Referenz/ Untersuchte Population
Studientyp
Exclusion Criteria:
T Bilateral axillary
involvement
Baseline characteristics:
1  Age: notreported
1  Stage: early-stage
1 Sex: 9 female
(Zeng, n=10
Plastaras et al. Recruitment:  not reported
2016 )

1  Diagnosis of mediastinal
lymphoma

1  Treated with DS proton
therapy

1 atleasttwo 4D
verification CT scans

© Leitlinienprogramm Onkologie |

Intervention

Proton pencil
beam scanning
(PBS)

Proton double
scattering (DS)

Kontrolle

intensity -
modulated
radiotherapy
(IMRT)

3-dimensional
conformal
radiotherapy
(3D-CRT)

-Meth odik

= =

untersuchte
Endpunkte

Internal target
volume
coverage
Dose
reduction to
lungs

Dose to heart
Dose to
spinad cord
Dose to
breasts

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

Difference: 0.04, P=0.41
1 Right ventricle
IMRT: 10.25
AP-PA: 12.16
Difference: -1.91, p=0.09
1  Left ventricle
IMRT: 4.13
AP-PA: 7.72
Difference: -3.59, p=0.02
1  Left anterior descending
artery
IMRT: 10.44
AP-PA: 14.46
Difference: -4.02, p=0.02
9 Heart
IMRT: 11.52 Gy
AP-PA: 14.26 Gy
Difference: -2.74, P=0.01
Total lung
IMRT: 9.25 Gy
AP-PA: 11.31 Gy
Difference: -2.06, P=0.01
1  Spinal cord
IMRT: 17.16 Gy
AP-PA: 21.93 Gy
Difference: -4.77, P=0.01
| Internal target volume
coverage (D98%)
PBS: 97.0% (97.0-98.6)%
DS: 97.0% (97.0 -97.0)%
IMRT: 97.0% (97.0 -97.0)%
3D-CRT: 97% (97.0-97.0)%

1 Dosetolungs (median
mean dose, 95% Cl, in
Gy(RBE)

PBS: 5 (2-9)
DS: 6 (3-11)*

| Version 3.0 | Oktober 2020
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1  Other limitations:
treatment planning
study, simulation

1  Study Duration: not

reported
1  Follow -up: see above
1 ITT: no
1 Randomisation: no
1 Blinding: no
1  Funding: This work

was supported by lon
Beam Applications
S.A., Louvain -la-
Neuve, Walloon
Brabant, Belgium



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

Referenz/
Studientyp

Referenz/
Studientyp
(Kriz,
Spickermann
etal. 2015 )

Untersuchte Population

Exclusion c riteria:
1  Not reported

Baseline characteristics:
1 Age (median) : not
reported
1  Stage: not reported
1  Not reported

Tabelle 16: Evidenzbasierte Empfehlung 5.10

Untersuchte Population

n=11
Recruitment: 2014 - 2016
prescription dose was 30.6
Gy as mean PTV dose

© Leitlinienprogramm Onkologie |

Intervention

Intervention

intensity -
modulated
radiotherapy
(IMRT), two
different plans

-Methodik

Kontrolle untersuchte
Endpunkte

Kontrolle untersuchte
Endpunkte

standard T Planning

RT (APPA) target volume

3D-RT 1  Dose to heart

1 Dose to lung
Involved Site l Dose to left
breast

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

IMRT: 9 (4 -12)*
3D-CRT: 11 (6 -18)*

1 Doseto heart (median
mean dose, 95% ClI, in
Gy(RBE)

PBS: 5.8 (0.4-15.9)

DS: 7.4 (0.7 -16.3)*
IMRT: 10.4 (0.9 -17.5)*
3D-CRT: 12.7 (1.9 -25.8)*

1 Dose to spinal cord
(median maximum dose,
95% Cl, in Gy(RBE)
PBS: 14 (1-23)

DS: 26 (10 -33)*
IMRT: 27 (24 -28)*
3D-CRT: 32 (30 -34)*

1 Doseto breasts (median
mean dose, 95% ClI, in
Gy(RBE)

PBS: 0.5 (0.5-3.1)

DS: 0.6 (0.6 -3.2)
IMRT: 1.0 (0.8 -2.7)*
3D-CRT: 1.0 (1.0-3.7)*

Hauptergebnisse

Involved -site.
T Planning target volume
(Mean dose Dmean, %, sd)
DIBH APPA: 101.05 (1.04)
DIBH IMRT-5F: 101.10 (1.63)
DIBH IMRT-7F: 100.34 (0.76)
FB APPA: 100.22 (0.58)

| Version 3.0 | Oktober 2020
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methodische
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(IBA). The authors
would like to thank
Olivier De Wilde and
Guillaume Janssens
from IBA for their
contribution.

Other limitations:
simulation study

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: not
applicable

ITT: no
Randomisation:  no
Blinding: no
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
Inclusion criteria: Involved Field Radiotherapy 1  Dose to right FB IMRT-5F: 99.85 (0.61) 1  Funding: not reported
1  denovo HL in early Radiotherapy (ISRT) breast FB IMRT-7F: 99.17 (0.55) 1  Other limitations:
favourable and early (IF-RT). Al Dose to simulation study, each
unfavourable stages - one in DIBH oesophagus Dose to heart  (average possible treatment
1  mediastinal involve ment - one in DIBH -onein FB Dose to spinal mean dose, sd, in Gy) plan for each patient
and involvement of hilar, -onein FB cord DIBH APPA: 3.97 (4.47)
supra/infraclavicular External dose DIBH IMRT-5F: 4.08 (4.54)
and/or cervical lymph (skin) DIBH IMRT-7F: 4.41 (5.19)
nodes For each FB APPA: 5.74 (5.76)
patient 12 FB IMRT-5F: 5.88 (5.83)
Exclusion criteria: different FB IMRT-7F: 15.43 (4.24)

1

1

1

Not reported

Baseline characteristics:

Age (median): 22 years
(range: 18 -68)
Stage: early F & U

5 women, 6 men

treatment plans
were calculated

Dose to lung (average

mean dose, sd, in Gy)
DIBH APPA: 5.87 (4.10)
DIBH IMRT-5F: 6.54 (3.52)
DIBH IMRT-7F: 7.18 (2.80)
FB APPA: 9.88 (4.22)
FB IMRT-5F: 7.69 (3.59)
FB IMRT-7F: 8.25 (2.96)

Dose to le ft breast
(average mean dose, sd,
in Gy)
DIBH APPA: 2.01 (3.03)
DIBH IMRT-5F: 2.44 (2.79)
DIBH IMRT-7F: 3.23 (2.35)
FB APPA: 2.80 (3.98)
FB IMRT-5F: 2.82 (3.56)
FB IMRT-7F: 3.38 (3.06)

Dose to right breast
(average mean dose, sd,
in Gy)
DIBH APPA: 0.57 (0.37)
DIBH IMRT-5F: 1.19 (0.52)
DIBH IMRT-7F: 2.54 (0.94)
FB APPA: 0.77 (0.92)
FB IMRT-5F: 1.22 (1.08)
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

FB IMRT-7F: 2.30 (1.53)

Al Dose to oesophagus
(average mean dose, sd,
in Gy)

DIBH APPA: 16.32 (5.54)
DIBH IMRT-5F: 15.76 (4.91)
DIBH IMRT-7F: 15.95 (4.91)
FB APPA: 15.67 (4.47)

FB IMRT-5F: 15.43 (4.24)
FB IMRT-7F: 15.92 (4.45)

1  Dose to spinal cord
(average mean dose, sd,
in Gy)

DIBH APPA: 32.08 (0.66)
DIBH IMRT-5F: 24.74 (2.41)
DIBH IMRT-7F: 17.49 (1.62)
FB APPA: 31.46 (0.30)

FB IMRT-5F: 24.31 (2.25)
FB IMRT-7F:17.31 (1.18)

1  External dose (average

mean dose, sd, in Gy)

DIBH APPA: 2.26 (1.28)

DIBH IMRT-5F: 2.39 (1.25)

DIBH IMRT-7F: 2.59 (1.11)

FB APPA: 2.16 (1.21)

FB IMRT-5F: 2.29 (1.18)

FB IMRT-7F: 2.41 (1.07)

Involved -field
1  Planning target volume
(Mean dose Dmean, %, sd)
DIBH APPA: 101.70 (117)
DIBH IMRT-5F: 100.37 (0.89)
DIBH IMRT-7F: 100.81 (0.71)
FB APPA: 100.80 (0.87)
FB IMRT-5F: 100.14 (0.9)
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
FB IMRT-7F: 99.95 (0.72)

1 Doseto heart (average
mean dose, sd, in Gy)

DIBH APPA: 12.05 (9.81)
DIBH IMRT-5F: 11.17 (8.79)
DIBH IMRT-7F: 10.74 (8.08)
FB APPA: 12.60 (9.73)
FB IMRT-5F: 13.84 (9.0)
FB IMRT-7F: 14.31 (9.49)

1 Dosetolung (average
mean dose, sd, in Gy)

DIBH APPA: 8.73 (4.69)
DIBH IMRT-5F: 9.93 (4.46)
DIBH IMRT-7F: 10.64 (3.94)
FB APPA: 9.91 (5.23)
FB IMRT-5F: 12.14 (5.1)
FB IMRT-7F: 13.00 (5.00)

1  Dose to left breast
(average mean dose, sd,
in Gy)

DIBH APPA: 3.80 (4.26)
DIBH IMRT-5F: 5.03 (4.08)
DIBH IMRT-7F: 7.37 (4.38)
FB APFRA: 4.47 (4.43)

FB IMRT-5F: 5.01 (4.1)

FB IMRT-7F: 7.10 (3.48)

1  Dose to right breast
(average mean dose, sd,
in Gy)

DIBH APPA: 1.37 (0.67)
DIBH IMRT-5F: 2.75 (1.23)
DIBH IMRT-7F: 5.50 (2.29)
FB APPA: 1.50 (1.18)

FB IMRT-5F: 2.41 (1.5)

FB IMRT-7F: 4.90 (2.30)
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Referenz/
Studientyp

(Paumier,
Ghalibafian et
al.

2012 )(dosimet
ric benefits)

Untersuchte Population

n=28
Recruitment : not reported

clinical target volume was
defined according to the

INRT

Inclusion criteria:

Intervention

Free-breathing
IMRT (DIBH)

Kontrolle

Deep-inspiration
breath -hold
IMRT (FB)

1

untersuchte
Endpunkte

dosimetric
parameters
A coronary dose
A heart dose
A lung dose

Hauptergebnisse

Al Dose to oesophagus
(average mean dose, sd,
in Gy)

DIBH APPA: 23.26 (6.45)
DIBH IMRT-5F: 22.35 (5.98)
DIBH IMRT-7F: 22.28 (6.22)
FB APPA: 23.28 (5.78)

FB IMRT-5F: 23.17 (5.9)

FB IMRT-7F: 23.21 (6.47)

1  Dose to spinal cord
(average mean dose, sd,
in Gy)

DIBH APPA: 30.71 (6.60)
DIBH IMRT-5F: 25.28 (4.97)
DIBH IMRT-7F: 19.17 (3.57)
FB APPA: 30.87 (4.84)

FB IMRT-5F: 27.48 (3.0)

FB IMRT-7F: 21.67 (4.12)

1  External dose (average
mean dose, sd, in Gy)
DIBH APPA: 3.94 (1.71)
DIBH IMRT-5F: 4.16 (1.82)
DIBH IMRT-7F: 4.44 (1.69)
FB APPA: 3.62 (1.38)
FB IMRT-5F: 4.04 (1.6)
1  FBIMRT-7F: 4.32 (1.63)
Clinical target volume
(CTV, 95% ClI)
FB: 290 (240 -350)
DIBH: 270 (220 -320)
Difference: 7% (p=0.0007)

1  Planning target volume
(PTV, 95% CI)
FB: 750 (640 -850)

= =8 -8 -9

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: not
applicable, treatment
planning study

ITT: no
Randomisation:  no
Blinding: no
Funding: Not reported
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte
Studientyp Endpunkte
doi:10.1016/j. 1  Early-stage (I-1l) HL
ijrobp.2011.0 involving the
5.015 mediastinum
1  Consecutive patients
Exclusion criteria:
1 Not reported
Baseline characteristics:
1  Age (median): not
reported
1 Stage: early
1  Sex: not reported
(Rechner, n= 22 proton therapy intensity f  Heart dose
Maraldo et al. Recruitment: 2010 - 2012 modulated 1  Valve dose
2017) radiation 1 Valve dose
Inclusion ¢ _riteria: therapy (IMRT) EQD2
Al Diagnosis of HL (equi _valent
dose in 2 Gy
1 Age x18 - deep - deep fractions)
1 Mediastinal RT expected inspiration inspiration 1 LADCA dose
:?egfmp:rﬁ of the breath hold breath hold 1 Lung dose
¢ Patient able to comply - free breathing - free breathing 1 Breast dose
with the procedures
1  Signed consent

1

Exclusion c riteria:

Not reported

Baseline characteristics:

© Leitlinienprogramm Onkologie |
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Hauptergebnisse

DIBH: 720 (620 -820)
Difference: 4% (n.s.)

| Mean coronary dose
(95% Cl, in Gy)
FB: 18.2 (15.9 -20.6)
DIBH: 15.2 (12.2 -17.9)
Difference: 16% (p=0.0002)

| Mean heart dose
in Gy)
FB: 8.4 (6.1 -10.7)
DIBH: 7.1 (4.7 -9.6)
Difference: 15%, p=0.002)

(95% Cl,

1  Mean lung dose
in Gy)
FB: 11.8 (10.6 -12.9)
DIBH: 9.4 (8.3 -10.4)
Difference: 20% (p<0.0001)

1 Heartdose (median,
range, in Gy)
IMRT 8 FB: 8.0 (0.1 & 23.2)
IMRT & DIBH: 3.6 (0.1 -17.3)
Proton 0 FB: 6.1 (0.3 -17.3)
Proton DIBH: 3.7 (0.3 -13.6)

(95% Cl,

1 Valve dose (median,
range, in Gy)
IMRT 0 FB: 21.0 (0.3 -30.0)
IMRT 0 DIBH: 13.4 (0.2 -28.8)
Proton & FB: 16.7 (0.3 -30.2)
Proton DIBH: 9.5 (0.3 -29.1)

1  Valve dose EQD2
(equivalent dose in 2 Gy
fractions) (median, range,
in Gy)

IMRT 6 FB: 15.8 (0.2 -29.6)
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methodische
Bemerkungen

Other limitations:

time point for IMRT
and DIBH OS and PFS
are NOT comparable!
5-year vs. 3 -year OS
and PFS reported

Study Duration:  not

reported

Follow -up: see above
ITT: no
Randomisation:  no
Blinding: no

Funding: Nils Patrik
Brodin acknowledges
support from the
NIH/National Center
for Advancing
Translational Science
(NCATS) Einstein -
Montefiore CTSA
Grant Number
KL2TR001071 and
UL1TR001073.
Marianne Camille
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Referenz/
Studientyp

Referenz/
Studientyp
(Chera,
Rodriguez et
al. 2009 )

Untersuchte Population Intervention

1  Age (median) : 30 years
(range 18 -62 years)

T Stage: 1A:1; lIA: 14, IIAE:
1;1IB: 6

1 8 male, 14 female

Evidenzbasierte Empfehlung 5.10.:

untersuchte
Endpunkte

Kontrolle

Baues 2018 , Edvardsson 2 019

Tabelle 17: Evidenzbasierte Empfehlung 5.11

Untersuchte Population Intervention
n=29 3D proton
radiotherapy
Inclusion Criteria: (3D -PRT)
1  Stage IlA 8 1IB HL of the With a single
neck and/or anteroposterior -

mediastinum oriented beam

centered on the

Kontrolle untersuchte
Endpunkte
Conventional 1  Quality of
radi otherapy target
(CRT) coverage
with a pair of (rr;eqn dosez,
parallel -opposed relative an
6 18 absolute
sorle- volumes
megavoltage

Hauptergebnisse

IMRT & DIBH: 7.8 (0.1 -29.6)
Proton 3 FB: 11.3 (0.1 -30.0)
Proton DIBH: 6.5 (0.1 -30.0)

| LADCA dose (median,
range, in Gy)
IMRT 0 FB: 7.7 (0.1-29.5)
IMRT 0 DIBH: 4.7 (0.1 -24.5)
Proton 6 FB: 5.2 (0.3 -29.9)
Proton DIBH: 2.9 (0.3 -24.9)

1 Lungdose (median,
range, in Gy)
IMRT & FB: 9.8 (1.8 -17.2)
IMRT & DIBH: 8.0 (1.4 -12.6)
Proton 6 FB: 7.0 (0.8 -12.8)
Proton DIBH: 5.7 (0.9 -10.3)

1 Breastdose (median,
range, in Gy)
IMRT 0 FB: 4.3 (0.1 -14.4)
IMRT 0 DIBH: 4.6 (0.2 -12.5)
Proton 6 FB: 1.4 (0.3 -6.3)
Proton DIBH: 1.6 (0.3 -4.1)

Hauptergebnisse

1 Mean dose (CGE/Gy) for
body:
CRT: 2.47 (1.05)
IMRT: 2.66 (1.21)
3D-PRT: 1.12 (0.75)

1 Mean dose (CGE/Gy) for
lung :

=

=a =4 =4 -8 -9

methodische
Bemerkungen

Aznar acknowledges
support from Cancer
Research UK (grant
number
CB8225/A21133)
Laura Ann Rechner
was partially funded
by a grant from Varian
Medical Systems for
this project.

Other limitations:
simulation study

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: none

ITT: not reported
Randomisation:  no
Blinding: no
Funding: not reported
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Referenz/
Studientyp

Untersuchte Population

1  Treated at the university
of Florida between 2005
and 2007

Exclusion Criteria:
Al None

Baseline characteristics:
1  Age: notreported
1 Stage: IA 3 1IB
Al Recurrence status:
reported

not

1
©

(Eley, Friedrich n
et al. 2016 )

Recruitment: not reported
Inclusion ¢ riteria:

1  Selection of 9 records of
female stage Il HL
patients and bulky
disease localised above
the diaphragm

Exclusion c riteria:
1  Notreported

Baseline characteristics:

1 Females
I  Stage: stage Il

© Leitlinienprogramm Onkologie |

Intervention

PTV, brass
aperture margin
1 cm around
the PTV

n=9

RBESweighted
dose from proton
treatment plans

-Methodik

Kontrolle

photon beams
centered on the
PTV

n=9

Intensity -
modulated
radiotherapy
(IMRT)

with 5 equally
spaced (72°)
beams centered
on the PTV
n=9

RBESweighted
dose from carbon
treatment plans

= =4 =2

= =

untersuchte
Endpunkte

receiving
radiation)

Dose to
breast

Dose to heart
Dose to lung
Dose to
Esophagus
Dose to cord
Predicted
secondary
cancer risks

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

CRT: 4.83 (3.67) 1
IMRT: 5.38 (3.85)
3D-PRT: 3.04 (2.88)

1  Mean dose (CGE/Gy) for
breast:
CRT: 1.94 (1.95)
IMRT: 3.74 (3.43)
3D-PRT: 1.59 (1.73)

1  Mean dose (CGE/Gy) for
thyroid:
CRT: 7.09 (6.80)
IMRT: 9.07 (8.61)
3D-PRT: 4.65 (4.94)

1  Safety/ AEs: notreported

1  QoL: not reported

1 Dosetobreast (mean, SE) 1
Proton (Dp): 3.4 (0.85)
Carbon (Dc): 2.15 (0.65) 1
Ratio Dc/DP: 0.63,
p=0.004 1
1

1 Dose to heart
Proton (Dp): 6.06 (1.51)

Carbon (Dc): 4.42 (1.32) 1
Ratio Dc¢/DP: 0.73, 1
p=0.004 1

1 Dose to lung
Proton (Dp): 6.45 (0.98)
Carbon (Dc): 4.80 (0.76)
Ratio Dc/DP: 0.74,
p=0.004

1  Dose to esophagus
Proton (Dp): 11.10 (2.46)
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methodische
Bemerkungen

Other limitations:
none detected

Study Duration:
retrospective records
Follow -up: not
applicable

ITT: no
Randomisation:  no,
each treatment plan
for every person
Blinding: no
Funding: not reported
Other limitations:

non -RCT treatment
planning study
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Referenz/
Studientyp

(Hoppe,
Flampouri et
al. 2012 )

Untersuchte Population Intervention

n= 10 Proton therapy
(De Bruin,

phase Il study developing 3 Huisbrink et al.

separate optimised n=10

treatment plans for each
patient

Inclu_sion Criteria:

1 StagelAdllB
mediastinal HL

1  Evaluated at the

university of Florida

between June 2009 and

November 2010

At least 6 years old

Initial prechemotherapy

staging PET -CT

1  Either complete
response or partial
response to standard
chemotherapy and could
start INRT within 8
weeks of completing
chemotherapy

= =

Exclusion Criteria:
Al None

Baseline characteristics:
1  Age: notreported

Kontrolle

3D conformal
radiotherapy

) (3D-CRT)
n=10

Intensity -
modulated
radiotherapy
(IMRT)
n=10

untersuchte
Endpunkte

Dose -volume
data: V4 (total
organ
exposed to 4
Gy or higher)
and mean
dose

Dose
reduction to
organs at risk
(OARS)

Hauptergebnisse

Carbon (Dc): 9.79 (2.32)
Ratio Dc/DP: 0.88, p=0.18

| Dose to cord
Proton (Dp): 0.40 (0.11)
Carbon (Dc): 0.84 (0.16)
Ratio Dc/DP : 2.1, p=0.508

1 Body V4: median
3D-CRT: 5739.0cm 3
IMRT: 6989.0 cm °®
PT: 3420.0cm

| Body mean dose:
3D-CRT: 9.5 Gy
IMRT: 7.7 Gy
PT: 4.1 CGE
PT vs. 3D-CRT: -0.59
(p=0.002)
PT vs. IMRT: -0.53
(p=0.002)

median

T Heart V4: median
3D-CRT: 79.1%
IMRT: 70.6%

PT: 37.9%

Heart mean dose:
3D-CRT: 19.4 Gy
IMRT: 12.2 Gy
PT: 8.9 CGE
PT vs. 3D-CRT: -10.4 Gy
(p=0.002)

PT vs. IMRT: -4.3
(p=0.002)

median

1 Lung V4: median
3D-CRT: 56.2%
IMRT: 65.4%

PT: 33.7%

1  Lung mean dose:

3D-CRT: 13.2 Gy

median

=

=a =4 =4 -8 -8 -9

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: none

ITT: not reported
Randomisation:  no
Blinding: no
Funding: not reported
Other limitations:

none detected
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
1 Stage: IA81IB IMRT: 10.6 Gy
1 Recurrence status: not PT: 7.1 CGE
reported PT vs. 3D-CRT:-5.5
(p=0.002)
PT vs. IMRT: -3.1
(p=0.002)

9 Breasts V4: median
3D-CRT: 23.3%
IMRT: 37.4%

PT: 21.3%

| Breasts mean dose:
median
3D-CRT: 5.4 Gy
IMRT: 5.5 Gy
PT: 4.6 CGE
PT vs. 3D-CRT: -0.9
(p=0.0078)

PT vs. IMRT: -1.4
(p=0.0078)

1 Esophagus V4: median
3D-CRT: 77.1%
IMRT: 70.1%
PT: 50.4%

1  Esophagus mean dose:
median
3D-CRT: 22.6 Gy
IMRT: 17.2 Gy
PT:17.0 CGE
PT vs. 3D-CRT: -8.3
(p=0.0038)
PT vs. IMRT: -2.8
(p=0.0195)

1  Thyroid V4: median
3D-CRT: 77.5%
IMRT: 98.8%

PT: 66.6%
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Referenz/
Studientyp

(Hoppe, Hill -
Kayser et al.
2017 ), AHOD
1331

(

) and
Euronet -PHL-
Cc2
(

)

1

1

1

1

1

Untersuchte Population

n=138,79 are 019 years

Recruitment: 2008 - 2015
Prospective enrolment
riteria:

Pediatric and adult
patients with HL

Inclusion ¢

Exclusion c riteria:
Relapsed or refractory
disease
PT as a boost following
photon radiation
Composite HL/non

-HL

Baseline characteristics:

Age (mean): 50 patients
between 19 and 30
years, 20 patients
between 31 and 40
years, 9 > 40 years [59
<19 years old]

Stage: stages I-IV

© Leitlinienprogramm Onkologie |

Intervention

Proton therapy,
ISRT, and
volumetric target
delin eation
including INRT,
with the addition
of a boost to

high -risk sites
based on the
physicians
discretion

Median

30.6 Gy(RBB for
adult patients
[range 20 ©

45 Gy(RBE)]

-Methodik
Kontrolle untersuchte
Endpunkte
No comparator M Relapse -free

survival
1  Toxicities

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1 Thyroid mean dose:
median
3D-CRT: 18.8 Gy
IMRT: 19.3 Gy
PT: 14.7 CGE
PT vs. 3D-CRT: -4.1
(p=0.002)
PT vs. IMRT: -2.7
(p=0.0742)

1  Safety/ AEs: notreported

1  QoL: not reported

1 Relapse -free survival (at
3 years)
Adults all:  96%
Adults early fav.: 97%
Adults early unfav.: 93%
Adults advanced: 96%
(P=0.64)

I  Toxicities grade 1 & 2
(adults & children
combined), no grade 3
toxicities occurred (n =
138)

Anorexia : 20
Anxiety, depression: 20
Constipation: 12
Cough: 55

Dry mouth: 28
Dyspepsia: 13
Dyspnea: 30
Esophagitis: 73
Fatigue: 75
Hoarseness: 16
Hypothyroidism: 3
Mucositis: 2

| Version 3.0 | Oktober 2020
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methodische
Bemerkungen

Study Duration: 3
years

Follow -up: 32 months
(range 5 9 92 months)
ITT: no
Randomisation: no
control arm

Blinding: no
Funding: none
declared

Other limitations: no
comparison


https://clinicaltrials.gov/ct2/show/NCT02166463
https://clinicaltrials.gov/ct2/show/NCT02166463
https://clinicaltrials.gov/ct2/show/NCT02684708
https://clinicaltrials.gov/ct2/show/NCT02684708
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
1 53 male, 85 female Nausea: 33
Pain: 23
Performance status: 8
Pulmonary: 6
Radiation dermatitis: 103
Vomiting: 10
(Hoppe, Tsai et n=5026are 019 years Proton therapy, No comparator 1 Relapse -free 1 Relapse free survival (at f  Study Duration: 2
al. 2016 ), Recruitment: 2010 - 2015 ISRT, and survival 2 years) years
NCT01255748 volumetric target 1  Toxicities All patients: 85% 1  Follow -up: 21 months
10 patients excluded due delin eation o (range 4 3 47 months )
to PT for relapse instead of including INRT, T Toxicities gr_ade 1&2 1 ITT: no o
S ) . (adults & children 1 Randomisation: no
consolidation, ose of with the addition )
i combined), no grade 3 control arm
combined photon & proton of a bqost tc.) toxicities occurred (n = 1 Blinding: no
therapy or composite HL high -risk sites 40) 1 Funding: none
based on the 1 Atfollow -up during or declared
Prospective enrolment physicians after proton therapy 9 Other limitations: no

Inclusion c _riteria:

1  Pediatric and adult
patients with HL

Exclusion ¢ _riteria:
1  Relapsed or refractory
disease
1  Composite HL/non -HL

Baseline characteristics:
1 Age (mean): 18 patients
between 19 and 29
years, 4 patients
between 30 and 40
years, 4 > 40 years [14
<19 years old]
Stage: stages I-IV
21 male, 19 female

= =

© Leitlinienprogramm Onkologie |

discretion

Median

30.6 Gy(RBE) for
adult patients
[range 20 ©

45 Gy(RBE)]

Leitlinienreport Hodgkin Lymphom

Anorexia : 3
Constipation: 1
Cough: 12
Dermatitis: 35
Diarrhea: 1

Dry mouth: 1
Dyspepsia: 3
Dysphagia: 1
Dyspnea: 0
Esophagitis: 17
Fatigue: 14
Hoarseness: 10
Nausea: 4
Pain: 5
Peripheral neuropathy: 5
Pharyngitis: 3
Vomiting: 0

| Version 3.0 | Oktober 2020
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https://clinicaltrials.gov/ct2/show/NCT01255748
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Referenz/
Studientyp
(Horn,

Fournier -Bidoz
et al. 2016 )

= =4 =8 =9

1

1
1
1

Untersuchte Population

n=14

Recruitment period: 2007 -

2013

involved -site radiation

therapy dose to the

planning targetvolume
(PTV) was 30 Gy

Inclusion Criteria:

HL patients
Female

Stage I

nodular sclerosis
Hodgki nds
lymphoma

Exclusion Criteria:

None

Intervention

Helical
tomotherapy

Proton therapy

me d

Baseline characteristics:

Age (mean): 23 years

Stage |l only

All treated with  ABVD

and/or BEACOPP

© Leitlinienprogramm Onkologie |

Kontrolle

3D conformal
radiation
therapy

-Methodik

untersuchte
Endpunkte

Planning target
volume

Organ doses
| normal
tissues
breasts
lungs
heart
spinal cord

= =4 =8 —n

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1  Planning target volume
(minimum dose D98%):
3D-CRT: 25.4 (£ 7.7) Gy
HT: 28.7 (+ 0.8) Gy
PT: 28.6 (+ 0.5) Gy

1 Dose to normal tissues
(mean dose, in Gy)
3D-CRT: 7.6
HT: 7.2
PT: 4.3
3DCRT vs. HT: p=0.61
3DCRT vs. PT: p<0.01
HT vs. PT: p<0.01

1  Dose to left breast
dose, in Gy)
3D-CRT: 5.6
HT:4.9
PT: 2.7
3DCRT vs. HT: p=0.3
3DCRT vs. PT: p=0.04
HT vs. PT: p<0.01

1 Dose to right breast
(mean dose, in Gy)
3D-CRT: 3.6
HT: 3.8
PT: 1.5
3DCRT vs. HT: p<0.01
3DCRT vs. PT: p=0.05
HT vs. PT: p<0.01

1  Dose to left lung
dose, in Gy)
3D-CRT: 9.4
HT: 8.6
PT: 6.8
3DCRT vs. HT: p=0.3

(mean

| Version 3.0 | Oktober 2020
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methodische
Bemerkungen

Study Durat ion:
2007 -2013

Follow -up: none

ITT: not reported
Randomisation: no
Blinding: no
Funding: not reported
Other limitations:
simulation study
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Referenz/ Untersuchte Population Intervention

Studientyp

(Ntentas, n= 31 3D-CRT and

Dedeckova et Recruitment: 2015 -2016 PartArc photon

al. 2019 ) plans (clinically
Inclusion c _riteria: realistic margins

1  Diagnosis of HL were use d to
create the

Exclusion ¢ _riteria: planning target

Kontrolle

involved site
pencil -beam
scanning (PBS)
proton

therapy at 30 Gy

1

1

1

untersuchte
Endpunkte

planning
target volume
Dose to
normal tissue
Dose to
breast

= =

Hauptergebnisse

3DCRT vs. PT: p<0.01
HT vs. PT: p<0.01

Dose to right lung (mean
dose, in Gy)

3D-CRT: 7.5

HT:7.8

PT:5.2

3DCRT vs. HT: p=0.2
3DCRT vs. PT: p<0.01

HT vs. PT: p<0.01

Dose to heart (mean
dose, in Gy)

3D-CRT: 11.3

HT: 8.5

PT: 7.7

3DCRT vs. HT: p=0.08
3DCRT vs. PT: p=0.02
HT vs. PT: p=0.2

Dose to other organs
spinal cord: dose received
sig. Smaller for PT than
HAT and 3DCRT

thyroid: 20.2 (8.3) HT vs.
20.9 (10.4) Gy PT
oesophagus: no sign.
Difference between HAT &
PT, but both different

from 3DCRT

Planning target volume
(Mean, range, in Gy)
A: 3D-CRT:

B: PartArc:

C: PBS:

Vergleich Cvs A
Vergleich Cvs B

= =4 =4 =4

methodische

Bemerkungen
Study Duration: 24
months (range 13 9
38 months)
Follow -up: see above
ITT: no
Randomisation:  no
Blinding: no
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
T Not reported volumes (PTVs) 1 Dose to left 1 Funding: DPhil
for both photon ventricle 1  Dose to normal tissue studentship from the
Baseline characteristics: and proton plans) Al Dose to heart A: 3D-CRT: 6.2 (3-10) Nuffield Department
1 Age (median) : 31 years 1 Doseto lungs B: PartArc: 5.3 (3 -8) of I_Dopu_lation Health,
(range 18 -48 years) 1  Dose to spinal C:PBS: 2.1(1-4) University of Oxford,
§  Stage: IA/B: 18, IlI: 3 cord Vergleich C vs A : p<0.001 Cancer Research UK
1  5male, 16 female 1  Dose to larynx Vergleich C vs B: p<0.001 (grant no
M  Pretreatment ABVD, T Dose to C8225/A21133); core
BEACOPP or oesophagus 1  Dose to breast funding from Cancer
combination 1 Doseto A:3D-CRT:3.2(0-9) Research UK, the UK
thyroid B: PartArc: 3.3 (0 -10) Medical Research
1 Doseto C: PBS: 1.6 (0 -4) Council, and the
cardiac Vergleich Cvs A: p=0.004 British Heart
structures Vergleich C vs B: p=0.007 Foundation to the
(aortic valve, Oxford Universit y
pulmonary 1  Dose to left ventricle Clinical Trial Ser vice
valve, mitra | A: 3D-CRT: 5.5 (0 -23) Unit (grant
valve, B: PartArc: 4.3 (0 -18) MC_U137686858)
tricuspid C: PBS: 2.0 (0-10) f  Other limitations:
valve, LAD, L Vergleich Cvs A : p<0.00 1 simulation study
& R Coronary Vergleich C vs B: p<0.001
art., L&R
atrium, R 1 Dose to heart
ventricle, L A: 3D-CRT: 11.4 (1 -28)
circumflex) B: PartArc: 9.4 (1 -23)

© Leitlinienprogramm Onkologie |
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C: PBS: 7.7 (1 -15)
Vergleic h C vs A: p<0.001
Vergleich C vs B: p=0.005

1 Dose to lungs
A: 3D-CRT: 104 (5 -17)
B: PartArc: 9.1 (5 -15)
C:PBS: 5.3(3-9)
Vergleich C vs A: p<0.001
Vergleich C vs B: p<0.001

1  Dose to spinal cord

A: 3D -CRT: 16.6 (9 -27)
B: PartArc: 13.7 (7 -24)
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
C:PBS: 0.8(0-2)
Vergleich C vs A: p<0.001
Vergleich C vs B: p<0.001

1  Dose to larynx
A: 3D-CRT: 15.7 (0 -31)
B: PartArc: 17.4 (0 -29)
C: PBS: 13.6 (0-30)
Vergleich C vs A: p=0.092
Vergleich C vs B: p=0.008

1  Dose to oesophagus
A: 3D-CRT: 18.8 (14 -28)
B: PartArc: 17.2 (12 -23)
C: PBS: 14.2(3-19)
Vergleich C vs A: p<0.001
Vergleich C vs B: p<0.001

1  Dose to thyroid
A: 3D-CRT: 25.7 (0 -34)
B: PartArc: 24.7 (0 -31)
C:PBS: 24.2(0-31)
Vergleich C vs A: p<0.001
Vergleich C vs B: p=0.126

1 Dose to carotid arterie s
A: 3D-CRT: 27.9 (13 -33)
B: PartArc: 26.4 (12 -30)
C: PBS: 27.3(13-31)
Vergleich C vs A: p<0.001
Vergleich C vs B: p=0.14

(Sachsman, n=12 Proton therapy 3D conformal 1 Mean doses 1 Mean dose (Gy) to 9  Study Duration:
Hoppe et al. (De Bruin, radiotherapy and dose stomach: median (25 - November 2009 to
2015) Inclusion Criteria: Huisbrinketal. )  (3D-CRT) reductions to 75%) December 2013
1 HL patients treated with n=12 n=12 organs at risk PT: 6 (3-8) f  Follow -up: none
consolidative RT to the 3D-CRT: 21 (16 -22) f ITT: not reported
abdominal region Intensity - IMRT: 14 (12 -15) f Randomisation: no
3D-CRT vs. IMRT: 5 1'[ B||nd|ng no

modulated (p=0.0022)
111l ..
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
following completion of radiotherapy 3D-CRT vs. PT: 13 1 Funding: not reported
chemotherapy (IMRT) (p=0.0022) 1 Other limitations:
Exclusion Criteria: n=12 IMRT vs. PT: 8 (p=0.0022) none detected
Al None

 Mean dose (Gy) to liver
Baseline characteristics: median (25 -75%)

1  Age: notreported PT:1(1 j2)
1  Stage: Il: 3/12, lll: 7/12, 3D-C!?T. 5 (4-8)
relapsed: 2/12 IMRT: 8 (7-8)
1  Recurrence status:  not 3D-CRT vs. IMRT: -2
reported (p=0.0597)
3D-CRT vs. PT: 4
(p=0.0022)

IMRT vs. PT: 6 (p=0.0022)

1 Mean dose (Gy) to
pancreas:
median (25 -75%)
PT: 15 (2-18)
3D-CRT: 19 (7 -22)
IMRT: 17 (8 -21)
3D-CRT vs. IMRT: 1
(p=0.3882)
3D-CRT vs. PT: 4
(p=0.0022)
IMRT vs. PT: 4 (p=0.0058)

Mean dose (Gy) to bowel:
median (25 -75%)
PT: 3 (2-4)
3D-CRT: 8 (5-10)
IMRT: 8 (6 -10)
3D-CRT vs. IMRT: 0
(p=0.5408)
3D-CRTvs. PT: 5
(p=0.0051)
IMRT vs. PT: 4 (p=0.0051)
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Referenz/
Studientyp

(Toltz, Shin et
al. 2015 )

Untersuchte Population

n= 20

Recruitment period: 2010
Consecutive patients

Inclusion Criteria:

HL patients
< 30 years old

Exclusion Criteria:

None

Intervention

intensity -
modulated
proton therapy
(IMPT)

Helical
tomotherapy
(HT)

Kontrolle

original photon
3D CRT plans

1

1
1

untersuchte
Endpunkte

Excess absolute
risk reported per
person

Cardiac
mortality
Lung cancer
Breast cancer
(female)

Hauptergebnisse

Mean dose (Gy) to right
kidney: median (25 -75%)
PT: 0 (0-2)

3D-CRT: 1 (1-5)

IMRT: 4 (3-7)

3D-CRT vs. IMRT: -1
(p=0.0077)

3D-CRTvs. PT: 1
(p=0.0077)

IMRT vs. PT: 3 (p=0.0077)

Mean dose (Gy) to left
kidney: median (25 -75%)
PT: 13 (8-14)

3D-CRT: 16 (12 -20)
IMRT: 15 (11 -17)
3D-CRT vs. IMRT: 1
(p=0.2863)

3D-CRT vs. PT: 4
(p=0.0077)

IMRT vs. PT: 1 (p=0.0382)

Safety/ AEs: not reported

QoL: not reported

=A =4 =4 -4 -8 -8 -

methodische
Bemerkungen

Study Duration: 2010
Follow -up: none

ITT: not reported
Randomisation:  no
Blinding: no

Funding: not reported
Other limitations:
simulation study,
modelled excess risk
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Referenz/
Studientyp

12.3.2.5.

Referenz/
Studientyp

(Specht,
Gray et al.
1998)
MA

Untersuchte Population Intervention Kontrolle untersuchte
Endpunkte

Baseline characteristics:
T Age: 14-29
f  Stage: I'1, 1I: 13, 1lI: 2,

IV: 4

1 11 male, 9 female
Evidenzbasierte Empfehlung 5.11.: , , ,
Alleinige Strahlentherapie (EK)
Tabelle 18: Evidenzbasierte Empfeh  lung 5.3.
Untersuchte (verglichene) untersuchte Hauptergebnisse
Studien Interventionen Endpunkte
ran domized more vs less Risk of 23 studies incl uded in review
trials extensive RT treatment
(N=3888) (N=1974) failure Results: more vs less extensive RT
computer ChT + RTvs RT oS OS: at 10 yrs
searches of alone (N=1688) more extensive RT =77.1%
medical less extensive RT= 77.0%

literature data
bases and the
National
Cancer
Institute
(Moore, Unger
etal.)
CLINPROT trial
protocol data
base

© Leitlinienprogramm Onkologie |

ADE-Methodik

PFSO0 Ther e wasignifcanin o n
trend toward better progression

free survival
Safety/AEs : not reported
QoL : not reported

Other relevant outc omes:

Risk of treatment failure (resistant
or recurrent disease) at 10 yrs (P <

.00001):

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

140

methodische

Bemerkungen

methodische
Bemerkungen

Follow -Up: Follow -up
periods are varying
from trial to trial
Randomis ation: yes
ITT:yes
Blinding : no
Funding :

by the United
Kingdom Imperial
Cancer Research Fund;
the Danish Medical
Research Council; the
European
Communi tyds
prog ram; and the
United Kingdom

OSuppo
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Literaturbelege/
eingeschlossene
Publikationen

Trial groups

included in this
review: Baltimore
Cancer Research
Program -Dutcher JP,
Wiernik PH; British
National Lymphoma
Investigation Group -
Vaughan Hudson G;
Cancer and
Leukemia Group
B-Anderson JR,
Canellos GP, Propert
KJ, Schiffer C;
Children's Cancer
Study Group -
Hammond D;
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Referenz/
Studientyp

Untersuchte
Studien

lists prepared
by the Union
Intern ational
Contre le
Cancer (UICC)
the United
States NCI
the United
Kingdom
Coordinating
Commit tee on
Cancer
Research
(UKCCCR)
abstracts
presented at
meetings
reference lists
of publi shed
trials and
review articles
discussions
with
investigators

Inclusion
criteria:
early -stage HL

(verglichene)
Interventionen

untersuchte
Endpunkte

© Leitlinienprogramm Onkologie |
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Hauptergebnisse

more extensive RT=31.3%
less extensive RT= 43.4%

Results: ChT + RT vs RT alone
OS: at 10 yrs

ChT+RT=79.4%

RT alone=76.5%

PFS:0 T h er e narassgnifecant
trend toward better progression -
free survival wi th
Safety/AEs : not reported

QoL : not reported

Other relevant outcomes

Risk of treatment failure (resistant
or recurrent disease) at 10 yrs (P <
.00001):

ChT+RT=15.8%

RT alone=32.7%

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

Medical Research
Council 6

Heterogeneity:
marginally significant
heterogeneity of
effects (X%, 11 df =
20.2; P =.04)
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Literaturbelege/
eingeschlossene
Publikationen

Eastern Cooperative
Oncology

Group -Cassileth PA,
McFadden E;
European
Organizatio n for
Research and
Treatment of
Cancer-Henry -Amar
M, Meerwaldt JH,
Noordijk EM;
German Hodgkin
Study Group -Diehl
V, Hasenclever D,
L6ffier M; Groupe
d'Etudes sur la
Maladie de

Hodgkin -Andrieu J -
M, Teillet F; Groupe
Pierre et Marie
Curie -Najman A,
Eghbali H, Bonichon
F; LYGRA Danish
National Hodgkin
Study -Nissen NI,
Specht L;
Manchester
Lymphoma

Group -Crowther D,
Deakin D, Swindell
R; National Cancerl
nstitute of Canada -
BergsagelD ,
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Referenz/
Studientyp

Untersuchte
Studien

trials from
Western
Europe and
North America
randomized in
a manner that
precluded
prior
knowledge of
the next
treatment
assigned
intention -to-
treat analysis

Exclusion
criteria:
not reported

(verglichene)
Interventionen

untersuchte
Endpunkte

Hauptergebnisse

methodische
Bemerkungen

Literaturbelege/
eingeschlossene
Publikationen

Gospodarowicz M,
Pater JL; United
States National
Cancer Institute --
Longo DL ; Northern
California Oncology
Group -Hoppe RT;
Oxford, Imperial
Research Cancer
Fund/Medical
Research Council
Clinical Trial Service
Unit (Secretariat) -
Clarke MJ, Godwin J,
Gray RG, Greaves E,
Harwood C, Peto R,
Wheatley K;
Pediatric Oncology
Group -Sullivan MP,
Fuller LM, Gehan E;
Radiotherapy
Hodgkin's Disease
Group -Hutchison
GB; Roswell Park
Memorial Institute -
Henderson

ES; St Jude
Children's Research
Hospital -Thompson
Ell; Southwest
Oncology Group --
Coltman CA,
Dahlberg S;
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Referenz/
Studientyp

12.3.2.6.

Referenz/
Studientyp

(Sickinger,
von
Tresckow
etal. 2015 )
SR

la

Untersuchte
Studien

Erganzende Strahlentherapie oder keine zusatzliche Strahlentherapie?

(verglichene)
Interventionen

untersuchte
Endpunkte

Tabelle 19: Evidenzbasierte Empfehlung 5.12

Untersuchte
Studien

RCTs searched

in
Cochrane
Central
Register of
Controlled
Trials
(CENTRAL;
latest issue)
MEDLINE
from1990 to
September
2014
conference
proceedings
(American
Society of

(verglichene)
Interventionen

N=1480

A. Main
experimental
intervention
PETadapted
treatment
modification
(N=1480)

B. Main
comparison
Standard
therapy for HL
(N=1480)

Arm 1: standard

therapy

(chemotherapy

untersuchte
Endpunkte

oS

PFS

AE

QOL
Treatment -
related
mortality

© Leitlinienprogramm Onkologie |
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Hauptergebnisse

Hauptergebnisse

3 studies incl uded in review (n=
1999)

Results:

OS: insufficient data available

PFS 100 per 1000 (Arm 1), 222 per
1000 (157 to 308) (Arm 2);  HR
2.38; 95% CI 1.62 to 3.50; P value <
0.0001

Safety/AEs : 275 per 1000 (Arm 1),
250 per 1000 (149 to 421) (Arm 2)
QoL: not reported

Other relevant outcomes

Treatment -related mortality: not
reported

Descriptive statistics:

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

(Vijayakumar and Myrianthopoulos

methodische
Bemerkungen

Overall quality of
included studies:
moderate

Follow up: Median
follow -up: 4 years
Randomis ation : yes
ITT:yes

Blinding: no ( given
the study design it is
likely that there was

no blindingo

Funding: Cochrane
Haematological
Malignancies Group,
Department of Internal
Medicine, University
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Literaturbelege/
eingeschlossene
Publikationen

Stanford -Rosenberg
S, Hoppe RT; and
Western Cancer
Study Group --
Chlebowski R.

)

Literaturbelege/
eingeschlossene
Publikationen

Raemaekers 2014
Picardi 2007
Radford 2013
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Referenz/
Studientyp

Untersuchte
Studien

Hematology;
American
Society of
Clinical
Oncology;
European
Hematology
Association;
International

Symposium on

Hodgkin
Lymphoma)

Inclusion
criteria:
newly
confirmed
diagnosis of
HL

Exclusion
criteria:

no age,
gender or
ethnicity
restriction
quasi -

rand omised

(verglichene)
Interventionen

followed by
radiotherapy)
Arm 2. PET
adapted therapy
(chemotherapy
only)

untersuchte
Endpunkte

© Leitlinienprogramm Onkologie |

Hauptergebnisse

patient characteristics
median age: 32 years
52% male

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

Hospital of Cologne,
Germany.

Heterogeneity:

Random effects model
12 = 53% (PFS)

| Version 3.0 | Oktober 2020

Literaturbelege/
eingeschlossene
Publikationen
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Referenz/
Studientyp

Referenz/
Studientyp

(Andre,
Girinsky et
al. 2017 ),
PET-positive
Patienten

-Methodik

Untersuchte (verglichene) untersuchte Hauptergebnisse
Studien Interventionen Endpunkte

trials, cross -

over trials

Tabelle 20: Evidenzbasierte Empfehlung 5.12

Untersuchte Population

Total number of
patients:
n = 1950

PET-positive patients
n =361

Enrolment:
2006 -2011

Inclusion Criteria:
Newly diagnosed
Previously untreated
patients

Early favourable and
unfavorable HL
15-70 years

Exclusion Criteria:
Not reported

© Leitlinienprogramm Onkologie |

Intervention

PET-positive
Patients:

Arm 1:

n=192
2xABVD +
2XBEACOPP +
INRT

Baseline
characteristics

Age: median
30, range 15 -
70

Stage: (Ann
Arbor) I: 30
Recurrence
status: not
reported

Kontrolle untersuchte
Endpunkte

PET-positive PFS

patients: EFS

Arm 2: oS

n =169 Long-term

4xABVD+ INRT  toxicities

Baseline
characteristics

Age: Mean:
34,9

Stage: (Ann
Arbor) I: 37
Recurrence
status: not
reported

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

Hauptergebnisse

(O

89.3% for ABVD + INRT
versus 96.0% for
BEACOPPesc +INRT; HR,
0.45 (95% CI, 0.19 to
1.07; P=.062).

EFS:not reported

PFS:

77.4% (95% Cl, 70.4 to
82.9) ABVD + INRT vs.
90.6% Intervention, (95%
Cl, 84.7 t0 94.3); HR, 0.42
(95%Cl, 0.2310 0.74; P =
.002) in favour of
BEACOPPesc + INRT

AE grade 3 or4: ABVD
+INRT vs. Intervention:
Neutropenia 30.3% vs.
53.5%
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Literaturbelege/
eingeschlossene
Publikationen

methodische
Bemerkungen

Study Dura tion: NR
Follow -up: 4.5 years
ITT: yes, before safety
amendment
Randomisation: vyes,
only applicable to PET -
negative patients
Blinding: not reported,
due to study design
unprobable

Funding: European
Organisation for
Research and
Treatment of Cancer &
EORTC

Other limitations:  Early
favourable and
unfavourable analysed
as one group
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Referenz/
Studientyp

(Andre,
Girinsky et
al. 2017 )

PET-negative
Patienten
RCT

Untersuchte Population

Total number of
patients:
n = 1950

PET-negative patients
(treated per initial
protocol): n=1059

Favourable (n=465)
Unfavourable (n=594)

Number of patients
excluded before ePET:

25

Enrolment:
2006 -2011

Inclusion Criteria:

© Leitlinienprogramm Onkologie |

Intervention

PET-negative
patients

Arm B: ePET
response -
adapted
treatment

Favourable:
ABVD only
(n=238)

Unfavourable :

ABVD only
(n=302)

All pati ents
received two
cycles of
ABVD after

-Methodik

Kontrolle

PET-negative
patients

Arm A:
Combined
modality
treatment

Favourable :
ABVD + INRT
(n=227)

Unfavourable :
ABVD + INRT
(n=292)

All patients
received two
cycles of ABVD
after which an

untersuchte
Endpunkte

PFS

EFS

OS
Long-term
toxicities

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

Anemia 0.0% vs. 4.9%
thrombocytopenia 0.0%
vs. 19.7%

Febrile neutropenia 1.1%
vs. 23.9%

Infections wit hout
neutropenia: 1.1% vs.
5.6%

Long -term toxicities: in
total 42 secondary
malignancies

Favourable group treated
according to the initial
protocol (n= 465)

PFS (median follow -up 5.0
years)

PFS events:
ABVD+ INRT: n=2
ABVD only n= 32

5-year PFS:

ABVD+INRT: 99.0% (95.9
99.7)

ABVD: 87.1% (82.1 9 90.8)
HR 15.8 (3.8 - 66.1) in
favor of ABVD + INRT
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methodische
Bemerkungen

Study Duration: 5
years

Follow -up: reported
per arm, see results
ITT: yes, before safety
amendment
Randomisation: yes
Blinding: not reported,
due to study design
unprobable

Funding: European
Organisation for
Research and
Treatment of Cancer &
EORTC

Other limitations:

Ann Arbor stage (I v
1), and availability of
baseline PE T 6
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Referenz/
Studientyp

Untersuchte Populat

Newly diagnosed
Previously untreated
patients

Early favourable and
unfavorable HL
15-70 years

Exclusion Criteria:
Not reported

-Methodik
ion Intervention Kontrolle

which an ePET ePET was
was performed
performed

ePET was
ePET was scheduled
scheduled between days
between days 22 and 25 of
22 and 25 of the second
the second cycle of ABVD

cycle of ABVD

© Leitlinienprogramm Onkologie |

untersuchte
Endpunkte
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methodische
Bemerkungen

Hauptergebnisse

ITT defined as all
patients with ePET
result after the two
cycles of ABVD

5-year OS:
ABVD + INRT: 100%
ABVD: 99.6%

Unfavourable gr oup
treated according to the
initial protocol (n=594)

PFS (median follow -up 5.1
years

PFS events:
ABVD+ INRT: n= 22
ABVD only n= 32

5-year PFS:

ABVD+INRT: 92.1% (88.0 -
94.8)

ABVD: 89.6% (85.5 08 92.6)
HR 1.45 (0.8 - 2.5) in favor
of ABVD + INRT

5-year OS:

ABVD + INRT: 96.7%
ABVD: 98.3%

No unexpected toxixities
were observed in ePET
negative patients in either
arm
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Referenz/
Studientyp

(Fuchs,
Goergen et
al. 2019 )

HD16

Double -blind
RCT;

Untersuchte Population

Total number of
patients:
n=1150

per arm 575 patients

1007 patients available
for PET2 scan (ITT pe)

952 patients available
for PP analysis

PET-negative patients
N =628

PET-positive patients
n= 340

Inclusion criteria:
Patients with newly
diagnosed, early stage
favourable Hodgkin
lymphoma

Age: 18 -75

From Germany,
Switzerland, Austria, the
Netherlands
Histologically prove,
classical Hodgkin

© Leitlinienprogramm Onkologie |

-Methodik

Intervention Kontrolle

B: PET-guided A: Standard

treatment combined

2xXABVD modality
treatment

PET (CMT)

Centrally 2xABVD

assessed by 20 Gy IFRT

panely

blinded PETnegative

towards patien ts who

randomization received ABVD

result + RT: 328

DS<1-2=

negative

Performed

between day

22 and 35 of

the second

ABVD cycle

PET-negative

patients who
received ABVD
only: 300

untersuchte
Endpunkte

PFS
0s

Proportion of
patients with

negative PET -2

Occurrence of
secondary
malignancies
Study
objectives:
Comparison [:
ABVD only
versus CMT
among PET-
Comparison I
PET-2 +
receiving CMT
versus PET +
receiving CMT

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

Comparison | (total
number of PET -2 -: 628)

Per protocol comparison
CMT: n=328
ABVD only: n=300

Median follow -up: 47
months

5-year PFS:

CMT: 93.4% (95% CI
90.4%- 96.5

ABVD: only 86.1 (81.4 &
90.9)

HR 1.78 (1.02 ¢ 3.12)

In-field recurrence rates
2.1% versus 8.7% (p=
0.0003)

Outfield recurrence rates
3.7% versus 4.7% (p=
0.55)

5-year OS
CMT: 98.1% (96.5 - 99.8)

ABVD: 98.4% (96.5 - 100)
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methodische
Bemerkungen

Study Duration: 5
years

Follow -up: reported
per arm, see results
ITT: yes, see appendix
Randomisation: yes
Blinding: No ("Patients
and investigators were
masked to treatment
allocation until central
review of PET -2 was
completed.”)

Funding: Deutsche
Krebshi Ife (No.
108556 and 111744)
and the Swiss State
Secretariat for
Education, Research
and Innovation (SERI).
Other limitations:
None reported


https://clinicaltrials.gov/ct2/show/NCT00736320
https://clinicaltrials.gov/ct2/show/NCT00736320

12.3 . Evidenztabellen und Bewertung der Eviden

Referenz/
Studientyp

Untersuchte Population

lymphoma in clinical
stages | and Il or
nudolar lymphocyte -
predominant Hodgkin
lymphoma in Ann Arbor
stage 1B, IIA, lIb
Without: Large
mediastinal mass,
extranodal lesi ons,
evelcated erythrocyte
sedimentation rate,
three or more involved
nodal areas

ITT population:

Median age: 39 years
(range 18 -75)

Aged 60 >= 60 years:
n=120 (11%)

Male sex: n=654 (57%)

© Leitlinienprogramm Onkologie |

Intervention

z mittels der GRADE -Methodik

untersuchte
Endpunkte

Kontrolle

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

Secondary malignant
neoplasms (death as
competing event)
Subdistributional hazard
(sHR): 0.78 (0.35 -1.175,
p=0.54)

ITT (PET) (Excluding those
dropping out before

central review of PET 2:
n=143):

PFS(median follow -up: 46
months)

CMT: 93.2% (90.2 0 96.2)
ABVD: 86.4% (81.7 891.1)
HR 1.69 (0.98 -2.90)
P=0.057

OS (median follow -up 49
months

CMT: 98.2% (96.7 0 99.8)
ABVD: 98.4% (96.6 & 100)
HR 0.38 (0.10 -1.40)
P=0.13

ITT population
PFS(median follow -up: 45

months)
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

CMT: 92.8% (90.3 6 95.3)
ABVD: 85.9% (82.3 9 89.5)
HR 1.63 (1. 08-2.46)
P=0.018

OS (median follow -up 48
months

CMT: 98.3% (97.0 & 99.6)
ABVD: 97.3% (95.5 & 99.2)
HR 0.68 (0.30 -1.53)
P=0.35

Subgroup: Patients with
non -bulky stage IA or lIA
disease

PFS(median follow -up 47
months)
HR 2.88 (1.38 -6.00)

0s
HR 0.83 (0.18 -3.69)
P=0.80

Comparison Il (total
number assigned to CMT)

PET2 -: n=353
PET2 +: n=340
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

Median follow -up: 46
months

5-year PFS:

PET-: 93.2% (90.2 8 96.2)
PET +: 88.5% (84.2 & 92.6)
HR 1.71 (1.00 & 2.93)
P=0.047

5-year OS:

PET-: 98.2% (96.7 0 99.8)
PET +: 97.9% (95.6 & 1.00)
P=0.055

With liver cut -off (DS 4)
for PET positivity:

5-year PFS:

PET-: 93.1% (90.7 08 95.5)
PET +: 80.1% (71.2 & 88.9)
P=0.0004

Adverse events (for
patients with available
documentation: n=1083):
Grade 3 or 4: n= 282
(26%)

Leukopenia: n=208 (19%)
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Referenz/
Studientyp

(Barrington,
Phillips et al.
2019 )(RAPID
trial)

Untersuchte Population

Total number of
patients:
n = 602

only PET2-negative
patients were
randomised

145 patients PET -
positive

31 patients without PET
scan due to several
reasons

6 patients with PET scan
were not randomised
(withdrawal and error)

Enrolment:
2003 - 2010

420 patients available
for randomisation

Inclusion criteria:

© Leitlinienprogramm Onkologie |

Intervention

B: PETguided
treatment
3xABVD
Restriction of
IFRT to those
with PET -
positive result
after 2xABVD

Centrally
reviewed by
core
laboratory

A PET scan
was then
performed
during th e 2
weeks after
day 15 of
ABVD cycle 3

PET-negative
patients
randomized to
receive ABVD
only: 211

-Methodik

Kontrolle

A: Standard
combined
modality
treatment
(CMT)
3xABVD
30 Gy RT

PET-negative
patients who
randomized to
receive ABVD
+ RT: 209

untersuchte
Endpunkte

PFS
0s

Incidence of PET

scan p ositivity/
negativity after
3 courses of
chemothe rapy
(3 months after
treatment)
Incidence and
type of second
cancers

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

Nausea/ vomiting: n=47
(4%)

Respiratory tract
disorders: n=22 (2%)
PET-negative patients
Median follow -up: 60
months

3-year PFS:

Kontrolle (CMT): 94.6%
(95% CI: 91.5 to 97.7)
Intervention (no RT):
90.8% (95% Cl, 86.9 to
94.8)

HR 1.57 (95% CI, 0.84 to
2.97) in favour of RT

3-year OS:

Kontrolle (CMT): 97.1%
(95% ClI, 94.8 t0 99.4)
Intervention (no RT):
99.0% (95% ClI, 97.6 to
100)

HR 0.51 (95% Cl, 0.15 to
1.68) in favour of no
further therapy

PET-posi tive patients
(n=145)

| Version 3.0 | Oktober 2020
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Study Duration: 5
years

Follow -up: reported
per arm, see results
ITT: yes
Randomisation: yes,
after PET assessment
Blinding: No, probably
not given the study
design

Funding: Leukaemia
and Lymphoma
Research

Other limitations:
3-year PFS and survival
was reported

No information on
secondary cancers
provided


https://clinicaltrials.gov/ct2/show/NCT00943423
https://clinicaltrials.gov/ct2/show/NCT00943423

12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

-Methodik

153

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
Previously untreated Median follow -up: 62
patients months
Male and female
histologically confirmed 10 events disease
classic Hodgk progression
lymphoma of clinical 5 deaths with disease
stage 1A or IIA progression
16-75 years 3 deaths without disease
progression

RT arm: 8 out of 14 patients who
Median age: 34 years received 2 ™ line treatment
(range 16 -74) underwent transplantation
Male sex: n= 103
(49.3%)
No RT arm:
Median age: 34 years
(range 16 -75)
Male sex: n= 107
(50.7%)

Evidenzbasierte Empfehlung 5. 6.: Blank 2017 | Sickinger 2015 | Thomas 2018

Evidenzbasierte Empfehlung 5. 8.: Engert 2010b , Sasse 2017

12.3.2.7. Stellenwert der Interim -PET/CT als prognostischer Marker
Derzeit keine Empfehlungen zugeordnet.
12.3.2.8. Stellenwert der Protonentherapie (EK)

Derzeit keine Empfehlungen zugeordnet.
s
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12.3.2.9. Bewertung der Evidenz zum Kapitel Therapie des friilhen Stadiums

Literatur : (Blank, von Tresckow et al. 2017 ), (Thomas, Ferme et al. 2018 )

Gesamtiberl moderate
eben
moderate

ns
n

s
—

Progressions - +1 - - -
freies

Uberbleben

Behandlungs - - - ++2 =
bedingte

Mortalitat

Langzeitneb - - - ++2 -
enwirkungen

(Sekundarne

oplasien)

Lebensqualit Not reported
at

s
(%)

Stt low

s
2]

Stt low

1: bedeutsame Heterogenitat zwischen den Studien
2: sehr wenige Ereignisse insgesamt aufgetreten

Literatur: (Specht, Gray et al. 1998 )
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SR - - - -

Gesamtiiberl -
eben

§ $ $$ high

§8§88§

Progressions - - - - -
freies

Uberleben

Behandlungs Not reported
bedingte

Mortalitat

Langzeitneb - - - ++1 - S§S8tt
enwirkungen low
(Todesfalle

durch

Sekundéarneo

plasien)

Lebensqualit Not reported
at

high

1: sehr wenige Ereignisse insgesamt aufgetreten
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Literatur: (Behringer, Goergen et al. 2015 ), (Canellos, Anderson et al. 1992 ), (Engert, Franklin et al. 2007 ), (Engert, Plut schow et al. 2010b ), (Sasse, Brockelmann et al. 2017 )

RCTs Gesamtuber | $ high
eben
Progressions - - - - -
sfreies
Uberleben

ns
(7]
s

§ high

low

s

(%)
—

—

Behandlungs - - - ++1 -
bedingte

Mortalitét

Langzeitneb - - - ++1 -
enwirkungen

(Todesfalle

durch

Sekundéarneo

plasien)

Lebensqualit Not reported
at

1: sehr wenig Ereignisse insgesamt aufgetreten

s
[}

Stt low
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Literatur: (Engert, Plutschow et al. 2010b ), (Sasse, Brockelmann et al. 2017 )(Update HD7)

RCTs Gesamtiber | $ high
eben
Progressions - - - - -
freies
Uberleben

s
[
(2]}

§ high

s
(7]

Behandlungs - - - ++1 - Stt low
bedingte

Mortalitét

Langzeitneb - - - ++1 -
enwirkungen

(Todesfalle

durch

Sekundarneo

plasien)

Lebensqualit Not reported
at

ns
[72)

S$tt low

1: sehr wenig Ereignisse insgesamt aufgetreten
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Literatur : Blank 2017 a, (Sickinger, von Tresckow et al. 2015 ), (Thomas, Ferme et al. 2018 )

Gesamtuberl § § §t moderate
eben
Progressionsfrei - +1 - - - ¥ v v 3moderate

es Uberleben

Behandlungsbed - - - ++ 2 - v w3 3low

ingte Mortalit&t

Langzeitnebenwi - - - ++ 2 - w3 3ow
rkungen

(Sekundarneopla

sien)

Lebensqualitat Not reported

1: bedeutsame Heterogenitat zwischen den Studien
2: sehr wenige Ereignisse insgesamt aufgetreten
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Literatur: (Specht, Yahalom et al. 2014 )

SRs +1 - - -

Gesamtiberl -
eben

§ 8§ 8§ high

§8§8§

Progressions - +1 - - -
freies
Uberleben

high

Behandlungs - - - ++2 - Not reported
bedingte

Mortalitét

Langzeitneb - - - ++2 - $$tt low
enwirkungen

(Sekundarne

oplasien)

Lebensqualit Not reported
at
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Literatur: (Engert, Plutschow et al. 2010b ), (Sasse, Brockelmann et al. 2017 )

RCTs Gesamtiiber | $ high
eben
Progressions - - - - -
freiees
Uberleben

ns
(7]
s

§ high

low

s
(%)
—
—_

Behandlungs - - - ++1 -
bedingte

Mortalitat

Langzeitneb - - - ++1 -
enwirkungen

(Todesfalle

durch

Sekundéarneo

plasien)

Lebensqualit Not reported
at

s
[}

Stt low

1: sehr wenig Ereignisse insgesamt aufgetreten
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Literatur: (Antoni, Natarajan -Ame et al. 2013 ), (Baues, Marnitz et al. 2018 ), (Cella, Liuzzi et al. 2010 ), (Cella, Conson et al. 2013 ), (Edvardsson, Kugele et al. 2019 ), (Filippi, Ragona et al. 2015 ), (Girinsky,
Pichenot et al. 2006 ), (Koeck, Abo -Madyan et al. 2012 ), (Maraldo, Brodin et al. 2013a ), (Maraldo, Brodin et al. 2014 ), (Voong, McSpadden et al. 2014 ), (Zeng, Plastaras et al. 2016 )

Prospektive Geplantes Sttt verylow
Studien Zielvolumen
Organdosis - - - + - Sttt verylow

1: sehr wenige Patienten untersucht

Literatur: (Baues, Marnitz et al. 2018 ), (Edvardsson, Kugele et al. 2019 ), (Kriz, Spickermann et al. 2015 ), (Paumier, Ghalibafian et al. 2012 ), (Rechner, Maraldo et al. 2017 )

Prospektive Geplantes Sttt verylow
Studien Zielvolumen
Organdosis - - - + - Sttt verylow

1: sehr wenige Patienten untersucht
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Literatur: (Baues, Marnitz et al. 2018 ), (Chera, Rodriguez et al. 2009 ), (Eley, Friedrich et al. 2016 ), (Hoppe, Flampouri et al. 2012 ), (Hoppe, Hill - Kayser et al. 2017 ), (Hoppe, Tsai et al. 2016 ), (Horn,
Fournier - Bidoz et al. 2016 ), (Maraldo, Brodin et al. 2013a ), (Maraldo, Brodin et al. 2014 ), (Ntentas, Dedeckova et al. 2019 ), (Rechner, Maraldo et al. 2017 ), (Sachsman, Hoppe et al. 2015 ), (Toltz, Shin et
al. 2015 ), (Zeng, Plastaras et al. 2016 )

Prospektive Geplantes Sttt verylow
Studien Zielvolumen
Organdosis - - - + - Sttt verylow

1: sehr wenige Patienten untersucht

Literatur: (Andre, Girinsky et al. 2017 ), (Barrington, Phillips et al. 2019 ), (Fuchs, Goergen et al. 2019 ), (Sickinger, von Tresckow et al. 2015 )

PETnegative RCTs Gesamtiiber | - - ++2 -
patients eben

Progressions - - - - - § $§ §t moderate

freies

Uberleben

Behandlungs Not reported

bedingte

Mortalitét

Langzeitneb - - +1 ++2 - Sttt verylow

enwirkungen

Lebensqualit Not reported

at
PET-positive RCT Gesamtiber |
patients eben

(%25

ttt verylow

el 42 - Sttt verylow
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Progressions § § §t moderate
sfreies

Uberleben

Behandlungs Not reported
bedingte

Mortalitat

Langzeitneb - - +1 ++2 - Sttt verylow
enwirkungen

Lebensqualit Not reported

at

1 frihe und intermediére Stadien gemeinsam analysiert (u.a. auch unterschiedliche Anzahl Zyklen ABVD) , Daten nicht separat berichtet

2 sehr kleine Anzahl Events
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s
12.3.3. Therapie des intermediaren Stadiums (Kapitel 6)

12.3.3.1. Therapie im intermediaren Stadium (RCTS) (Vijayakumar and Myrianthopoulos )

Tabelle 21: Evidenzbasierte Empfehlungen 6.2. & 6.3.

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
(Borchmann n=1100 Combined - CMT with4cycles T PFS Standard CMT group (PP, 1  Study Duration:
2020) modality of chemotherapy 1 Os n=428) : January 2012 - March
979 pts with confirmed treatment (CMT) (2 cycles of 1 CRrate 1 5-year PFS was estimated 2020
HD17, PET4 result with 4 cycles of BEACOPR:azted at97.3% (95% Cl, 94.5%to  Follow -up: median 45
chemotherapy (2 plus 2 cycles of 98.7%) months

Abstract only Il cycles ABVD) fol lowed S-year OS 98.8% (95%>Cl, T ITT: yes

1 BEACOPR.um by 30Gy involved - 96.7% to 99.6%) 1 Randomisation: yes

pt plus 2 cycles field RT, 1 Blinding: no (open

s ABVD) followed irrespective of 1  PET4-guided treatment label)

we by 30Gy IN -RTif  FDG-PET results group (PP, n=477): 1 Funding: University of

re FDGPETIis after T 5-year PFS was estimated Cologne

PE positive after chemotherapy at 95.1% (95% ClI, 92.0% to

T4 chemotherapy; 2 97.0%)

) cycles 1  5-year OS: 98.4% (95%>Cl,

BEACOPR.caate 96.2% to 99.3%)

N€ plus 2 cycles

ga ABVD and 1 CMT/CTx+RT group

tiv treatment stop if (n=646) :

e FDGPETIs 1  5-year PFS was estimated

q 23 hegative after at 94.2% (95%>Cl, 90.1%

g chemotherapy to 96.6%) for PET4

pt positive patients (n=328)

S 1  97.6% (95%>Cl, 94.0% to

ha 99.9%) for PET4 -negative

patients (n=318)

d 1  HRfor the difference

DS between PET -positive and

3 PET-negative gro ups was

1 90 3.03(95 % Cl, 1.1% to
pt 8.3%) confirming PET4 as
s significant risk factor
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Referenz/
Studientyp

(Eich, Diehl et
al. 2010 )
RCT

1b

1
1

1

1
1
1

1
1
1

Untersuchte Population

ha

DS

Inclusion Criteria:
18-60 years
Newly diagnosed early -
stage unfavourable
Hodgkin lymphoma

Exclusion Criteria:

Not reported

Baseline characteristics:

Age: 18-60 years
Stage: early stage
Recurrence status: n/a

n =1395

Inclusion Criteria:

Newly diagnosed

Early unfavorable HL

at least one of the
following risk factors:
bulky mediastinal mass

( O ehireemaximum
transverse thorax
diameter); extranodal
involvement; erythrocyte
sedimentation rate (ESR)
O50mm/ h or
in patients
symptoms; three or
more lymph node areas
involved

© Leitlinienprogramm Onkologie |

03

w

1

-Methodik

Intervention Kontrolle

Arm 1: Arm 3:

n =395 n = 386

4xABVD+ 30Gy 4XxBEACOPP

IFRT +30Gy IFRT

Baseline Baseline

characteristics: characteristics:
Age: Mean: Age: Mean:
35,2 35,8
Stage: (Ann Stage: (Ann
Arbor) | A: Arbor) | A:
15,1B:8, 1l 12,1B: 13,1l
A: 240, 1l B: A: 232, 1l B:
93 84
Recurrence Recurrence
status: not status: not
reported reported

= =4 = —a

untersuchte
Endpunkte

FFTF
PFS
0s
TRT

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

| Os:
84.5%

bl PFS:
86%

B vs A: HR=1.49; 95%Cl,
1.04 to 2.15; P=0.03

T AE:

4xABVD+ RT (n = 703)
Anemia: 4
Thrombocytopenia:1
Leukopenia: 173
Nausea/vomiting: 105
Mucositis: 10
Gl tract/dysphagia: 9
Respiratory tract: 18
Alopecia: 213

= = = =) =) =] =) =]
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Study Duration:  not
reported
Follow -up: 5 years

ITT: yes
Randomisation:  yes
Blinding: not reported

Funding: Deutsche
Krebshilfe e.V., Swiss
Federal Government
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Referenz/
Studientyp

= =4 =4

1

Untersuchte Population

16-75 years
Previously untreated
Free of concurrent
disease

WHO activity index of
less than 3

Exclusion Criteria:

Patients with impaired
heart, lung, liver, or
kidney function;

previous malignant
disease; or HIV -positive
status

chronic obstructive lung
disease, pregnant or
lactating, HL as part of a
composite lymphoma

© Leitlinienprogramm Onkologie |

Intervention

Arm 2:

n =395
4xABVD+ 20 Gy
IFRT

Baseline
characteristics:

-Meth odik

untersuchte
Endpunkte

Kontrolle

Arm 4:

n =394
4XBEACOPP +
20Gy IFRT

Baseline
chara cteristics:

Age: Mean:
34,9

Stage: (Ann
Arbor) | A: 9,
IB: 9, Il A:
240, 11 B: 89
Recurrence
status: not
reported

Age: Mean:
35,7

Stage: (Ann
Arbor) | A:
11,1B:8, I
A: 230, Il B:
102
Recurrence
status : not
reported

Leitlinienreport Hodgkin Lymphom

166
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Hauptergebnisse

Infection: 27
Pain: 13
Nervous system: 11
Other: 18

XBEACOPP+RT (n = 692)
Anemia: 50
Thrombocytopenia: 11
Leukopenia: 262
Nausea/vomiting: 60
Mucositis: 14
Gl tract/dysphagia: 17
Respiratory tract: 22
Alopecia: 396
Infection: 51
Pain: 21
Nervous system: 23
Other: 37

T+30 Gy (n = 675)
Anemia: 1
Thrombocytopenia: 2
Leukopenia: 7
Nausea/vomiting: 9
Mucositis: 20
Gl tract/dysphagia: 59
Respiratory tract: 5
Alopecia: 6
Infection: O
Pain: 6
Nervous system: O
Other: 11

T+20 Gy (n = 676)
Anemia: 1
Thrombocytopenia: 2
Leukopenia: 4
Nausea/vomiting:1
Mucositis: 10
Gl tract/dysphagia: 23
Respiratory tract: 2

===
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Referenz/
Studientyp

(Sasse,
Brockelmann
etal. 2017 )
Updated
follow -up data
of 4 RCTs

2b

1
1

Untersuchte Population

HD7: N=627
HD8: N=1064
HD10: N=1190
HD11: N=1395

16 - 75 years

newly diagnosed,
biopsy -proven, early -
stage HL

Intervention

Early-stage
favorable
disease:

HD7

Arm A: EF-RT:
30 Gy EF-RT +
10 Gy IF-RT
Arm B: CMT

1
1

Kontrolle

PFS
oS
Second

neoplasia

1
1

untersuchte
Endpunkte

4 studies included
in review

Results:
(O
HD7:15-year
OS: A: 77% vs.
B: 80% (HR: 0.8
(95% CI: 0.6 &
1.2)

=a =4 —a —a —A

= =4 =

= =4 =9

=4 =4 =4 —a —a —a —a —a —a

Hauptergebnisse

Alopecia: 1
Infection:1

Pain: 3

Nervous system: 0
Other: 5

QoL: not reported

Other:

FFTF: 85%

B vs D: 5.7% difference;
95% Cl, 0.1% to 11.3% (D
more effective)

A vs C: no difference

B vs A: HR=1.39
95%Cl, 0.98 to 1.97;
P=0.06

TRT

AB: 51.5%, P<0.001
CD: 73.8%

P<0.001

neoplasia (2nd)

AB: 7.4%,

CD: 7.5%

TRD:

AB: 0.1%

CD: 1%

Follow -up : Median follow -up:
HD7:120 months
HD8:153 months
HD10:98 months
HD11:106 months
Randomisation:
ITT : not reported
Blinding:

yes

not reported

methodische
Bemerkungen

(Engert, Schiller et al.
2003 )6HD8
(Engert, Franklin et al.
2007 )6HD7
(Engert, Plutschow et al.
2010b )6HD10

1  (Engert 2010c )6HD11
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
Exclusion criteria: 2 cycles of 1 HD8:10-year Funding : Supported by the
nodular _lymphocyte - ABVD + 30 Gy OS: A &B: HR: German Cancer Aid
predominant HL and EFRT + 10 Gy 0.9 (95% Cl: (Deutsche Krebshilfe e.V.)
missing reference IF-RT 1 2”;12 1i(2))
; :10-year
histology HD 10: 0S: C&B:94% q
e (HR: 0.9 (95%
Arm A: 2 cycles Cl: 0.5 81.6)
ABVD + 30 Gy q HD11: In OS
IF-RT [ é] no
Arm B: 4 cycles significant
ABVD + 30 Gy differences or
IE-RT relevant trends
Arm C: 2 cycles ggl;ﬁ\?:d
ABVD +20 Gy between trial
IF-RT arms. 0
Arm D: 4 cycles
ABVD + 20 Gy q PES
IF-RT q HD7:
15-year PFS: A:
Unfavorable 52% vs. B: 73%
disease: (HR: 0.5 (95%
CI: 0.3 - 0.6;
HDS: p<0.001))
two alternatin 1 HD8:
f:ycles of COPI93 T PPSIA&B:HR:
1.0 (95% Cl:
and ABVD, 0.8 312
then:) margin for
Arm A: 30 Gy of inferiority: 1.6)
ERRT 1 HD1o0:
Arm B: 30 Gy of 1 10-year PFS:C

© Leitlinienprogramm Onkologie |

IF-RT

HD11:

& B: 87% (HR:
1.0 (95% CI:
0.6 01.5;
margin for
inferiority: 2.2)
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Referenz/
Studientyp

Untersuchte Population

Intervention

Arm A: 4 cycles
ABVD + 30 Gy
IF-RT

Arm B: 4 cycles
ABVD + 20 Gy
IF-RT

Arm C: 4 cycles
BEACOPPDbaselin
e +30Gy IF-RT
Arm D: 4 cycles
BEACOPPbaselin
e+ 20 Gy IF-RT

© Leitlinienprogramm Onkologie |

-Methodik

Kontrolle

1
1

untersuchte
Endpunkte

HD11:

PFS: A& C: HR:

1.1 (95% CI 0.7
6 1.5; p=0.8)

PFS: B & D:HR:

0.8 (95% ClI:
0.6-1.1; p=0.1)
10-year PFS: B
& A: Difference
-8.3% (-15.2%
to 8 1.3%)(HR:
1.5 (95% Cl:
1.0-2.1; non -
inferiority
margin: 1.6)
10-year PFS: D
non -inferior to
C(HR: 1.0
(95% CI: 0.7 -
1.5; non -
inferiority
margin: 1.7)

1 Second
neoplasia:

q HD7: Total = 83

1 HD8: Total =
138

1 HD10: Total =
87
HD11: Total =
81

9 QoL: not
reported

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

| Version 3.0 | Oktober 2020

methodische
Bemerkungen

169



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE -Methodik 170

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
Descriptive
statistics:
patient
characteristics
HD7:
Median age: 36
years (range: 16 -
75)
>= 60 years: 63
pts. (10%)
Male sex: 373 pts.
(59%)
HD8:
Median age: 30
years (range: 16 -
75)
>= 60 years: 89
pts. (8%)
Male sex: 524 pts.
(49%)
HD10:
Median age: 36
years (range: 16 -
75)
>= 60 years: 138
pts. (12%)
Male sex: 726 pts.
(61%)
HD11:
Median age: 33
years (range: 16 -
75)
>= 60 years: 101
pts. (7%)
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Referenz/
Studientyp

(Skoetz, Will et
al. 2017 )
Meta -analysis
of RCTs

la

1

Untersuchte Population

RCTs searched in
MEDLINE (1985 to
November 2008)
(November 2008 to
August 2010) (August
2010 to March 2017)
Embase (1985 to
November 2008)
Cochrane Central
Register of Controlled
Trials (CENTRAL) (the
Cochrane Library 2008,
Issue 3) (the Cochrane
Library 2010 issue 8)
(the Cochrane Library
2017 issue 03)
conference proceedings
of annual meetings of
the following societies
for abstracts: American
Society of Clinical

Oncology (ASCO) (up to

the issue of 2016);
American Society of

Hematology (ASH) (up to

the issue of 2016);
European Hematology

Association (EHA) (up to

the issue of 2016);
international
Symposium on Hodgkin

Lymphoma (ISHL) (up to

the issue of 2016)
Citations from identified
trials and relevant
review articles

© Leitlinienprogramm Onkologie |

Intervention

Interventional
group received
02 cycles
BEACOPP
escalated +/ -
radiotherapy
Control group
received at least
four cycles of
ABVD +/ -
radiotherapy

1

1

1

-Methodik

untersuchte
Endpunkte
1 Male sex: 684
pts. (49%)
5 studies included
in review

Kontrolle

Overall
survival
(mortality)
Progression -
free survival
Adverse
events

QoL

Results:

1  OS (mortality):
HR: 0.74
95%Cl: 0.57 -
0.97

1 PES:
HR: 0.54
95%CI: 0.45 -
0.64

Safety/AEs
Treatment
related
mortality
RR: 2.15
95%Cl: 0.93 -4.95
T  Secondary
malignancies
RR: 1.00
95%Cl: 0.68 -1.48
1 AML or MDS
RR: 3.90
95%Cl: 1.36 -
11.21
Secondary
amenorrhealin
fertility
RR: 1.37
95%Cl: 0.83 -2.26
f  Adverse events
(WHO I11°-1V°):
not reported

= =

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

Overall quality of included
studies: high (OS), moderate
(PFS), low (secondary AML or
MDS, secondary
malignancies, treatment -
related mortality and adverse
events), very low (infertility)

Follow -Up: 5 years for OS
and PFS
Randomisation: yes
ITT : not sufficiently r
Blinding: no

Funding : Federal Ministry of
Education and Research,
Germany

eported

Heterogeneity:
T IP=0% (OS), F = 0% (PFS)

| Version 3.0 | Oktober 2020
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(Carde, Karrasch et al.
2016 )-EORTC 20012
(Diehl, Franklin et al.
2003 )-GHSG HD9
(von Tresckow, Plutschow
etal. 2012 )-GHSG HD14
(Viviani , Zinzani et al.
2011 )-GSMHD 2008

1 (Federico, Luminari et

al. 2009 )-HD 2000
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
1  references of all
identified trials, relevant T QoL: not
review ar ticles and reported in any
current treatment trial, therefore
guidelines not analysed
1  Personal contacts
1  Meta-register of Descriptive
controlled trials statistics:
i databases and websites patient
.
societies and registries L A e e
(August 2016)
N = 3427

Inclusion criteria:

1  previously untreat ed

1  newly diagnosed

1 histologically confirmed
diagnosis

1  early unfavourable or

advanced stage Hodgkin

lymphoma

randomised trial

Intervention = at least

two cycles of escalated

BEACOPP

1  control = at least four
cycles of ABVD

= =

Exclusion criteria:
T  non-randomised
lost to follow  -up

(von Tresckow, n = 1655 Arm 1: Arm2: 1 freedom from 1 OS:5years: 97.0% (95% 1  Study Duration: not
Plutschow et n=763 treatment Cl, 95.9% to 98.1%) reported
al. 2012 ) Inclusion Criteria: 2XBEACOPPesc+ failure (FFTF) (P=.7308)
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173

Referenz/
Studientyp
RCT

1

1
1

Untersuchte Population

stage IA, 1B, or 1A
histologically proven HL
at least one of the
following risk factors:
bulky mediastinal mass
(Gone third maximum
transverse thorax
diameter); extranodal
involvement; erythrocyte
sedimentation rate (ESR)

o] 50 mm/h (w

symptoms) or ESR O30
mm/h (with B
symptoms); three or
more lymph node areas
involved, stage IIB
disease with either of
the latter two risk

factors

Exclusion Criteria:

not reported

Baseline characteristics:

Age: median: 32

Stage: 1: 4.8% (1 A: 2.6% |
B: 2.2%), 1I: 95.2% (Il A:
67.5%, 1l B: 27.7%)
Recurrence status:  not
reported

Intervention Kontrolle untersuchte
Endpunkte

n =765 2xABCVD + 30 T  overall
4xABVD + 30 Gy Gy IFRT survival (OS)
IFRT progression -
free survival
(PFS)
1 response
rates
bl treatment -
related
toxicity

Hauptergebnisse

Al PFS:5 years: difference of
6.2% (95% ClI, 3.0% to
9.5%)

AE: acute toxicity
1 Anemia: 7 (Arm 1), 67

(Arm 2)

1  Thrombopenia: 1 (Arm 1),
163 (Arm 2)

1  Leukopenia: 178 (Arm 1),
588 (Arm 2)

1  Nausea/vomiting: 104
(Arm 1), 76 (Arm 2)
T Mucositis: 3 (Arm 1), 32

(Arm 2)

1 Gltract: 14 (Arm 1), 43
(Arm 2)

1  Urogenital tract: 2 (Arm
1), 0 (Arm 2)

Respiratory tract: 11 (Arm
1), 13 (Arm 2)

1  Drug fever: 6 (Arm 1), 17
(Arm 2)

1  Allergy: 2 (Arm 1), 12
(Arm 2)

1 Heart: 2 (Arm 1), 1 (Arm
2)

1 Hair: 179 (Arm 1), 356
(Arm 2)

bl Infection: 26 (Arm 1), 54
(Arm 2)

T  Skin: 8 (Arm 1), 2 (Arm 2)

1 Pain: 27 (Arm 1),54 (Arm
2)

1  Nervous system: 6 (Arm
1), 24 (Arm 2)

1  QoL: not reported

= =4 —a A

methodische

Bemerkungen
Follow -up: median: 43
months
ITT: no
Randomisation:  yes
Blinding: no
Funding: no
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

1 Other:

| FFTF: 5 years: 87.7% (95%
Cl, 84.8% to 90.6%) (Arm
1) and 94.8% (95% ClI,
93.1% to 96.6%) (Arm 2),
difference of 7.2% (95% ClI,
3.8% to 10.5%)

Tabelle 22: Evidenzbasierte Empfehlung 6.4.

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische

Studientyp Endpunkte Bemerkungen

Boll 2016 n= 287 Arm 1: Arm2: 1 1 1  Study Duration: not

reported
1 HD10and Inclusion Criteria: 1  Follow -up: median: 43
HD13trials q  Early-stage favorable HL months

patients defined as clinical f ITT: no
stages | and Il without any 1  Randomisation: yes
of the GHSG risk 1 Blinding: no
factorsymptoms 1 Funding: no

Exclusion Criteria:
1  notreported

Baseline characteristics:
1  Age: HD13: median: 65
(Arm 11)/66 (Arm 1),
HD10: median 64 (Arm

1)/65 (Arm 11)
1  Stage: | and Il (both
trials)

Evidenzbasierte Empfehlung 6.4.:  Eich 2010 , Sasse 2017
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12.3.3.2.

Referenz/
Studientyp
(Andre,

Girinsky et al.

2017)
Multicent er,
phase Il trial
2b

Interim -PET/CT (Cochrane Reviews, RCTSs)

Tabelle 23: Evidenzbasierte Empfehlung 6.

= =4 =4

1

1
1

Untersuchte Population

n=1950

Favorable (F)and
Unfavorable (U) patients
(according to EORTC
criteria) were included
F: A + B (N=754)

U: C + D (N=1196)

Inclusion Criteria:
Previously untreated
15to 70 years
Classic
supradiaphragmatic
stage land Il HL

Exclusion Criteria:
Not reported

Baseline characteristics:
Age: 15to 70 years
Stage: Classic
supradiaphragmatic
stage | and Il HL
Recurrence status:  not
reported

© Leitlinienprogramm Onkologie |

Intervention

All pts. received
two cycles of
ABVD after
which an ePET
was performed

Arm A:

n=371

CMT (standard)
ePET negative
pts received one
additional ABVD
cycle followed
by INRT

Arm B:
n=2376

ePET response
adapted
treatment
(experimental)
ePET negative
pts. received
two additional
ABVD cycles +
not
radiotherapy

s der GRADE-Methodik

(Vijayakumar and Myrianthopoulos )
Kontrolle untersuchte Hauptergebnisse
Endpunkte
Arm C: 1  Primary 1  OS:5-year OS, % (95% Cl)
n= 583 objective: 1  ePET postitive:
CMT 1 Evaluate 3/4 ABVD + INRT (n=192):
ePET negative whether INRT 89.3(83.4 -93.2)
pts received two coqld be 2 ABVD + 2 BEACOPPesc +
additional ABVD 0m|t ted INRT (n=169): 96.0 (91.1 -
without loss of 98.2)
cycles followed efficacy in
by INRT ePET negative 1  ePET negative:
pts after two Treated per initial
Arm D: cycles of ABVD protocol (n=1059):
n =595 1 Evaluatedin F F (n=465):
ePET response and U 3 ABVD + INRT (n=227):
adapted separately 100.0 (na)
treatment 1 Se_con_dary 4 ABVD (n=238): 99.6
. objective: (97.0-99.9)
ePET negatlve 1 Evaluate U (n=594):
pts. received whether 4 ABVD + INRT (n=292):
four additional intensification 96.7 (93.7 -98.3)
ABVD cycles + with escalated 6 ABVD (n=302): 98.3
not radiotherapy doses (96.0 -99.3)
BEACOPPesc Treated per safety
after two amendment (n=505):
cycles ABVD F (n=185):
would improve 3 ABVD + INRT: 100 (na)
outcome in U (n=320):
ePET-positive 4 ABVD + INRT: 99.7
patients (97.7 -100)

Leitlinienreport Hodgkin Lymphom

1  PFS:5-year PFS, % (95% CI)

1  ePET postitive:
3/4 ABVD + INRT (n=192):
77.4 (70.4 -82.9)
2 ABVD + 2 BEACOPPesc +

| Version 3.0 | Oktober 2020
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methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: Median
follow -up: ePET
positive group: 4.5
years, ePET negative
group: F: 5.0 years, U:
5.1 years

ITT: yes
Randomisation: yes
Blinding: not reported
Funding: not for -
profit sponsors
reported, first and last
author not for  -profit
conflicted

Other limitations:
none



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE -Methodik 176

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
INRT (n=169): 90.6 (84.7 -
94.3)

Al ePET negative:
Treated per initial
protocol (n=1059):

F (n=465):

3 ABVD + INRT (n=227):
99.0 (95.9 -99.7)

4 ABVD (n=238 ): 87.1
(82.1-90.8)

U (n=594):

4 ABVD + INRT (n=292):
92.1

6 ABVD (n=302): 89.6
(85.5-92.6)

Treated per safety
amendment (n=505):

F (n=185):

3 ABVD + INRT: 98.9
(95.6 -99.7)

U (n=320):

4 ABVD + INRT: 95.5
(92.5-97.3)

TAE: No unexpected toxicities

fQoL: not reported

Evidenzbasierte Empfehlung 6. 5.: Borchmann 2020

12.3.3.3. Strahlentherapie Feld (involved site) Expertenkonsens und Guidelines, da keine RCTs vorhanden) (LA) (EK)

12.3.3.4. Neues Unterkapitel: Technik der Strahlentherapie, Protonentherapie, IMRT, konventionelle 3D Therapie
Derzeit keine Empfehlungen  zugeordnet . Verweis au f Kapitel 5.
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177

12.3.3.5.

12.3.3.6.

12.3.3.7.

12.3.3.8.

Literatur : (Eich, Diehl et al. 2010 ), (von Tresckow, Plutschow et al. 2012

Empfehlung

6.2.
Kombinatio
nstherapie

Erganzende Strahlentherapie oder keine zuséatzliche Strahlentherapie?

Evidenzbasierte Empfehlung 6.6 .: Borchmann 2020

Evidenzbasierte Empfehlung 6.7.:  Borchmann 2020

Evidenzbasierte Empfehlung 6.8.:  Eich 2010 , Andre 2017 , Sasse 2017

Evidenzbasi erte Empfehlung 6.9 .: Specht 2014

Stellenwert der Interim
Derzeit keine Empfehlungen

-PET/CT als prognostischer Marker
zugeordnet .

Stellenwert der Protonentherapie (EK)
Derzeit keine Empfehlun gen zugeordnet . Verweis auf Kapitel 5.

Bewertung der  Evidenz zum Kapitel Therapie des intermediéaren Stadium

Design Endpunkt Verzerrungs Inkonsistenz Indirektheit

-risiko

RCTs Gesamtiber | - - -

eben

Progressions - - -
freies

Uberleben

Behandlungs - - -
bedingte

Mortalitat

Langzeitneb - - -
enwirkungen

(Vijayakumar and Myrianthopoulos )

), (Sasse, Brockelmann et al. 2017 ), (Borchmann 2020 )

Impréazision Weitere Gesamtqualitat
Uberlegung
en
- - § §§$ high
- - § § 8§ high
++1 - §Stt low
++1 - $$§tt low

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom
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(Sekundéarne

oplasien)

Lebensqualit Not reported
at

1: sehr wenig Ereignisse insgesamt aufgetreten
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Literatur : (von Tresckow, Plutschow et al. 2012 ), (Sasse, Brockelmann et al. 2017 , Skoetz, Will et al. 2017 )

Literatur: (von Tresckow, Plutschow et al. 2012 ), (Skoetz, Will et al. 2017 )

RCTs Gesamtiber | $ high
eben
Progressions - - - - -
freies
Uberleben

ns
n
s

§ high

low

s
(7]
—
—_

Behandlungs - - - ++1 =
bedingte

Mortalitat

Langzeitneb - - - ++1 -
enwirkungen

(Sekundarne

oplasien)

Lebensqualit Not reported
at

s
[}

Stt low

1: sehr wenig Ereignisse insgesamt aufgetreten
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Literatur : (Eich, Diehl et al. 2010 ), (Sasse, Brockelmann et al. 2017 )

RCTs Gesamtuber | $ high
eben
Progressions - - - - -
freies
Uberleben

ns
[72)
s

§ high

low

s
s
—
—

Behandlungs - - o 441 -
bedingte

Mortalitat

Langzeitneb - - - 441 -
enwirkungen

(Sekundarne

oplasien)

Lebensqualit Not reported
at

low

s
2]
—
—

1: sehr wenig Ereignisse insgesamt aufgetreten
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Literatur : (Andre, Girinsky et al. 2017 , Borchmann 2020 )

RCTs Gesamtiiber | $ high
eben
Progressions - - - - -
freies
Uberleben

[0
(7]
U

§ high

(2]
(7]

Behandlungs - - - ++1 =
bedingte

Mortalitat

Langzeitneb - - - ++1 -
enwirkungen

(Sekundarne

oplasien)

Lebensqualit Not reported
at

Stt low

low

s

[}
—

—

1: sehr wenig Ereignisse insgesamt aufgetreten
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Literatur : (Borchmann 2020 )

Gesamtiiber lebe - - - - - v v v dhigh
n
RCT Progressionsfrei - - - - - v v w dhigh

es Uberleben

Behandlungsbed - - - ++ 1 - v w3 3low
ingte Mortalitét

Langzeitnebenwi - - - - - Not reported
rkungen

(Sekundarneopla

sien)

Lebensqualitéat Not reported

Literatur : (Borchmann 2020 )

Gesamtiiber lebe - - - - - w v w vhigh

n
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RCT

Progressionsfrei - - - - - w v v vhigh

es Uberleben

Behandlungsbed - - - ++ 1 o w3 3ow

ingte Mortalitat

Langzeitnebenwi - - - - - Not reported
rkungen

(Sekundarneopla

sien)

Lebensqualitat Not reported

1: sehr wenig Ereignisse insgesamt aufgetreten

Literatur : (Eich, Diehl et al. 2010 ), (Sasse, Brockelmann et al. 2017 ), (Andre, Girinsky et al. 2017 )

SR, RCTs Gesamt uberlebe - - - - - w v w vhigh
n
Progressionsfrei - - - - - ¥ v v vhigh

es Uberleben

Behandlungsbed - - - ++ 1 o w w3 3ow

ingte Mortalitat
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Empfehlung

6.8. Ergénzende
Strahlentherapie

Design Endpunkt Verzerrungs -
risiko
Langzeitnebenwi -
rkungen

(Sekundarneopla

sien)

Lebensqualitéat

1: sehr wenige Ereignisse insgesamt aufgetreten

12.3.4.

12.3.4.1.

Referenz/
Studientyp
(Borchmann,
Goergen et al.
2018)
Randomised,
open -label,
multicentre
phase 3 trial
(HD18 trial)

-Methodik

Inkonsistenz

Therapie des fortgeschrittenen Stadiums (Kapitel 7)

Thera pie im fortgeschrittenen Stadium

Tabelle 24: Evidenzbasierte Empfehlung 7.2.

Untersuchte Population

n=1964 (2101 enrolled)

Inclusion Criteria:

1  newly diagnosed
advanced stage HL
patients with Ann  -Arbor
stage IIB (+ large
mediastinal mass or
extranodal lesions), Il
orlv

1  ECOG performance

status of 2 or lower

age 18 660 years

HIV negativity

= =

© Leitlinienprogramm Onkologie |

Intervention

Arm A:

n=217
PET-positive pts.,
8 cycles of R-
eBEACOPR8xR-
Besc group) and
PET-guided
radiotherapy

Baseline

characteristics:

1 Age: median:
29

(Vijayakumar and Myrianthopoulos

Kontrolle

Arm C:

n=723
PET-positive pts.,
8 cycles of
eBEACOPH8x
Besc+ group, n =
217), 6 cycles of
eBEACOPP after
amendment in
2011 (6x Besc+
group, n = 506),
and PET-guided
radiotherapy

f
f
1

Indirektheit

untersuchte
Endpunkte
oS
PFS
Superiority or
non -inferiority
of treatment

Leitlinienreport Hodgkin Lymphom

Imprézision Weitere

Uberlegungen

++1 -

)

Hauptergebnisse

1 OS:5-year OS
Arm A: 93.9%
Arm B: 97.7%
Arm C: 96.4%
Arm D: 95.4%

1 PFS:5-year PFS
Arm A: 88.1 %
Arm B: 92.2%
Arm C: 89.7%
Arm D: 90.8%

=

Second malignancies
1  Acute myeloid leukaemia
or myelody splastic

| Version 3.0 | Oktober 2020
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Gesamtqualitat

w w3 3low

Not reported

methodische
Bemerkungen

Study Duration: 6
years

Follow -up: median
follow up 52 months
for disease, 53
months for survival
ITT: yes
Randomisation:
Blinding: no
Funding: Deutsche
Krebshilfe, Swiss State
Secretariat for
Education and
Research, and Roche
Pharma AG

yes



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GR ADE-Methodik 185

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
T  freedom from 1  Stage: (Ann Baseline syndrome: Ar m A: 4/217 1 Other limitations:
concurrent disease Arbor) ll1A: 1, characteristics: Arm B: 2/501 none identified
11B: 54, llIA: 8x Besc+ Arm C: 5/217
Exclusion Criteria: 29, llIB: 51, 1 Age: median. Arm D: 8/504
not reported IVA: 26, IVB: 30 1 Non-Hodgkin lymphoma:
56 1 Stage: (Ann Arm A: 2/217
T Recurrence Arbor) I1B: Arm B: 8/501
status: not 49. NA: 41 Arm C: 3/217
reported HIB: 58, IVA: Arm D: 5/504
20 IVB: 49 1 Solid tumour:
Arm B: q Recurrence Arm A: 8/217
n=501 status: not Arm B: 3/501
PET-negative pts., reported Arm C: 2/217
- Arm D: 5/504
4 cycles of Baseline
BEACOPP characteristics: - Anyevent
€ SAGEREISIRS. — Arm A: 8/217
(4xBesc group) 6x Besc+_ _ Arm B: 13/501
and PET-guided 1 Age: median. Arm C: 10/217
radiotherapy 31 Arm D: 1 8/504
i Stage: (Ann 1  5-year cumulative
Baseline Arbor) IIB: incidence estimate:
characteristics: 9, A 93, Arm A:3.5%
N 1IB: 118, IVA: . 0,
1  Age: median: . Arm B: 3.3%
33 63, IVB: 136 Arm C: 4.0%
1  Recurrence Arm D: 3.8%
T Stage: (Ann status: not
Arbor IIB: 42
' reported . -~
A: 156, 11IB: P T AE: Toxicity
122, IVA: 60, .o i Anaemia:
IVB: 121 rmb: Arm B: 195/501,
Recurrence n =504 ‘ Arm D 8xBesc: 164/288,
status: not ;’ET-r;egatflve pts., . ?rr]m D k:ixBesp. 110/216
cycles o rombopenia:
reported eBEACOPHRS8x Arm B: 286/501,
Besc- group), 6 Arm D 8xBesc: 212/288,
cycles of . ﬁ;mkgplesaesc: 150/216
u ia:
EBEACOPP (6x Arm B: 438/501,
Besc- group) after Arm D 8xBesc: 268/288,
amendment in Arm D 6xBesc: 199/216
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
2011, and PET - T Anaemia, thromobopenia
guided or leukopenia:
radiotherapy Arm B: 447/501,

Arm D 8xBesc: 274/288,
Arm D 6xBesc: 202/216

Baseline ;
o | Infection:
characterlstlc;. Arm B: 40/501,
1  Age: median: Arm D 8xBesc: 50/288,
32 Arm D 6xBesc: 25/216
1  Stage: (Ann T Nausea or vomiting:
Arbor) IIB: Arm B: 32/501,
40, llIA: 156, Arm D 8xBesc: 31/288,
l1B: 131, IVA: Arm D 6xBesc: 18/216
59, IVB: 118 1 Mucositis :
Recurrence Arm B: 28/501,
status: not Arm D 8xBesc: 26/288,
reported Arm D 6xBesc: 13/216
Gastrointestinal tract
disorders:

Arm B: 11/501,

Arm D 8xBesc: 15/288,

Arm D 6xBesc: 14/216
9 Respiratory tract

disorders:

Arm B: 10/501,

Arm D 8xBesc: 16/288,

Arm D 6xBesc: 4/216
1  Nervous system disorders:

Arm B: 17/501,

Arm D 8xBesc: 37/288,

Arm D 6xBesc: 15/216
1  Any organ toxicity

Arm B: 38/501,

Arm D 8xBesc: 62/288,

Arm D 6xBesc: 29/216
1  Any toxicity:

Arm B: 455/501,

Arm D 8xBesc: 280/288,

Arm D 6xBesc: 205/216
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

T Anaemia, thrombopenia
or infection of CTCAE
grade IV:

Arm B: 187/501,
Arm D 8xBe sc: 169/288,
Arm D 6xBesc: 115/216

Treatment -related
morbidity: Arm B:
204/501, Arm D 8xBesc:
189/288, Arm D 6xBesc:
132/216

T Occurrence of febrile
neutropenia:

Arm B: 109/501,
Arm D 8xBesc: 96/288,
Arm D 6xBesc: 49/216

1  QoL: not reported

(Engert, Follow -up von Engert 2012, 1  Survival : 1 OS (10-year OS): 1  Follow up: 102
Goergen et al. HD15 Median follow - 8xeBEACOPP:88% (97.5% months
2017) up: 112 Cl 85%091%)
upd ated follow -up months 6x eBEACOPP: 90% (88%0
http://dx.doi.o information was available for T Disease . 93%) 8xBEACOPR14: 92%
Status: Median (89%094%)
rg/10.1097/H 89% . e .
follow -up:102 significant superiority of
$9.000000000 months 6xeBEACOPP over
0000005 8xeBEACOPP (HR 0.7,
97.5% CI 0.5 80.999,
HD15 P=0.0245) ; trend toward
superiority of 8xBEACOPP -

14 over 8xeBEACOPP (HR
0.7,97.5% Cl 0.5 t0 1.04,
P=0.05)

1 PFS(10-year PFS)
8xeBEACOPP. 81% (97.5%

Cl 77%085%),
6xeBEACOPP:84% (80%d
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

87%)

8XBEACOPR14: 84% (80%0

87%)

longer follow -up: HR

(97.5% CI):

6xeBEACOPP 0.7 (0.5 &

1.01)

8XBEACOPR14:0.9 (0.7 8

1.2), versus 8xeBEACOPP,

and both excludedth e

noninferiority margin of

151

per-protocol analysis (n=

1741 ): 6xeBEACOPP

proved to be signi ficantly

superior to 8xeBEACOPP:

HR of 0.7 (97.5% CI1 0.5 &

0.9)

1  AE: not reported
 QoL: not reported

1 Other:

1  second malignancy
within the observed
follow -up period (n=
142) : therapy -related
acute myeloid leukemia or
myelodysplastic syn drome
(MDS) (n= 40), acute
lymphoblastic leukemia
(ALL) (n= 3), non -Hodgkin
lymphoma (NHL) (n= 29),
solid tumors ( n= 71)

1 SIR:2.5 (6xeBEACOPP) to
4.3 (8xeBEACOPP),
significantly elevated with
respect to age - and sex -
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Referenz/
Studientyp

(Engert,
Haverkamp et
al. 2012 )
Randomised,
open -label,
multicenter,
phase 3 non-
inferiority trial
(HD15 trial)

1

= =a =

Untersuchte Population

n=2182

Inclusion Criteria:

Newly diagnosed
advanced stage HL in
Ann-Arbor stage 1IB (+
large mediastinal mass
or extranodal lesions)
and all patients in
stages Ill and IV
ECOG performance
status of 2 or lower
age 18 660 years

HIV negativity
freedom from
concurrent disease

Exclusion Criteria:

© Leitlinienprogramm Onkologie |

Intervention

Arm A:

n =705

8 cycles of
BEACOPR.caaea
(8xBesc group)
and PET-guided
radiotherapy

Baseline
characteristics:

Kontrolle

Arm C:

n=728

8 cycles of
BEACOPR,
(8xB14 group)
and PET-guided
radiotherapy

Baseline
characteristics:

-Methodik

Age: median:

33

Stage: (Ann
Arbor) Il B:
118, I A:
153, 1l B:

Age: median:

33

Stage: (Ann
Arbor) 1 B:
109, Il A:
159, I B:

il

untersuchte
Endpunkte

Non -
inferiority of
two less
intensive
regimens
freedom from
treatment
failure

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

specific German reference
data in all 3 groups

59/ 142 died from their
malignancy

Cumulative incidences of
second malignancies after
10 years : 10% (97.5% CI
7%513%) (8xeBEACOPB,
7% (4989%) (6XeBEACOPP),
7% (49510%) (8XBEACOPR
14), possible trend toward
highe r incidence i n the
standard arm

significantly more cases

of secondary leukemia or
MDS after treatment with
8xeBEACOPP, 10year
cumulative incidences : 5%
(97.5% CI3%07%),1%(0%
1%), and 2% (1%04%)

OS (5-year OS)

Arm A: 91 9 (89 -4t094 4)
Arm B: 95 -3 (93 4 t0 97 -2)
Arm C: 94 5(92 -5t0 96 -6)

PFS (5-year PFS)

Arm A.85 6 (82 -3t0 88 -9)
Arm B: 90 -3 (87 -6 to 93 -0)
Arm C: 85 -8 (82 -4t0 89 -2)

AE:

Leucopenia:

Arm A: 613/684 (89 -6%)
Arm B: 619/696 (88 -9%)
Arm C: 504/693 (72 -7%)
Anaemia:

Arm A: 425/684 (62 -1%)

| Version 3.0 | Oktober 2020
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methodische
Bemerkungen

Study Duration: 5
years

Follow -up: median
follow up of 48
months

ITT: yes
Randomisation:  yes
Blinding: no
Funding: Deutsche
Krebshilfe and the
Swiss Federal
Government

Other limitations: not
reported
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
1  notreported 192, IV A: 204, IV A: Arm B: 370/696 (53 -2%)
65, IV B: 176 57,1V B: 171 Arm C: 385/693 (55 -6%)
1  Recurrence f  Recurrence 1  Thrombocytopenia:
status: not status: not Arm A: 429/684 (62 -7%)
reported reported Arm B: 372/696 (53 -4%)
Arm C: 133/693 (19 -2%)
Arm B: 1 Any haematological:
n=711 Arm A: 632/684 (92 -4%)
6 cycles of Arm B; 638/696 (91 -7%)
BEACOPR.aes Arm C: 552/693 (79 -7%)
(6xBesc group) 1 Alopecia:
and PET-guided Arm A: 374/684 (54  -7%)
radiotherapy Arm B: 368/696 (52 -9%)

Arm C: 369/693 (53 -2%)
T Infection:

Arm A: 169/684 (24 -7%)
. Arm B: 155/696 (22 -3%)
T Age: median: Arm C: 143/693 (20 -6%)

Baseline
characteristics:

a4 9 Nausea or vomiting:
T Sage (Arlm Arm A: 88/684 (12 -9%)
f{,ﬂ"ﬂl'ﬁ Arm B: 77/696 (11 -1%)
178, 1l B: Arm C: 74/693 (10 7%)
179, IV A: 1 Mucositis :
78,1V B: 170 Arm A: 83/684 (12 -1%)
1  Recurrence Arm B: 73/696 (10 -5%)
status: not Arm C: 55/693 (7 -9%)
reported 1 Pain:

Arm A: 90/684 (13  -2%)

Arm B: 64/696 (9 -2%)

Arm C: 56/693 (8 -1%)
Al Nervous system:

Arm A: 52/684 (7 -6%)

Arm B: 35/696 (5 -0%)

Arm C: 88/693 (12 -7%)
1  Respiratory tract:

Arm A: 44/684 (6 -4%)
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

Arm B: 26/696 (3 -7%)
Arm C: 64/693 (9 -2%)

1  Gastrointestinal tract:
Arm A: 47/684 (6 -9%)
Arm B: 44/696 (6 -3%)
Arm C: 41/693 (5 -9%)

1  Drug fever:

Arm A: 30/684 (4 -4%)
Arm B: 28/696 (4 -0%)
Arm C: 31/693 (4 -5%)

1  Treatment with 6 cycles of
BEACOR:scaqts followed by
PET-guided radiotherapy
was less toxi ¢ than eight
cycles of the same
chemotherapy regimen

1  QoL: not reported

Other:

5 year FFTF:

Arm A: 84 -4 (81-0to

87-7), Arm B: 89 -3 (86 :5to0

92-1), Arm C: 85 4 (821

to 88 -7)

Treatment with 6 cycles of

BEACOPPescalated

followed by PET -guided

radiotherapy was more

effective in terms of

freedom from treatment

failure than eight cycles of

the same chemotherapy

regimen

PFS 1 OS (15-year OS, 95% CI) 1  Study Duration: Feb

Kreissl et al. n =498 n =288 (O] Arm A: 72-3% (665678 -1) 1, 1993 - Jan 13, 2003

2018) Inclusion Criteria: 8 cycles of 8 cycles of cumulative Arm B: 74 5% (70-1678 9) {1  Follow -up: including
bBEACOPP+ RT COPP/ABVD + RT incidence of Arm C: 80-9% (76-70885 -0) follow -up of up to 22

= =

(von Tresckow, n=1282 Arm B Arm A

= =4 =
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Referenz/
Studientyp
RCT

Update zu
HD9
http://dx.doi.o
rg/10.1016/S2
352 -
3026%2818%2
930140 -6

1

1
1

Untersuchte Population

newly diagnosed,
histology -proven,
advanced -stage
Hodgkinds |

Exclusion Criteria:

not reported

Baseline characteristics:

Age : median 32

Stage: IIA: 0, IIB: 161,
IIIA: 290, I1IB: 347, IVA:
113, IVB: 285

ym

Recurrence status: not

reported

© Leitlinienprogramm Onkologie |

-Methodik

Intervention Kontrolle

Arm C

n = 496

8 cycles of
eBEACOPP+ RT

untersuchte

Endpunkte
second
primary
malignant
neoplasms

Leitlinienreport Hodgkin Lymphom

=

Hauptergebnisse

eBEACOPPremained
significantly better than
COPP/ABVD with
differences of 8 6% (1-40
15.7) (HR 068 [0 5008
0-93], p=0 -015)

PFS (15 -year PFS)

Arm A: 57-0% (95% CI
500364 -0)

Arm B: 66 -8% (619971 -8)
Arm C: 74 -0% (69-0879 -0)
eBEACOPP remained
significantly better than
COPP/ABVD with
differences of 17 -0% (95%
Cl 8-3825-6) (HR 0-53 [95%
Cl1 0-4180-69], p<0 -0001)
second progression -free
survival after 5 years:

39 1% (95% Cl 32-4845 -7)

AE: not reported
QoL: not reported

Second primary
malignant neoplasm:
A/B/C

Acute leukaemia or MDS:
n= 1/8//15

Non-Hodgkin lymphoma
or myeloma: n=8/12/8
Solid tumour: n=
10/28/27

Total: n=19/48/50
10-year cumulative
incidence (95% CI): 5-2%

| Version 3.0 | Oktober 2020
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years in individual
patients

ITT: yes
Randomisation:
Blinding :
Funding: Deutsche
Krebshilfe e.V.
Other limitations
final analysis

yes
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Referenz/
Studientyp

(von Tresckow,
Kreissl et al.
2018)

Follow -up-
analysis ,
Update zu
HD12

1

1

1
1

Recruitment:

Untersuchte Population

n=1670

Inclusion Criteria:

newly diagnosed,
histology -proven,
advanced -stage
Hodgki nds

Exclusion Criteria:

not reported

Baseline characteristics:

1993 -2003

Age : not reported
Stage: IlIA: 1, IIB: 255,

IIIA: 346, 1lIB: 422, IVA:

149, IVB: 400
964 male, 610 female

© Leitlinienprogramm Onkologie |

ym

Intervention

Arm A

n =415

8 cycles of
eBEACOPP+
radiotherapy to
regions of initial
bulk (>5 cm) or
residual disease
( 64.cm by CT)

median follow -
up for OS: 97
(69-141)
months

Arm B
n =414
8 cycles of

Kontrolle

Arm C

n =407

4 cycles of
eBEACOPP plus
4 cycles of
bBEACOPP+
radiotherapy to
regions of initial
bulk (>5 cm) or
residual disease
( 63cmby CT)

median follow -

up for OS: 95
(69-143) months

Arm D
n =407
4 cycles of

-Methodik

=a =4 =4

untersuchte
Endpunkte

PFS

0os
cumulative
incidence of
second
primary
malignant
neoplasms

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

(2-4068-0)/ 7-6% (5-00610 -2)/
6-5% (4-108-9)

15-year cumulative
incidence (95% CI): 7-2%
(37810 -7)/ 13-0% (9:18
16 9)/ 11-4% (7-6615-1)
Standardised inciden ce
ratio (95% ClI): 20 (1-20
32)/ 2:6(1-963-4)/ 26
(1-9083-4)

15-year estimates: 7-2%
(95% CI 3-7010-7)/13 0%
(9-1916 -9)/11 4% (7-60
15-1) (p=0 -41 for
COPP/ABVD vs bBEACOPP,
p=0 -53 for COPP/ABVD vs
eBEACOPP)

OS (10 -year OS, 95% CI):
Arm A+B: 87-3% (8470
89-9)% Arm C+D: 86 -8%
(842889 -4)%HR 1-02 (95%
Cl 0-7761-36)

Arm A+C: 88-7% (86-00
91-3)%

Arm B+D: 91-:5%(89-38
93-7)%HR 121 (0-878
1-70)

Subgroup = bulk/residual
disease (10-year OS, 95%
Cl):

Arm A+C: 93-7% (91-20
96 -2)%Arm B+D: 90-4%
(87 -4893-4)% HR1-44
(0-8892:37)

PFS (10-year PFS, 95% -
Cl): Arm A+B: 82-6%

| Version 3.0 | Oktober 2020

= =4 —a -9

=

methodische
Bemerkungen

Study Duration:  Feb
1, 1993 - Jan 13, 2003
Follow -up: including
follow -up of up to 22
years in individual
patients

ITT: yes
Randomisation:
Blinding : no
Funding: Deutsche
Krebshilfe e.V.

Other limitations:
updated information
beyond the previous
analysis was not
available for all

patients (availale for
more than half of the
patients) . However, no
relevant differences in
baseline

yes
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
1  Recurrence status: not eBEACOPPRNo eBEACOPP plus (796085 -6)% characteristics or
applicable, first -line radiotherapy 4 cycles of Arm C+D: 80-6% (77-40 treatment group
treatment bBEACOPP no 83-7)% allocation between
median follow - radiotherapy HR of 1-13 (0 -8981-43), p"f‘ttri‘e"tts with or
-inferiori without new
% o7 dian foll %?Qn;r;tfflﬁgzgfhr:gﬁd information; possible
inor;ths ) % within the calculated non - bias due to loss of
up Ior Us: inferiority marginof 1 50 follow -up, due to the
(70-146) months long follow -up time
Arm A+C: 8 6-8% (84 18 (10 and 15 years) ;
89 6) however, the
Arm B+D: 82-2% (79 -08 Fjiﬁerenct follow -up
85-4) HR 1:34 (1-028175) intervals was

accounted for through
Kaplan -Meier -based
analysis methods .
Time -to-event
endpoints allowed to
include all patients in
the analyses, censored
at the last date of
follow -up.

Subgroup = bulk/residual
disease (10-year PFS, 95%
Cl): Arm A+C: 89-8%
(865893 -0)

Arm B+D: 83 3% (79-50
87-2) HR of 1 64 (1128
2.41)

Among 141 patients with
progression or relapse,
second progression -free
survival after 5 years:

46 -6% (95% CI 37-60855 -5)

1 AE: not reported
T  QoL: not reported

1 Second primary
malignant neoplasm:
A/BIC/D

1 Acute leukaemia or MDS:
n= 10/5/4/7

1  Non-Hodgkin lymphoma
or myeloma: n= 8/6/5/3
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Referenz/
Studientyp

Referenz/
Studientyp

(Skoetz,
Trelle et al.
2013)

SR

la

Untersuchte Population

Tabelle 25: Evidenzbasierte Emp

Untersuchte
Studien

RCTs searched

in
Cochrane
Library ,
including the
Cochrane
Central
Register of
Controlled
Trials
(CENTRAL,;
issue 5,
2013)
Medline
(Ovid;
January,

fehlung 7.2.
(verglichene) untersuchte
Interventionen Endpunkte
A. Comparator: 1T OS
ABVD 1  Secondary
B. Interventions: neoplasia
1.MOPP 1  Secondary
2.MOPP/ABV f;"T"a:em'a
3.C(M)OPP/ABVD |
4.8*BEACOPP
(baseline)
5. 8*BEACOPP
(escalated)

6. Stanford V
7.C(M)OPP/EBV/C
AD

8. 4*BEACOPP
(escalated)+2 -

© Leitlinienprogramm Onkologie |

-Methodik
Intervention Kontrolle untersuchte
Endpunkte
1
1
1
1
1

Hauptergebnisse

14 trials incldued in review

Results:

1 Os

T a40S was highest i
received B.10. (HR 0,38 , 95% ClI:
0,20 60,75)

1  Compared with a 5 year survival of
88% for A., the survival benefit for
B.10. is 7% (95% Crl 3 610)1i ie, a5
year survival of

PFS
1  statistically significantly longer for

=

BEACOPPescalated than for ABVD (HR

0-53, 95% CI 0 -44 80-64)

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

195

methodische
Bemerkungen
Solid tumour: n=

18/14/14/14

Total: n= 36/25/23/24

10-year cumulative

incidence (95% CI): 9-7%

(6-2013-3)/ 8-8% (528

12-4)/ 6-4% (3-889-1)/

6-4% (3-389-5)

15-year cumulative

incidence (95% CI): ND

Standardised incidence

ratio (95% Cl): 3-2 (228

4.4)] 2-4(153835) 25

(1-603-7)/ 2-3(1-583-4)

methodische
Bemerkungen

Literaturbelege/
eingeschlossene
Publikationen

Overall quality of Diehl 2003 -GHSG

included studies: high HD9
Vivani 2011 -
Follow -Up: Median GITIL/IL
n follow -up: 5,9 years (IQR Gordon 2013 -
4,9-6,7) ECOG2496
Randomisation:  yes Ballova 2005 -GHSG
ITT : notreport ed HD9

Chisesi - HD9601
Frederico 2009 -GISL
HD2000

Blinding: no
95 Funding :aNo speci
funding was provided for

this projecto Hoskin2009 -BNLI
Canellos 1992 -
Heterogeneity: CALGB

-Random effects model
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Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene
Publikationen
1980, to 4*BEACOPP 1  Safety/AEs - _2=0-01[95% Crl 0 -008 Connors 1997 -
June, 2013) (baseline) 1 BEACOPPL4 induces more severe 0-08] for the Bayesian NCIC
1  conference 9. 8*BEACOPR14 toxicity associated with the nervous analysis and _2=0-00 for Duggan 2003 -
puceednis 10,6 BEACOPP ST e s o
meetings of (escalated) 1 Datawere t0o's t th reconstructed individual Borchmann 2011 -
parse to assess other .
the American safety outcomes patient data GHSG HD12
Society of Engert 2012 (Engert,
Hematology, 1  QoL: not reported Haverkamp et al.
American 2012 )(Engert,
Society of 1 Other relevant outcomes Haverkamp et al.
Clinical 1 327 secondary malignancies and 2012 )(Engert,
Oncology, 109 cases of leukaemia occurred Haverkamp et al.
Europeal\n 2012 )(Engert,
:sgcﬁgt?c?r?, De§cr|ptlve StatIS.tIC.S: Haverkamp et al.
' patient characteristics 2012 )(Engert,
and f  Median age: 30 -70
1 International edian age: Haverkamp et al.
Symposium 2012 )(Engert,
on Hodgkin Haverkamp et al.
Lymphoma 2012 )(Engert,
from 2000 to Haverkamp et al.
_2012' if npt 2012 )(Engert,
included in Haverkamp et al.
CENTRAL
2012 )(Engert,
N= 9993 Haverkamp et al.
2012 )(Engert,
Inclusion Haverkamp et al.
criteria: 2012 )(Engert,
1 Adultpts Haverkamp et al.
1 newly 2012 )(Engert,
diagnosed Haverkamp et al.
Hodgkin's 2012 )(Engert,
lymphoma Haverkamp et al.

2012 )(Engert,
EE————_—_—_—_—_—_—_—_—_—_—E--————TT-EEEEEEEEEEEEEEEEEEEEErErrrr——
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advanced Haverkamp et al.
stage 2012 )(Engert,

1 randomised Haverkamp et al.
frci);tsrolled 2012 )(Engert,

Haverkamp et al.
2012 )(Engert,

E:i(ti.!:::on Haverkamp et al.
1  notreported 2012 )(Engert,
Haverkamp et al.
2012 )(Engert,
Haverkamp et al.
2012 )(Engert,

Haverkamp et al.
2012 )(Engert,
Haverkamp et al.
2012 )(Engert,
Haverkamp et al.
2012 )(Engert,
Haverkamp et al.
2012) (Engert 2012 )-
GHSG HD15

Carde 2012 -EORTC
20012

Evidenzbasierte Empfehlung 7.2.:  Skoetz 2017

Evidenzbasierte Empfehlung 7.3.:  Borchmann 2018
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12.3.4.2.

12.3.4.3.

Referenz/
Studientyp
(Kobe, Dietlein
et al. 2008 )
RCT, HD15

Hier fiir die
Fragestellung ,
wan nein
PET/CT
durchgefuhrt
werden soll
(d.h. als
Kohorte)

ISRCTN324430
41

Interim -PET/CT (Vijayakumar and Myrianthopoulos )
Evidenzbasierte Empfehlung 7.4.:  Borchmann 201 8

PET/CT am Therapieende  (Vijayakumar and Myrianthopoulos )
Tabelle 26: Evidenzbasierte Empfehlung 7. 5&7.6.
Untersuchte Population Intervention Kontrolle untersuchte
Endpunkte
AS2 8 a subsample of AS1 N=275 Patients were T Siehe Engert
with available PET as distributed into 2017, HD15
reviewed by the PET panel, Secondary three arms for
and available follow -up of analysis: this study:
at least 12 months  or with Progression and
event within 12 months relapse and PET Arm A:
results: analysis 8 cycles of
n= 275in AS2 set 3 BEACOPP
escalated
Interim PET (18F] -
fluorodeoxyglucose Arm B:
technique ) at median 21 6 cycles of
days after last BEACOPP
administration of escalated
chemotherapy after 4
cycles (incl. CT of all Arm C:
initially involved regions) 8 cycles of time -
condensed
RT (30 Gy) was restricted to BEACOPP14

PET-positive patients after
chemotherapy and partial
response measuring %2.5
cm

Inclusion Criteria:

Hauptergebnisse

Siehe Engert 2012
2017 far:

(O]

PFS

AE

QoL: not reported

. Engert

= =4 =4 —a

Negative residues (%)
No progression:
94%-99%
Progression : 4%

Positive residues (%)
No progression: 85%
78%-95%)
Progression: 9%

The median observation time
for patients included was 18
months.

96% (95% CI:

(95% Cl:

=

=a =4 =4 -8 -8 -9

methodisc he
Bemerkungen

Study Duration:  not
reported

Follow -up: 12 months
ITT: not reported
Randomisation: yes
Blinding: yes
Funding: not reported
Other limitations:

The original analysis
kept the
randomisation.
However, here, the
predictive value of PET
for events within 12
months was

evaluated, this is not
treated as randomised
trial, but rather as
prognostic study
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodisc he
Studientyp Endpunkte Bemerkungen

1  newly diagnosed,
histology -proven HL

1 clinical stage s IIB with

extranodal disease

and/or large mediastinal

mass, Il and IV

18 to 60 years

free of other concurrent

disease precluding

protocol treatment

1 PR after chemothe rapy
(6-8 cycles of BEACOPP),
at least one involved
nodalsite © 2.5 cm
the
transversa I/ longitudinal
diameter as measu red
by computed
tomography (Falorio,
Biasoli et al. )

= =

Exclusion Criteria:
T HLaspartofa
composite lymphoma
1  previous malignancy,
chemotherapy or
radiotherapy
pregnancy or lactation
diabetes mellitus,
elevated fasting blood
sugar level more than
130 mg/dL
1  skeletal involvement
with risk of instability

= =

Baseline characteristics:
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodisc he
Studientyp Endpunkte Bemerkungen
f Age: 18-20: 59, 20 -30:
267, 30 -40: 229, 40 -50:
154, 50 -60: 102
f  Stage: 11 B: 136, Il A:
192, 1l B: 210, IV A: 77,
IV B: 202
1 Recurrence status:  not
applicable
Evidenzbasierte Empfehlung 7.5. & 7.6.:
12.3.4.4. Erganzende Strahlentherapie oder keine zusatzliche Strahlentherapie? (Vijayakumar and Myrianthopoulos )
Evidenzbasierte Empfehlung 7.8.:  Borchmann 2011 (eingeschlofRen in (Skoetz, Trelle et al. 2013 ),
Tabelle 27: Evidenzbasierte Empfehlung 7.9.
Referenz / Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnis se methodische
Studientyp Endpunkte Bemerku ngen
(Brincker and n = not reported Dose-response Dose -response 1  the dose required for 95% 1  Study Duration:
Bentzen 1994 ) relationship of relationship & in-field control wa s: various
and Inclusion Criter _ia: radiotherapy & radiation and - 26.5 Gy for subclinical 1 Follow -up: various
(Vijayakumar 1 Not reported collection of disease control disease, f ITT:no
and literature 1 327Gyfor nodes<6cm, Re.md.om.isation: no
Myrianthopoul Exclusion Criteria: T i:qd 36.8 Gy for nodes > 6 T Elln?ng: not reporteg
0s 1992 ) 1 Not reported Baseline_ : 1 unding: npt re'porte
o 1 Other limitations:
. - characteristics: 1 Above 32 Gy, no dose - 1  diffe rences of patient
Dose-response  Baseline characteristics: Age: not response relationship is selection
analysis ; T Age: overall apparent for the observed  § clinical staging
Brincker is the 1 Stage: reported control rates 1  of histological
re-analysisof 11 Recurrence status: Stage: all classification
Vijayakumar stages ' For all other outcomes, 1 of radiotherapy
see individual studies. f  techniques and of

duration of follow -up.
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Referenz / Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnis se methodische
Studientyp Endpunkte Bemerku ngen
1 staging
12.3.4.5. Neue Subst anzen in der Erstlinientherapie (Vijayakumar and Myrianthopoulos )
12.3.4.6. Stellenwert des Interim -PET/CTs zur Therapieadaptation, insbesondere bei PET/CT -positiven Patienten  (Vijayakumar and

Myrianthopoulos )

12.3.4.7. Prognostischer und pradiktiver Wert der PET/CT -Untersuchung nach Abschluss der Erstlinientherapie
Derzeit keine Empfehlungen zugeordnet.

12.3.4.8. Bewertung der Evidenz Therapie des fortgeschrittenen Stadiums

Literatur: (Borchmann, Goergen et al. 2018 ), (Engert, Haverkamp et al. 2012 ), (Engert, Goergen et al. 2017 ), (Skoetz, Trelle et al. 2013 ), (Skoetz, Will et al. 2017 ), (von Tresckow, Kreissl et al. 2018 )

Empfehlung Design Endpunkt Verzerrungs Inkonsistenz Indirektheit Imprazision Weitere Gesamtqualitat
-risiko Uberlegung
en

7.2. Wahl der
Chemotherapie

SR RCTs Gesamtiberl - = - - -
eben

(V)
s
()

$ & high

(V)]
()
(72}

Progressions - - - - -
freies
Uberleben

$ t moderate

s
o

Behandlungs - - - ++1 -
bedingte

Mortalitat

Langzeitneb - - - ++1 -
enwirkungen

(Sekundarne

oplasien)

Stt low

o
[}

Stt low
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Lebensqualit Not reported
at

1: sehr wenige Ereignisse insgesamt aufgetreten

Literatur: (Borchmann, Goergen et al. 2018

Gesamtiberl § $§ 8§35 high
eben
Progressionsfrei - - - - - w v v vhigh

es Uberleben

Behandlungsbed - - - ++1 - v v ¢ moderate
ingte Mortalitat

Langzeitnebenwi - - - ++1 - v v ¥ moderate
rkungen

(Sekundarneopla

sien)

Lebensqualitat Not reported

1: sehr wenige Ereignisse insgesamt aufgetreten

Literatur: (Borchmann, Goergen et al. 2018 )
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Gesamtiberl moderate
eben

moderate

s
(%)

s
—

Progressions - - +1 - -
freies

Uberleben

Behandlungs - = - +42 -
bedingte

Mortalitét

Langzeitneb - - - 442 -
enwirkungen

(Sekundarne

oplasien)

Lebensqualit Not reported
at

1: PET Fragestellung nicht randomisiert beantwortet

low

s
s
—
—

ns
[72)

S$tt low

2 : sehr wenige Ereignisse insgesamt aufgetreten, aber nur durch PET ist Patientenselektion, die zu verringerter BEACOPP Zyklen - Zahl fuhrt, moglich
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Literatur: (Engert, Haverkamp et al. 2012 ), (Kobe, Dietlein et al. 2008 )

Diagnostic test Sensitivitat 1

accuracy single

stud y (part of
RCT)
Spezifitat 1 - - +1 - -
1: owe dleady show the need for additional radiotherapy since  biopsiesof PET-posi ti ve ti ssue were not doneo

Literatur: (Kobe, Dietlein et al. 2008 ), (Engert, Haverkamp et al. 2012 )

yyyd

moderate

yyyid

moderate

Diagnostic Sensitivitat * -
test accuracy
single
stud ies (one
part of RCT)
Spezifitat 1 - - +1 - -
-positive tissue were not

1: owe dléady show the need for additional radiotherapy since biopsies of PET

doneo

z % oz

§§§8t
moderate

yyyid

moderate
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Literatur: (Engert, Haverkamp et al. 2012 ), (Borchmann, Haverkamp et al. 2011 ), (von Tresckow, Kreissl et al. 2018

Gesamtiberl moderate
eben

moderate

s
(%)

s
—

Progressions - - +1 R .
freies

Uberleben

Behandlungs - - +1 442 .
bedingte

Mortalitét

Langzeitneb - - 41 2 .
enwirkungen

(Tod durch

Sekundarneo

plasien)

Lebensqualit Not reported
at

1: Strahlentherapie Fragestellung nicht randomisiert beantwortet, da nur noch ausgewahlte Patienten bestrahlt werden, firht e S zu einer verringerten Langzeittoxizitat insgesamt

s
—
—

—

very low

ns
—
—
—

very low

2 : sehr wenige Ereignisse insgesamt aufgetreten
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Literatur: (Vijayakumar and Myrianthopoulos 1992 ), (Brincke r and Bentzen 1994 )

Analyse Dose- § § §t moderate
response
Analyse

1: Analyse bei alleiniger Strahlentherapie, heute nicht mehr Therapiestandard
12.3.5. Therapie von Subgruppen (Kapitel 8)

12.3.5.1. Therapieempfehlungen bei bestimmten Patientengruppen (altere Patienten, Komorbiditaten, Geschlecht, NLPHL) (EK)
Evidenzbasierte Empfehlung 8.2.:  Engert 2010b

Engert 2010b Analyse Gesamtuberl
eben
Progressions - - - - )
freies
Uberleben
Behandlungs
bedingte
Mortalit&t

[/}
[
s
(7

high

s
2]
s
[72]

high

low

s
(2]
—
—
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Langzeitneb $$tt low
enwirkungen

(Tod durch

Sekundéarneo

plasien)

Lebensqualit Not reported
at

12.3.5.2. Therapie sch wangerer Patientinnen (EK)
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12.3.6.

12.3.6.1.

Referenz/
Studientyp

(Mocikova,
Obrtlikova et
al. 2010 )
Cohort study,
retrospective
2b

-Methodik 208

Rezidivtherapie (Kapitel 9)

PET/CT Rezidivdiagnose , Differenzierung in Friih - und Spatrezidiv  (Vijayakumar and Myrianthopoulos )

Tabelle 28: Evidenzbasierte Empfehlung 9.1.

Untersuchte Population Intervention Kontrolle untersuchte Haupte rgebnisse methodische
Endpunkte Bemerkungen
1 1 1
n=113 Arm A: Arm B: 1 Relapse/ Diagnostic accuracy: 1  Study Durati on:
n=57 n=56 progression f  For routine surveillance 1999 -2008
327 PET scans were CT (complete CT (partial of disease (calculated from f Follow -up: median: 34
evaluated in 113 pts (237 remissio n, remission, during follow - information below) months (range : 3-109)
PET and 90 PET/CT studies) complete stable disease) U o el Sens_it?v?ty: g 1 T not.appllcable
remission to PET results Specificity: 80.3% 1  Randomisation: not
. ) PPV: 33.3% applicable
Recruitment: 1999 -2008 unconfirmed) NPV: 100% 1 Blinding: not reported
Efficacy: Regular: 6 of 155 1  Funding: Ministry of
Inclusion Criteria: PET scans, 3.9% Public Health, Czech
1 HL pts at the end of Republic
therapy after first -line 1 For suspected cases 1 Other limitations:

treatment

Exclusion Criteria:
1  Not reported

Baseline characteristics:
1 Age: median: 32 (17 -78)
1 Stage (Ann Arbor): I: 7,
II: 52, 1Il: 27, IV: 27
1 Recurrence status: not
reported

© Leitlinienprogramm Onkologie |
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Sensitivity: 100%
Specificity: 72.7%
PPV: 45.5%

NPV: 100%

Efficacy: 5 of 27 PET
scans, 18,5%

1  All patients
Sensitivity:
PET/CT: 35.7%
(nachberechnet)
Specificity:
PET/CT: 85,8%
(nachberechnet)
NPV at the end of therapy:
CT: 91.2%
PET/CT: 90.4%,
statistically not significant
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Haupte rgebnisse methodische
Studientyp Endpunkte Bemerkungen
PPV at the end of therapy:
CT: 16%

PET/CT: 26%,
statistically not significant
1  Other outcomes
| End of treatment PET scan
PET negative: n= 94
(83.2%)
9 pts subsequently
relapsed
2 pts second tumor
PET positive: n=19
(16.8%)
5 pts progressed
PET inconclusive: n=19
5 pts relapsed

| Follow -up PET scans in
PET-negative patients at
the end of therapy (n=
94):
regular follow -up PET
scans (n=67):
PET negative: 49 pts (none
relapse d)
PET positive: n= 18, of
these n=6 were true
positives
PET in suspected relapse:
n=27
PET-negative: 16
PET positive: n=11 (of
these t rue PET positivity:
n=5 PETInconclusive
positivity: n= 6
Efficacy RR between susp.
And routine:

RR =0.21 (95% CI 7% to 64%)

Evidenzbasierte Empfehlung 9.1.:  Bednaruk -Mlynski 2015 | Hutchings 2006a . Voltin 2018
EEEErrrrrrrrrrrrrrrrrrrErrrr—
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Referenz/
Studientyp
(Jerusalem,
Beguin et al.
2003)
Cohort study
2b

(Lee,

Zuckerman et

al. 2010 )

Tabelle 29: Evidenzbasierte

Untersuchte Population

n =36

Recruitment: 1994 -1999

Inclusion Criteria:
1 histological verified HL

Exclusion Criteria:
1 not reported

Baseline characteristics:

1 Age: Median: 28 (range
134871)

1  Stage (Ann Arbor
clinical stage): I: n=6, II:
n=19,lll: n=6,1V:n=5

Al Recurrence status:
Initial presentation: n=
26, First relapse: n=8,
Second relapse: n= 2

1  Gender: male: n=13,
female: n= 23

Surveillance PET/CT scan
n=192

Recruitment: 2003 -2006

Empfehlung 9.2.

Intervention

n=19
residual mass
on CT

Arm A:
n= 83
PET/CT scans

Kontrolle untersuchte
Endpunkte

n=17 1  value of

no residual whole -body

mass on CT 18 F-FDG PET
for the
detection of
preclinical
relapse in the
follow -up of
patients with
HD

Arm C: 1  Positive

n= 82 predictive

CT & PET/CT value (PPV)

scans

Hauptergebnisse

Diagnostic test accuracy 1
On patient -level:

PET+:n=11, of these, 5 1
relapsed

bl PET: n= 25, none

relapsed

= =4 =

1 Calculated based on
information above
(patient -level, all time - 1
points included)
Sensitivity: 100%
Specificity: 80.6%
PPV: 45.5%
NPV: 100%

= =4 =4 =4
=a =4 -8 -8 -4

1  Divided into groups

based on end -of -

treatment CT -result

Residual mass on CT:

positive PET: n=5

(relapse: n= 2, no relapse:

n=3),

1 negative PET: n=14 (no
relapse: n= 14)

= =

No residual mass on CT:
positive PET: n=6

(relapse: n= 3, no relapse:
n=3),

1 negative PET: n=11 (no
relapse: n=11)

Diagnostic _accuracy 1
Sensitivity: not reported
Specificity: not reported 1

= =

= =4 =

methodische
Bemerkungen

Study Duration: not
reported

Follow -up: 283 years
after the end of
polychemo -therapy
and/or radio -therapy
1 month after
treatment CT and F -
FDG PET

Thereafter F -FDG PET
studies every 4 86

months

ITT: no
Randomisation:  no
Blinding: no
Funding: not reported
Other li mitations:
cohort study

Study Duration:  not
reported

Follow -up: median: 31
months (range: 6 -66)
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Referenz/ Untersuchte Population
Studientyp

Outcome

research Inclusion Criteria:

2c 1 treatment and

surveillance at our
institutions

1 age O18years

1 histologic diagnosis of
classic HL

1 no history of other
active malignancy

1 CR1

Exclusion Criteria:
consultation cases
posi tive end -of -
treatment imaging

1  nodular lymphocyte

predominant HL

pediatric cases
incomplete data

tr eatment with

noncurative intent

concurrent malignancy
death during induction
treatment

1 incorrect histologic

diagnos is

1  Epstein-Barr virus +

posttranspl ant

lymphoproliferative
disease

incorrect year

unaccept able imaging

modalities

= =

= =a =

= =

= =

Baseline characteristics:
1 Age: median: 33 (18 -81)

© Leitlinienprogramm Onkologie |

-Meth odik
Intervention Kontrolle untersuchte
Endpunkte
Arm B: bl Cumulative
n=27 survival
CT scans probabilit ies

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1  False positive
PET/CT: 7.8% (37 of474
scans)
CT: 3.1% (10 0f321)

1 Positive predictive value

1 Detecting Recur rent HL or
Secondary Malignancy
PET/CT=22.9% ,

CT= 28.6%
(P=0.73)

1  Abnormality at previously
involved site :
PET/CT: 33,3%,
PET/CT & CT: 35,3%

1 Radiologic abnormality at
012 mont hs:
PET/CT: 26,5%,

PET/CT & CT: 27,3%

1 Radiologic abnormality at
>12 mo nth:
PET/CT: 0%,
PET/CT & CT: 0%

1  Mediastinal abnormality:
PET/CT: 33,3%,

PET/CT & CT 33,3%

1  Associated symptoms
present:
PET/CT:23,1%,
PET/CT & CT: 21,2%

Other
1  OS (4-year OS): 98.4%
1 PFS(4 year PFS): 93,8%
1 Event free survival:
91,7%

| Version 3.0 | Oktober 2020

=

=

methodische
Bemerkungen

ITT: not applicable

Randomisation: not
applicable
Blinding: not reported

Funding: not reported
Other limitations:
retrospective cohort

211



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

-Methodik

212

Referenz/
Studientyp

(Zinzani, Tani
etal. 200 7)
Cohort study
2b

Untersuchte Population Intervention Kontrolle untersuchte
Endpunkte
1 Stage: early (IA-lIA): 92
(48%), advanced (lIB -1V):
100 (52%)
T 96 male, 96 female
Recurrence status:  not
reported
n=151 (57 Hodgkin PET followed by no control 1 Suspicion of
Lymphoma) CT scan group lymphoma
relapse based
Recruitment:. 2002 -2005 on positive
mediastinal
. L PET scanning
Inclusion Criteria: and
1  Mediastinal lymphoma histological
1  complete response (PET confir -mation

negativity) after
frontline treatment

Exclusion Criteria:
1  notreported

Baseline characteristics:
(HD)
1 Age (median):26
T Stage: I-1l: 52, 1l -IV: 5
Recurrence status : not
reported

Evidenzbasierte Empfehlung 9.2.:

Mocikova 2010

1  Diagn ostic
accuracy of
SUVmax
values

Hauptergebnisse

Diagnostic accuracy
Sensitivity: not reported
Specificity: not reported
PPV: 0.57%

NPV: not reported

== =4 = —n

1  PETpositive: 30 pts (27
PET+CT+, 3PET+CT-; 21
HL, 9 NHL), of these, 17
had indeed recurrence

9 PET-negative: 104 pts

=

=a =4 =4 -4 -9

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: January
2002 to July 2005

ITT: no
Randomisation:  no
Blinding: no
Funding: not reported
Other limitations:
retrospective cohort
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12.3.6.2.

Referenz/
Studientyp
(Petrausch,

Samaras et al.

2010)
Retrospective
analysis of
hospital
records

3

(Zinzani,
Stefoni et al.
2009)
Prospective
Cohort study
2b

PET/CT Verlaufsuntersuchung

r Evidenz mittels der GRADE -Methodik

Tabelle 30: Evidenzbasierte Empfehlun 9.3.

Untersuchte Population

n=134

Recruitment: 2002

-2008

All included patients

underwent FDGOPET/CT 1

month after the end of

first -line treatment, groups

a based on symptoms

Inclusion Criteria:
1  HLin complete
remission after
treatment

1

first -line

 atleast one FDG OPET/CT

during follow -up

Exclusion Criteria:
not reported

n=421

n= 160 HL
n= 183 NHL
n= 78 IFNHL

Recruitment:

© Leitlinienprogramm Onkologie |

2002 -2007

Intervention Kontrolle
Arm A: Arm B:
n=83 n=51
asymptomatic symptomatic
patients patients
Baseline Baseline
characteristics: characteristics:
Age: <45 Age: <45
years: n= 64, years: n=42,
>45 years: >45 years:
n=19 n=9
Gender: Gender:
male: n= 47, male: n= 34,
female: n= female: n=
36 17
Stage: early Stage: early
(IA-11B): n= (IA-11B): n=
51, advanced 29, advanced
(INA-IVB): n= (INA-IVB): n=
32 22
Recurrence Recurrence
status: yes: n= status: yes: n=
10, no: n=73 32,n0: n=19
NA NA

1

il

(Vijayakumar and Myrianthopoulos )

untersuchte
Endpunkte

PPV of FDG -
PET/CT
Relapse
during follow
up
Recurrence
determined by
FDG-PET/CT

Significant risk
factors for relapse

Value of serial
FDG-PET in
patients with
CR

Leitlinienreport Hodgkin Lymphom

=

= =4

Hauptergebnisse

Diagnostic accuracy
Sensitivity: not reported
Specificity: not reported
Positive predictive value:
98%

Negative predictive value:

not reported

Other outcomes
Recurrence (as
determined by FDG &
PET/CT):

Overall: n=42/134
(31.3%)

asymptomatic: n= 10/134
(7.5%),

symptomatic gro up: n=
32/134 (23.9%)
Relapse-free survival

Mean RFSin patient group

with recurrence (n = 42):

26.9 months (4.6 6191.5

months)
Relapse

negative follow -up FDGd
PETI/CT scan: n=0

Diagnostic accuracy:
Sensitivity: not reported
Specificity: not reported
PPV:not reported

NPV: not reported

Other outcomes

| Version 3.0 | Oktober 2020
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methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: Mean
follow -up time of
patients without
recurrence from the
end of first -line
treatment until | ast
negative FDG 0PET/CT
scan (n=92): 38.72
months (4.8 to 203

months)

ITT:no
Randomisation:  no
Blinding: no
Funding: not reported

Other limitations:

retrospec tive cohort
study, not all patients

had end -of -treatment PET
and a lower than usual
coverage. This may
indicate referreal based

on suspected recurrence

Study Duration:
October 2002 to
September 2007
Follow -up: HL, mean:
41 months (range: 15
to 60)

ITT: no
Randomisation: no

213
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Referenz/ Untersuchte Population Intervention Kontrolle
Studientyp

1
1

1

Inclusion Criteria:

malignant lymphoma
complete remission
(clinical, laboratory, and
diagnostic procedures,
including PET and CT
scan; therefore, all
patients were required
to have a baseline
negative FDG -PET)

Exclusion Criteria:

Patients who missed any
of the scans were
excluded from further
considerations

every time a patient
experienced relapse,

that patient was

excluded from further
analysis

© Leitlinienprogramm Onkologie |

untersuchte

Endpunkte

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse methodische

Bemerkungen
1  Comparison of Clinical, 1 Blinding: no
CT Scan, and PET- 1 Funding: Partly by
identified Relapses (HL: BolognAIL
n= 160) 1 Other limitations:
PET: n=51 lack of a valid
CT :n=37 reference test for PET-
Clinical: n= 35
1 PET Results

1 6 Months: n= 160
true negative: n= 139
(87%)
true positive: n= 14 (9%)
inconclusive PET but
negative at follow -up: n=
5 (3%)
inconclusive PET but
positive at follow -up: n=2
(1%)

1 12 Months: n= 144
true negative: n= 124
(86%)
true positive: n= 14 (10%)
inconclusive PET but
negat ive at follow -up: n=
3 (2%)
inconclusive PET but
positive at follow -up: n=3
(2%)

1 18 Months: n= 129
true negative: n= 118
(91%)
true positive: n=5 (4%)
inconclusive PET but
negative at follow -up: n=
3 (2%)
inconclusive PET but
positive at follow -up: n=3
(2%)

| Version 3.0 | Oktober 2020
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

1 24 Months: n=119
true negative: n= 112
(94%)
true positive: n= 3 (3%)
inconclusive PET but
negative at follow -up: n=
2 (2%)
inconclusive PET but
positive at follow -up: n=2
(2%)

1 36 Months: n=115
true negative: n= 111
(97%)
true positive: n= 3 (3%)
inconclusive PET but
negative at follow -up: n=
0 (0%)
inconclusive PET but
positive at follow -up: n=1
(1%)

1 48 Months: n=111
true negative: n= 110
(99%)
true positive: n=1 (1%)
inconclusive PET but
negative at follow -up: n=
0 (0%)
inconclusive PET but
positive at follow -up: n=0
(0%)

1  Major decrease in relapse
frequency: between 12
and 18 months: 10% to 4%

Evidenzbasierte Empfehlung 9. 3.: Jerusalem 2003 , Lee 2010 , Mocikova 2010 , Zinzani 2007
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12.3.6.3.

Referenz/
Studientyp

(Adams and
Kwee 2016 )
SR
la

|l

1

PET/CT vor Transplantation

Tabelle 31: Evidenzbasierte Empfehlung 9.4.

Untersuchte
Studien

Studies
searched from
start date to 12
July 2015 in
Medline

Inclusion

criteria:
Original
studies
reporting on
the value of
pretranspl ant
FDG-PET in
predicting
patient
outcome in
refractory/rel
apsed
Hodgkin
lymphoma
treated with
salvage
therapy,
HDT, and
autologous
SCT

Exclusion
criteria:
not written in
English,

untersuchte
Endpunkte

(verglichene)
Interventionen

Main experimental 1 Prediction
intervention of

Prognostic value treatment
of pretransplant Ijarlclal:rr:n?él
FDG-PET ant EDG -
) ) PET
Main comparison 1 Effect of
Effect of FDG-PET
pretansplant FDG - adapted
PET adapted therapy

therapy

© Leitlinienprogramm Onkologie |

= =4 =8 —n

=a =4 =4 =a =4 =9

= =

Leitlinienreport Hodgkin Lymphom

-Methodik

(Vijayakumar and Myrianthopoulos )

Hauptergebnisse

14 studies included in review

Results:

Prognostic test accuracy:

Death 2 studies

Sensitivity: 74.4% (95%Cl: 58.8 -86.5)
Specifity: 58% (95%CI: 49.3 -66.3)

Treatment failure (5 studies,
progressive, residual, or relapsed
disease):

Sensitivity: 67.2% (95%Cl: 58.2 -75.3)
Specifity: 70.7% (95%Cl: 64.2 -76.5)
P=0.285, no threshold effect

Other outcomes:

5-year PFS:

FDG-PET+: ranged between 0 and
52% FDG-PET: ranged between 55
and 85 %

Effect of FDG -PET adapted therapy:
FDG-PET negative status after extend
lines of salvage therapy: 91% and
+80%

FDG-PET negative status after
standard therapy: 92% and +80%
Patients who did not acquire FDG -
PET negative status: 46% and +30%

methodische
Bemerkungen

Overall quality of
included studies:
moderate

Follow -Up: Range of
median follow -up: 20.1 -
45 months

Randomisation: unclear
ITT : unclear

Blinding: unclear
Funding: o0Thi s w

financially supported by

an Al pe doHuZe
Dutch Cancer Society Bas
Mul der Award f

Heterogeneity:
-Random or fixed effects
model: not reported

-no heterogeneity in
DORs among these five
studies (12 = 0.0 %)

| Version 3.0 | Oktober 2020
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Literaturbelege/
eingeschlossene
Publikationen

Gentzler et al.
(2014)

(Nieto, Popat et al.
2013)

Cocorocchio et al.
[23] (2013)

Akhtar et al. [24]
(2013)

(Sucak, Ozkurt et al.
2011)

Smeltzer etal. [26]
(2011)

(Mocikova, Pytlik et
al. 2011 )

Arai et al. [28]
(2010)

(Castagna, Bramanti
et al. 2009 )
(Jabbour, Hosing et
al. 2007 )

(Schot, Zijlstra et al.
2007)

(Moskowitz,
Schoder et al. 2015 )
(Devillier , Coso et
al. 2012 )
(Moskowitz,
Matasar et al. 2012 )
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Spanish,
French, Descriptive statistics:
Ge_rman, patient characteristics
g’i':ir': or 1 Age:11-77
. T  Gender: male > female
1 Articles 1  Stage atrelapse: | - IV

\(I)Vrlit hic:; Country of origin:
i USA

patie nt data, -
Multinational

such as _ :
reviews, Saudi Arabia
editorials, Turkey

Czech Republic

letters, and
conferences Netherlands
Italy

abstracts

1  Articles with
less than 10
patients

1  Articles from
which the
same patient
data were
used in a
more recent
article

1 Articlesin
which
patients with
Hodgkin
lymphoma
could not be
separated
from patients
with other
lymphoma
subtypes

=a =4 =8 =8 -4 A —n
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1  Articlesin
which
patients
receiving
allogeneic
SCT could
not be
separated
from patients
receiving
autologous
SCT

1 Articlesin
which
patients
undergoing
FDG-PET
could not be
separated
from patients
who we re
examined
with other
imaging
techniques

1  Articlesin
which
therapy was
modified on
the basis of
the
pretransplant
FDG-PET
result
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Referenz /
Studientyp

(Brockelmann,
Muller et al.
2017 )multinati
onal
prognostic
multivariable
modeling
study

Tabelle 32: Evidenzbasierte Empfehlung 9.4.

Untersuchte Population

n= 656 (remained forthe
score development)

Recruitment: 1993 -2013

Inclusion _Criteria:

1  relapsed/refractory HL
undergoing an ASCT

1  patients treated in the
trials HD10 -12, HD13 -
HD15, HL HDR1 arm B,
HDR2, LYSA H96

1 validation sample US at
MSKCC (n=318)

1 validation sample
Denmark (n=71)

Exclusion Criteria:
1  notreported

Intervention

n= 656 dev.
n=389 val

Baseline

characteristics:

Age: <45:
1036, >=45:
276

Stage: stage
I-2 at
relapse: 662,
IV at
relapse:680
494 female,
818 male
Recurrence
status:

untersuchte
Endpunkte

Identification
of prognostic
factors to
predict PFS

1 prognostic
score for PFS
after ASCT

Kontrolle

Not applicable 1

A PFS reported
per significant
risk factor

Hauptergebnis se

OS: score developed for
PFS

0: -

1:1.81 (1.03, 3.18)

2:2.70 (1.55 -4.72)

3-5:4.63 (2.67 -8.02)

1 PFS(at5 years) per RF

1 Stage IV
Risk-neg: 66.9%

Risk-pos: 48.1%

1 TTR <=3 months
Risk-neg: 63.7%
Risk-pos: 45.6%

1 ECOG>=1
Risk-neg: 65.8%

Risk-pos: 55.4%

1  Bulk >=5cm
Risk-neg: 66.9%

Risk-pos: 50.2%

1 Non-response to salvage
Risk-neg: 65.9%

Risk-pos: 46.8%

T Per risk score (5-y PFS, HR
compared to group 0, 95%

cly:
0: 76.8%
1: 67.9% (HR 1.76; 1.10 -2.82)
2: 56.7% (HR 2.67; 1.67 -4.28)
3-5:34.8% (HR 4.80; 2.98 -
7.72)

1 TRM: not reported

!l

!l

== =8 =4

methodische
Bemerkungen

Study Duration:

1993 -2013

Follow -up: median
follow -up after ASCT
60 months for
development and 59
months for validation
ITT: no
Randomisation:  no
Blinding: depends on
RCT data, not blinded
for aim of this
analysis (prognostic,
preferred design
prospective cohort)
Funding: Millennium
Pharmace uticals, Inc.,
a wholly owned
subsidiary of Takeda
Pharmaceutical
Company Limited,
Cambridge, MA
Other limitations:
retrospective use of
RCT data

© Leitlinienprogramm Onkologie |
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1 treatment sensitive
relapsed and/or
treatment refractory
classical HL

© Leitlinienprogramm Onkologie |

12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE -Methodik
Referenz / Untersuchte Population Intervention Kontrolle untersuchte
Studientyp Endpunkte
Tabelle 33: Evidenzbasierte Empfehlung 9.5.

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte
Studientyp Endpunkte
(Devillier, Coso n=111 Tandem ASCT Single ASCT 1T Os
etal. 2012 ) 1T PFS
Retrospective Recruitment: 2002 -2010 ArmD: Arm C:
analysis n=64 n =47
3b Reinduction: DHAP, IVA or tandem ASCT Single ASCT

ICE (Viviani , Zinzani etal. )

or IGEV (ltaly) Baseline Baseline

characteristics: characteristics:

Conditioning regimen: Age: median T  Age: median

BEAM or BEAM+NCBV age at ASCT: age at ASCT:

(Viviani , Zinzani etal. ) or 33 (20 -65) 34 (17 -71)

BEAM or HD melphalan for Recurrence f Recurrence

single ASCT vs. HD f;?rt:cst:ory f(te?rt:cst:ory

melphalan+BEAM for 25%, relapse 40%, relapse

double ASCT (ltaly) 75% 60%

Gender: 1 Gender:
male:41 male: 24
Inclusion Criteria: (64%), (51%),
T classical HL hist0|ogy female: 23 female: 23
proven by biopsy (36%) (49%)

Leitlinienreport Hodgkin Lymphom

Hauptergebnis se

1  AE: not reported

1  QoL: not reported
1  Other:

Hauptergebnisse

Comparison single vs.
tandem ASCT:

1 OS(at 5years ):
Overall : 81%
Single: 75%
Tandem: 84% (p=.144)

Pre-ASCT-PETneg. (5y.)
Single: 84%
Tandem: 93%, p=.046

Pre-ASCT-PET-pos. (5y.)
Single: 47%
Tandem: 58%, p=.838

1 PFS(at5 years):
Overall: 64%
Single:48%

Tandem: 74% p=.002

Pre-ASCT-PET-neg.

Single: 75%
Tandem: 84%, p=.0.05

| Version 3.0 | Oktober 2020
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methodische
Bemerkungen

methodische

Bemerkungen

9 Study Duration:  not
reported

1 Follow -up: Median
follow -up after first
ASCT: 36 months

TITT: no

1 Randomisation: no
1 Blinding: no

1 Funding: not reported

Other limitations:
retrospective analysis,
choice for single or
tandem ASCT was made
based on risk factors
(SFGM interval from end
of first -line therapy to
relapse < 12 months;
Ann-Arbor stage Il or IV
at relapse; and relapse in
a previously irradiated
field )
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Referenz/
Studientyp

(Moskowitz,
Matasar et al.
2012 )intent -to-
treat clinical

trial

NCT00255723

1

1

1

1

1

Untersuchte Population

underwent high -dose
therapy followed by
ASCT

complete or partial
response before ASCT
serologically negative
for human
immunodeficiency virus

Exclusion Criteria:
Patients who did not
achieve at least a partial
response after salvage
therapy and before
ASCT

Baseline characteristics:
Age: median ag e at
ASCT: 33 (17 -71)
Stage (Ann Arbor) : I-II:
50 (46%), Ill -1V: 58 (54%),
unknown: 3
Recurrence status:
refractory: 32%, relapse:
68%

Gender: male: 65 (59%)

n=297

Recruitment: 2004 -2012

Inclusion Criteria:
transplant -eligible
patients with relapsed
or refractory HL
diagnosis of classic HL
confirmed by the
Departm ent of
Hematopathology at
MSKCC

Intervention

Arm A:
n =56

0 or 1 risk
factor

Standard ICE
x1, augmented
ICE x1

Kontrolle

Arm B:
n=41

2 risk factors

Augmented ICE
X2

untersuchte Hauptergebnisse
Endpunkte
Pre-ASCT-PET-pos.
Single: 0%

Tandem: 43%, p=.034

1  TRM: not reported
T AE: not reported

T QoL: not reported

1  Not reported 10S (at median follow  -up
time):
Overall: 80%

Transplanted pts: 88%

EFS (at median follow -up
time):
Overall: 70%
Transplanted patients: 79%

methodische
Bemerkungen

9 Study Duration: 2004 -
2012

1 Follow -up: median: 51
months (range: 16 -86
months)

TITT: yes

9 Randomisation:  no

1 Blinding: no

9 Funding: Memorial
Sloan Kettering Cancer
Center

© Leitlinienprogramm Onkologie |
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12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

Referenz/
Studientyp

Untersuchte Population

9  either a doxorubicin - or
nitrogen mustard o
containing front -line 1
regimen

1 FDG-PETopositive
disease

1 cardiac ejection fraction
of greater than 45% q

1 adjusted diffusing
capacity > 50% on
pulmonary function

testing
1  serum creatinine O1.5
mg/dL or, if > 1.5

mg/dL, then the
measured 12 - or 24 -
hour creatinin e
clearance must be more
than 60 mL/minute

1  neutrophil count
>1000/ pL, platelets
>50000/ pL, total
bilirubin 0 2.0 mg/dL in
the absence of a history
of Gilbert disease

1  hepatitis C virus,
hepatitis B virus, and
HIV | and Il negative

Exclusion Criteria:

1 Patients with all 3 risk
factors (remission duration
< 1 year, B symptoms, and
extranodal sites of disease
[ENS])

Baseline characteristics:

© Leitlinienprogramm Onkologie |

Intervention

Baseline

characteristics:

-Methodik

untersuchte
Endpunkte

Kontrolle

Baseline
characteristics

Age : median:

36.2 (18.7 -
64.3)
Stage: not
reported
Recurrence
status: not
reported

Gender: female:

35, male: 21

1

Age : median:
33.1(21.3 -
71.5)
Stage: not
reported
Recurrence
status: not
reported
Gender: female:
21, male: 20

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

There were no differences in
outcome based on transplant
conditioning regimen (P =

.141)

TAE: Grade 3 or 4 toxicity

1  Eebrile neutropenia
ICE (56 courses): 3
alCE (138 courses): 22
GVD (132 courses): 0
TLI (56 patients): 0
CBV (29 patients): 0

1  Catheter -related
infection/thrombosis:
ICE (56 courses): 1
alCE (138 courses): 8
GVD (132 courses): 0
TLI (56 patients): O
CBV (29 patients): 0

1  The following had a
maximum of 2 cases per

treatment, see table 2
Acute renal failure
Clostridium difficile

Viral meningitis
Pneumonia

Pulmonary embolism
Cellulitis

Anaph ylaxis

Radiation esophagitis
Depression

Radiation pneumonitis
Disseminated zoster
Autologous graft vs host
Pericardial tamponade
Multisystem organ failure
Myelodysplasia:

=== = =) = = =) =) =) =) =) =) =
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methodische

Bemerkungen

9 National Cancer
Institute (Moore, Unger
etal.)

9 Other limitations:
"treatment adaptation”
based on risk factors,
therefore no direct
comparison of groups

222



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE -Methodik

Referenz/
Studientyp

12.3.6.4.

Referenz/
Studientyp
(Palmer,
Goggins et al.
2011)
Retrospective
analysis

3

Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse
Endpunkte
1 Age: median: 35.3 1  QoL: not reported
(18.7-71.5)
1  Stage: not reported 1  Other outcomes :
1 Recurrence status : R|R IFDG-PET scan after ICE/alCE:
Gender: female: 56, male: n=58 (60%)
41

Evidenzbasiert e Empfehlung 9.5.:

PET/CT nach Transplantation (Vijayakumar and Myrianthopoulos )

Tabelle 34: Evidenzbasierte Empfehlung 9.6.

Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse
Endpunkte
n= 90 PET before and Pr 1  Diagnostic test accuracy
HL:n =30 after ASCT edi T  Sensitivity: not reported
NHL: n= 60 cti 1  Specificity: not reported
ve
Recruitment: 1996 -2007 val 1 Other related:
e Pre-PET+: n=26/65
. _ Post-PET+: n=20/68
Inclusion Criteria: of DI | = 34 (37%
1 Pts who underwent either pr fsease re gpse. n= 34 (37%)
Died from disease
auto -SCT for relapsed or e- ion: 1= 25 (27%
refractory HL or aggressive pg Progression-n= (27%)
NHL (including all NHL T o
. Pre-PET scan negativity did
except grade | dll follicular an i
correlate with prolonged  PFS
lymphoma) d
; . 2.91 (1.25 86.77) P=0.013,
1 Patients who had either a po )
. but not with OS.
PET scan following salvage st-
chemotherapy within 14 PE L
. Post-PET scan negativity did
weeks of transplantation T not correlate with prolonged
(prePET), and/or a PET scan sC P g
. PFS or OS.
6014 weeks following an

transplantation (post -PET) 1 Other outcomes:

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020
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methodische
Bemerkungen

methodische

Bemerkungen

9 Study Duration:  not
reported

1 Follow -up: Median: 3.3
years (range: 0.13 812.0)

TITT: no

1 Randomisation: no

1 Blinding: no

1 Funding: not reported

1 Other limitations:
retrospective cohort,
patients with missing
information excluded
from the analysis, small
sample size for HL
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Referenz/
Studientyp

(Sucak, Ozkurt
etal. 2011 )
Retrospective
analysis

3

il

1
1
1

1

1

1
1

Untersuchte Population

Exclusion Criteria:

Not reported

Baseline characteristics:

Recruitment:

Age: mean: 46.7 (18 -78)
Stage: not reported
Recurrence status: not
reported

n= 43

2003 -2010

Inclusion Criteria:

relapsed!/ refractory HL

Exclusion Criteria:

not reported

Baseline characteristics:

Age: median: 30 (16 -61)
Stage: II: 13 (30,2%), Il:
11 ( 25,6%), IV: 19
(44,2%)

Recurrence status: not
reported

Gender: male: n= 34,
female: n=9

© Leitlinienprogramm Onkologie |

Intervention

A: negative
PET/CT before
and after ASCT
n= 17

B: positive
PET/CT before
and negat ive
after ASCT
n=13

C: positive
PET/CT before

and after ASC T

n=13

-Methodik

Kontrolle

untersuchte
Endpunkte

{ Predictive value

of FDG -PET/CT
following salvage
ChT within 6
weeks of ASCT
and at first
month after
ASCT

10s
1PFS

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

10S: median: 5.1 years

1

PFS:median: 4.6 years

TAE: not reported
flQoL: not reported

= = = =l

1
1

1

1

Diagnostic test accuracy

Sensitivity : not reported
Specificity : not reported
FDG-PET positivity :
before ASCT: n= 26
after ASCT: n= 13

Other outcomes
OS (at time of last
follow -up) :
Overall: 82.1%
PET- prior ASCT: 94.1%
PET+ prior ASCT: 74.5%,
p>0.05)
PET after ASCT: 95.8%
PET+ after ASCT: 49.8%
(p=0.0002 )

Group combinations :
Arm A: 100%,

Arm B: 91.6% (median values
not statistically

not reached),
significant,
Arm C: 54% (median values
not reached) (p=0.002)

| Version 3.0 | Oktober 2020

methodische
Bemerkungen

9 Study Duration:
November 2003 -January
2010

1 Follow -up: median:

21.5 months (range :60

64.5)
fITT: no
1 Randomisation: no
1 Blinding: no
9 Funding: not reported

9 Other limitations:
retrospective data
collection

224
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
1 PFS(atlast time of
follow -up) :

Overall: 50.9%

PET prior ASCT: 70.6%,
PET prior ASCT: (37.6%,
p=0.008)

PET after ASCT: 72.9%
PET after ASCT: 0%
(p<0.0001)

1  Group combinations
Arm A: 75%,
Arm B: 69.8% (median values
not reached), not statistically
significant,
Arm C: 0% (median 4 months)
(p<0.001)

f  notransplantation -
related mortality

last follow -up:

alive: n= 36 (83.7%)
death: n=7 (16.3%) due to
progressive disease
Disease progression or
relapse: n=19 (44.2%),
median : 6 (0034.5)
months after ASCT

= =4 =

12.3.6.5. Therapie des Rezidivs (neue Substanzen) , Differenzierung  des 2. und 3. Rezidiv s (Vijayakumar and Myrianthopoulos )

Tabelle 35: Evidenzbasierte Empfehlung 9.16.
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Referenz /
Studientyp
(Walewski,

Hellmann et al.

2018)
Phase IV,
single -arm,
global,
multicentre
study

Untersuchte Population Intervention
n= 60 n= 60
brentuximab
Inclusion Criteria: vedotin 1 -8
1T 018 years mg/kg i.v., once
1 histologically confirmed every 3 weeks,
CD30-positive for up to 16
relapsed/refractory cycles
classical HL
1 ahlstor_y of O1 prio Baseline
systemic chemotherapy .
regimen characteristics:
1  considered unsuitable 1 Age: median:
for SCT/multi -agent 32 (range
chemotherapy at the 18-79)
time of study entry T Stage: Ann
1 ECOG PSof 0 81 Arbor: I3
1 measurable disease (5%), II: 21
( ©3.cm) by computed (35%), lli: 16

(27%), IV: 18
(30%), other:
2 (3%)

1  Recurrence
status: 100%

1  Gender:
male: 36
(60%)

tomography (Falorio,
Biasoli et al. ) scan

1 adequate
haemat ological/hepatic/
renal func tion

Exclusion Criteria:
1  progressive disease (PD)
during frontline
multi -agent chemotherapy,
PD within 90 days of CR or
unconfirmed CR after
treatment with multi
frontline
chemotherapy and/or
radiotherapy, or relapse
after 02 prior
1  chemotherapy regi mens
(includ ing pre -SCT
salvage treatments)

-agent

© Leitlinienprogramm Onkologie |

Kontrolle

No control arm,

single -arm study

-Methodik

1

= =4 =4 —a

= =

untersuchte
Endpunkte

ORR by IRF
(independent
review

facility )
assessment
DOR, PFS by
IRF
assessment
0os
proportion of
patients
proceeding to
SCT following
brentuximab
Vedotin
Safety

CR rate
duration of CR
time to
response (CR
or PR)

time to best
response
time to CR
time to
progression

B symptom
resolution
rate

Leitlinienreport Hodgkin Lymphom

Hauptergebnis se

1 OS at 12 months  : 1
86% (95% Cl, 74 -0893 -4%, 12
deaths)

i median OS: not reached l

PFS:

39 events (ITT population )

1 Median: 4.8 (95% ClI, 3.00
5.3) months

1  prespecified analysis

comparing PFS from the

most recent treatment

prior to study entry with

PFS following

brentuximab vedotin

treatment : f

median PFS:4-1 months

compared with 5 -0

months, hazard ratio :

0-66 (95% ClI, 0 -45060-98; P

=0-037)

= =4
=a =4 —a -9

1  TRM: not reported

AE:

Any TEAE

(treatmentemergent

adverse event): 52 (87%)

Drug -related TEAE: 41

(68%)

f Grade O3 TEAE:
Drug-r el ated gr a
TEAE: 11 (18%)

1 SAE: 11 (18%)

Drug -related SAE: 3 (5 %

1  TEAE resulting in drug

modification : 15 (25 %

= =4

| Version 3.0 | Oktober 2020

methodische
Bemerkungen

Study Duratio n:
March 2014 -March
2015

Follow -up: median:
6.9 months (PFS), 16 .6
months (OS)

ITT: yes
Randomisation: -
Blinding: -

Funding : Millennium
Pharmaceuticals, Inc.,
a wholly owned
subsidiary of Takeda
Pharmaceutical
Company Limited
Other limitations:
single -arm study, 47%
of patients proceeded
to SCT

226
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Referenz / Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnis se methodische
Studientyp Endpunkte Bemerkungen
1 previous brentuximab 1 TEAE resulting in drug
vedotin therapy discontinuation : 3 (5%
1 underg one an 1  Infusion -related TEAE: 4
ASCT/allogenic SCT (799

1 On-study death : 1 (2%
T QoL: not reported
Other outcomes :

ORR (CR + PR),n (%) (95%
Cl) by IRF: 30 (50) (37 363)

= =

1  Bestclinical response, n
(%) (95% CI) by IRF:
CR: 7 (12) (5 823)
PR: 23 (38) (26 852)
SD: 18 (30) (19 843)
PD: 8 (13) (6 825)
NE: 4 (7) (2 616)

Al Median DOR, months
(95% CI) by IRF: 4.6 (348
7-9)
Median duration of CR:
6-1 (2 -18NE)
Median duration of PR: 3 -7
(2-407-9)

1  Median time to
response, weeks (range)
by IRF:

Time to response (CR +
PR): 6-0 (5339)

Time to best response:
11-2 (5860)

Time to CR : 12 (6 360)
Time to PR : 6-0 (50839)
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12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

Referenz/
Studientyp
(Chen, Zinzani
etal. 2017 )
Multicenter,
single -arm
phase Il study
4

KEYNOTEO087,

Tabelle 36: Evidenzbasierte Empfehlung 9.17.

Untersuchte Population
n= 210

Inclusion Criteria:
1 age O 18 year
1 measurable disease
T ECOG performance
status of 0 and 1
adequate organ function

=

Exclusion Criteria:

1  diagnosis of
immunosuppression or
immunosuppressive
therapy within 7 days
before first study dose

1 treatment with a
monoclonal antibody
within 4 weeks before
first study dose

1 prior chemotherapy,
targeted small molecule
therapy, or radiation
therapy within 2 weeks
before first study dose

1  prior allogeneic
hematopoietic stem cell
transplantation within
the past 5 years

1 known clinically active
CNS involvement; active
autoimmune disease
requiring systemic
treatment in past 2
years

1 active, noninfectious
pneumonitis

© Leitlinienprogramm Onkologie |

Intervention

Prembrolizumab

Cohorts:

i. ASCT and
subseq uent BV
(n=69)

ii. salvage
chemotherapy
and BV, and this
ineligible for
ASCT bc. Of
chemo resistant
disease (n=81)

ii. ASCT but
had not
received BV
after
transplantation
(n=60)

Baseline

characteristics:

Age: median
35

Stage: not
reported
Recurrence
status: R|R

-Methodik

untersuchte
Endpunkte
Primary
fORR (by BICR)
1 Safety

Kontrolle

No control arm,
single -arm study

Secondary

ORR
(investigator
assessed)

T CRR (by BICR and
investigator
assessed)

PFS (by BICR and
investigator
assessed)

1DOR (by BICR
and investigator
assessed)

10S (by BICR and
investigator
assessed)

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

T os:
6 months: 99.5%
9-months: 97.5%

1 PFS:
6 months: 72.4%
9-months: 63.4%

1  TRM: not reported

1 AE:
OWith a medi an
treatment cycles, the most
common treatment -related
AEs (TRAESs) were
hypothyroidism (12.4%) and
pyrexi a

fQoL: not reported

1  Other:

1 ORR by BICR:

69% (95% ClI: 62.3 -75.2) (i.
73.9% (61.9 -83.7); ii. 64.2 %
(52.8 -74.6); iii. 70% (56.8 -
75.2)

T OORR by i
review was similar to ORR
by BI CR6

1 CRRbyBICR:

22.4% (95% Cl: 16.9 -28.6) (i.

21.7% (12.7 -33.3); ii. 24.7 %
(15.8 -35.5); iii. 20.0% (10.8
32.3)

| Version 3.0 | Oktober 2020

(10.5%) .

228

methodische

Bemerkungen

1 Study Duration:  June
26,2015 - March 21,
2016

1 Follow -up: Median
follow -up 10.1 months
(range: 1 to 15 months

T ITT: not reported

1 Randomisation:
applicable

1 Blinding: no
But outcome
assessment by blinded
independent central
review (BICR)

1 Funding: Supported by
Merck

1 Other limitations:
follow -up

not

short

nvest


https://clinicaltrials.gov/ct2/show/NCT02453594

12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

Referenz/
Studientyp

(Chen, Zinzani
et al. 2019 ),
Update von
(Chen, Zinzani
etal. 2017 )

KEYNOTE087

Untersuchte Population

prior therapy targeting
T-cell costimulation or
checkpoint pathways
known HIV or active
hepatitis B or C infection

n=210

© Leitlinienprogramm Onkologie |

-Methodik
Intervention Kontrolle untersuchte
Endpunkte
Kohort 2 No control arm I Safety
n=281 T Overall response
rate
ineligible for TCR rate by BICR
ASCT and TPFS
Experienced I duration of
Treatment response (DOR)

Failure With BV

pembrolizumab
200 mg
intravenously
every 3 weeks
forup to 2
years

Baseline
median Age:
40 (20 -76)
Median lines
of systemic
therapy: 4
(1-112)
Recurrence
status: R&R
100%

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1 OS(at2years):
Cohort 1: 92.5%
Cohort 2:  90.6%
Cohort 3: 89.4%

1 PFS(at2years) :
Cohort 1: 41.6%
Cohort 2: 18.2%
Cohort 3: 35.7%
Cohort 2: Median 11.1
months (7.6 -13.8)

1 AE:

Not separate for cohort 2

1  QoL: not reported

1  Other outcomes for

cohort 2 :
f ORRbyBICR

66.7% (95% Cl, 55.3 -76.8)
1  Complete remission
25.9% (95% Cl 6.8-36.9)

1 Partial remission

40.7% (95% C129.9 -52.2)

1  Stable disease

8.6% (95% CI1 3.5-17.0)
1  Progressive disease
22.2% (95% Cl 13.7 -32.8)
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methodische
Bemerkungen

9 Study Duration:
9 Follow -up: 27.6 months
(range, 1.0 -32.9)

TITT: yes

9 Randomisation:  no

1 Blinding: no

9 Funding: Merck Sharp &
Dohme Corp.

9 Other limitations:
single -arm study


https://clinicaltrials.gov/ct2/show/NCT02453594

12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

Tabelle 37: Evidenzbasierte Empfehlung 9.2

Referenz/
Studientyp

(Chen, Palmer

et al. 2015 ),
(Chen, Gopal

et al. 2016 ), 1
(Younes, Gopal
etal. 2012 )

Untersuchte Population

n=102

Inclusion Criteria:

Patients with relapsed or
refractory Hodgkin

lymphoma who have 1
previously received
autologous stem cell
transplant.

Histologically confirmed q
CD30 -positive disease;

tissue from the most

recent post diagnostic

biopsy of relapsed/ q
refractory disease must
be available for q

confirmation of CD30
expression via slides or
tumor block.
Fluorodeoxyglucose -
avid disease by positron
emission tomography
and measurable disease
of at least 1.5 cm as
documented by spiral
computed tomography.
At US sites patients
greater than or equal to
12 years of age may be
enrolled. At non -US sites
patients must be greater
than or equal to 18
years of age.

Exclusion Criteria:

© Leitlinienprogramm Onkologie |

Intervention

brentuximab
vedotin

Baseline
characteristics:

Age: median
31 years
(range 15 -
77)

Stage (n):
I/11: 50, Il
26, 1V: 20
unknown: 4
48 male, 54
female
Recurrence
status:

Relapse: 58

refractory:
42

Kontrolle

-Methodik

untersuchte
Endpunkte

No control arm 10s

TPFS

TAE

fComplete
remission rate

fDuration of
objective
response

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

T OS
Median OS: 40.5 (95% ClI:
28.7 -61.9)
5-year OS: 41% (95% ClI: 31-
51)

A 9% (9 of 102) of the
enrolled study population

has achieved long -term
remission exceeding 5 years
in response to single -agent
brentuximab vedotin without
any additional therapy.

1 PFS
Median 9.3 months (95% CI:
7.1-12.2)
5-year PFS:22% (95% ClI: 13-
31)

AE:

Overall AE:
97/102 (95.10%)
1  Overall SAE:
25/102 (24.51%)

1
1

fQoL: not reported

1 Other outcomes:
TCR: 33% (24.3 -43.4)
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methodische

Bemerkungen

9 Study Duration:

1 Follow -up: median
observation time  35.1
months (range, 1.8 -72.9

months)
TITT: no
1 Randomisation: no
1 Blinding: no

1 Funding: Seattle
Genetics, Inc through
the joint financial
support of Seattle
Genetics, Inc and
Millennium
Pharmaceuticals, Inc, a
wholly owned
subsidiary of Takeda
Pharmaceutical
Company Limited , For-
profit conflicted authors
(including first - and last
author)

1 Other limitations:
single arm study


https://clinicaltrials.gov/ct2/show/NCT00848926

12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

-Methodik

231

Referenz/
Studientyp

Referenz /
Studientyp
(Armand,
Engert et al.
2018)

Update
(Younes,
Santoro et al.
2016)

Untersuchte Population Intervention Kontrolle untersuchte
Endpunkte
T Previous treatment with
brentuximab vedotin.
T Previously received an
allogeneic transplant.
1  Congestive heart failure,
Class lll or IV, by the
New York Heart
Association criteria.
1  History of another
primary malignancy that
has notb eenin
remission for at least 3
years.
1 Known cerebral/meningeal
disease
Evidenzbasierte Empfehlung 9.25.: Josting 2005
Evidenzbasierte Empfehlung 9.25.: Josting 2005
Evidenzbasierte Empfehlung 9.27.: Younes 2012
Tabelle 38: Evidenzbasierte Empfehlung 9.2 8.
Untersuchte Population Intervention Kontrolle untersuchte
Endpunkte
n=23 Nivolumab No control arm fIComplete
remission
recruitment: 2014 -2015 Cohort B 9 Partial remission
(n=80) 1 Stable disease
Inclusion Criteria: BV After Auto - T Progressive
1  Eastern Cooperative HCT: disease

Oncology Group (ECOG)
performance status O or
1

1  Must have received prior
high -dose conditioning
chemotherapy followed

Baseline
characteristics:

Hauptergebnisse

Hauptergebnis se

T OS (atone year, 95% ClI)

Cohort B: 95% (87% to 98%)

Cohort C: 90% (82% to 94%)

1 PFS(median) :
Cohort B: 14.7 months
Cohort C: 11.9 months

1 TRM: only transplant -
related mortality reported

methodische
Bemerkungen

methodische

Bemerkungen

1 Study Duration: 1 year

1 Follow -up: median
follow -up of 18 months

TITT: yes

1 Randomisation:  no

1 Blinding: no

1 Funding: not reported

Other limitations: single -

arm study
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Referenz / Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnis se methodische
Studientyp Endpunkte Bemerkungen
by autologous stem cell 1 Median age: 1 AE:
transplant (ASCT) as a 37 (range 1 Any GRADE:
part of salvage therapy 28-48) Fatigue 23%,
for cHL (cohort A,B & C 1 Stage:I: 1, II: diarrhea (15%)
- enrolment closed) 14, 11: 18, infusion -related reactions
1 Subject_s may be _ IV: 54 (14%)
Br?ntuxmab vedotin - 1  Recurrence 1 G3toGadug -related
naive, or may have had status:
prior Brentuximab CohortB & C . AE.S 0
vedotin treatment R&R lipase |ncr§ases (5%).
(cohort A, B& C - Cohort C neutr_openla (3%),
enrolment closed) (n=100) ALT increases (3%)
1  Newly diagnosed and BV After Auto -
previously untreated HCT: 1  QoL: not reported
classical Hodgkin
Lymphoma (cohort D) Baseline 1  Other outcomes :
. CR:N=2/9%
Exclusion Criteria: characteristics: _ PR: N=7/30%
1 Known central nervous 1 Medianage: ORR: N=39%
system lymphoma 32 (range
1  Subjects with nodular 25-47)
lymphocyte - 1 Stage:I: 2, I
predominant Hodgkin 20, M 17,
Lymphoma V. 61
9  Prior allogeneic stem Recurrence
cell transplantation status R&R
(SCT)
T Chest radiati
weeks prior to first dose
Carmustine O 6«
received as part of the pre -
transplant conditioning
regimen
(Younes, n =80 n =280 No control 1  proportion of 1 OS (at 6 months) 9 Study Duration:  not
Santoro et al. group patients 9 IRRGassessed: 98 -7% reported
2016 ) Inclusion Criteria: Baseline achieving an (91-0899 8) 1 Follow -up: median: 8.9
1 O18years characteristics: objective i Deaths:n=3 months (IQR: 7.8 -9.9)
response from disease progression:

© Leitlinienprogramm Onkologie |
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Referenz / Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnis se methodische
Studientyp Endpunkte Bemerkungen
multicentre, 1  Recurrent classical 1 Age: median: (percentage of n=1 TITT: no
multicohort, Hodgkinds | ym 37 (28 -48) treated from an undetermined 9 Randomisation: no
single -arm after failure of both 1 Stage: I:'1 patients with cause after loss to foll ow- ¢ Blinding : no
phase 2 trial ASCT a_nd subseq_uent (1%), 1I: 11 a best overall up: n= 1 . 1 Funding : Bristol -Myers
brentuximab vedotin (14%), 11: 14 response of multi -organ failure due to .
treatment (18%), IV: 54 complete or Epstein -Barr virus -positive Squlbb. o
1 responded to (68%) partial T-cell lymphoma: n= 1 { Other limitations:  none
brentuximab vedotin 1  Recurrence remission )
and later had disease status: not 1 IRRC-assessed 1 PFS(at 6 months)
progression reported duration of 1 IRRGassessed: 76 9% (95%
1 ECOG performance 1  Gender: objective Cl 64 9885 -3)
status : O or 1 male: 51 response 1 At12 months:
1  documented failure to (64%), 1  proportion of 24 events (23
achieve at least partial female: 29 patients who progression, 1 death)
remission after the most (36%) achieved median PFS: 10 -0 months
recent treatment, or complete and (95% Cl 8-418not reached)
documented relapse partial f  Progressive disease after
(aft er complete remission achieving an objective
remission) or disease 1 duration of response: n= 11 (21%)
progression (after complete and (complete remission: n= 1
partial remission or partial of 7, partial remission: n=
stable disease) remission 10 of 46)
1  previous high -dose T investigator -
conditioning chemo assessed 1 AE:
therapy followed by objective f  infusion interruption: _ n=5
ASCT as part of salvage respons e (6%)
therapy i duration of hypersensitivity reaction
objective n= 1, discomfort: n= 1,
Exclusion Criteria: response infusion reaction: n= 1,
1 refractory to unspecified adverse
brentuximab vedotin reaction: n=1,
1 treatment with unspecified reasons: n= 1
brentu ximab vedotin 1  Acute graft -versus-host
before the first ASCT; disease : n= 3 (out of 6)
ASCT within 90 days of (grade 1: n= 2, grade 2:
the first dose of n=1)
nivolumab; previous 1  All-cause adverse events :
chemo therapy within 4 n =79 (99%)
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Referenz /

Studientyp

Untersuchte Population

Intervention Kontrolle

weeks, nitrosoureas
within 6 weeks,
therapeutic anti -cancer
antibodies within 4
weeks, radio -
immunoconjugates or
toxin

immunoconjugates
(exclud ing brentuximab
vedotin) within 10
weeks, brentuximab
vedotin within 4 weeks,
or major surgery within

2 weeks of the first dose
of nivolumab;
carmustine at a dose of
600 mg/m2 or more
received as part of the
pre -transplantation
conditioning regime  n;
previous radiotherapy
within 3 weeks or chest
radiation within 24
weeks before the first
dose of nivolumab;
previous treatment with
an anti -PD-1, anti -PD-L1,
anti -PD-L2, anti -CD137,
or anti -CTLA-4 antibody
(including ipilimumab or
any other antibody or
drug specifi cally
targeting T -cell co -
stimulation or
checkpoint pathways);
and previous allog eneic
stem -cell

transplantation

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom

untersuchte

Endpunkte

Hauptergebnis se

234

methodische
Bemerkungen

grade 1 or 2: n = 46 (58%)
grade 3: n= 26 (33%)
grade 4: n=6 (8%)

died from multi -organ
failure: n= 1 (1%)

drug -related adverse
events: n=71 (89%)
grade 1 or 2: n= 51 (64%)
grade 3: n=17 (21%)
grade 4: n= 3 (4%)

most common drug -
related adverse events:
fatigue (n= 20 [25%)]),
infusion -related reaction
(n= 16 [20%)]), rash ( n=13
[16%]), arthralgia (n= 11
[14%]), pyrexia (n= 11
[14%)]), nausea (n= 10
[13%)]), diarrhoea (n= 8
[10%]), and pruritus (n= 8
[10%])

Serious adverse events of
any cause : n= 20 (25%)
the most common:
pyrexia (n= 3 [4%)]),
malignant neoplasm
progression (n = 2 [3%)]),
pneumonia (n= 2 [3%)]),
arrhythmia (n= 2 [3%)]),
meningitis (n= 2 [3%)]),
and infusion -related
reaction (n= 2 [3%])

Drug -related serious
adverse events: n=5 (6%)
the most common:
infusionrelated reaction
(n=2 [3%])
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Referenz / Untersuchte Population Intervention Kontrolle untersuchte
Studientyp Endpunkte

active interstitial
pneumonitis; any
serious or uncontrolled
medical disorder that
might have resulted in
an increased risk
associ ated with
participation in the
study or study drug
administration, that
impaired the ability of
the patient to receive
nivolumab, or that
interfered with the
interpretation of study
results; a prior
malignancy active within
the previous 3 years
(except for locally
curable cancers that
have been apparently
cured); active, known, or
suspected autoimmune
disease (except for
vitiligo, type 1 diabetes,
residual hypothyroidism
due to autoimmune
condition only requiring
hormone replacement,
psoriasis not requiring
systemic treatment, or
conditions not expected
to recur in the absence
of an external trigger);
or conditions requiring
systemic treatment with
either corticosteroids
(>10 mg daily
prednisone equivalents)

© Leitlinienprogramm Onkologie |
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235

methodische
Bemerkungen

Hauptergebnis se

1  QoL: not reported

Other outcomes:

Cycle delay

n= 48 (60%)

requiring more than one

delay: n= 26 (33%)

I  most common reasons:
adverse events (55%) and
other reasons (45%)

1 lessthan 14 days: 85% of

delays

IRRC assessed (n=80)

Objective response: 53

(66 -3%; 95% CI 54-8076 -4)

1  Best over all response:
Complete remission: 7
(9%), Partial remission: 46
(58%), Stable disease: 18
(23%), Progressive
disease: 6 (8%), Unable to
determine: 3 (4%)

1 Investigator assessed
(n=80)

1  Objective response: 58
(72 -5%; 95% CIl 61-4681 -9)

1  Best overall response:
Complete remission: 22
(28%), Partial remission:
36 (45%), Stable disease:
18 (23%), Progressive
disease: 3 (4%), Unable to
determine: 1 (1%)

1  median time to first
objective response

1 IRRC assessed: 2:1

months (IQR 1 -963-0)

=l =] = =l

= =)
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Referenz / Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnis se methodische
Studientyp Endpunkte Bemerkungen
or other I achieved by the first scan
immunosuppressive at week 9: 31 (58%) of 53
drugs within 14 d ays of responses
nivolumab 1  median duration of
administration objective response

1 IRRGassessed: 7 -8
months (95% CI 6 -6dnot
reached)

1 investigator -assessed: 9 -1
months (95% CI 6 -74 énot
available)

1  median duration of
complete remission

1 investigator -assessed: 8 -7
month s (95% CI not
available)

1  median duration of
partial remission

investigator -assessed: 7-8
months (95% CI 6 -7987-8)

1  best overall responses
at the time of
transplantation referral

1 IRRGassessed: complete
remission: n= 1, partial
remission: n= 3, stable
disease: n=2

Evidenzbasierte Empfehlung 9.28.:  Chen 2019
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12.3.6.6.

Referenz/
Studientyp

(Rancea,

Monsef et al.

2013)
SR
la

-Methodik

Welcher Patient im Rezidiv soll transplantiert werden? Welche Alternativtherapie soll angewendet werden?
and Myrianthopoulos )

Tabelle 39: Evidenzbasierte Empfehlung 9.7.

Untersuchte
Studien

RCTs searched

in

T CENTRAL
(2013, Issue 1)

9 MEDLINE
(1946 to
January 2013)

1 conference
proceedings of
annual
meeting: ASH,;
ASCO; (EHA)

1 electronic
databases of
ongoing trials:
metaRegister
of controlled
trials; Register
of the US
National
Institutes of
Health;
International
Conference on
Malignant
Lymphoma
(ICML);
International

(verglichene)
Interventionen

A: Any HDCT
followed by ASCT

B: Different
chemotherapy
regimens without
ASCT

C: Different HDCT
regimens
(sequential or
conventional;
SHDCT) before
ASCT

untersuchte
Endpunkte

Primary:

1 0s

Secondary:

1 PFS

1 ORR, CRR,
PRR

1 TRM

1 AEs

© Leitlinienprogramm Onkologie |

Hauptergebnisse

3 studies with 398 patients included in

review

1 OS (3-year OS)
1 HDCT + ASCT vs. other

chemotherapy :
HR 0.67 (95% CI: 0.41 -1.07; p=0.1; 157

pts.), favouring HDCT + ASCT

1 HDCT + ASCT vs. SHDCT + ASCT:
no difference: HR 0.93 (95% CI: 0.5 -
1.74; p=0.816; 241 pts.)
HDCT+ASCT: 87%
SHDCT+ASCT: 80%

bl PES (3-year PES)
1 HDCT + ASCT vs. other

chemotherapy :
HR 0.55 (95% CI: 0.35 -0.86; p=0.009;

157 pts.) , favouring HDCT + ASCT

1 HDCT + ASCT vs. SHDCT + ASCT:
HR 0.87 (95% CI: 0.58 -1.30; p=0.505;
241 pts.)
HDCT+ASCT: 72%
SHDCT+ASCT: 67 %

T TRM
1

HDCT + ASCT vs. other
chemotherapy :

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

Overall quality of
included studies:
moderate

Follow -Up: Median

follow -up: BNLI trial: 34
months, HDR1: 83

months, HDR2: 42

months

Randomisation: yes

ITT: Partly, oT
three trials |
that they had performed
analyses according to the

I' TT principlec
Blinding: no

Funding : Internal

sources of support: Dept.

| of Internal Medicine,
University Hospital of
Cologne, Cologne,

Germany

Heterogeneity:

-Fixed effects model

-12 =0.0% (0S),I* =0.0%
(ORR), P =48% (CRR), P
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(Vijayakumar

Literaturbelege/
eingeschlossene
Publikationen

(Linch, Winfield et
al. 1993 )-BNLI
(Schmitz, Pfistner et
al. 2002 )-HDR1
(Josting, Muller et
al. 2010 )-HDR2
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Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene
Publikationen
Symposium on RR 0.61; 95% CI 0.16 to 2.22; P value = =68% (TRM), 1> =0.0%
Hodgkin 0.45, 157 patients, moderate quality of (PFS)
Lymphoma evidence)

Al HDCT + ASCT vs. SHDCT + ASCT:
SHDCT: 7 deaths (after prephase), 2

publications: "
n=14, pts: falfter gddltlonal salvage,4 1dueto
n=398 infection
HDCT: 1 death (after prephase), 3 after
. additional salvage, 1 due to infection
Inclusion
%th 1  Safety/AEs :
= Al HDCT + ASCT vs. other
primary chemotherapy reported in one trial
refractory or only, did not differ statistically
first relapse signifi cant between the treatment
histologically arms
confirmed HL 1 HDCT + ASCT vs. SHDCT + ASCT:
without The SHDCT arm resulted in higher

restrictions on toxic ity compared with the HDCT arm

age, gender or 1 QoL: not reported

ethnicity
T full -text 9 Descriptive statistics: patient
publications characteristics
1 Age: 18 -57
Exclusion Al Gender: male > female
criteria: 1  Stage of disease:| 81V B
1 less than 80% Country of origin:
of patients 1  Czech Republic
were relapsed I Norway
or had T  Sweden
1  Finland,
refractory HL 1 Germany
1  Switzerland
1 ltaly
T UK
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Referenz/
Studientyp

Abbreviations: HDCT = high

Referenz/
Studientyp

(Josting,
Nogova et al.
2005 )Cohort
study

2b

Untersuchte
Studien

1

1

-Methodik

untersuchte
Endpunkte

(verglichene) Hauptergebnisse

Interventionen

Untersuchte Population

n =100 (from 4,754)

Recruitment:

1988 -1999

Inclusion _ Criteria:

aged between 16 and 75
years

biopsy -proven HD at
diagnosis

adequate organ function
(creatinine clearance
>60 mL/min, serum
transaminases <3X
normal, bilirubin <2
mg/dL, left ventricular
ejection fraction >0.45,
forced expiratory

volume in first -second
or diffusion capacity of
carbon monoxide >60%
of predicted, WBCs
3,500/ mL,

hemoglobin level 08

© Leitlinienprogramm Onkologie |

Tabelle 40: Evidenzbasierte Empfehlung 9.2

Intervention

n= 100

Pts treated with
salvage radio -
therapy at pro -
gression or
relapse

mantle -field
radiation: 42%,

inverted -Y field:

8%, total nodal
irradiation or
subtotal nodal
irradiation: 12%,
involvedfield
radiotherapy:
37%, undefined
type of
radiotherapy:
1%

Kontrolle

No control
group 10S

Belgium
Croatia
Denmark
Poland
Portugal

=a =4 =4 =8 -9

-dose chemotherapy; ASCT = au tologous st em cell transplantation

untersuchte
Endpunkte

1FF2F

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

Hauptergebnisse

OS (at 5 years) :
Overall: 51%
1  OSwith B symptoms: 8%
OS without B symptoms:
57%
multivariable P <.0001
1  OSstage | disease: 68%
OS stage Il disease: 42%
OS stage Il/1V disease:
27%
(P=.014v P = .019)
1  patients with limited stage
progressions/relapse: 5 -
year OS: 55%

= =4

1  PFS:not reported
1 TRM: not reported
1 AE:

1  pulmonary toxicity :n=6
(mycotic pneumonia : n=
3, Pneumocystis carinii
pneumonia :n=1,
developed pneumonitis

| Version 3.0 | Oktober 2020

239

Literaturbelege/
eingeschlossene
Publikationen

methodische

Bemerkungen

9 Study Duration:  not
reported

1 Follow -up: Median: 52
months

TITT: yes

1 Randomisation: no

1 Blinding: no

1 Funding: Grant from
the Bundesministerium
fur Forschung und
Technologie (BMFT);
Deutsche Krebshilfe

9 Other limitations: no
control arm
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
g/dL, and platelets O median dose: n=1, diagnosed with
100,000/mL 40 Gy (range: pneumoni tis:n=1)
T to t_est n_egative for HIV 15-50 Gy) 1 cardiovascular _toxicities
antibodi es n= 3 (myocardial
1 free of active infections Baseline Ir:1_falrc)tI0nS :n=2, stroke :
Exclusion Criteria: ﬂ% 1 Acu_te' hematologic
1 notreported : L Toxicity:
36 /range: 1 too little data provided
16-73)
1 Stage (Ann .
Arbor) : I: 44, T QoL: not reported
1I: 43, 111: 11,
V: 2 1  Other outcomes
9  Recurrence bl sal\./age0 radiotherap y:
status: not T CR77% o
reported sta%e 1 dlseas/e dn— 68 '
1 Gender: (S?gm),lsztoa/ge /1 disease :
male: 53 n=9 (12%) o
(53%), Al pa:)rtlal remission: n=4
female: 47 (4%) N -
(47%) stage I/ll disease :n=3,

stage Ill/IV disease :n=1

1 failed torespond :n= 19
(19%), stage I/ll disease :
n= 16, stage lll/IV
disease: n=3

T  FF2F (at5years) :

1  Overall: 28%

1  patients with limited stage

progressions/ relapse: 22%
Tabelle 41: Evidenzbasierte Empfehlung 9.2 4.
Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
(Ruffer, Ballova n=107 n= 107 no I Treatment 10S: 89% 9 Study Duration:  not
et al. 2005 ) outcome 1  Prognostic factors: reported
Inclusion Criteria: Age (P<0.0001),
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Referenz/
Studientyp
Retrospective
analysis

2b

Untersuchte Population

1 biopsyproven early stage
favourable HL

1 relapsed after EFRT

1 aged between 16 and 75
years

1 adequate organ function
(creatinine clearance >60
ml/min, serum
transaminases < three
times normal, bilirubin <2
mg/dl, left ventricular
ejection fraction >0.45,
forced expiratory volume
in first -second [FEV1] or
diffusion capa city of
carbon monoxide (DLCO)
>60% of predicted, WBCs
&3500/ ul, hemoglobin
level ©8 g/dl, and platelets
O100000/ pl)

1 to test negative for
antibodies against the
human immunodeficiency
virus

1 free of active infe ctions

Exclusion Criteria:
1 not reported

© Leitlinienprogramm Onkologie |

1

1

Intervention

Salvage
therapies:
9 conventional

salvage
chemotherapy :
n=100 (93%)
COPP/ABVD:
n= 64 (60%)
BEACOPP: n=
24 (21%)
COPP/ABV/IME
P: n=4 (4%)
ABVD: n=4
(4%)

COPP: n=2
(2%)

various other
regimens: n=

2 (2%)

1 salvage

radiotherapy:
n=7 (7%)

Baseline
characteristics:

Age: median:
34 (18 -75)
Stage (at
relapse) : I:
39%, II: 23%,
Il 10%, IV:
28%

Gender:
male: 74
(69%),

s der GRADE-Methodik

untersuchte
Endpunkte
fPrognostic
factors
TFF2F
f0s

Kontrolle

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

B symptoms (P=0.03),

extranodal

involvement (P=0.02)

IPFS:not reported
TAE: not reported
fiQoL: not reported
fIFreedom from second
treatment failure  : 81%
T Prognostic factors:
Age (P<0.0001),

B symptoms (P=0.05),

salvage chemo -
therapy (P=0.03)

| Version 3.0 | Oktober 2020

methodische

Bemerkungen

1 Follow -up: Median
follow -up after relapse:
45 months

TITT: no

1 Randomisation:  no
1 Blinding: no

1 Funding: not reported

9 Other limitations: none

241
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Referenz/
Studientyp

Referenz/
Studientyp
(Santoro,
Bredenfeld et
al. 2000 )
Cohort study
2b

-Methodik

Untersuchte Population Intervention Kontrolle untersuchte
Endpunkte
female: 33
(31%)
Tabelle 42: Evidenzbasierte Empfehlung 9.2 5
Untersuchte Population Intervention Kontrolle untersuchte
Endpunkte
n= 23 n= 23 no fResponse
Gemcita bine T Toxicity

1
1

Inclu sion Criteria:

relapse/refractory HD Baseline

>1 previous characteristics:
chemotherapy regimen 1  Age: median:
no p[ior chemotherapy 35 (range:
forO 3 weeks b 19-58)
enrolment 1 Stage: not
bid imensionally reported
measurable disease 1  Recurrence
life expectancy 012 status: not
weeks reported
performance status Gender:
(Karnofsky scale) O60 male: 17,
adequate bone marrow female: 6
reserves

no previous

chemotherapy with

high -dose chemotherapy
and autolo gous stem -
cell transplantation

no active infection with
CNS involvement

no bone lesions a s the
only evidence of disease
no presence of
inadequate liver or renal
function or second
malignancy

© Leitlinienprogramm Onkologie |

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

Hauptergebnisse

T Os:

9 Median: 10.7 months
(range: 4t034.7 +
months)

=

PFS:not reported

AE: Toxicity :n= 23
Allergic : n=1
Constipation :n=1
Cutaneous : n=4
Fever: n= 17

Cardiac function: n=2
Alopecia : n=2
Hemorrhage: n=1
Infection : n=3

=a =4 =& =4 -4 -8 -8 -4 a9

13

Oral: n=4

Pain: n=4

Peripheral neurotoxicity
n= 2

Pulmonary : n=2
Cardiac rhythm :n=1

= =a =2

= =a =

5

1  Alanine transaminase : n=

7

1  Aspartate transaminase
n=3

1 Bilirubin:n= 1

| Version 3.0 | Oktober 2020

Nausea and vomiting : n=

Alkaline phosphatase : n=

methodische
Bemerkungen

methodische

Bemerkungen

1 Study Duration:  not
reported

1 Follow -up: Median:
10.7 months for OS
(range 4 to 34.7+)

TITT: yes

1 Randomisation: no

1 Blinding: no

1 Funding: not reported

9 Other limitations: no
control group, small n

242
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-Methodik

243

Referenz/
Studientyp

(Younes, Gopal
etal. 2012 )
Non-RCT

2b

1

1

Untersuchte Population

Exclusion Criteria:
not reported

n=102
Recruitment: 2009

Inclusion Criteria (as
above: Chen 2015, 2016)

Pts. with relapsed or
refractory HL after high
dose CT and auto -SCT

Intervention Kontrolle

No control
group

n =102
Brentuximab
vedotin 1.8
mg/kg,
intravenous,
every 3 weeks
Max.: 16 cycles
(If: no disease
progression; no

untersuchte
Endpunkte

Primary

1ORR by IRF
(independent
review facility)

Secondary

f Duration of
response by IRF

1CRR by IRF

1PFS by IRF

Hauptergebnisse

Al Hemoglobin: n = 15
| Leukocyt es: n= 12
1  Neutrophils: n= 14
M Platelets: n=15

f TRM:n=0

| SAE:n=1

T QoL: not reported

Other outcomes :

Median duration of

remission

1  partial responders : 6.7
months (range : 3.7t0 33 +
months)

complete responders : 14

= =

months (range: 2to 26 +
months)

 Response : n= 22

1 ORR: 3%

T CR:n=2 (9%

T PR:n=7 (30%)

1 stable disease : n=10

disease status progress:
n=3

1 oOs:

1 Median OS: 40.5 (28.7 to
61.9), from study registry

1 PES:

fMedian PFS: 5.6 months (95%
Cl:5.0-9.0), from study
registry

methodische
Bemerkungen

9 Study Duration:

1 Follow -up:
approximately 6 years

TITT: no

9 Randomi sation: no

1 Blinding: no

9 Funding: Supported by
Seattle Genetics, For-
profit conflicted authors
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
1 Histologically prohibiting 10s 1  AE (detailed list in study (including first - and last
documented CD30 - toxicity) flincidence and registry) : author)
positive Hod-yg severity of AEs i Total SAE: 25/102 1 Other limitations:
Sternberg cell by central Baseline (24.51%)
pathology’review Wcteristics: 1  Total AE: 97/102 (95.10%)
T Age O 12 -
1 Age: median
_ o 31 years 1  QoL: not reported
Exclusion Criteria: (range 15 -
1 Previous treatment with 77) 1 Other outcomes:
brentuximab vedotin. 1 Stage (n): T ORR 75% (95% CI:64.9 -
Al PreViOUSIy received an /11: 50. 1l: 826)
allogeneic transplant. 26. IV: 20 1 CR:34% (95% Cl: 25.2 -
1  Congestive heart failure, unknown: 4 44.4))
Class lll or IV, by the q 48 male, 54 1  Median time to OR: 5.7
New York Heart female weeks (range: 5.1 -56)
Association criteria. T PECERES 1  Median duration of OR:
1  History of another SeiE 6.7 months (95% Cl: 3.6 8
primary malignancy that Relapse pse: 58 14.8)
has not been in refractory: 1 Median duration of CR:
remission for at least 3 42 20.5 months (95% ClI:
years. T 10.8 8NE)
1 Known
cerebral/meningeal
disease.

Evidenzbasierte Empfehlung 9.2 5.: Josting 2005

Evidenzbasierte Empfehlung 9.26.:  Chen 2019
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12.3.6.7.

Referenz/
Studientyp
(Linch,

Winfield et al.

1993 )
RCT
1b

(Schmitz,

Pfistner et al.

2002)
RCT

Welches Konditionierungsschema soll bei einer autologen Transplantation eingesetzt werden?

Tabelle 43: Evidenzbasierte Empfehlung 9.18.

1
1

1

Myrianthopoulos )

Untersuchte Population
n= 40

Inclusion Criteria:
High risk disease
patients who did not
achieve a complete
response with MOPP or
a similar regimen
patients who had high -
grade histology or an
erythrocyte
sedimentation rate
above 59 mm/h at
presentation
patients who did not
attain a complete
response or who
relapsed within 1 year of
an initial alternating or
hybrid regimen
patients for whom two
or more chemotherapy
regimens had failed

Exclusion Criteria:
not reported

n=161 enrolled and
randomised, 117 analysed

Recruitment: 1993 -1997

© Leitlinienprogramm Onkologie |

-Methodik

Intervention Kontrolle untersuchte
Endpunkte

Arm A: Arm B: bl EFS
n=20 n=20 T PFS
BEAM+ ABMT mini -BEAM
Baseline Baseline
characteristics: characteristics:

Age: median Age: median

26 32

Stage: not Stage: not

reported reported

Recurrence Recurrence

status: never status: never

in complete in complete

response: response:

10, 10,

responding responding

relapse: 2, relapse: 2,

refractory refractory

relapse: 2, relapse: 0,

untested untested

relapse: 6 relapse: 8
Arm 1: Arm 2: FFTF (at 3 years ,
n =56 n=61 freedom from
Dexa-BEAM HDCT + BEAM-

HSCT

Leitlinienreport Hodgkin Lymphom

245

(Vijayakumar and

Hauptergebnisse methodische

Bemerkungen
1 OS(at3years) : 9 Study Duration: ~ 3-year
BEAM+ABMT: 5 deaths period
Mini -BEAM: 9 deaths 1 Follow -up: Median: 34
difference is not significant months

(p=0.318) 1 ITT: not reported

1 Randomisation: yes

1 Blinding: not reported

1 Funding: not reported

1  Other limitations:

small study sample; in
the mini -BEAM group:
4 of the 11 surviving
pts. have received
very-high -dose
therapy and ABMT
since the failure on
mini -BEAM.

1 EFS(at3years) :
BEAM+ABMT: 53%
Mini -BEAM: 10%, p = 0.025

T TRM:
BEAM+ABMT: 2 pts
Mini -BEAM: 0 pts

TAE: not reported
1QoL: not reported

Other outcomes :
1  Complete response (at 3
months):
BEAM+ABMT: 8/19 (42%)
Mini -BEAM: 3 pts (15%)
1  Overall response rate
BEAM+ABMT: 74%
Mini -BEAM: 60%
1 Cumulative progression
rate: P=0.005
1 OS(at3years) :
Overall: 68%,
Dexa-BEAM: 65%
BEAM+HSCT: 71%, P=0.331

9 Study Duration: 1993 -

1997
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Referenz/

Studientyp

1b
1
1
1
1
1

1

Untersuchte Population

Inclusion Criteria:
Received ChT for
advanced HL
Biopsy -proven relaps ed
HL
16 to 60 years
Karnofsky performance
score above 70%
adequate cardiac,
pulmonary, renal, and
liver function

Exclusion Criteria:
HIV positive, had
infection unresponsive
to treatment
previously treated with

Dexa -BEAM, mini -BEAM, or

high -dose chemotherapy

© Leitlinienprogramm Onkologie |

1

1

Intervention

Baseline
characteristics:

Age: median

34

Stage: | Adll

B: 23, Il A alV

B: 30,

Missing: 3
Recurrence
status: early
first relapse: 17,
late first
relapse; 26,
multiple
relapses: 13

1

1

-Methodik
Kontrolle untersuchte
Endpunkte

Baseline treatment
characteristics: failure )

Age: median  OS (at 3 years)

30 TOT

Stage: | Adll

B: 18, Ill A 3V q

B: 39,

Missing: 4
Recurrence

status: early
first relapse: 21,
late first
relapse; 29,
multiple
relapses: 11

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1 PFS (at 3 years, from
Rancea 2013):
HR: 0.55 (95% CI: 0.33 -0.91)

1 TRM:
Dexa-BEAM: 9% (8 TRD, 5 life -
threatening infections)
BEAMASCT: 2% (1 TRD)
See text, table 3 sais
differently.

AE: (Dexa -BEAM, BEAM)
Infection: 24, 24

Oral (mucositis): 12, 19
Gastrointestinal : 10, 7
Pulmonary/respiratory
tract: 6,2

Cardiac: 3,1

Neurologic: 2, 1

Hepatic: 2,0

Renal: 1,0

=l = = =) =)

= = =l =)

1  QoL: not reported

Other outcomes :
FFTF (at 3 years):
Dexa-BEAM: 34%
BEAM+HSCT:55%, P=0.019
1  Complete response
1  55% of N=117

= =)

| Version 3.0 | Oktober 2020

246

methodische
Bemerkungen
1  Follow -up: median
follow -up: 3 9 months
(range: 3978)

TITT: no

1 Randomisation: yes

1 Blinding: not reported

9 Funding: not reported

9 Other limitations: none
reported
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Referenz/
Studientyp
(Morschhauser
, Brice et al.
2008 )

Cohort study
2b

GH.A/SFGM
H96

Tabelle 44: Evidenzbasierte Empfehlung 9.

= =

= =

Untersuchte Population

n =245

Recruitment:

Grouping of patients based
on risk factors (primary
refractory status, timeto
relapse or progression <12
months after the end

offirst -line treatment, stage
Il or IV at relapse, and
relapse in previously
irradiated site ( >30 Gy)
after combined -modality
therapy. )

Inclusion Criteria:
biopsy -proven HL
primary refractory
disease or relapse after
standard therapy (6 -8
chemotherapy
cycles/combined -
modality therapy)
age: 18 - 60 years (age XX
50 years for patients
scheduled to receive
tandem ASCT)
adequate liver, renal,
cardiac, and respiratory
function
no psychiatric disorders
negative HIV serology

© Leitlinienprogramm Onkologie |

Intervention

n =150 poor -
risk pts: HD
chemo -therapy
plus ASCT1 (77

19.

-Methodik
Kontrolle untersuchte Hauptergebnisse
Endpunkte
n=95inter - TFF2F 1 OS(at5 years, 95% CI)
mediate -risk 10S Poor risk, ASCT1: 57% (48-65)
pts: HD chemo -  { Toxicity Poor risk, ASCT2:

therapy, ASCT1 - chemosens: 75% (62 -84)

refractory, 73>2 (N=92) - chemiresist: 45% (26 -63)
RF) Inter risk, ASCT1: 85% (72-92)
(N=137) +
ASCT2 (N=105) 1 FF2F (at 5 years, 95%
Cl):
Baseline Baseline Poor risk, ASCT1: 46% (37 -
characteristics: characteristics: 54) )
Age: median: §  Age: median: Poor risk, ASCT2:
31 32 years - chemosens: 64% (52 -74)
(refractory, n (range: 15 - - chemiresist: 36% (18 -54)
= 77), . 58) Inter risk, ASCT1: 73% (60-
2 risk 1 Stage: (Ann 80)
factors, n = Arbor) I/l
73) 47, 1NV: 48 1  TRM: not reported
Stage: (Ann 1  Recurrence
Arbor) I/1I: ;tatus: one 1 AE/Toxicity:
31 risk factor at .
ASCT2:
(refractory), relapse ) .
39 (O 2 Septicaemia: 15%
factors), Pneumonia: 5%
N/IV: 46 Veno-occlusive dis.: 3%
(refractory), Death rate: 4% (poor risk),
34 (0 2 N=2 (intermediate risk pts)
factors)
Recurre_n ce 1  QoL: not reported
status: first
relapse

Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020

methodische

Bemerkungen

9 Study Duration:
reported

1 Follow -up: Median: 51
months

TITT: yes

1 Randomisation: no

1 Blinding: no

1 Funding: Support by
grants from Amgen,
Neuilly, and Chugai,
Suresnes

1 Other limitations:
uncontrolled

not

247
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte
Studientyp Endpunkte
1  no active infection
1  no prior ASCT
Exclusion Criteria:
1 not reported
(Sibon, n =245 Arm B: Arm A: FF2F (freedom
Morschhauser n =150 n=95 from second
et al. 2016 ) Inclusion Criteria: Poor-risk Intermediate - failure)
Non-RCT 1  Biopsy-proven HL tandem ASCT risk 10s
2b Al Primary refractory or single ASCT
first -relapsed HL
Update zu 1  Age <60 years
(Morschhauser ] -
. Brice et al. Exclusion Criteria:
2008 ) 1  Not reported
(H96 trial) . .
Baseline characteristics:
1 Age: Median age at
inclusion: 32 years
(Range: 11 -60)
1  Stage: not reported
1  Recurrence status : not

reported

© Leitlinienprogramm Onkologie |
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Hauptergebnisse

I OS (10-year OS, 95% Cl):

1  Poorrisk all : 47% (39-55)

1  Poorrisk ASCT2: 56% (46 -
66, n = 105)

1 Interrisk : 70% (61-80)
(patients completing ASCT

(n=92): 72% (62% -81%)

1  FF2F (at 10 years, 95%

Cl):

Poor risk all : 41% (33 -49)

T Poor risk ASCT2: 50% (41 -
60, n = 105)

1  Interrisk: 64% ( 54-74)
(patients completing ASCT
(n=92) : 65% (55% to 75%))

=

1  PFS:not reported
1  TRM: not reported

1  AE/secondarx primary
malignancies: n=16
10-year incidence: 8%
15-year incidence: 15%
Inter risk (10y.) 15%
High risk (10y.): 1.5%
Cardiovascular events: n
=13

10-year incidence: 6.5%
1 Interrisk (10y.): 10%

1  Poor risk (10y): 3%

= = = = =l

=
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9 Study Duration:  not
reported

1 Follow -up: Median 10.3
years (A: 10.1, B: 10.4)

TITT: yes

1 Randomisation: no

1 Blinding: not reported

9 Funding: not reported

9 Other limitations: non -
randm oised; PET
scanning not routinely
done for disease
assessment
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12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

Referenz/
Studientyp

Referenz /
Studientyp
(Josting,
Rudolph et al.
2002 )Data
from
multicenter
phase Il study

Untersuchte Population

Evidenzbasierte Empfehlung 9.

Evidenzbasierte Empfehlung 9.

Tabelle 45: Evidenzbasierte Empfehlung 9.11.

Untersuchte Population

n= 102

Inclusion Criteria:

18-65 years

biopsy -proven relapsed
or refractory HD

1  adequate organ function
(creatinine clearance

>60 ml/min, serum
transaminases < three
times the normal value
and bilirubin <2 mg/dl ),
left ventricular ejection
fraction >0.45, forced
expiratory volume in the
first second or diffusion
capacity of carbon
monoxide >60% of
predicted, E COG
performance s
and white b lood cell

1
1

count 08500/
haemoglobin | ev el
g/ dl, platele
000/ >l

1 test negative for
antibody against human

© Leitlinienprogramm Onkologie |

-Methodik
Intervention Kontrolle untersuchte
Endpunkte
19.:
10.:
Intervention Kontrolle untersuchte
Endpunkte
n= 102 No control 1 efficacy and
group toxicity of
two cycles of DHAP
DHAP
(dexamethasone
40 mg i.v. day
1064, cisplatin
100 mg/m2i.v.
as 24-h
continuous
infusion
day 1, and

cytarabine 2
g/m2i.v. over 3
h 12q day 2) as
salvage
treatment in
order to

reduce tumor
volume before
HDCT

Baseline
characteristics:

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1  QoL: not reported

Hauptergebnis se

1  OS: not reported
1  PFS:not reported
1  TRM: not reported

1 AE - Toxicity:

1  Leukocytopenia: grade 3:
n= 50 (25%) grade 4: n=
86 (43%)

1  Thrombocytopenia: grade
3:n=42 (21%) grade 4: n=
97 (48%)

1 Anemia: grade 3: n=33
(16%) grade 4: n=1 (0.5%)

1 Mucositis: grade 3: n=0
(0%) grade 4: n=0 (0%)

1 Infection: grade 3:n=2
(1%) grade 4: n=0 (0%)

1 Nausea/vomiting: grade
3: n=49 (24%) grade 4: n=
3 (2%)

1 Renal: grade 3: n=0 (0% )
grade 4: n=0 (0%)

1  Neurotoxicity: grade 3: n=
1 (0.5%) grade 4: n=0
(0%)
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Study Duration:  not
reported

Follow -up: median: 18
months

ITT: no
Randomisation: no
Blinding : no

Funding : not reported
Other limitations:
retrospective data , no
control group
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Referenz / Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnis se methodische
Studientyp Endpunkte Bemerkungen
immunodeficiency virus 1  Age: median: 1  Ototoxicity: grade 3: n=2
and free of active 34 (range : (1%) grade 4: n=0 (0%)
infection 18-64)
1  Stage (at QoL: not reported
relapse) :
Exclusion Criteria: I: n=12 (12%), q  Other outcomes :
1 not reported Il n=27 (26%), 1 Complete response:
lII: n= 25 (25%), All patients: n= 21 (21%)
IV: n= 38 (37%) Late relapse: n= 11 (26%)
1  Recurrence early relapse: n=5 (17%)
status: Late multiple relapse: n=3
relapse: n= (23%)
44 (42%), progressive disease: n= 2
Early relapse: (12%)
n= 29 (29%),
Progressive 1  Partial response :
disease: n= All patients: n= 68 (67 %9
17 (16%), late relapse: n= 28 (65 %
Multiple early relapse: n= 22 (76 %9
relapse : n= multiple relapse: n= 9
12 (13%) (6999
1  Gender: progressive disease: n= 9
male: n= 57 (5399
(56%),
female: n= 1 Failure:
45 (44%) all patients: n= 13 (12%

late relapse: n= 4 (9 %)
early relapse: n= 2 (7)
multiple relapse: n= 1 (8%
progressive disease: n= 6

(3599
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Tabelle 46: Evidenzbasierte Empfehlung 9.12.

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische

Studientyp Endpunkte Bemerkungen

(Crump, n= 619 n=310 n =309 1 Response to 1  Overall survival (at 4 1 Study Duration: 2003 -

Kuruvilla et al. treatment years) 2011

2014 ) Recruitment: 2003 -2011 gemcitabine, dexamethasone, 1 Transplantati HR 1.03 (95% C1 0.83 to 1.28, 1 Follow -up: median

RCT dexamethasone, highdose on rate p=.78) follow -up 53 months
Inclusion Criteria: and cisplatin cytarabine, and 1 Sterr_l_cell_ 1ITT: yes

NCIC-CTG 1 >18 years old (GDP) cisplatin (DHAP) q rEn\?ebrllltls-?rice’)n 1  Event -free survival (at 4 9 Randomisation:  yes

LY.12 1 aggressive -histolggy survival HR%&)S% Cl082t01.21 | 1 BIindi_ng: not reported
lymphoma according to the 1  Overall _ 1 Funding: Supported by
WHO classification survival p=0.95) Grants No. 015469 and

1 measurable disease by CT T QoL (FACT- 021039 from the

scan or physical

Adverse events

Total scores ) -
Any G3|4 during cycle

Canadian Cancer

examination i Hospitalisatio 182- Society Research
1 ECOG 0-3 . glatelet GDP: 47% Institute, and by ~ Roche
1 acceptable hematologic infusions DHAP: 61%, P<.001 Canada and Eli Lilly

and biochemical
parameters

Exclusion Criteria:

T Febrile neutropenia
GDP: 9%
DHAP: 23%, P<.001

§  Thrombosis

1 previously treated with GDP: 6%
cisplatin, cytarabine , or DHAP: 6%, P >.05
gemcitabine 1  Fatigue

1 CNS involvement with GDP: 10%
lymphoma DHAP: 9%

1 history of HIV infection P>.05

1 or a medical condition that 1 Nausea
would interfere with the GDP: 4%
safe delivery of the DHAP: 8%, P=.04
protocol chemotherapy. T Vomiting

GDP: 7%

Baseline characteristics:
1 Age : median 55 years
i Stage: Il or IV

DHAP: 7%, P >.05
T Infection

GDP: 7%

DHAP: 7%, P >.05

i Recurrence status:

R&R
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HL patients

non -
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Referenz/ Untersuchte Population
Studientyp
9 DLBCL: 71, 15% with

lymphoma transformed
from indolent B -cell
histology, 8% T -cell or
anaplastic large -cell
lymphoma

(Moccia, Hitz n= 235, 152 DLBCL, 83 HL

et al. 2017 )

Retrospective Recruitment: 2002 -2010

Inclusion Criteria:
1 >16yearsold

© Leitlinienprogramm Onkologie |

Intervention

gemcitabine,
dexamethasone,
and cisplatin

(GDP)

-Methodik

Kontrolle

No comparator

Leitlinienreport Hodgkin Lymphom

untersuchte
Endpunkte

1

1

1

1

1
1

1

1

T Overall survival 1
T Progression -free
survival
T Overall respone
rate f
ftransplantation

Hauptergebnisse

Syncope
GDP: 2%

DHAP: 5%, P<.001

Quality of Life (FACT -

Total scores) At
midpoint of C2

Improved clinically
meaningful change score
GDP: 18%
DHAP: 11%

Worse clinically
meaningful change score

DGP: 33%
DHAP: 41%

Other outcomes:
Response rate (CR)
GDP: 45.1%
DHAP: 44.1%
P=.84, noninferiority of GDP
compared with DHAP

Transplantation rate
GDP: 51.0%
DHAP: 48.9%

Stem cell mobilisation
GDP: 87.9.1%
DHAP: 82.2%, P= .14
Overall survival (at 2

years)
85% (95% CI 76.2%893.8%)

Progression -free survival

(at 2 years)
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9 Study Duration:

1 Follow -up: median
follow -up 30 months
(range 0 -86 months)

TITT: no

1 Randomisation:  no



12.3 . Evidenztabellen und Bewe rtung der Evidenz mittels der GRADE

Referenz/
Studientyp

(Santoro,
Magagnoli et
al.

2007 )Cohort
study

2b

Untersuchte Population

1 all sequential adult
patients (_16 years of
age) treated with GDP
for relapsed/re fractory
DLBCL or HL

T confirmed diagnosis  of
DLBCL or HL based on
central review of a
biopsy performed at
diagnosis or upon
relapse

Exclusion Criteria:
1  notreported

n=91

Inclusion Criteria:

1  Pts with relapsed/
refractory HL after
chemotherapy with or
without radiotherapy

1  WHO performance
status 02

1  adequate pulmonary,
cardiac, renal, and liver
function

Exclusion _Criteria:
Al Human
immunodeficiency virus
positive

Baseline characteristics:

© Leitlinienprogramm Onkologie |

1

1

Intervention

Baseline
characteristics:

median age:
30 (14 972)
Stage: /Il
41%, INV:
59%
Recurrence
status:R&R

Salvage regime:
IGEV (ifosfamide
2000 mg/m2 on
dayslto4asa
2-hour
infusion/day
with 2,000 mL
saline solution
hyperhydration,
MESNA 2600
mg/m2 on days
lto4,
gemcitabine
800 mg/m2 on
days 1 and 4,
vinorelbine 20
mg/m2 on day

Kontrolle

-Methodik

untersuchte
Endpunkte

Response

1 Toxicity

Stem cell
mobilization

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

58% (95% CI 46.0 %©70.0 %9

1 Adverse events
Not retrievable, retrospective
study

1  QoL: not reported

=

Other outcomes
1 Overall response rate
71%

1  Cumulative

hospitalisation rate: 7%
1  Transplantation rate:
96%

1 OS(at3years): 70.03%,
1 PFS(at 3-years): 52.98%
T TRM: none documented

TAE:
Toxicity ( Number of cycles:
313 (100%)), of these:
1 delayed cycles: 13 (4.2 %)
1 reduced cycles : 27 (8.6 %)
1 Infection (documented)
n= 11 (3.5%)
1  Treatment -related death :
n= 0 (0%)
1 Neutropenia (grade 3/4)
n= 71/18 (22.7/5.7 %)
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1 Blinding: no
9 Funding: not reported .

9 Other limitations:
retrospective study,
database retrieval,
limited information
available

9 Study Duration:
November 1997 to
September 2005

1 Follow -up: not reported

TITT: yes

1 Randomisation: no

1 Blinding: no

1 Funding: Yes,
supported, but not
reported

9 Other limitations: no
control group
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
1  Age: median: 30 (range: 1, and 1 Thrombocytopenia (grade
17-59) prednisolone 3/4) 1 n= 48/15
1 Stage: 100 mg on days (15.3/4.8 %)
1  Recurrence status: 1 to 4, of each 1  Anemia (grade 3/4) :n=
1  Gender: male: n=52, 52/5 (16.6/1.6 %)

3-week course ) .
female: n= 39 1  Platelet transfusion :n= 15

(4.8%)

1  Red blood cell
transfusion :n= 25 (8.0 %)

1 Mucositis (grade 3/4) :n=
6/1 (1.9/0.3 %)

1  Nausea/vomiting (grade
3/4) :n= 10/0 (3.2/0 %)

Cystitis (grade 3/4) :n=1
(0.3/0 %)

1  Neurological (grade 3/4)
n= 0 (0%)

1 Hepatic (grade 3/4) :n= 0
(0%)

1  Cardiac (grade 3/4) :n=0
(0%)

1 Renal (grade 3/4) :n= 0
(0%)

fIQoL: not reported

Other outcomes :
Response to IGEV
CR: n=49 (53.8%)
PR: n=25 (27.5%)
ORR:n= 74 ( 81.3%)
proceeded to:

single high -dose

chemotherapy with PBSC

Support: n= 29

= =4 =& —a —a A
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12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

Referenz/
Studientyp

Referenz/
Studientyp
(Josting, Muller
etal. 2010 )
RCT

1b

Untersuchte Population

Intervention

Tabelle 47: Evidenzbasierte Empfehlung 9.13.

Untersuchte Population

n= 241
Inclusion Criteria:

1 histological confirmed
relapsed H L

1 patients with multiple
relapses and no prior
HDCT

1 18 to 60 years

9 Eastern Cooperative
Oncology Group
performance status X

1 primary multiagent
chemotherapy
Exclusion Criteria:

1 concurrent malignancy
other than basal -cell
carcinoma of the skin or
cervical intraepithelial
neoplasia

1 unstable angina,
congestive heart failure),
poorly controlled diabetes,
chronic pulmonary disease,

© Leitlinienprogramm Onkologie |

Intervention

Arm 1:
n= 119
BEAM
Baseline

characteristics:

Age: mean
35,3

Stage: (Ann
Arbor) | A:
17,1B: 3,1l
A: 29,11 B: 8,

IMA: 21, 1l B:

11,IVA: 17,
IVB: 13
Recurrence

status: Early:

27, Late: 74,
Mult: 18

Kontrolle

Kontrolle

Arm 2:

n= 122
sequential
cyclophosphamid
e, methotrexate,
and etoposide in
high -doses before
BEAM

Baseline

characteristics:

f  Age: mean
35,4

1  Stage: (Ann
Arbor) | A:
17,1B: 2,1

A: 38,11B: 5,
IA: 15, 111 B:

14, IV A: 17,
IV B: 13
Al Recurrence

status: Early:

34, Late: 68,
Mult: 19

-Methodik

untersuchte
Endpunkte

untersuchte
Endpunkte
1FFTF
CR
TPFS
10Ss
I TOT grade 3/4

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

tandem high -dose
chemotherapy with PBSC
Support: n= 35

non -myelo ablative allogeneic
transplants: n=5

refused high -dose therapy:
n=5

Hauptergebnisse

10S: 87% vs. 80% (P=0.816)
TPFS:72% vs. 67% (P=0.505)
TAE: (Arm 1, Arm 2)

1 Anemia:59, 77

1  Thrombopenia: 100,
102
Leukopenia : 98, 98
Infection : 37, 53
Nausea: 40, 50
Mucositis : 64, 74

T Respiratory : 7, 11
1QoL: not reported
{Other:
TFFTF

1  71% vs. 65% (P=0.557)
ICR:

T 83%vs84%
ITOT

1 86% vs 98%

1 anemia: 52% vs. 70%

1  thrombopenia: 89% vs.

93%
1  leukopenia: 87% vs. 89%

= —=a —a A
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9 Study Duration:
December 2000 to
December 2006

1 Follow -up: median 42
months

TITT: yes
For TOT: A (5%) and B
(10%) missing

1 Randomisation: yes

1 Blinding: no

1 Funding: Deutsche
Krebshilfe;
Kompetenznetzwerk
Maligne Lymphome ,
Bundesministerium fir
Bildung und Forschung

1 Other limitations: None

255
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Referenz/
Studientyp

12.3.6.8.

Referenz/
Studientyp
(Moskowitz,
Nademanee et
al. 2015 )
RCT

1b

AETHERA

NCT00255723

Untersuchte Population

cerebral disorders,
coronary angioplasty or
myocardial infarction
within the past 6 month

1 active infection, HIV
positivity , creatinine
clearance lower than 60
mL/min

1 pregnant or lactating
women

1 concurrent treatment with
investigational drugs

Evidenzbasierte Empfehlung 9.14.:

Evidenzbasierte Empfehlung 9.15

Intervention

untersuchte
Endpunkte

Kontrolle

Josting 2010 , Rancea 2013

.. Moskowitz 2012

Erhaltungstherapie nach Transplantation bei Hochrisikopatienten?

Tabelle 48: Evidenzbasierte Empfehlung 9.20. & 9.21.
Untersuchte Population Intervention Kontrolle untersuchte
Endpunkte
n =329 Arm A: Arm B: TPES
n =165 n=164 10s
Recruitment: 2010 -2012 Brentuximab Placebo 1 Safety
vedotin group
Inclusion Criteria:
T Pts with unfavourable - Baseline Baseline
risk relapsed or primary characteristics: characteristics:
refractory classic 1 Age: median 1  Age: median
Hodgkinds | ym 33 32
who had undergone Stage: not 1  Stage: not
HDCT and autologous reported reported
stem -cell 1  Recurrence 1  Recurrence
transplantation status: status:

Hauptergebnisse

methodische
Bemerkungen

(Vijayakumar and Myrianthopoulos )

Hauptergebnisse

1 oOs:
Dead at time of analysis:
brentuximab: 28/ 167 pts
(17%)
Control : 25/ 160 pts (16%)
alnterim anal ysi
survival showed no
significant diff erence
bet ween treat mel

1 PFS(at2years, 95% Cl) :
Brentuximab: 63% (55 -70)
Control: 51% (43-59)

methodische

Bemer kungen

1l Study Duration:  not
reported

1 Follow -up: median
observation time of 30
months

TITT: yes

1 Randomisation:

1 Blinding: yes

1 Funding: Seattle
Genetics and Takeda
Pharmaceuticals
International

yes
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12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE -Methodik
Referenz/ Untersuchte Population Intervention Kontrolle untersuchte
Studientyp Endpunkte
T 018 years refractory: refractory:
1 histologically confirmed 99, relapse < 97, relapse <
1 adequate liver, kidney, 12 months: 12 months:
and bone marrow 53, rel: 54, relze
function 12 months: 12 months:
13 13
Exclusion Criteria:
1  Pts who had previously
received brentuximab
vedotin
(Moskowitz, Recruitment: 2010 -2012 n= 165 n= 164 1 Deaths
Walewski et al. 1 PFS
2018) Inclusion Criteria: Brentuximab Placebo after 1 AE
f  Pts with unfavourable - vedotin after auto -HSCT 1
AETHERA risk relapsed or primary auto -HSCT 1T >2
refractory classic subsequent
Hodgkinds |ym geemoskowitz therapies for
who had undergone i ;:;r had
(IQWIG 2016) ;gﬁlﬁ“d autologous 1 need for
Auch als transplantation subsequent
Dossierbewert ¢ 618 year s HSCT
ung 1 histologically confirmed
1  adequate liver, kidney,

and bone marrow
function

© Leitlinienprogramm Onkologie |
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Hauptergebnisse

HR: 0,57, 95% CI 0,40 -0,81,
p=0,0013

Median PFS:

Brentuximab: 42,9 months
control : 24,1 months

1 AE:
1  peripheral sensory

neuropathy
Brentuximab: 94/167 pts

(56%)

Control: 25/ 160 pts (16%)
Neutropenia

Brentuximab: 58 pts (35%)
Control: 19 pts (12%)

For all AE, see table 3 in
Moskowitz 2015

1  QoL: not reported

1 OS(at5 year follow -up,
analysis only planned
for 2020) :
BV: 40 deaths
Placebo: 37 deaths

1  Median PFS (at 5 year
follow -up):
BV: not reached

Placebo: 15.8 months

1 PFS (at5 years):
BV: 59% (95% CI 51-66%)
Placebo: 41% (95% Cl, 33-49)
(HR, 0.521; 95% CI 0.379 -
0.717 )

| Version 3.0 | Oktober 2020
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1 Other limitations:
(72 of 85) patients in
the placebo group with
subsequent progression
received brentuximab
vedotin outside of the
study

85%

1 Study Duration: 2010 -
2012, follow -up 2017
und 2020

1 Follow -up: at5 years

TITT: yes

1 Randomisation: yes

1 Blinding: yes

1 Funding: Seattle
Genetics and Takeda
Pharmaceuticals
International

1 Other limitations:
(72 of 85) patients in
the placebo group with
subsequent progression

85%

257
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemer kungen
received brentuximab
Exclusion Criteria: 1  AEl/long -term toxicities vedotin outside of the
Pts who had previously 1  Secondary malignancies study
received brentuximab BV:n=6
vedotin Placebo: n =3

1  QoL: not reported

Other outcomes
>2 subsequent therapies
for HL or had died
BV: 36%
Placebo: 46%
HR 0.656; 95% CI 0.467 -
0.922

= =

1  Need for subsequent
HSCT
BV: 12%
Placebo: 21%

Evidenzbasierte Empfehlung 9.2  2.: Josting 2010

12.3.6.9. Stellenwert der allogenen Transplantation im Rezidiv (Vijayakumar and Myrianthopoulos )

Tabelle 49: Evidenzbasierte Empfehlung 9.29.

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse m ethodische

Studientyp Endpunkte Bemerkungen

(Akpek, n=157 Allo_ Auto 1  Overall 1  Overall survival (at 10 1 Study Duration:

Ambinder et n=53 n =104 survival years, 95% Cl) 1 Follow -up: median

al. 20 01) Recruitment : 1985 -1998 1 EFS Allo: 30% (18% to 44%) follow -up 5.1 years
Baseline Baseline Auto: 37% (25% to 48%) (range, 1to 13.8 years )

9.29 Inclusion Criteria: characteristics: characteristics: HR1.6,P=.2 TITT: no

1 Randomisation: no
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Referenz/
Studientyp

(Gajewski,

Phillips et al.

1996 )

9.29 HLA
identical
allo genic

1

1
1

1

Untersuchte Population

patients with relapsed

or refractory HL

who u nderwent BMT at
the Johns Hopkins
Oncology Center

<= 65 years of age and
had progressed during,
or relapsed after,
standard chemotherapy
regimens for HL.

Exclusion Criteria:
not reported

n =100
RIC or NMA allo -HCT

Recruitment: 1982 - 1992

Inclusion Criteria:
HL
who received HLA -
identical sibling bone
marrow transplants

Exclusion Criteria:
previous transplants for
myelodysplasia or
leukemia that developed
after prior treatment for
Hodgkin's disease

© Leitlinienprogramm Onkologie |

1

Intervention

Age: median
28 years
(range, 13 to
52 years)
Stage: R/R
Male: 68%
female: 32%
Recurrence
status : R/R

HLA-identical
sibling bone
marrow
transplants

Baseline

characteristics:

Age: median
28 years
(range 12 -
44)

Stage:
Remission
11, I -11I: 20,
IV: 63

Male: 63 pts
female: 37
pts
Recurrence
status : R/R

-Methodik

Kontrolle

Age: median
28 years
(range, 13 to
52 years)
Stage: R/R
Male: 62%
female: 38%
Recurrence
status : R/R

No comparison

untersuchte
Endpunkte

treatment -
related
mortality
(nonrelapse
death)
disease
recurrence
duration of
disease -free
survival

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1 EFS (at 10 years, 95% CI)
Allo: 27% (21% to 34%)
Auto: 26% (21% to 31%)

1  TRM: not reported

1  AE: not reported

1  QoL: not reported

1 OS (at 3 years, %, 95% CI)
21 (14 -30)

1 DFS (at 3 years, %, 95%
Cl)
15 (9 -24)

1 Relapse (at 3 years, %,
95% Cl)
65 (50 -78)
T TRM (at 3 years, %, 95%
Cl)
61 (49 -72)

1  Chronic GVHD (at 3
years, %, 95% CI)
45 (31 -59)

1 Acute GVHD (at 100
days, %, 95% Cl)
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Bemerkungen

1 Blinding: no

1 Funding: National
Institutes of Health
grant no. P01 CA15396.

1 Other limitations:
probably a retrospective
study

Study Duration: not
reported

Follow -up: Median
follow -up:43 months
(range: 4 0101).

ITT: No
Randomisation: No
Blinding: No
Funding: not reported
Other limitations:
retrospective
observational study



12.3 . Evidenztabellen und Bewertung der Eviden

Referenz/
Studientyp

(Martino,

Festuccia et al.

2016 )

Systematische
s Review mit
Listung pro
Einzelstudie

Untersuchte Population Intervention
Autor, n, donor source n =2045
Alvarez: n=40; MRD, MUD

Anderlini: n=40; MRD, MUD allogene

Anderlini: n=58; MRD, MUD
Burroughs: n=90; MRD,
MUD, HAPLO

Corradini: n=32, MRD
Crocchiolo: n=111; MRD,
MUD, HAPLO, UCB
Devetten: n=143, MUD
Gajewski: n=100, MRD
Majhail: n=21; UCB, MRD
Marcais: n=191, UCB, MRD,
MUD

Milpied: n=45; MRD

Peggs: n=49; MRD, MUD
Peggs: n=67; MRD

Peggs: n=76; MRD, MUD
Raiola: n=26; HAPLO
Robinson: n= 188 (52 HL);
MRDMUD

Robinson : n=285 ; MRD,
MUD

Sarina: n=185; MRD, MUD,
HAPLO

Sureda: n=168, MRD, MUD
Sureda: n=92, MRD, MUD
Thomson: n=38; MRD, MUD

© Leitlinienprogramm Onkologie |

1
1
1

Stammzelltrans
plantation nach

Baseline
characteristics:

Age: NR
Stage: NR
Recurrence
status:
relapsed

Studien
zwischen 1996
und 2015

z mittels der GRADE -Methodik

Kontrolle
Keine 10s
vordefinierte T1PFS

Kontrollgruppe , {TRM
verschiedene
vergleiche je

nach dem, was

in den

Priméarstudien

berichtet wurde

- Disease status
at stem cell
transplantation
(SCT)
significantly
impacted overall
survival and PFS.

- The use of
reduced
intensity
conditioning
(RIC) protocols
significantly
reduced
allogeneic -SCT
(ALLO-SCT)

untersuchte
Endpunkte

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

35 (26 -46)

1  Graft failure (at 3 years,
%, 95% CI)
2(1-8)

PES, time point, author
32% at 2 years (Alvarez, RIC)
37% at 1,5 years (FM)
21% at 1,5 years (FC)
(Anderlini, RIC)
32% at 2 years (Anderlini, RIC)
23% at 2 years (MRD)
29% at 2 years (MUD)
51% at 2 years (HAPLO)
(Burroughs, NMAC)
NR (Corradini, RIC)
61% at 3 years (Crocchiolo,
MAC, NMAC, RIC)
30% at 1 year
20% at 2 years
(Devetten,
NMAC/RIC)
15% at 3 years (Gajewski, MA)
UCB: 25% at 2 years
MRD: 20% at 2 years
(Majhail, R IC)
39% at 3 years (Marcais, RIC)
15% at 4 years (Milpied, MAC)
39% at 4 years (Peggs, RIC)
39% at 4 years (MF-A)
25% at 4 years (MF)
(Peggs, RIC/DLI)
NR (Peggs, RIC)
63% at 3 years (Raiola, NMAC)

| Version 3.0 | Oktober 2020

m ethodische
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Alvarez 2006
Anderlini 200 5
Anderlini 2008
Burroughs 2008
Corradini 2007
Crocchiolo 2015
Devetten 2009
Gajewski 1996
Majhail 2006
Marcais 2013
Milpied 1996
Peggs 2005
Peggs 2007
Peggs 2011
Raiola 2014
Robinson 2002
Robinson 2009
Sarina 2010
Sureda 2008
Sureda 2012
Thomson 2008

9 Study Duration:  per
study variable

1 Follow -up: per study
variable
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse m ethodische
Studientyp Endpunkte Bemerkungen
Inclusion Criteria: tran splant - 46% at 1 year (Robinson, 1 ITT: not reported

1 Patients after AUTO -SCT related mortality RIC) 1 Randomisation: no
failures. in relapsed HL 29% at 4 years (Robinson, 1 Blinding: no
patients. RIC) 1 Funding: not reported

Exclusion Criteria:
1 Not reported

31% at 2 years (Sarina, RIC)
20% at 5 years (MAC)
18% at 5 years (RIC)

1 Other limitations: non -
RCT review, no pooled
estimate

(Sureda)
24% at 4 years (Sureda, RIC)
42% at 5 years (Thomson,
RIC)

OS, time point, author
48% at 2 years (Alvarez, RIC)
73% at 1,5 years (FM)
39% at 1,5 years (FC)
(Anderlini, RIC)
64% at 2 years (Anderlini, RIC)
53% at 2 years (MRD)
58% at 2 years (MUD)
58% at 2 years (HAPLO)
Burroughs, NMAC
32% at 3 years (Corradini,
RIC)
68% at 3 years (Crocchiolo,
MAC/NMAC/RIC)
56% at 1 year
37% at 2 years
(Devetten, NMAC/RIC)
21% at 3 years (Gajewski, MA)
UCB: 51% at 2 years
MRD: 50% at 2 years
(Majhail, RIC)
63% at 3 years (Marcais, RIC)
25% at 4 years (Milpied, MAC)
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse m ethodische
Studientyp Endpunkte Bemerkungen
56% at 4 years (Peggs, RIC)
62% at 4 years (MF-A)
39% at 4 years (MF)
(Peggs, RIC)
64% at 4 years (Peggs,
RIC/DLI)
77% at 3 years (Raiola, NMAC)
62% at 1 year
50% at 3 years (Robinson,
RIC)
25% at 4 years (Robinson,
RIC)
57% at 2 years (Sarina, RIC)
22% at 5 years (MAC)
28% at 5 years (RIC)
(Sureda)
43% at 4 years (Sureda, RIC)
65% at 10 years (Thomson,
RIC)

TRM, time point, author

25% at 1 year (Alvarez)

5% at 1,5 years (FM)

22% at 1,5 years (FC)
(Anderlini)

15% at 2 years (Anderlini)

21% at 2 years (MRD)

8% at 2 years (MUD)

9% at 2 years (HAPLO)
(Burroughs)

3% at 3 years (Corradini)

17% at 3 years (Crocchiolo)

33% at 2 years (Devetten)

NR (Gajewski, Phillips etal. )

UCB 11% at 100 days
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse m ethodische
Studientyp Endpunkte Bemerkungen
MRD 17% at 100 days
(Majhail)

16% at 3 years (Marcais)

48% at 4 years (Milpied,

Fielding et al. )

15% at 2 years (Genadieva-

Stavrik, Boumendil et al. )

7% at 2 years (MF-A)

29% at 2 years (MF)
(Genadieva -Stavrik,

Boumendil etal. )

59% at 4 years (Genadieva-

Stavrik, Boumendil et al. )

4% at 2 years (Raiola)

25.5% at 1 year

34.3% at 2 years
(Robinson)

19% at 1 year (Robinson)

12.7% at 2 years (Sarina)

46% at 1 year (MAC)

23% at 1 year (RIC)
(Sureda)

15% at 1 year (Sureda)

13% at 1 year (Thomson)

T  AE: not assessed

T QoL: not assessed

(Milpi ed, n=64 n= 45 n =45 1T Os T OS(at4years,%,95%CI) T  Study Duration: not
Fielding et al. alloBMTs ABMTs 1 PFS alloBMT: 25 (14 -41) reported
1996 ) Recruitment: _ -1994 1 Procedure - ABMT: 37 (23 -55) 1 Follow-up: HLA-id:
Baseline Baseline related median follow -up 57.7
9.29 Allogenic  Inclusion Criteria: characteristi_cs:  characteristics: mortality alloBMT: Median survival 5 EXETS .(r3e18nge 4th'195):
vs. autologous  §  relapsed orresistant HD ~ §  Median a ge: (PRM) months (range 1 _6r2)o e
who received a human 29 years ABMT: 18 months

1 ITT: No
T i i
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte
Studientyp Endpunkte
leukocyte antigen (HLA) - (range 15 - 1 Mediana ge:
identical sibling alloBMT 42) 29 years
for HD 1 Stage: 11:7, (range 19 -46)
1 on whom sufficient data I: 12, 1v: Stage: II: 5,
were available; 23, IIl: 18, IV: 22,
unknown : 3 unknown: 0
Exclusion Criteria: 1 Male: 28 pts 1 Male:28 pts,
1  not previous allogeneic female:17 female:
SCT, pts 17pts
9 active uncontrolled 1 Recurrence 1  Recurrence
infection, status : R/R status : R/R
1 central nervous system
disease,
1  Karnofsky performance
status <60%,
1 and severe organ
dysfunction, including
left ventricular ejection
fraction <40%, diffusion
capacity of the lung for
carbon monoxide <50%,
and creatinine clearance
<50 mL/min.
(Genadieva - n=2312 MAC RIC 1  Overall
Stavrik, n=63 n =249 survival
Boumendil Recruitment: 2006 - (©s)
etal. 2016 ) 2010 Baseline Baseline T Event-free
9.29 characteristi characteristic Séll;vsl.val
9.30 MAC Inclusion Criteria: cs: T (RR )
vs. RIC 9 adult patients with 1 Age at 1 Age: 7 NRM
relapsed/refractory HL diagnosis : median 1 incidences
1 who underwent allo  -SCT median 26 27.8 (IQR: of acute
from an HLA identical (IQR: 218 22 637_) and chronic
related donor (HLA id q gf;ge' T Stage: graft -
sib) or well -matched ' versus -host
diseases

unrelated donor (WMUD

© Leitlinienprogramm Onkologie |

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1 PFS (at 4 years, %, 95%
Cl)
alloBMT:15 (7-31)
ABMT: 24 (13 -41)

1  Procedure -related
mortality (PRM)

1 early
alloBMT: 31%

ABMT: 18%

1 at4years
alloBMT : 48%

ABMT: 27%

1 Relapse (at 4 years)
alloBMT: 61%
ABMT: 61.5%

Per Conditioning type:
T OS (2-year OS)
MAC: 73%
RIC: 62%
HR 0.72 (95% CI1 0.47 61.10,
p=0.13)

1 NRM (at 5 years)
MAC: 13%

RIC. 12%
HR 0.79 (95% CI 0.33 31.89 ,
p=0.60)
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Randomisation: No
Blinding: Not reported
Funding: not reported
Other limitations:
retrospective study

9 Study Duration: 56
months (IQR 26 873
months)

1 Follow -up:

fTITT: No

1 Randomisation: No

1 Blinding: No

9 Funding: not
reported

1 Other limitations:
only patients with
available data were
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse m ethodische
Studientyp Endpunkte Bemerkungen
1 Only first allo -SCTs were 1  Male: 60%, 1  Male: 54%, 1 EFS (at 2 years) considered; RIC
included female: female: MAC: 48% group was
40% 46% RIC: 36% significantly older,
Exclusion Criteria: i Recurrenc T Recurrence HR 0.70 (95% CI 0.48 51.04, the evolution of the
1 Tandem and cord blood eR;tstus: ggt;s: p=0.07) underlying disease
transplants before transplant was
1 recipients of syngeneic 1 AE:not reported also longer and a
transpl ants higher percentage of
1 QoL: not reported them had eventually
failed a prior ASCT
1  Other:
1  Relapse rate (at 5 years)
MAC: 50%
RIC: 60%
HR 0.72 (95% CI 0.47 61.09,
p=0.127

Abbreviations:

DLI: donor lymphocyte infusion;

HAPLO: HLA-haploidentical related donor;
MRD: matched -related donors;

MUD: matched -unrelated donors;
CB/UCB: umbilical cord blood donors
MMUD: mismatched unrelated donor

MAC: myeloablative conditioning

NMAC/NMA: nonmyeloablative conditioning ;
RIC: reduced intensity conditioning;

TRM: transplant -related mortality;
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Referenz /
Studientyp
(Gauthier ,

Castagna et al.

2017)
9.30 (RIC vs.
NMA)

9.31 (HAPLO
vs. MMUD vs.
CB)

Tabelle 50: Evidenzbasierte Empfehlung 9.30.

il

il

Recruitment:

Untersuchte Population

n=98

Inclusion Criteria:

HL patients who

underwent a RIC or NMA

allo-SCT from an
alternative HLA -
mismatched donor

Exclusion Criteria:

not reported

2009 -2014

Intervention Kontrolle untersuchte
Endpunkte
MMUD, n=37 HAPLO, n=34 | OS (3-year OS)
Baseline Baseline i Progression
characteristics: characteristics: (cumulative
1 Age: <25 1 Age: <25 '”Ic'de”"e of
years: 48 %,0 years: 56%, O relapse)
25 years : 25 years:
5204 44% 1 Nont-rl_etlapse
1 Stage: R/IR 1 Stage: R/IR ?IIIOF;J)' Y
T Male: 59% T Male: 53%
female: 41% female: 47%
1  Event -free
1  Recurrence  Recurrence ;
. survival (EFS)
status : R/IR status: R/R
CB. n=27 i Graft -versus -
host disease
Baseline
characteristics:

Age: <25 years:
54%,0 25 years :
46 %

i Stage: R/IR

T Male: 68%
female: 32%
Recurrence
status : R/R

Hauptergebnis se

Per Donor type:
T OS (3-year OS)

HAPLO: 75%

MMUD: 73%

CB: 80%

p=0.57

T Progression (cumulative
incidence of relapse)
HAPLO: 25%
MMUD: 25%
CB: 36%
P=0.52

1 non -relapse mortality
HAPLO: 9%
MMUD: 18%
CB: 11%
P=0.45

T Event -free survival
HAPLO: 66%
MMUD: 56%
CB: 53%
P=0.59

1  GvHD -free relapse -free
survival
HAPLO: 52%

MMUD: 22%

CB: 31%

P=0.02

Multivariable analysis:

1

il

= =4 =4 =4

methodische
Bemerkungen

Study Duration: not
reported

Follow -up: Median
follow -up: 31 months
(range: 3 879).

ITT: No
Randomisation: No
Blinding: No
Funding: not reported

9 Other limitations:
retrospective
observational study
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse m ethodische
Studientyp Endpunkte Bemerkungen
HAPLO: 1
MMUD: 2.02 (95% CI 1.06 6
3.84)

CB: 2.43 (95% Cl1.24 384.75)

1  QoL: not reported

Per Conditioning type:
T OS (3-year OS)

NMA:  75%
RIC: 76%
P=0.93

1  Progression (cumulative
incidence of relapse)

NMA:  24%
RIC: 32%
P=0.58

1  non -relapse mortality

NMA: 6%
RIC: 15%
P=0.17

1  Event -free survival

NMA:  70%
RIC: 52%
P=0.11

1  GvHD -free relapse -free
survival

NMA: 50%

RIC.  27%

P=0.009
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Referenz/
Studientyp

(Gauthier ,
Poire et al.
2018)

9.31 (HAPLO
vs. MRD)

(Gayoso,
Balsalobre et
al. 2016 )

9.30 RIC
9.31 HAPLO

Untersuchte Population
n=151

RIC or NMA allo -HCT
2011 -2016

Recruitment:
Database

Inclusion Criteria:

1  patients with HL who
underwent a RIC or NMA
allo-HCT from a HAPLO
(N=61) or MRD ( N =90)

Exclusion Criteria:
1  notreported

n=43
HAPLO-RIC
2009 -2014

Recruitment:

Inclusion Criteria:
91 relapsed or refractory HL

© Leitlinienprogramm Onkologie |

-Methodik
Intervention Kontrolle untersuchte
Endpunkte
MRD, n =90 HAPLO, n =61 1 Os
Al CIR
Baseline Baseline 1T NRM
characteristics: characteristics: ' GvHD -free
1 Ageat 1 Age: at relapse -free
transplant: transplant: survival
median 32 29 (17 -68)
years (range { Stage: R/R
12-67) T Male: 63%
1 Stage: R/IR female: 37%
T Male: 54% Recurrence
female: 46% status : R/R

Recurrence
status : R/R

n=43

Baseline

characteristics:

ffmedian a ge: 31
(range 17053)
years

fStage: NR

1 Non -relapse
mortality (NRM)

1 Overall survival

1 Event -free
survival

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1  OS (3-year OS, 95% Cl)
HAPLO: 81% (71392)

MRD: 82% (74391)
P=0.91

1 CIR (2-year CIR, 95% ClI)
HAPLO:21% (12835)
MRD: 15% (9825)
P=0.49

1 NRM (2 -year NRM, 95%
Cl)
HAPLO:9% (4021)
MRD: 12% (6 - 21)
P=0.53

1  GvHD -free relapse -free
survival (2 -year GRVD,
95% Cl)

HAPLO: 58% (45873)
MRD: 42% (32853)
HR: MRD vs HAPLO 2.95
(1.72 85.10)

1  AE: not reported

fQoL: not reported

1 OS(2-year 0OS, 95% Cl) :
HAPLO-RIC: 58% (42 874%)

1 EFS (2-year EFS, 95% Cl)
HAPLO-RIC: 48% (32 364%)

T NRM(atlyear ,95% Cl)
HAPLO-RIC: 21% (12 838%)
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1  Study Duration: not
reported
1  Follow-up: median
follow -up 25 (range 30
70) months
ITT: No
Randomisation: No
Blinding: Not reported
Funding: not reported
1 Other limitations:
retrospective
observational study,
database

= =4 =8 A

1 Study Duration:  not
reported

1 Follow -up:

1 ITT: No

1 Randomisation:  Yes

1 Blinding: Not reported

9 Funding: not reported
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Referenz/
Studientyp

(Giaccone,

Festuccia et al.

2017)

9.30 mainly
RIC

Untersuchte Population

1 who received a HAPLO -RIC
transplant reported to the
Haploidentical
Transplantation
Subcommittee of the
Spanish Group for
Hematopoietic
Transplantation (GETH)

1 >16 years and <60 years

Exclusion Criteria:
1 not reported

n=69

Mainly RIC

Recruitment: 2000 -2015

Inclusion Criteria:
1 Relapsed / refractory HL
1  Treated with allo-HCT

Exclusion Criteria:
1  notreported

© Leitlinienprogramm Onkologie |

Intervention

TMale: 29,
female: 14
Recurrence
status : R&R

n=69

Baseline
characteristics:

Median age
at allo -HCT:
34 years
(range 18 o
64)

Stage: /Il
46%, I/IV:
52%, not
evaluable:
1%

Male: female:
Recurrence
status: not
reported

-Methodik

Kontrolle

No comparison

untersuchte
Endpunkte

oS

RFT

nRM
relapse
incidence

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1 AE
neutropenic fever (74.5%)
grades 1 62 mucositis (51%)
CMV reactivations (54%)

1  QoL: not reported

1T Os:

1 Median OS from
diagnosis: 10.9 years
(range 1.18 -18.6)

OSatb5years: 51.4%

1 Relapse -free survival (at
5 years) :
38.9%

1  non -relapse mortality
(NRM, cumulative
incidence at 5 years)

17.7%

T relapse incidence
1-year: 31.8%
2-year: 41.4%
5-year: 43.4%

1  AE: not reported

1  QoL: not reported
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1 Other limitations: no
comparison

Study Duration: 5
years

Follow -up: median
follow -up in survivors
of 7.2 years (range,
0.10613.8+)

ITT: No
Randomisation: No
Blinding: Not reported
Funding: not reported
Other limitations: no
comparison
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Referenz/
Studientyp

(Lacerda,
Arrais
Rodrigues et
al. 2017 )

9.30 RIC
9.31 HAPLO

Retrospective
study

(Mariotti,
Devillier et al.
2018)

9.30 (MRD &
MUD) vs.
HAPLO

9.31 MMA vs.

RIC vs. MAC

|l

1

|l

il

il

Untersuchte Population

n=24

Recruitment: 2011 -2014
Inclusion Criteria: 1
Relapsed or refractory
HL
Who underwent a RIC -
haplo -SCT with PT-Cy

== =

Exclusion Criteria:
not reported l

n=64

Recruitment: 2009 -2015

Inclusion Criteria:
Relapsed HL after HDCT
and ASCT 1
availability of a donor
for allogeneic SCT
treated with an
allogeneic transplant at Ll
2 institutions

© Leitlinienprogramm Onkologie |

Intervention

n=24

Baseline
characteristics:
Median a ge:

27 years
(range, 16 to
43 years)
Stage:

Male: 58%,
Female: 42%
Recurrence
status : R&R

haploidentical
n=230

Baseline
characteristics:

s der GRADE-Methodik

Kontrolle

No comparison

HLA-identical

n=34

Baseline
characteristics:

Median a ge:
31 years
(range 19-
66)

Stage: not
reported

Median a ge:
31 years
(range 18 -62)
Stage: not
reported
Male:56%
female:44%

Leitlinienreport Hodgkin Lymphom

1

= =4 =4 —a

untersuchte Hauptergebnisse
Endpunkte
nonrelapse 1 OS (at2years):
mortality 66%
(cumulative
incidence 1 PFS(at2years) :
progression - 54%
free survival
(PFS) 1 NRM
T At 100 days: 13%
T At 2 years: 26%

1  AE: not reported

1  QoL: not reported

T Other:
1 acute (100 -day) GVHD
grades Il to IV:
17%
1 chronic GVHD (at 2
years)
24%
NRM Donor type
(O] 1 OS (3-year OS, %, 95% ClI)
PFS HLAid: 52 (34 -67)
GVHD- Haplo :56 (37 -73)
freelrelapse - Multivariable HR 1.6 (95% ClI
free survival 0.5-4.9)
(GRFS)

1  PFS(3-year PFS, %, 95%
Cl)
HLAid: 29 (15 -45)
Haplo: 60 (41-74)
Multivariable HR 0.4 (95% CI
0.05 -4.3)
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Study Duration:  not
reported

Follow -up: median
follow -up was 30
months (range, 7 to
50 months).

ITT: No
Randomisation:  Yes
Blinding: Not reported
Funding: not reported
Other limitations:
retrospective analysis
of medical records, no
comparison group

1 Study Duration:
reported

1 Follow -up: HLA-id:
median follow -up 57.7
months (range 4-195),
HAPLO: 38 months
(range 11 -66)

1 ITT: No

i Randomisation: No

1 Blinding: Not reported

9 Funding: not reported

not
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse m ethodische
Studientyp Endpunkte Bemerkungen
Exclusion Criteria: T Male:70% T Recurrence 1 Other limitations:
1  not previous allogeneic female:30% status: R/R 1 Relapse (3 -year relapse, retrospective study
SCT, T Recurrence %, 95% CI)
1  active uncontrolled status : R/R HLAid: 62 (41 -76)
infection, Haplo: 60 (4 -28)
1 central nervous system Multivariable HR 0.17 (95%
disease, Cl10.03 -0.82)
1  Karnofsky performance
status <60%, T NRM (1 -year NRM, %, 95%
1 and severe organ Cl)
dysfunction, including HLAid: 9 (2-21)
left ventricular ejection Haplo: 26 (12 -43)
fraction <40%, diffusion Multivariable HR 4.8 (95% Cl
capacity of the lung for 0.8-27.6)
carbon monoxide <50%,
and creatinine clearance 1  GRFS (l-year GRFS, %,
<50 mL/min. 95% CI)

HLAid: 17 (7 -32)

Haplo: 47 (28 -63)
Multivariable HR 0.6 (95% ClI
0.2-1.4)

1  AE: not reported
1  QoL: not reported

Conditioning
1 OS (3-year OS, %, 95% CI)
NMA: 65.4 (46 -78)
RIC: 45.4 (45.4 (24 -65)
MAC: 25 (1 -66)
Multivariable HR RIC/MAC vs.
NMAC 2.4 (95% CI1 0.9 -6.3)

1 PFS(3-year PFS, %, 95%
cl
NMA : 59 (41 -73)
e
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse m ethodische
Studientyp Endpunkte Bemerkungen

RIC: 30 (14 -48)

MAC: 25 (1 -66)

Multivariable HR  RIC/MAC vs.
NMAC 1.5 (95% CI 0.1 -14.2)

1 Relapse (3 -year relapse,
%, 95% ClI)
NMA: 35 (19 -51)
RIC:50 (28 -69)
MAC: 0 (0 -0)
Multivariable HR -

1 NRM (1 -year NRM, %, 95%
Cl)
NMA: 6 (1-17)
RIC: 24 (9 -42)
MAC: 75 (2 -98)
Multivariable HR -

1 GRFS (1-year GRFS, %,
95% CI)
NMA: 39 (14 -54)
RIC: 25 (11 -42)
MAC: 25 (1 -66)
Multivariable HR  RIC/MAC vs.
NMAC 0.9 (95% CI 0.3-2.11)

Tabelle 51: Evidenzbasierte Empfehlung 9.3 0.

Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene

Publikationen
(Rashidi, Search Allo genic stem 1  Overall 38 studies reporting on 1850 patients Overall quality of Phillips et al.
Ebadi etal. 1 Medline and cell survival included in review included studies: Jones et al.
2016 ) Embase from  transplantation (09) Low, Kohortenstudien Anderson
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Referenz/
Studientyp

SR
la

1

1

Untersuchte
Studien

inception
until 1 June
2015.
References
cited in the
included
articles were
manually
searched to
find any
additional
reports.

Inclusion

criteria:
full -text
articles
published in
English were
considered
reporting of
at least one
of the two
primary
endpoints

Exclusion

criteria:
reviews or
meta -
analyses not
reporting
primary data
abstracts
conference
proceedings

untersuchte
Endpunkte

(verglichene)
Interventionen

1 Relapse -
free
survival
(RFS)

(At 6 months,
1 year, 2
years and 3
years)

1  cumulative
incidence
of relapse
(CIR)

1 non -
relapse
mortality
(NRM).

© Leitlinienprogramm Onkologie |

1

Leitlinienreport Hodgkin Lymphom

-Methodik

Hauptergebnisse

OS (pooled estimate, 95% CI)
6 months: 83 % (75 891)% (I2=74.6%)
1 year: 68%(62874)% (12=76.7%)
2 years: 58%(52064)% (12=72.4%)
3 years: 50% (410858)% (12=86.2%)

1 RFS (pooled estimate, 95% CI)
6 months: 77% (59 & 91)% (12=87.1%)
1 year: 50% (42 - 57)% (12=78.1%)
2 years: 37% (31 0 43)% (I>=74.69%)
3 years: 31% (25 06 37)% (12=78.8%)

1 CIR (pooled estimate, 95% CI)
6 months: 15% (6 027)% (12=79.4%)
1 year: 34% (30 839)% (12=75.5 %)
2 years: 42%/(350849)% (12=72.4%)
3years: 46 %/(4003851)% (1>=71.5%)

T NRM
6 months: 13 (6 622)% (1>=75.4%)
1year: 19 (14 824)% (12=53.4%)
2 years: 19 (14 625)% (12=68.3%)
3years: 19 (14 624)% (12=69.1%)

Safety/AE: not reported

QoL: not reported

Other relevant outcomes

Accrual initiation in year 2000 or

later was associated with higher 6 -
month (P00.01) and 1 -year (P<0.01)
0OS, and lower 1-year NRM (P =
0.021).

methodische
Bemerkungen

Follow -Up: 0.5, 1, 2 and
3yearsforOSand R FS

Randomisation : no
ITT: No

Blinding : no

Funding : Washington
University Institute of
Clinical and Translational
Sciences grant UL1
TR000448 from the
National Center for
Advancing Translational
Sciences.

Heterogeneity:

1 Random effects model
1112 fir Heterogenitat: siehe
Hauptergebnisse

| Version 3.0 | Oktober 2020

Literaturbelege/
eingeschlossene
Publikationen

Carella
Nachbaur
Cooney
Anderlini et al.
Hahn et al.

Tey etal.
Majhail et al.
Thomson et al.
Sureda et al.
Sureda et al.
Burroughs et al.
Burroughs et al.
Burroughs et al.
Armand et al.
Anderlini et al.
Verholen etal.
Rodrigues et al.
Robinson et al.
Devetten et al.
Claviez et al.
Brunstein et al.

Moskowitz et al.

Sarina et al.
Shafer et al.
Johansson et al.
Chen et al.
Anderlini et al.
Sureda et al.
Paillard et al.
Marcais et al.
Sobol et al.
Raiola et al.
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Referenz/
Studientyp

Untersuchte
Studien

commentarie
S,

editorials

no primary
endpoints
reported

Evidenzbasierte Empfehlung 9.30.:

Referenz/
Studientyp

(Messer,
Steinzen et
al. 2014 )

(verglichene)

untersuchte

Interventionen Endpunkte

Tabelle 52: Evidenzbasierte Empfehlung 9.31.

Untersuchte
Studien

randomized and
non -
randomized,
prospective and
retrospective
comparative
studies , registry
analyses
(comparing two

untersuchte
Endpunkte

(verglichene)
Interventionen

allo-SCT from UD 1 overall
transplants survival
compared to RD (0s)
allo-SCT T disease-
free
. survival
alternative donor (DFS)
sources: Haplo T relevant
and UCB therapy -
related

© Leitlinienprogramm Onkologie |

-Methodik

=a =4 =8 =4

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

Hauptergebnisse

10 studies included in review

Results (comparative studies)

methodische
Bemerkungen

Previous auto -SCT was associated
with higher 6 -month (P00.01), 1 -year
(P00.01), 2 -year (P =0.01) and 3 -year
(Po 0.01) OS, higher 6 -month
(P00.01) and 1-year (P =0.002) RFS,
and lower 6 -month (P = 0.006), 1-
year (P00.001), 2 -year (P = 0.002)

and 3 -year NRM (P = 0.007).
Chemosensitive disease (CR/PR

before allo -SCT) was associated with
higher 1 -year (P =0.010), 2 -year (P =
0.032) and 3 -year (P =0.022) RFS,
and higher 1 -year (P00.01) and 2 -
year (P =0.01) OS.

Prior radiation therapy (P = 0.04) was
significantly associated ~ with higher
3-year OS.

methodische
Bemerkungen

Overall quality of
included studies: high
risk of bias

OsS:

UD Transplants

no significant differences

Three -year survival: range 38% -62%
(patients with an RD transplant),
45%-57% (patients with a UD
transplant)

Follow -Up: 3-106 months
Randomisation:  not all
ITT : not reported

Blinding: not reported
Funding : not reported

| Version 3.0 | Oktober 2020
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Literaturbelege/
eingeschlossene
Publikationen

Garcias etal.
Chen et al.
Chen_2 etal.
lllidge etal.
Kako et al.
Ramirez et al.
Satwani et al

Literaturbelege/
eingeschlossene
Publikationen

Anderlini 2008
Armand 2008
Burroughs 2008
Peggs 2005

Tomblyn -Bachanova
2008

Devetten 2009
Johansson 2011
Rambaldi 2012
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Referenz/
Studientyp

Untersuchte
Studien

treatment
options ), non -
comparative
studies
(minimum
number of 10
patients
allografted fr om
a uD)
searched in
April

2010, July
2011, February
2012 , January
2013 in
MEDLINE,
EMBASE,
CENTRAL,
Cochrane
Database of
Systematic
Reviews,
Database of
Abstracts of
Reviews of Eff
ects, Health
Technology
Assessment
Database

Inclusion
criteria:

untersuchte
Endpunkte

(verglichene)
Interventionen

complicatio
ns

f  health -
related
quality of
life and/or
other
parameters
of quality
of life (e.g.
fatigue),

1 psychosoci
al aspects

= =4 =2

Hauptergebnisse

Chen et al.: no statistically
significant differences for donor
types with regard to OS (hazard ratio
[HR] = 0.72, 95% confidence interval
[CI] [0.22; 2.29], p = 0.57, univariate
analysis)

Sureda et al.: type of donor did not
have a significant impact on OS,
hazard ratios were not reported

9 Umbilical cord blood

transplants/haploidentical transplants
Tomblyn/Bachanova et al.: median
survival and 1 -year OS showed a
non -significant tendency for better
results in the related donor group
OS rates for 3 years and higher were
not reported
Burroughs et al.: Data for OS were
not significantly different between
haploidentical, UD and RD
transplants

PFS

UD transplants

one study showed a statistically
significant benefi t of UD allo -SCT
no significant differences  were
observed int he remaining studies
PFS rates after 1 year: 27 866%, after
4 years: 23 836% for patients with RD
transplants, PFS rates after 1y ear:
41-60%, after 4 years: 19 0330% for
patients with UD transplants

Two studies supported the tendency
that the type of donor  had no

infl uence on PFS (Sureda et al .

methodische
Bemerkungen

Literaturbelege/
eingeschlossene
Publikationen

Brunstein 2009
Rodriguez 2009
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untersuchte
Endpunkte

Untersuchte
Studien

Referenz/
Studientyp

(verglichene)
Interventionen

1 adult patients
with HL (at
least 80%, or
subgroup
analyses for
this patient
group had to
be available )

9 compare allo -
SCT from UD
transplants
with RD allo-
SCT,
alternative
donor sources
such as Haplo
and UCB

1 All languages

T full -text
docu ments

Exclusion
criteria:
1 not reported

© Leitlinienprogramm Onkologie |

-Methodik

methodische
Bemerkungen

Hauptergebnisse

hazard ratios not given; Chen et al.:
HR = 0.49, 95% CI [0.19; 1.31], p =
0.15, univariate analysis)
9 Umbilical cord blood
transplants/haploidentical transplants

1  1l-year PFS compar able for UCB and
RD transplants

1  Median PFS: distinctly higher in RD
patients (18 vs. 6 months)

1  Burroughs etal.: significantly higher
median PFS rates for patients with
Haplo transplants compared to RD
and UD transplants: HR = 0.30, 95%
Cl1[0.1; 0.6], p=0.01 (RD) and HR =
0.46, 95% CI [0.2; 0.9], p=0.03 (UD)

Safety/AEs :
Graft -versus -host disease

UD transplants
Anderlini et al.: statistically significant

impact of donor source on the risk of
acute GVHD (grade Il 8 1V)
chronic GVHD : tended to be increased
in UD transplant recipients , reported as
statistically significant in one study only

1  Umbilical cord blood
transpl ants/haploidentical transplants
rates for acute GVHD (grade Il & IV): not
signifi cantly different for UCB
transplants when compared  to RD
chronic GVHD: s imilar results
2-year chronic GVHD: 35% in patients
with Ha plo transplants, not signifi  cantly
different , 63% in UD transplant

= =a =
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Literaturbelege/
eingeschlossene
Publikationen

276
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Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene
Publikationen

recipients , 50% in matched RD
transplants

1  QoL: not reported

Other relevant outcomes
Transplant related mortality
(TRM)/non -relapse mortality
T UD transplants: Data were reported
for one study: 100 -day and 2 -year
TRM: no statistically significant
differences between patients with RD
and UD transplants
Burroughs etal.: NRM tended to be
higher in the RD group than in the UD
group
Peggs et al.: statistically
significantly lower NRM in the RD group
(7% at 2 years)
1  Umbilical cord blood
transpl ants/haploidentical

transplants
TRM for UCB transplants : not reported

100 -day and 2 -year NRM for Haplo and
UD transplants : were comparable ,
Compared to matched RD transplants,
significant diff erences were reported in
favor of pa tients with Haplo transplants:
HR = 0.14, 95% CI [0.0;

0.07], p =0.02

= =

Results (non-comparative studies)
0os

1
1 UD Transplants
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Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene
Publikationen

1-year rate: range 41 -83
3-year rate: range 28-59
1 PFS
1 UD Transplants
1-year rate: range 30 -46
4-year rate: 22
M Safety/AEs
f GVHD (cumulative incidence)
T Acute GVHD:
Devetten 2009: 60% (grade Il 8 IV) at
day 100
Johansson 2011: 30% (grade Il & 1V)
Rodrigues 2009: 12% (grade Il 3 1V)
at day 100
1  Chronic GVHD at 2 years:
Devetten 2009: 68%
Johansson 2011: 45%

1  QoL: not reported

Other
TRM

UD Transplants
100 -day rate: range 13 -15

2-year rate:range 22-33

= =4 =2

Descriptive statistics:
patient characteristics
Median Age: 48 years
country of origin
USA
Europe
World -wide
Sweden
Italy

=a =4 =4 —a -8 —a —a
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Referenz/
Studientyp
(Bachanova,
Burns et al.
2015)
Retrospective,
comparative
study

3b

Tabelle 53: Evidenzbasierte Empfehlung 9.31.

Untersuchte Population

n= 1593
Inclusion Criteria:

1 18 years

1 non-HL or HL who
underwent transplant with
an 8/8 allele HLA MUD, 1
Ag or allele MMUD and UCB
transplanted in the US
between 2 000 and 2010
Exclusion Criteria:

I Patients with planned
second transplants, ex
manipulated grafts

1 Patients with rare
aggressive histologies
(aggressive NK cell
neoplasms, lymphoblastic
lymphoma, Burkitt
lymphoma and primary
central nervous system
lymp homa)

-vivo

© Leitlinienprogramm Onkologie |

Intervention

Arm A:

n= 1176 (HL:
n= 233, 20%)
MUD

Baseline

characteristics:
Age: median:

50 (range
18-75)
Stage: not
reported
Recurrence
status: not
reported
Male sex:
749 (64%)

r Evidenz mittels der GRADE -Methodik

Kontrolle untersuchte
Endpunkte
Arm B: Primary
n= 275 (HL: n=  70OS after HCT
74, 27%) Secondary
MMUD T1PFS
Baseline T Relapse
characteristics: 1 Non -relapse
Age: median: mortality
45 (rage 18 - qGrade Il -IV GVHD
1) and chronic
Stage: not GVHD
reported
Recurrence
status: not
reported
Male sex:
164 (60%)
Arm C:
n=142 (HL:n=
39, 27%)
ucB
Baseline
characteristics:

Age: median:
45 (range 19 -
73)

Stage: not
reported
Recurrence
status: not
reported

Male sex: 79
(56%)

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

f0s:
T A 43% (95% CI: 40 -46)
1 B:37% (32-43)
1 C:41% (33-50)

1  A:33% (95% ClI: 30 -36)
1 B:30% (25-35)
T C:31% (23-39)

TAE: not reported

fNeutrophil and platelet

engraftment
1  Neutrophil recovery at
day 28 :

MUD: 94 (92 395) MMUD:
94 (90 396) UCB: 66 (57 &

73)
p-value: < 0.001

1  Neutrophil recovery at
day 100 :

MUD: 95 (94 -96)
MMUD: 95 (92 -97)
UCB: 87 (80 -92)
p-value: 0.023

1  Platelet recovery 20x10 °
at day 100 :
MUD: 86 (84 888)
MMUD: 85 (80 889)
UCB: 68 (59 076)
p-value: < 0.001

T median time to  platelet
recovery : MUD: 16 (0 &
394), MMUD: 25 (1 649),
UCB: 45 (0 8334) days

| Version 3.0 | Oktober 2020
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methodische

Bemerkungen

1 Study Duration:  not
reported

1 Follow -up: Median: 55
months

1  A:57 months
(range: 6 -129)

f B:65(12-125)

1 C:25months (6 -73)

1 ITT: Not applicable

1 Randomisation:  Not
applicable

1 Blinding: Not applicable

1 Funding: Study related
conflicts of interest not
reported, Working
group non - and for -
profit supported

1 Other limitations:
cohort of lymphoma
patients undergoing
allograft is
heterogeneous and
skewed with high
proportion of patients
who were
chemorefractory (27%),
had failed autologous
HCT (50%) and radiation
therapy (70%). Thus
some patients were
heavily pre -treated and
these unrelated donor
HCTs were delayed and
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Referenz/ Intervention

Studientyp

Untersuchte Population

Kontrolle

-Methodik

untersuchte
Endpunkte

Hauptergebnisse

1
1

GVHD

acute GVHD (llalV) at
100 days:
MUD: 37 (35 840)

methodische
Bemerkungen
used after ot her
modalities failed to
control their disease.
Furthermore, the UCB

280

HCT were more recent
and follow -up was
shorter.

MMUD: 4 9 (43 855)
UCB: 26 (190634)
p-value: < 0.001
1 Acute GVHD (lll and IV)
at 100 days :
MUD: 20 (18 822)
MMUD: 24 (19 629)
UCB: 17 (11 823)
p-value: 0.17
1  Chronic GVHD at 3
years:
MUD: 51 (48 854)
MMUD: 48 (42 854)
UCB: 22 (15 630)
p-value: < 0.001
T QoL: not reported
1 Other:
1 Relapse
T A 33% (95% CI: 30-36)
1 B:25% (20-30)
T C:30% (22-38)
1  Non-relapse mortality
T  A:35% (95% Cl: 32 -38)
1 B:44% (39-50)
T C:37% (28-46)

Evidenzbasierte Empfehlung 9.31.:  Gauthier 2017 , Gauthier 2018 , Gayoso 2016 , Lacerda 2017 , Mariotti 2018 , Martino 2016

12.3.6.10. Palliativmedizin ( LA)

Verweis auf Palliativ -Leitlinie.
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12.3.6.11. Bewertung der Evidenz zum Kapitel Rezidivtherapie
Literatur: (Bednaruk -Mlynski, Pienkowska et al. 2015 ), (Hutchings, Loft et al. 2006 ), (Mocikova , Obrtlikova et al. 2010 ), (Voltin, Goergen et al. 2018

Diagnostic Sensitivitat * - wyy3

test accuracy moderate

single

studies

Spezifitat 1 - - - +2 - yyyd
moderate

1: 0The | ack of a satisfactory diagnostic gold standard |imits the reliability of accuracy calcul at
2: wenige Patienten in den Einzelstudien eingeschlossen , Erstlinienpatienten

Literatur: (Jerusalem, Beguin et al. 2003 ), (Lee, Zuckerman et al. 20 10), (Mocikova, Obrtlikova et al. 2010 ), (Zinzani, Tani et al. 2007 )

Diagnostic Sensitivitat - SSsSt
test accuracy moderate
single
studies
Spezifitat - - - +! - §§&t
moderate
1: wenige Patienten in den Einzelstudien eingeschlossen, Biopsie ist der Goldstandard, der teilweise zu einem anderen Ergebnis kommt, als die  PET

Z % oz

Literatur: (Jerusalem, Beguin et al. 2003 ), (Lee, Zuckerman et al. 2010 ), (Mocikova, Obrtlikova et al. 2010 ), (Petrausch, Samaras et al. 2010 ), (Zinzan i, Tani et al. 2007 ), (Zinzani, Stefoni
etal. 2009 )
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Diagnostic Sensitivitat Sttt
test accuracy very low
single
studies
Spezifitat - - +! ++2 - Sttt
very low
1: idealerweise wird eine Biopsie durchgefiihrt, die Ergebnisse von anderen Untersuchungsmethoden wurden indirekt tiber Anzahl Rezidive verifiziert
2: wenige Patienten in den Einzelstudien eingeschlossen, Biopsie ist der Goldstandard, sehr wenige Patienten erhielten keine Biopsie

Literatur: (Adams and Kwee 2016 ), (Brockelmann, Muller et al. 2017

Diagnostic Sensitivitat SSsSt
test accuracy moderate
meta -
analysis
Spezifitat - - - +! - §§§8t
moderate
1: Werte fur Sensitivitatund ~ Spezifitdt hinsichtlich der Vorhersage eines Todesfalls unprazise geschatzt, allerdings zeigt sich in der Analyse von Risikofaktoren von Brockelmann et al PET -

z oz oz

Befund als relevanter prognostischer EinfluRfaktor

Literatur (Brockelmann, Muller et al. 2017 ), (Devillier, Coso et al. 2012 ), (Moskowitz, Matasar et al. 2012 ),
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Retrospectiv Gesamtuberl

e Studien, eben Iow
Brockelmann
prognostisch
Progressions S§Stt
freies low
Uberleben
Behandlungs
bedingte
Mortalitét
Langzeitneb §Stt
enwirkungen low
Lebensqualit
at

1: indirekte Evidenz fur den Endpunkt Therapiewechsel
2: Werte fur Sensitivitat und ~ Spezifitat hinsichtlich der Vorhersage eines Todesfalls unprazise geschétzt

Literatur: (Palmer, Goggins et al. 2011 ), (Sucak, Ozkurt et al. 2011 )

Diagnostic Sensitivitat Sttt
test accuracy very low
studies
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Spezifitat Sttt

very low

1: sehr heterogene Studienergebnisse mit kontrédren Aussagen hinsichtlich der Vorhersagegiite eines positiven bzw. negativen PET -Befundes
2: Werte fur Sensitivitat und ~ Spezifitdt hinsichtlich der Vorhersage eines Rezidivs bzw. Todesfalls unprazise geschétzt

Literatur: (Rancea, Monsef et al. 2013 )

Systematic Gesamtiiberlebe vyyd
review n moderate
Progressionsfrei - - - +1 - wyyd
es Uberleben moderate
Behandlungsbed - - - +2 o pyw3 3
ingte Mortalit&t low
Langzeitnebenwi Not reported
rkungen
Lebensqualitat Not reported

1: insgesamt kleine Patientenzahl (157)
2:sehr wenig behandlungsbedingte Todesfélle
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Literatur: (Schmitz, Pfistner et al. 2002

Gesamtuberl

prognostlc eben Iow

factor

analysis and

score
Progressions - - - +1 - $§8tt
freies low
Uberleben
Behandlungs - - - +1 = §S8tt
bedingte low
Mortalitat
Langzeitneb Not reported
enwirkungen
Lebensqualit Not reported
at

1 : Frage nicht als RCT beantwortet , Reinduktionstherapie in beiden Gruppen gleich
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Literatur: (Josting, Rudolph et al. 2002 )

Prospektive Gesamtiberl
Studie eben
Progressions -
freies
Uberleben
Behandlungs -
bedingte
Mortalitat *
Nebenwirkun -
gen
Lebensqualit
at
1: Ansprechrate statt PFS gemessen
2: insgesamt kleine Patientenzahl, keine Todesfalle aufgetreten
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Not reported

Sttt

very low

low

low
Not reported



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

Literatur: (Santoro, Magagnoli et al. 2007

Empfehlung Design

9.12. Salvage

Therapie

IGEV Prospektive
Studie

GDP, RCT &
retrospective
Studie

Endpunkt

Gesamtiberl
eben
Progressions
freies
Uberleben
Behandlungs
bedingte
Mortalitat *
Nebenwirkun
gen
Lebensqualit
at
Gesamtiberl
eben

Progressions
freies
Uberleben
Behandlungs
bedingte
Mortalitat 2
Nebenwirkun
gen
Lebensqualit
at

) for IGEV, (Crump, Kuruvilla et al. 2014

Verzerrungs Inkonsistenz

-risiko

1: Ansprechrate statt PFS gemessen ; 2: insgesamt kleine Patientenzahl, keine Todesfalle aufgetreten

Patientenzahl (n=82) ; 4: Verzerrungsrisiko: unverblindete Studien

Literatur: (Josting, Muller et al. 2010 )
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-Methodik
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) for IGEV and GDP, (Moccia, Hitz et al. 2017 ) for GDP
Indirektheit Imprazision Weitere Gesamtqualit at
Uberlegung
en
= = = sStt
low
+ ; - Sttt
very low
+ - - Sttt
very low
- - - s§Stt
low
Not reported
+43 §Stt
low
++3 - - Sttt
very low
Not reported
+43 - - Sttt
very low
+43 - - Sttt
very low
;3: RCT fur aggressive Lymphome, HL nicht eingeschlossen; retrospektive Studie: kleine HL-
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RCT 2 2 +1 .

Gesamtiiberlebe - vyy3

n moderate

Progressionsfrei - - - +1 - yyyd

es Uberleben moderate

Behandlungsbed - - - +2 o yyw3 3

ingte Mortalitét low

Nebenwirkungen - - - - - Yyyy
high

Lebensqualitéat Not reported

1: insgesamt kleine Patientenzahl
2:sehr wenig behandlungsbedingte Todesfalle
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12.3 . Evidenztabellen und Bewertung der Eviden  z mittels der GRADE -Methodik

Literatur: (Rancea, Monsef et al. 2013 ), (Josting, Muller et al. 2010 )

Systematic Gesamtiberl
review, RCT eben

Progressions - - - +* -
freies
Uberleben
Behandlungs - - - +2 =
bedingte
Mortalitat
Langzeitneb
enwirkungen
Lebensqualit
at
1: insgesamt kleine Patientenzahl
2:sehr wenig behandlungsbedingte Todesfalle
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yyywd

moderate
yyywi

moderate

wyy3 3

low

Not reported

Not reported
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Literatur: (Moskowitz, Matasar et al. 2012

Prospektive Gesamtuberl Sttt

Studie eben very low
Ereignisfreies - - - +1 - Sttt
Uberleben very low
Behandlungsbed Not reported
ingte Mortalitét
Nebenwirkungen - - - +1 - Sttt

very low

Lebensqualitat Not reported

1: insgesamt sehr kleine Patientenzahl

Literatur : (Walewski, Hellmann et al. 2018

Prospektive Gesamtiberl - - - - §Stt
Studie, eben low
single -arm
Ereignisfreie - - - - - §S8tt
s Uberleben low
Behandlungs Not reported
bedingte
Mortalitat
Nebenwirkun - - - - - $S§tt
gen low
Lebensqualit Not reported
at
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Literatur: (Chen, Zinzani et al. 2017 ), (Chen Zinzani et al. 2019 )

Prospektive Gesamtiberl

Studie eben Iow
Progressions - - - - - §S8tt
freies low
Uberleben
Behandlungs Not reported
bedingte
Mortalitat
Nebenwirkun - - - - - Sttt
gen very low
Lebensqualit Not reported
at
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Literatur: (Linch, Winfield et al. 1993 ), (Schmitz, Pfistner et al. 2002

RCTs Gesamtiberl
eben Iow
Progressions - - +1 +2 - §S8¢tt
freies low
Uberleben
Behandlungs - - +1 +3 = Sttt
bedingte very low
Mortalitat
Langzeitneb Not reported
enwirkungen
Lebensqualit Not reported
at

1: Frage nach Konditionierung nicht randomisieret untersucht
2: insgesamt kleine Patientenzahl
3: sehr wenig behandlungsbedingte Todesfélle

Literatur (Morschhauser, Brice et al. 2008 ), (Devillier, Coso et al. 2012 ), (Sibon, Morschhauser et al. 2016

Beobachtung Gesamtuberl -
sstudien eben Iow
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Progressionsfrei §8tt

es Uberleben low
Behandlungsbed Not reported
ingte Mortalitat

Langzeitnebenwi - - - - - $§Stt
rkungen low
Lebensqualitat Not reported

Literatur: (Moskowitz, Nademanee et al. 2015 ), (Moskowitz, Walewski et al. 2018

Gesamtuberl §Stt

eben low

Progressionsfrei - - - - - §8838

es Uberleben high

Behandlungsbed Not reported

ingte Mortalitat

Nebenwirkungen - - - +2 - §8§8¢t
moderate

Lebensqualitat Not reported

1: insgesamt wenig Patienten mit Event, keien Evidenz fur einen Unterschied zwischen beiden Armen
2: wenig Ereignisse

Literatur: (Josting, Muller et al. 2010 )
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12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

-Methodik

294

RCT

- + + - st

Gesamtuberl -

eben low
Progressions - - +* +2 - §Stt
freies low
Uberleben

Behandlungs - - +* +3 - Sttt
bedingte very low
Mortalitét

Nebenwirkun - - +1 - - §8§8t
gen moderate
Lebensqualit Not reported
at

1: Frage nicht randomisiert untersucht
2: insgesamt kleine Patientenzahl
3:sehr wenig behandlungsbedingte Todesfalle
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Literatur: (Josting, Nogova et al. 2005 )

Retrospektiv Gesamtiberl

e Analyse eben Iow
Progressions - - - - - $§8tt
freies low
Uberleben
Behandlungs Not reported
bedingte
Mortalitét
Nebenwirkun Not reported
gen
Lebensqualit Not reported
at
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Literatur: (Josting, Nogova et al. 2005 )

Retrospektiv Gesamtiberl

e Analyse eben Iow
Progressions - - - - - §S8tt
freies low
Uberleben
Behandlungs Not reported
bedingte
Mortalitat
Nebenwirkun Not reported
gen
Lebensqualit Not reported
at
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Literatur: (Ruffer, Ballova et al. 2005 )

Retrospektiv Gesamtiberl

e Analyse eben Iow
Progressions - - - - - §S8tt
freies low
Uberleben
Behandlungs Not reported
bedingte
Mortalitat
Nebenwirkun Not reported
gen
Lebensqualit Not reported
at
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12.3 . Evidenztabellen und Bewe rtung der Evidenz mittels der GRADE

Empfe hlung
9.25.
Alternativthera
pie zur
Transplantation

(Josting,

Nogova et al.

2005 )

(Santoro,
Bredenfeld
et al. 2000 )

Literatur: (Santoro, Bredenfeld et al. 2000

Design

Retrospektiv
e Analyse,
Prospektive
Analyse

Retrospektiv
e Analyse,
Prospektive
Analyse

Endpunkt

Gesamtiberl
eben

Progressions
freies
Uberleben
Behandlungs
bedingte
Mortalitat
Nebenwirkun
gen
Lebensqualit
at
Gesamtiberl
eben

Progressions
freies
Uberleben
Behandlungs
bedingte
Mortalitat
Nebenwirkun
gen

© Leitlinienprogramm Onkologie |

)

-Methodik

(Josting, Nogova et al. 2005 ), (Younes, Gopal et al. 2012 )

Verzerrungs Inkonsistenz Indirektheit

-risiko

Leitlinienreport Hodgkin Lymphom

Imprazision

Weitere
Uberlegung
en

| Version 3.0 | Oktober 2020

Gesamtqualitat

Sttt
very low

Not reported

Not reported

Sttt
very low
Not reported

Sttt

very low

Not reported

Sttt

very low

Sttt
very low

298
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Lebensqualit Not reported
at
(Younes, Retrospektiv Gesamtuberl - - +2 = - Sttt
Gopal et al. e Analyse, eben very low
2012) Prospektive
Analyse
Progressions - - +2 - - Sttt
freies very low
Uberleben
Behandlungs Not reported
bedingte
Mortalitat
Nebenwirkun - - +2 - - Sttt
gen very low
Lebensqualit Not reported
at
1: sehr kleine Patientenzahl eingeschlossen
2: indirekte Evidenz fir Younes 2012: es wurden nur Patienten eingeschlossen, die eine autologe Transplantation erhalten hatte n
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Literatur: (Chen, Zinzani etal. 201  9)

Prospektive Gesamtuberl

Studie* eben Iow
Progressionsfrei - - - - - §8tt
es Uberleben low
Behandlungsbed Not reported
ingte Mortalitat
Nebenwirkungen - - - + - §S§tt

low

Lebensqualitéat Not reported

1 single -arm Studien

Literatur: (Chen, Palmer et al. 2015 ), (Chen, Gopal et al. 2016 ), (Younes, Gopal et al. 2012 )

Phase 2, Gesamtiberle S§Stt
single arm ben low
Studie
Progressionsfr - - - - +1 §S8tt
eies Uberleben low
Behandlungsb Not reported
edingte
Mortalitat
Nebenwirkung - - - - - §Stt
en low
Lebensqualitat Not reported
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12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

301

Literatur: (Armand, Engert et al. 2018 ), (Younes, Santoro et al. 2016 ), (Chen, Zinzani et al. 2019

Prospektive
Studien

Gesamtiibe
rleben

Progressionsfr
eies Uberleben
Behandlungsbe
dingte
Mortalitat
Nebenwirkung
en
Lebensqualitat

Literatur: (Martino, Festuccia et al. 2016

), (Akpek, Ambinder et al. ), (Gajewski, Phillips et al. 1996 ), (Genadieva -Stavrik, Boumendil et al. 2016

Iow
S§Stt

low

Not reported

§stt
low
Not reported

), (Milpied, Fielding et al. 1996 )

Prospektive/
retrospektive
Studien

Gesamtiiberl
eben

Progressionsfrei
es Uberleben

Behandlungsbed
ingte Mortalitat

Langzeitnebenwi
rkungen

Lebensqualitat

Iow

§8tt
low
Not reported

s§stt
low
Not reported
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Literatur: (Gauthier, Castagna et al. 2017 ), (Gauthier, Poire et al. 2018 ), (Gayoso, Balsalobre et al. 2016 ), (Genadieva-Stavrik, Boumendil et al. 2016 ), (Giaccone, Festuccia et al. 2017 ), (Lacerda, Arrais
Rodrigues et al. 2017 ), (Mariotti, Devillier et al. 2018 ), (Martino, Festuccia et al. 2016 ), (Rashidi, Ebadi et al. 2016 )

Prospektive/ Gesamtuberl

retrospektive eben Iow

Studien
Progressions - - - §S8tt
freies low
Uberleben
Behandlungs Not reported
bedingte
Mortalitét
Langzeitneb - - - $§8tt
enwirkungen low
Lebensqualit Not reported

at
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Literatur: (Bachanova, Burns et al. 2015 ), (Gauthier, Ca stagna et al. 2017 ), (Gauthier , Poire et al. 2018 ), (Gayoso, Balsalobre et al. 2016 ), (Lacerda, Arrais Rodrigues et al. 2017 ), (Mariotti,
Deuvillier et al. 2018 ), (Martino, Festuccia et al. 2016 ), (Messer, Steinzen et al. 2014 )

Empfehlung Design Endpunkt Verzerrungs - Inkonsistenz Indirektheit Imprazision Weitere Gesamtqualitat
9.31. Allog ene risiko Uberlegung
Transplanation en
Meta- Gesamtiberle - - - - - $Stt
analysis, ben very low
prospekti
ve/retros
pektive
Studien
Progressionsfr - - - - - Sttt
eies Uberleben very low
Behandlungsb Not reported
edingte
Mortalitat
Langzeitneben Not reported
wirkungen
Lebensqualitat Not reported

1: sehr wenige Patienten untersucht
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12.3.7.

12.3.7.1.

Referenz/
Studientyp

(Knips,
Bergenthal et
al. 2019 )

SR

Verhalten vor, wahrend und nach der Erkrankung

Stellenwert von Sport

Tabelle 54: Evidenzbasierte Empfehlung 10.2.

Untersuchte
Studien

RCTs searched

in

9 Cochrane
Central
Register of
Controlled
Trials
(CENTRAL)
(The Cochrane
Library, 201 8,
Issue 7)

 MEDLINE
(1950 to
January 30,
201 8)

9 Conference

proceedings of

annual
meetings
(1990 to
2018) of the
following
societies:
American
Society o f
Hematology

(verglichene)
Interventionen

Intervention:
aerobic physical
exercise in
addition to
standa rd care

Comparator:
standard care

alone

untersuchte
Endpunkte

Primary
outcome
1 Overall
survival
(OS) or
mortality

Secondary
outcomes

1 QoL

1 Fatigue

1 Physical
performanc
e (e.g.
aerobic
capacity,
cardiovascul
ar fitness)

1 Anthropome
tric
measureme
nts (e.g.
weight,
body mass

1 index)

1 SAEs

© Leitlinienprogramm Onkologie |

-Methodik

(Vijayakumar and Myrianthopoulos )

Hauptergebnisse

18 studies (38 publications) included in

the review, n = 1892

Results:
1 OS: 1 study
RRO0.67 (P=0.112)
no difference
Mortality: 6 studies, n = 1172
RR1.10 (0.79 6 1.52; P =0.59)
no difference
1 QoL: 8 studies, n = 1259
SMD 0.11 (-0.03 8 0.24)
no difference
1 SAEs: 6 studies, n = 435
RR 1.39 (0.94 62.06; P =0.10)
no difference
9 Other relevant outcomes
1 QoL subscale physical functioning:
8 studies, n = 1329, SMD 0.15 (-0.01
060.32, 1 2 = 48%)
no difference
1 QoL subscale depression:
6 studies, n =445, SMD 0.19 (0.0 &
0.38, 1 2 = 0%)
small effect favouring exercise

Leitlinienreport Hodgkin Lymphom

und Fertilitatsprotektion

methodische
Bemerkungen

Overall quality of
included studies: unclear

Follow -Up: no (4), 12
weeks (1), 3 months (1),
100 days (1), 6 months
(1), 36 weeks (1)
Randomisation:
ITT : yes (6)
Blinding: no
Funding : Lance
Armstrong Foundation
(1), National Heart, Lung,
and Blood Institute and
the National Cancer
Institute (1), SolarisCare
foundation (1), The
Center for Integrated
Rehabilitation of Cancer

yes (3)

Patients, The Novo Nordic

Foundation, The

University Hozs

Centre for Health
Research (UCSF), The
Lundbeck Foundation,
The Novo Nordic
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(Kapitel 10)

Literaturbelege/
eingeschlossene
Publikationen

Alibhai 2014
Baumann 2010
Bryant 2018
Chang 2008
Coleman 2003
Coleman 2012
Courneya 2009
Cunningham 1986
DeFor 2007
Furzer 2016
Jacobsen 2014
Jarden 2016

Kim 2006

Knols 2011

Mello 2003
Persoon 2017
Streckmann 2014
Wiskemann 2015



12.3 . Evidenztabellen und Bewertung der Eviden

Untersuchte
Studien

Referenz/
Studientyp

(ASH) (2011 to
2017);
American
Society of
Clinic al
Oncology
(ASCO) (2011
to 2018 );
European
Hematology
Association
(2011 to
2018)

1 Databases of
ongoing trials:
met a-register
of controlled
trials (original
SR) ISRCTN,
EU clinical
trials register
clinicaltrials.g
ov (up to July
01, 2018,
update only)

1 Handsearching
of references:
We checked
references of
all identified
trials and
relevant review
articles for

(verglichene)

Interventionen Endpunkte

© Leitlinienprogramm Onkologie |

untersuchte

z mittels der GRADE -Methodik

Hauptergebnisse

QoL subscale anxiety:

6 studies, n = 445, SMD 0. 03
(-0.30 8 0.36, 1> =63 %)

no difference

Fatigue:

9 studies, n =826, SMD 0.31 (0.13 0
0.48, 172 = 31%)

effect favouring exercise

Physical performance:

13 studies, different outcome
definitions did not allow for pooling
data, results of each trial reported in

methodische
Bemerkungen

Foundation for Clinical
Nursing Research and the
Danish Cancer Society
(1), Zruich cnacer league
and the Federal
Authorities of the Swiss
Confederation, Federal
Department of Defenc e,
Civil Protection and Sport
(1), AMGEN (1)

Heterogeneity:

SR

1  Anthropometric measurements:

weight in

3 studies,n= 964, MD 0.44 kg ( -
194 82.82,P=0.72, I>?=0%)

no difference

lean body mass in 3 studies,

1 Random -effects model
1 12=29 % (mortality )

1 12 =26 % (QoL)

1 12=0% (SAEs)

body

n=290,MD 126 kg ( -1.22 63.74,P

=0.69, 12 = 0%)
no difference

Descriptive statistics:
Country of origin

1 USA(6)

1 Canada (2)

1 Germany (3)

1 Taiwan (1)

1 Switzerland (1)

1 Australia (1)

9 Denmark (1)

Leitlinienreport Hodgkin Lymphom
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Literaturbelege/
eingeschlossene

Publikationen

305
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further 1 the Netherlands (1)
literature 1 Brazil (1)
1 South Korea (1)
Inclusion
criteria:
M 18years
1 confirmed

diagnoses of
haematologica
| malignancies

1 studies that
evaluated the
response of
the participant
to aerobic
exercise

1 studies with
exercise
interventions
such as
moderate
cycling,
walking,
Nordic
walking,
running,
swimming and
other related
forms of sport

1 studies that
analysed
further
physical
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exercise
programmes,
such as
moderate
strength
training in
addition to the
aerobic
exercise
programme

Exclusion

criteria:

1 < 80% of
participants
with
haemat ologica
| malignancies

1 yoga, tai chi
chuan, gigong
and similar
types of
exercise

1 studies solely
exploring the
influence of
strength
training

1 studies
assessing
outcomes
without any
clinical impact
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12.3.7.2.

12.3.7.3.

Referenz/
Studientyp

(Chen, Xiao
etal. 2019 )
SR

Update von
(Chen, Li et
al. 2011 )

Antiemese

-Methodik

Derzeit keine Empfehlungen zugeordnet. Verweis auf Leitlinie Supportivtherapie.

Stellenwert der GnRH

Tabelle 55: Evidenzbasierte Empfehlung 10.10.

Untersuchte
Studien

RCTs searched

in

9 Cochrane
Central
Register of
Controlled
Trials
(CENTRAL;
2018, Issue
11)

9 MEDLINE via
Ovid (up to
November
2018)

1 Embase via
OVID (up to
November
2018)

1 Chinese
Biomedicine
Database (up
to November
2018)

1 Handsearching
of references

(verglichene)
Interventionen

1. GnRH agonists
or antagonists or
both v s. placebo
or other
interventions,
before or in
parallel to
chemotherapy

2. Combination of
GnRH agonists
and antago nists
vs.GnRH agonists
or antagonists
alone, before or in
parallel to
chemotherapy

3. GnRH agonists
or antagonists or
both plus other
interventions v s.
GnRH agonists or
antagonists or
both, or

untersuchte
Endpunkte

fIMenstruation
recovery or
maintenance
Premature
ovarian
failure
fiPregnancy
fOvulation
fiOvarian
sonography
fHormone
levels
fISurvival
Safety/AEs

© Leitlinienprogramm Onkologie |

-Analoga (Vijayak umar and Myrianthopoulos )

Hauptergebnisse

12 studies (13 publications)
the review, n = 1369

Results:

1. GnRH agonist + CTvs.C

1 Menstruation recovery or
maintenance: for 5
months follow -up: 178/239
110/221,RR 1.60 (1.14 0o
0.006, | 2 = 79%)

included in

T alone

studi es

VS.
2.24,P =

for 8 studies with > 12 months follow
up: 326/447 vs. 276/422, RR 1.08
(0.95 81.22, P =0.24,1 2 =56%)

9 Premature ovarian failure:
n =780, 43/401 vs. 96/379,
(0.31 60.61, P <0.00001, |

4 studies,
RR 0.44
2 = 0%)

1 Pregnancy: 7 studies, n =703,
32/356 vs. 22/34 7,RR 1.59 (0.93 &

2.70, P =0.09, | *=0%)

1 Survival : 5-year disease -free survival

in 1 study (Lambertini 2015)
80.5% (77.2 8 90.5) vs.
83.7% (76.1 089.1)
4-year disease -free survival
(Moore 2015):

Leitlinienreport Hodgkin Lymphom

| in 1 study

89% vs. 78% (P = 0.04)

methodische
Bemerkungen

Overall quality of
included studies: very
low

Follow -up:>12 months
in 9/12 studies
Randomisation:
ITT : not reported
Blinding: unclear
Funding : by the
university (Elgindy 2013),
research centres
(Lambertini 2015a;
Leonard 2017; Moore
2015; Munster 2012 ), a
pharmaceutical company
(Gerber 2011), not
reported ( Badawy 2009;
Gilani 2007; Giuseppe
2007; Karimi -Zarchi
2014; Song 2013;
Waxman 1987)

unclear

Heterogeneity:
1 Random effects model
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Literaturbelege/
eingeschlossene
Publikationen

Badawy 2009
Elgindy 2013
Gerber 2011
Gilani 2007
Giuseppe 2007
Karimi -Zarchi 2014
Lambertini 2015a
Leonard 2017
Moore 2015
Munster 2012
Song 2013
Waxman 1987
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Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene
Publikationen
for related other methods 4-year overall survival in 1 study  See: Results
articles alone, before or in (Moore 2015) : 92% vs. 82% (P = 0.05)
parallel to 9 Safety/AEs : varying numbers of
Inclusion chemotherapy studies included
criteria: (other M hotflush: 172/ 369 (46.6%) vs.
1 Premenopausa interventions 141/ 362 (39.0%) , RR 1.49 (0.16 o
| women being alternative 13.6, P =0.73,1 2 =99%)

(confirmed by
age, menstrual
history,
ovarian
sonography
and/or
hormone
levels, such as
FSH and
estradiol)

9 malignant or
non -malignant
conditions

1 receiving
GnRH
analogues
supplementati
on before orin
parallel to
chemotherapy

Exclusion
criteria:

1 Premenopau sa

| women who
had taken oral

treatments to
preserve ovarian
function, e.g. oral
contraceptive

pills)

© Leitlinienprogramm Onkologie |

1 vaginal dryness: 26/ 250 (10.4%) vs.
21/238 (8.8%), R R 1.18 (0.68 & 2.04,
P =0.55, | 2 = 0%)

1 urogenital symptoms: 95 /119
(79.8%) vs. 95/124 (76.6%), RR 2.37
(0.01 0448.16, P =0.75,1 *=96%)

1  sweating: 31/ 250 (12.4%) vs. 18/238
(7.6%), RR 1.65 (0.93 62.80,P =
0.09, | 2 = 0%)

1 headache: 40/ 250 (16.0%) vs.
20/238 (8.4%), RR 2.54 (0.54 &
11.92,P=0.24,1 *=75%)

T mood swings: 107/2 66 (40.2%) vs.
111/251 (44.2%), RR 1.00 (0.98 &
1.02,P=0.99,1 2=0%)

1 QoL: not reported

2. GnRH agonist -antagonist
cotreatment + CT vs. CT alone
1 Menstruation recovery or

maintenance: 1 study (Elgindy 2013) ,
n =50, 20/25 in both groups, RR 1.00
(0.76 6 1.32, P =1.00) during 12
months follow -up;
13/25 vs. 14/25, RR 0.93 (0.56 0

Leitlinienreport Hodgkin Lymphom
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contraceptive 1.55, P = 0.78) during > 12 months

pills or follow -up

hormone 9 Pregnancy: 1 study (Elgindy 2013) ,n
replacement =50, 1/25 vs. 0/25, RR 3.00 (0.13 &
therapy after 70.30,P=0.4 9)

chemotherapy 9 Survival: not reported

1 Safety/AEs : not reported
1 QoL: not reported

3. GnRH agonists/antagonists/ both +
other interventions vs. GnRH
agonists/antagonists/ both /other
methods alone, before/ in parallel to CT
Not reported

Descriptive statistics:

country of origin:

1 Egypt (2)

1 Iran (2)

1 ltaly (2)

1 UK (2)

1 Germany (1)

1 China (1)

1 USA (1)

1 Australia , Switzerland , Peru and USA

@
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Tabelle 56: Evidenzbasierte Empfehlung 10.10.

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
(Behringer, n=31 Arm A: Arm B: 1 Pregnancies after 1  Pregnancies 9 Study Duration:  not
Thielen et al. Inclusion Criteria: n=157 n=174 therapy A: 15% reported
2012) 1 Women diagnosed with HL 4 cycles of 2 cycles of M Cycle B: 26% 1 Follow -up: Mean
RCT 1 18 - 40 years ABVD BEACOPP esc. 1 Hormonal P=0.043, significant observation time:
1b 1 at time of fertility Baseline followed by 2 parameters (LH, difference 1 A: 42 months
assessment characteristics: cycles of ABVD FSH, AMH, 1  Regular cycle 1  B:43 months
1 being in remission for at Age: mean Baseline estradiol) A: 87% 1 ITT: not reported
least 12 months after 32 characteristics: ~ §Menopausal B: 83% 1 Randomisation: yes
therapy Stage (Ann Age: mean symptoms 1 Hormonal parameters 1 Blinding: not reported
foCore setdé con: gr?g)S II'IA,:A' 32 {| Factors FSH 1 Funding: Funding by
patients without 165’ 1 B: 26 itzg?) (’T‘ln . predicting Statistically Deutsche Krebshilfe,
contraception and sexual Recurrence \B:2 1A Pregnancy significant higher FSH Bundesministerium fur
intercours status: not 101, 11 B: 22 levels in arm A Bildung und Forschung
Exclusion Criteria: reported Recurrence compared to arm B and Kompetenznetz
1 Patients with stage 1B status: not AMH maligne Lymphome.
disease and bulky reported Statistically

mediastinal mass and/or
extranodal involvement

1 Patients with impaired
heart, lung, liver, or kidney
function; previous
malignant disease, or HIV -
positive status

1 were pregnant or lactating

© Leitlinienprogramm Onkologie |
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significant higher
AMH levels in older
patients in arm B
compared to arm A.
No evidence for a
difference in young
patients.
Menopausal
symptoms (on
Menopausal Rating
Scale)

No statistical
significant difference

in MRS score between

arm A and B.
1  Factors predicting
pregnancy
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Referenz/
Studientyp

(Blumenfeld,
Zur et al.
2014 )

Abstract only

Untersuchte Population

n= 380

Women who were exposed
to gonadotoxic
chemotherapy and GnRHa
vs. women without

agonists.

Intervention Kontrolle untersuchte
Endpunkte
n= 250 n= 130 Premature
ovarian failure
Monthly depot Women, with (POF)
IM injection of similar
GnRH analogue diagnoses and
in parallel to, treatment.
and until the
end of
chemotherapy.
Baseline Baseline
characteristics: characteristics:
1 Age: range f  Age: range
14-40 ears 14-40 years

Hauptergebnisse

Motherhood before
therapy
OR: 0.82
P=0.76
1  Chemotherapy
regimen
OR: 0.5
P=0.18
Pill consumption
OR: 1.64
P=0.43
1  GnRH concomitantly
administered to
chemotherapy
OR: 12.87
P=0.001
T Months since
chemotherapy
OR: 1.07
P=0.0008
fISpontaneously conceived:
ITGnRHa+chemotherapy group
N= 56 spontaneously
conceived 86 times, and were
delivere d of 70 healthy
neonates
fiControl group: n=18, 28
pregnancies [p<0.05]
flage of the patients who
spontaneously conceived
GnRHa group : 16-34, control
group: 16 -28 year s
iTGnRHa group : n=1,
spontaneously conceived

methodische
Bemerkungen

9 Study Duration:  not
reported

9 Follow -up: not reported

9 ITT: not reported

1 Randomisation: not
reported

9 Blinding: not reported

9 Funding: not reported

9 Other limitations: not
reported

© Leitlinienprogramm Onkologie |
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Referenz/
Studientyp

(Del Mastro,
Boni et al.
2011)
PROMISEGIM6

Randomized
trial (parallel,
randomized,
open -
label,phase 3
superiority
trial)

Included in
(Chen, Li et al.
2011)

1
f
f

1

1

1

Untersuchte Population

n= 281

Inclusion Criteria:

Premenopausal women
Age: 18 -45

Histologically proven stage
I, Il or lll breast cancer

Be candidates for adjuvant
or neoadjuvant
chemotherapy

Exclusion Criteria:
Previous chemotherapy,
radiotherapy, or for
both cancer or
nonneoplastic diseases
Evidence of distant
metastases
Other malignancies in
the previous 5 years,
except basal or
squamous cell
carcinoma of the skin or
adequately treated in
situ carcinoma of the
cervix

© Leitlinienprogramm Onkologie |

1

=

-Methodik

Intervention Kontrolle
Stage : not f  Stage: not
reported reported
Recurrence Al Recurrence
status : not status: not
reported reported

n= 148 n= 133

Chemotherapy Chemotherapy

combined with only

triptorelin

Addministered

intramuscularly

at a dose of

3.75 mg at least

1 week before

start of

chemotherapy,

then every 4

weeks for the

duration of

chemo therapy)

Baseline Baseline

characteristics: characteristics:
Age: median: T  Age: median:
39 (range: 39 (range:
24-45) 25-45)
Stage: | -l 1  Stage: I-lll
Recurrence 1  Recurrence
status: not status : not
reported reported

untersuchte
Endpunkte

Incidence of
chemotherapy
induced early
menopause

1 Menstrual
activity

T FSH levels

1 E2 levels

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

three times and was delivered

of three healthy neonates
despite two stem cell
transplantations [SCT], 11
years apart; n=1

spontaneously conceived four
times and was successfully

delivered of four healthy
neonates

fIntervention group:
Rate of early menopause:
8.9%

T Control group:

T Rate of early menopause:
25.9%

f/Absolute difference:
(95% confidence interval,
26% to -7.9%; P<.001)

10dds ratio (for treatment
related early menopause):
0.28 (95% confidence
interval, 0.14 to 0.59;
P<.001)

fIntervention group:
fIResumption of menses:

observed in 88 pts (63.3%;)

fiControl group:

fIResumption of menses:
observed in 60 pts (49.6%)

fAbsolute difference: 13.7%
(95% ClI, 1.0% to 26.5%;
P=.03)

| Version 3.0 | Oktober 2020

-17%

methodische
Bemerkungen

9 Study Duration:
October 2003 to
January 2008

1 Follow -up: 12 months
after last cycle of
chemotherapy

T ITT: yes (all randomized
patients included,;
missing values imputed
using multiple
imp utation method)

1 Randomisation :yes

1 Blinding: no (open -
label)

1 Funding : sponsored by
the Istituto Nazionale
per la Ricerca sul
Cancro, Genova, Italy,
and partly supported by
a grant from the
Associazione

Italiana per la Ricerca sul
Cancro, ltaly. The
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Referenz/
Studientyp

(Demeestere,
Brice et al.
2016)

RCT

1

Untersuchte Population

Pregnancy or lactation

n = 129 initally randomized

n =67 with available data
for analysis

HL and non -HL patients!

Inclusion Criteria:

© Leitlinienprogramm Onkologie |

1

-Methodik
Intervention Kontrolle
n= 32 n= 35
Baseline Baseline
characteristics: characteristics:
Age: mean 1 Age : mean
25 (range 26 (range 18 -
18-38) 38)
Stage: not | Stage: not
reported: HL reported: HL
patients = patients =

=

=

=

untersuchte
Endpunkte

Overall
survival
Disease -free
survival
Premature
ovarian
failure (POF)
Ovarian
reserve
Pregnancy
outcomes

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

flintervention group:

FSH evaluation: 104 of 139
pts (75%) underwent at least
1 FSH evaluation

TE2 evaluation: 98 pts (70%)
underwent at least 1 E2
evaluation

T Control group:

FSH evaluation: 83 of 121 pts
(68%) underwent at least 1
FSH evaluation

1E2 evaluation: 80 pts (66%)
underwent at least 1 E2
evaluation

I Triptorelin induced
temporary ovarian
suppression during
chemotherapy in
premenopausal patients with
early stage breast cancer
reduced the occurrence of
chemotherapy induced early
menopause

10S: 4 deaths in GnRHa group
and 2 deaths in control group

DFS: 82% (intervention) and
87.5% (control)

POF: A total of 6 out of 31
patients (19.4%) in the GnRHa
group and 8 out of 32
patients (25%) in the control
group experienced POF (P =
.763). An increased ri sk of

| Version 3.0 | Oktober 2020

methodische

Bemerkungen

triptorelin used in the

study was provided by

Ipsen, Milan, ltaly.

1 Other limitations:

1 Secondary analysis

1 Post hoc subgroup
analysis performed to
evaluate the effect of
the treatment in the
presence and absence
of tamoxifen

9 Study Duration:  July
2002 0o October 2015

1 Follow -up: median 5.33

years
TITT: no
9 Randomisation:  yes
1 Blinding: no (open -
label)

1 Funding : Celgene,
Janssen
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Referenz/
Studientyp

s der GRADE-Methodik

Untersuchte Population Intervention Kontrolle
1  Women between 18 19, non -HL = 23, non -HL =
and 45 years old with 13 12
lymphoma. 1  Recurrence 1  Recurrence
f  Menarche >2 year siziles status:
unclear unclear

1  Subject treated by
chemotherapy -induced
ovarian failure
including alkylant
agents (except less
than 8 ABVD)

1  Presence of both
ovaries (ovarian
biopsy or
hemiovariectomy for
cryopreservation
before treatment is
accepted).

1  Ability to give written
informed consent

Exclusion Criteria:

Main exclusion criteria:

1  pelvic irradiation

1  history ofa menorrhea (.
3 months)

f  thromboembolic

processes

severe hypertension

severe obesity

hepatic or renal

insufficiency

1  contraindicat ion of
intramuscular injection

1  prior chemotherapy
treatment

=a =a =4

© Leitlinienprogramm Onkologie |
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untersuchte
Endpunkte

Hauptergebnisse

POF was also observed
according to age (P =.047),
but not according to the type
of disease (P =.281), nor to
the coadministration of
GnRHa during chemotherapy
(P =.651;

fOther:

fOvarin reserve: Mean AMH
values decreased significantly
after treatment  (3.14 6 0.80
ng/mL at inclusion v 1.26 6
0.3 ng/mL after 2 to 4 years,
P =.039) and remained at a
similar level after 5 to 7 years
(1.58 6 0.38 ng/mL, P = .520;
individual values: Fig 3). A
higher rate of low AMH (AMH,
0.5 ng/mL) was observed in
both gro ups after 2 to 4
years of follow up

fPregnancy: 17 of 32 patients
(53.1%) and 15 of 35 patients
(42.8%) achieved pregnancy
in the GnRHa and control
groups, respectively (P =
A467) .
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methodische

Bemerkungen
Pharmaceuticals, Gilead
Sciences

1 Other limitations: high
drop out rate (50%) of
which 25% were due to
loss of follow -up or
unavailability of data
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Referenz/
Studientyp

(Donnez and
Dolmans 2011 )
State of the art
review

(Donnez,
Dolmans et al.
2013)

Untersuchte Population

1  presence of ovarian
abnormalities (other
than functional cysts )

1  ovarian insufficiency
defined as FSH . 1 5 IU/L
at the time of diagnosis

1 receiptof fewer than
eight cycles of ABVD

1 Adolescents and young
women requiring
chemotherapy with
alkylating agents

1 Cryobanking of ovarian
tissueAge: <35

n= 60

1 Hematologic diseases (35%)

© Leitlinienprogramm Onkologie |

-Methodik

untersuchte
Endpunkte

Intervention Kontrolle

N/A n {Strategies for
0 preserving
n fertility:
e 1Embryo
cryopreservation
fOocyte
cryopreservation
fOvarian tissue
cryopreservation

Restoration of
ovarian activity
and pregnancy

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

Hauptergebnisse

fOther: N/ A
TEmbryo cryopreservation is

effective for pts with mature

oocytes.
fiOocyte cryopreservation for

pts with or without partner.

Mature oocyte banking is

limited b< low success rate

f[Ovarian tissue
cryopreservation for pts who
need immediate CHT.

fOvarian cortex banking
should be offered before
chemotherapy in all cases
where emergency IVF is not
possible

115 live births obtained after
autotransplantation of
frozen -thawed ovarian tissue
in human.
T Other: NA
fCryopreservation of ovarian
tissue is the only option for
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
Fertility and 1 Malignant pathology (other prepubertal girls and women
Sterility than hematologic diseases) who cannot delay the start of
Review (45%) chemotherapy
1 Benign pathology (Turner

syndrome, family history of fRestoration of ovarian activity

POF, endomet riosis, observed in at least 52 cases

recurrent ovarian cysts, among the 56 (93%)

etc.) (20%)

fDonnezds series

1 Orthotopic reimplantation TRestoration of ovarian activity
of cryopreserved ovarian observed in 10 out of 13
tissue cases

1 Girls and young women
fPel | i seeies §Spain):
TRestoration of ovarian activity
observed in 17 out of 18
cases (four patients are still
to follow up)

fAnder sends serie
T Restoration of ovarian activity
observed in all 25 cases

111 out of 60 pts conceived (6
of them already del ivered 12
healthy babies)

TWorldwide 24 live births
obtained after orthotopic
reimplantation
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Referenz/
Studientyp

Untersuchte Population

(Karimi Zarchi,
Forat-Yazdi et

n= 42
Inclusion Criteria:

al. 2012 ) 1 Young women diagnosed
with breast cancer

Double blind

randomized Exclusion Criteria:

controlled trial Not reported

(conference

abstract only)

(Sverrisdottir,
Nystedt et al.
2009 )

n= 260

Four
randomized
multi -center
trials (ZIPP
study)

© Leitlinienprogramm Onkologie |

Intervention

n= not
reported

GnRH agonists
during
chemotherapy
with
cyclophosphami
de

Baseline

characteristics:

Age:
average:
36.5 (range:
30-45)
Stage: not
reported
Recurrence
status: not

reported

Goserelin
n= 63

Goserelin +
Tam
N =74

Tamoxifen

N =60

Baseline
characteristics

1

il

il

-Methodik
Kontrolle untersuchte
Endpunkte
n= not 1 Ovarian
reported function
1 Menstrual
not reported conditions
(examined with
. vaginal
Baseline - sonography)
characteristics: 9 Hormonal
Age: not parameters
reported (LH, FSH)
Stage: not
reported
Recurrence
status: not
reported
n= 63 Premature
ovarian failure
(POF) /
amenorrhea
Baseline
characteristics:

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

10S: not reported

PFS:not reported

TAE: not reported

flQoL: not reported

{Other:

fIntervention group:

TAfter 3 months: 84%
maintained ovarian function
After 6 months: 90.5%
maintained ovarian function

fiControl group:

TAfter 3 months: 14.3%
maintained ovarian function

T After 6 months: 33.3%
maintained ovarian function
(menopause symptoms:
flashes, night sweats, fatigue,
vaginal dryness)

1GnRH analogue can
significantly preserve ovarian
function (p<0.001)

fAmenorrhea in MF
chemotherapy treated
patients:

1At 3 months, 50% (13/26) of
the women in the control
group reported amenorrhea.
For women receiving
tamoxifen (T), the figure was
73% (19/26). Women treated
with goserelin (G) or
goserelin plus tamoxifen
(GT), reported amenor rheain
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methodische

Bemerkungen

1 Study Duration: 6
months?

1 Follow -up: not reported

1 ITT: not reported

1 Randomisation: yes

1 Blinding: double blind

1 Funding:

1 Other limitations: N/A

Study Duration: ~ August

1987 and March 1999

1 Follow -up: not repo rted

T ITT: not reported

1 Randomisation: yes

1 Blinding: no

9 Funding: Free drug was
supplied by ICI (now
AstraZeneca) for the
CRUK BCTG and GIVIO
trials. Payment towards
the cost of IHC
estimation of ERs in UK
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte
Studientyp Endpunkte
T Age: mean f  Age: mean
45 (range 46 (range 36 -
29-54) 55)
1 Stage: I-1I f Stage: I-1l
1  Recurrence  Recurrence
status: status:
women at women at
high risk of high risk of
recurrence recurrence

© Leitlinienprogramm Onkologie |
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Hauptergebnisse

93894% (26/28 and 34/36
respectively) of cases.

1At 24 months, i.e. after 2
years of endocrine treatment,
85% (17/20) of the controls,
95% (19/20) of the T group,
97% (29/30) of the GT and
92% (22/24) of the G group
were amenorrheic.

At 36 months, i.e. 1 year
after stopped endocrine
treatment, the proportion of
amenorrheic women in the
control group was 90%
(18/20), 87% (20/23) for the
T group, 93% (27/29) for the
GT group but had decreased
to 64% (14/22) for the G
group.

fAmenorrhea in
patients:

1At 3 months, 9% (3/34) of the

not tr eated

controls, 21% (6/29) of the T

group, 86% (31/36) of the GT

group and 97% (32/33) o fthe

G group were amenorrheic.
1At 2 years after

randomization, 13% (4/31) of

the controls, 21% (5/24) of

the T -group, 69% (22/3 2) of
GT-group and 82% (23/28) of

the G -group reported
amenorrhea.

1Six months after completed
endocrine treatment, 17%
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methodische

Bemerkungen
patients was also given.
In the UK the trial was
supported by a grant
from the CRUK (formally
Cancer Research
Campaign). In Italy the
coordination of the trial
was supported by an
educational grant from
AstraZeneca. The
Stockholm trial received
funding from the King
Gustaf V Jubilee Fund
and an unrestric ted
research grant from
AstraZeneca.

1 Other limitations: none
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Referenz/
Studientyp

(Wilson,
Gossiel et al.
2016)
Secondary
endpoint -
analysis of
OPTION trial
(RCT)

Untersuchte Population

n= 227

Inclusion Criteria:
1 Not reported

Exclusion Criteria:
1 No follow up time point
sample

© Leitlinienprogramm Onkologie |

Intervention

n=54
CT alone

Baseline
characteristics:

-Methodik

Kontrolle

n=54
CT + Goserelin

Baseline
characteristics:

Age: median:

41.5 (range:
30-51)
Stage: not
reported
Recurrence
status: not
reported

Age: median:
41.0 (range:
26-49)
Stage : not
reported
Recurrence
status: not
reported

untersuchte
Endpunkte

Not reported

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

(5/29) of the controls, 12%
(3/24) of the T group, 28%
(8/29) of the GT group and
37% (10/27) of the G group
were amenorrheic.

1At 36 mo nths, i.e. 1 year
after completed endocrine
treatment, 20% (6/30 and
5/25 respectively) of the
controls and T group, 32%
(10/31) of the GT group and
41% (12/29) of the G group
were amenorrheic.

{Other:

fBaseline BALPand NTX:

fSimilar between CT and CT+G
groups

fMedian [IQR] BALP (>g/l) :6.1
[4.967.9] and 6.3 [4.7 87.5]

fTMedian [IQR] NTX
(nmol/mmol creatinine) : 33.9
[23.3 843.2]and 34.9 [28.8 &
47.2]

fAdjuvant tamoxifen use:
fSimilar between both groups
(CT: n=20, CT+ G: n=22)

fAcute/on treatment median
[IQR] NTX:

{significantly in creased at 6
months (6/12) in patients
treated with CT+G
(6/12 =57.8 [39.4 872.9]

| Version 3.0 | Oktober 2020

methodische
Bemerkungen

9 Study Duration:  not
reported

1 Follow -up: not reported

9 ITT: not reported

1 Randomisation: yes

1 Blinding: not reported

1 Funding: Anglo Celtic
Cooperative Oncology
Group, Cancer Research
UK, Experimental
Cancer Medicine Centre,
the National Institute of
Health Research UK

1 Other limitations:
secondary endpoint
analysis
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
p=0.0030) ; CT (37.07 [27.508
59.1]) , significantly higher
NTX level at 6 months in the
CT+G group (p=0.0032)

fAcute/on treatment median
[IQR] BALP.

fSignificantly in creased at
6/12 compared to baseline in
patients treated with CT+G
(baseline =6.3 [4.7 87.5],

6/12 =8.2 [6.3 810.4]
p=0.0174)

fIpatients >40 yrs.:

significant increase  in median
[IQR] NTX in the CT+G group
at 6/12 compared to baseline
(baseline:37.6 [30.4 850.7],
6/12:59.1 [41.0081.9],p =
0.0128)

fIsignificant difference in NTX
at 6/12 (CT+G ;59.1[41.0 &
81.9], CT;37.7 [28.0 861.6]
(p=0.0451))

fIsignificant increase in median
[IQR] BALPat 12/12 in CT+G
(baseline: 5.7 [4.6 0
7.5],12/12 : 7.7 [6.3610.5]
p=0.0472)

CTgroup : persistently
significantly ele vated BALP
compared to baseline at
12/12 (p=0.0039) and 36/12
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
(p=0.013) , significantly
higher BALPat 36/12 in the
CT group compared to CT+G
(p=0.017)

fChanges in bone markers
over time :
fIpatients for whom the

primary endpoint data of POI
at 12 months was known
fmedian BALPlevels were
higher in amenorrhoeic
women compared to
menstruating women at 6/12
and 12/12, median NTX was
higher at 12/12 and 18/12 in
amenorrheic women

flin women who were
amenorrheic median [IQR]
BALPwas significantly higher
than baseline at 6/12
(baseline :5.6 [4.7 87.6],

6/12 :7.8 [6.0 89.4]
p=0.0063), 12months
(9.4[7.6 811.5] p= 0.0001) and
18 months (7.6 [6.339.7]
p=0.03)
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12.3.7.4.

12.3.7.5.

12.3.7.6.

Referenz/
Studientyp

(Gafter -Gvili,
Fraser et al.
2012)

SR

la

-Methodik

Ist eine bestimmte Erndhrung zu empfehlen (z.B. Vitaminzuséatze)?

Wie ist der Stellenwert alternativer Heilmethoden zu beurteilen?

Supportivtherapie?

il

= =4 =4 =4 -8 =4

(Vijayakumar and Myrianthopoulos

Antibiose / Infektionsprophylaxe

Wachstumsfaktoren
Antiemese
Blutprodukte
Schmerztherapie
Polyneuropathie
Mukositis

Tabelle 57: Evidenzbasierte Empfehlung 10.3.

Untersuchte

Studien

RCTs and quasi -
RCTs searched
from 1966 to
2005, update:
November 2005
to March 2011

n

(verglichene)
Interventionen

Arm A: (different
types of)
antibiotic
prophylaxis

Arm B: placebo/
no intervention

9 Cochrane

Cancer

Network
Register of

Trials

9 Cochrane

Central

Register of
Controlled

untersuchte
Endpunkte

Primary

outcomes:

T All -cause
mortality

Secondary

outcomes:

T Indicators of
infection

9 Adverse
events

© Leitlinienprogramm Onkologie |

) (LA)

Hauptergebnisse

109 studies included inr

Results:

1 OS: not reported
1 PFS not reported
1 Safety/AEs

(LA)

(EK)

eview

1 Infection related death (5777

participants; 43 trials)
T A
0.48 -0.77)

1 Febrile pts. and episodes (6658

participants; 54 studies)

1  Favoring A: RR 0.80 (95% CI:

0.87)

Favoring A: RR 0.61 (95% ClI:

0.74 -

1 Bacteremia (6390 participants; 53

trials):

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

Overall quality of
included studies: not
reported

Follow -Up: 60 A-talse
mortality (at 30 day
follow -up or at the end of
the follow -up in each
study) o
Randomisation: yes
ITT: yes

Blinding: yes

Funding : Internal source
of support: Rabin Medical
Center, Israel
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Literaturbelege/
eingeschlossene
Publikationen

109 trials (involving
13,579 patients)
that were conducted
between the years
1973 to 2010 were
included.
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Referenz/ Untersuchte (verglichene)
Studientyp Studien Interventionen
Trials
(CENTRAL)

(The Cochrane
Library Issue
2,2011)

1 MEDLINE

1 EMBASE

1 the following

confere nce
proceedings
(2005 to
2010):

1  Abstracts
of the
Interscienc
e
Conference
on
Antimicrobi
al
Agentsand
Chemother
apy
(ICAAC)

T Annual
Meetings of
the
Infectious
Diseases

1  Society of
America
(IDSA)

untersuchte
Endpunkte

© Leitlinienprogramm Onkologie |

r Evidenz mittels der GRADE -Methodik

Hauptergebnisse

1  Favoring A: RR 0.5 (95% CI: 0.43 -
0.60)
foProphyl axis also si
the occurrence of fever (54 trials,
6658 participants; RR 0.80, 95% ClI:
0.74 -0.87), clinically documented
infection (48 tri als, 5758 participants;
RR 0.65, 95% CI: 0.56 -0.76),
microbiologically documented
infection (53 trials, 6383 participants;
RR 0.51, 95% CI: 0.42 -0.62) and other

indicators of infect

1 QoL : not reported

9 Other relevant outcomes

1 All-cause mortality (5635 pa rticipants;
46 trials):

1  Favoring A: RR 0.66 (95% CI: 0.55 -
0.79)

Descriptive statistics:

patient characteristics

1 Adults only: 76 studies

1 Children <=16 years: 10 studies

1 Both: 26 studies

foOMost pts had hematoao

malignancies, mostly ALL, AML or
acute lymphoblastic leukemia but also
lymphoma, CML in blast crisis and
mul tiple myeloma. 6

Leitlinienreport Hodgkin Lymphom

324

methodische
Bemerkungen

Literaturbelege/
eingeschlossene
Publikationen

External source of
support: European
Commission

Heterogeneity:

-Random and fixed
effects model

- 12 = 7% (All-cause
mortality, quinolone vs.
placebo/no intervention),

l. = 31% (All -cause
mortality, TMP -SMZ vs.
placebo/ no

intervention), | 2 =0.0%
(All-cause mortality, other
systemic vs. placebo/ no
intervention), > =39%
(All-cause mortality,
nonabsorb able vs.
placebo/ no

intervention), > =24%
(All-cause mortality,
ciprofloxacin vs. TMP -
SMZ), 12 = 30% (All -cause
mortality, ofloxacin vs.
TMP-SMZ), 12 =0.0% (All-
cause mortality,
norfloxacin vs. TMP -SMZ),
12 =0.0% (All -cause
mortality, nalidixic acid

vs. TMP-SMZ)
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1  European
Congress
of Clinical
Microbiolo
gy and
Infectious
Diseases
(ECCMID)

1 the
American
Society of
Hematolog
Yy (ASH)

1 the
European
Society of
Hematolog
y (EHA)

1 the
European
Society for
Bone
Marrow
and
Transplant
ation
(EBMT)

Inclusion

criteria:

1 Pts. with
cancer and
neutropenia

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

Referenz/
Studientyp

Referenz/
Studientyp

(Aapro,
Bohlius et al.
2011)

2010 Update
of EORTC
guideli nes

Untersuchte
Studien

1 chemotherapy
or following
bone marrow
transplantatio
n

Exclusion

criteria:

1 not reported

(verglichene)
Interventionen

untersuchte
Endpunkte

Tabelle 58: Evidenzbasierte Empfehlung 10.4.

Untersuchte
Studien

Several trials of
different design
searched from
MEDLINE,
PreMEDLINE,
EMBASE and The
Cochrane
Library. The
search used to
support the
2006 guidelines
(31st December
1994 to 16th
September
2005). The
search was
extended to
cover the period

(verglichene)

Interventionen

Different between

trials .

untersuchte
Endpunkte

Different
between trials

© Leitlinienprogramm Onkologie |

-Methodik

Hauptergebnisse

Hauptergebnisse

1 Other relevant outcomes

1  Patient-related adverse risk factors
and neutrophil count should be
evaluated in the overall assessment
of FN risk before administering each
cycle of chemotherapy

1  Prophylactic G -CSF recommended for
patient s receiving a chemotherapy
regimen with high risk of FN

1  Prophylactic G -CSF support is
recomm ended for dose -dense/
intense chemotherapy strategies
connected with survival benefits or if
reductions in dose intensity/ density
are associated with poor prognosis,

1  G-CSF have clinical efficacy and are
recommended to prevent FN and FN -

Leitlinienreport Hodgkin Lymphom

methodische
Bemerkungen

methodische
Bemerkungen

Follow -Up: Different

between trials
Randomisation:
Different between trials
ITT : Different between
trials
Blinding: Different
between trials
Funding : Funding was by
means of an unrestricted
grant from Amgen,
Comments on early
drafts of the manuscript
were received from
Nicole Kuderer and on
the final draft of the
manuscript from Amgen
GmbH, Chugai Sanofi
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Literaturbelege/
eingeschlossene
Publikationen

In
total
, 58
piec
es of
evid
ence
were
inclu
ded,
of
whic
h 51
were
iden
tifie
d by
the
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to 21st July related complicati ons where Aventis, Ratiopharm elect
20009. indicated GmbH, Sandoz ronic
International G mbH,Teva data
Studies Generics GmbH and base
involving Hoffmann LaRoche or
children <18 meta
years of age or -
patients with anal
leukaemia were ysis
excluded, as revie
were cost w
analyses. (ms

48)
or
cong
ress
sear
ches
(abst
racts
=3).
In
addi
tion,
SiX
man
uscri
pts
and
four
abst
racts
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were
highl
ighte
d by
mem
bers
of
the
work
ing
part
y as
bein
g of
relev
ance
1 Phaseltolll
trials
1  Prospective
observational
studies
1  Retrospective
observational
study or Audit
data
1 SRsand MAs
(Bohlius, RCTs searched Arm A: G -CSF 1 0s 13 studies included in review Overall quality of Cunningham
Herbst et al. from orGM-CSF TFFTF included studies: not Pettengell 1992
2008 ) January 1980 prophylaxis 1 QoL Results: reported Bastion
SR 1 OS (11 trials, n=2221): 1993
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Referenz/
Studientyp

la

Untersuchte
Studien

toApril 21 2008

in

9 Cochrane
Central
Register of
Controlled
Trials
(CENTRAL)

9 MEDLINE

1 EMBASE

9 CancerLit

1 Medikat

9 Russmed
Articles

9 SOMED

1 Toxline

1 BIOSIS
Previews

9 LILACS

1 internet
databases of

grey literature

(SIGLE)

Inclusion
criteria:

fPts 016

9 NHL or HL
confirmed by
biopsy

1 randomised
controlled

(verglichene)
Interventionen

Arm B:
placebo/no
prophylaxis

untersuchte
Endpunkte

{ Risk and
duration of
neutropenia/
febrile
neutropenia

1 Infection

1 Mortality
during
chemotherap
y

T Received
dose
intensity of
chemotherap
y

9§ Tumour
response

T Adverse
effects

fRisk and
duration of
parenteral
antibiotic
treatment

T Hospitalisatio
n

f Risk and
duration of
thrombo -
cytopenia and
anaemia

© Leitlinienprogramm Onkologie |

1

1

1

1

Leitlinienreport Hodgkin Lymphom

-Methodik

Hauptergebnisse

No improvement by prophylaxis (HR

0.97; 95% CI 0.87 to 1.09)

1 PFS:not reported
1 Safety/AEs

Relative risk (RR) for severe
neutropenia (8 trials, n=1013):
Reduced by prophylaxis (RR
0.67; 95% CI 0.60 to 0.73)
RR for febrile neutropenia (4 trials,
n=360):
Reduced by prophylaxis (RR
0.74; 95% CI 0.62 to 0.89)
RR for infection (9 trials, n=1292):
Reduced by prophylaxis (RR
0.74; 95% CI 0.64 to 0.85)
No of pts requiring intravenous
antibiotics (4 trials, n=395):

No evide nce for improvement
by prophylaxis (RR 0.82; 95%ClI

0.57 to 1.18)
Infection related mortality (10 trials,
n=1170):

no evidence for improvement
by prophylaxis (RR 0.93; 95%

C10.51 to 1.71)

9 QoL (1 trial, n=132):

no differences between treatment
groups

9 Other relevant outcomes

FFTF (5 trials, n=718) :

methodische
Bemerkungen

Follow -Up: not applicable
Randomisation: yes
ITT : yes

Blinding: not applicable
Funding : Internal
sources: Department | of
Internal Medicine,
University of Cologne,
Germany; Koln Fortune,
Germany

External sources: BMBF,
Germany; Cochrane
Incentive Scheme, UK

Heterogeneity:
-Random and fixed
effects model

-12 tests

Withdrawal:

- 113 of 531 (G -/GM-CSF

group), 122 of 518
(control group)

Publication bias:

- imbalance of positive
and negative results,
indicating that studies
with negative findings
might be under -
represented
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untersuchte
Endpunkte

Untersuchte
Studien

Referenz/
Studientyp

(verglichene)
Interventionen

trials

comparing G -
CSF or GM-CSF
prophylaxis

with

placebo/no
prophylaxis

i Studies on
long lasting G -
CSF
preparations
such as
filgrastim

Exclusion

criteria:

1 acute and
chronic
leukaemias,
including
chronic
lymphatic
leukaemia,
multiple
myeloma and
human
immunodeficie
ncy virus (HIV)
associated
lymphoma

9 Crossover
studies, quasi -
random ised,
non -

© Leitlinienprogramm Onkologie |

-Methodik

methodische
Bemerkungen

Hauptergebnisse

No improvement by
prophylaxis (HR 1.11; 95% ClI
0.91 to 1.35).

1 Tumour response (11 trials,

n=2368):

no evidence for improvement
by prophylaxis (RR 1.03; 95%
C1 0.95 to 1.10)

Relevant subgroup analysis:

1 Safety/AEs : Neutropen ia: A stronger
treatment effect was observed in trials
with antibiotic prophylaxis (RR 0.43;
95% CI 0.31 to 0.60, 2 trials with N =
229) compared to trials without
antibiotic prophylaxis (RR 0.72; 95% CI
0.6510 0.79, 5 trials with N =784 )

9 Bone pain : Significantly (P = 0.026)
smaller risk of bone pain for patients
treated with GM Z°SF (RR 1.37; 95% CI
0.54 to 3.47, 2 studies of N = 232),
compared to patients receiving G~ A_SF
(RR 5.33; 95% CI 2.66 to 10.68, 6
studies of N = 972)

Descriptive statistics:
patient characteristics

1 Age: 15 -90

1 Gender: male > female

Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020
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eingeschlossene
Publikationen
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Referenz/
Studientyp

Referenz/
Studientyp
(Engert, Diehl
et al. 2009 )
RCT

1b

s der GRADE-Methodik

Untersuchte (verglichene) untersuchte
Studien Interventionen Endpunkte
randomised
comparative
studies

1 Studies with
less than ten
lymphoma
patients per
study arm

Tabelle 59: Evidenzbasierte Empfehlung 10.4.

Untersuchte Population

n= 1196
Inclusion Criteria:

1 Newly diagnosed pts. with
histology -proven HL

1 Karnovsky performance
status >70%

1 16 - 65 years old
Exclusion Criteria:

1 Not reported

© Leitlinienprogramm Onkologie |

Intervention

Arm A:

n= 261
8xCOPP/ABVD
Baseline

characteristics:

1 Age: median
32

i Stage: 11 B: 9,
Il 60, IV: 32,

bulky disease:

58

1 Recurrence
status: not
reported

Kontrolle

Arm B:

n= 469

8XxBEACOPP

baseline

1 Age: median
33

i Stage: 1l B: 14,
: 52, 1V: 35,
bulky disease:
68

Recurrence

status: not

reported

Arm C:

n =466

8XxBEACOPP

escalated

1 Age: median
32

Hauptergebnisse

untersuchte
Endpunkte
TCR
TFFTF
10S

Leitlinienreport Hodgkin Lymphom

methodische

Bemerkungen

Hauptergebnisse

10S: 10 yrs
T AmA:75%
T Arm B: 80%
1T Arm C: 86%, P <0.0005
1T AvsB,P=0.19
T BvsC,P=0.0053

1T AvsC,P<0.0001
PFS:not reported
TAE:
T Acute toxicity:

T AmA71%

1T ArmB:73%

1T ArmC:98%
fIQoL: not reported
fOther:
1CR

1T Arm A:85%

1 ArmB:88%

1  Arm C:96%,; (P <0 .0001)
FFTE 10 yrs

| Version 3.0 | Oktober 2020

Literaturbelege/
eingeschlossene
Publikationen

methodische

Bemerkungen

9 Study Duration: 1993
to 1998

1 Follow -up: Median: 111
months (range: 3 to 167
months)

TITT: yes

1 Randomisation: yes

1 Blinding: not reported

1 Funding: Supported by
a grant from the
Deutsche Krebshilfe and
by the Swiss Group for
Clinical Cancer Research

9 Other limitations: none
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
i Stage: 1l B: 16, T  ArmA:64%
1:52,1V: 33, ArmB:70%
bulky disease: T Arm C: 82%, P <0.0001
67 f AvsB,P=0.04
1 Recurrence T BvsC,P<0.0001
status: not T AvsC,P<0.0001
reported fiDeaths: N=205
T AmA. 62
T Arm B: 88
1T AmC:55

fSecondary malignancies:
T Arm A: 0.4%
1T ArmB:2.2%
1 ArmC:3.2%, (P =.82)
1  Increase from 43 (3.6%)
of 1.196 at 5 years to
74 (6.2%) or 1.196 at 10

years

Tabelle 60: Evidenzbasierte Empfehlung 10.5.
Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene

Publikationen

(Tonia, RCTs searched A: Control Primary 91 studies included in review Overall quality of In the current
Mettler et al . from B: Erythropoietin outcomes: included studies: not update a total of 91
2012) 2004 to or Darbepoe tin 1 Hematologica Results: reported trial s with 20,102
SR September | response 1 OS: Favoring B: : HR 1.05(95% CIl: 1 8 participants were
la 2009, Update: 1 Pts. receiving 1.11) (190083 pts.; 78 studies) Follow -Up: not reported included.

January 2011 RBC 1 PFS not reported Randomisation:  yes

and November transfusions 1 Safety/AEs ITT : No restriction

2011 in 1 Nb. Of RBC 1 Thromboembolic events criteria, but included in

1 EMBASE transfusions increased by 52% for patients RoB assessment

1 MEDLINE per patient

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

Referenz/
Studientyp

Untersuchte
Studien

1 CENTRAL

Inclusion

criteria:

1 Pts. diagnosed
with malignant
disease (using
clinical and
histological/cy
tological
criteria)

9 Anemic or risk

for anemia
from chemo -,
radio -, or
combination
therapy, or the
underlying
malignant
disease

1 randomised
controlled
trials using
recombinant
human
erythropoietin
or darbepoetin

9 trials with
more than 10
documented
participants in
each study
arm or

(verglichene)
Interventionen

untersuchte
Endpunkte

10S

1 On-study
mortality

Secondary

Outcomes:

9 Tumor
response (CR)

1 Changing of
QoL

T AEs

© Leitlinienprogramm Onkologie |

= =

Leitlinienreport Hodgkin Lymphom

-Methodik

Hauptergebnisse

receiving ESAs (RR 1.52; 95% Cl 1.34
to 1.74)
Hypertension
increased by 30% (fixed -effect model
RR 1.30; 95%CI 1.08 to 1.56 ),
reaching statistical significance (P =
0.006)
Thrombocytopenia
increased for erythropoietin  -treated
participants (RR 1.21; 95% CI 1.04 to
1.42), reaching statistical
significance (P = 0.01)
skin rash, irritation or pruritus
53 events in the erythropoietin
group (N =1,359) and 27
cases in the control group (N =
1,126) , resulting in a risk
ratio of 1.49 (95%Cl 0.99 to
2.24)
seizures
19 events in the erythropoietin
group (N=1,583) and 21 events in
the control group (N = 1,307),
resulting in a risk ratio of 0.77 (95%
Cl 0.42 to 1.41)
QoL
FACT-F 13 sub -scale
MD was 2.08 (95% Cl 1.43 t0 2.72)
The beneficial effect of ESAs on QoL
measured with FACT -F 13 was
significantly larger in patients
receiving chemotherapy than in

methodische
Bemerkungen

Blinding: No restriction
criteria, but included in
RoB assessment
Funding : Internal
sources of support:
Department of Internal
Medicine I, University of
Cologne, Ge rmany;
Cochrane Haematological
Malignancies Group
(CHMG), Germany;
Institute of Social and
Preventive Medicine,
University of Bern,
Switzerland

External sources of
support: Department of
Health, UK

Heterogeneity:

-Random effects model

-1 = 53% (Hematologic
response), 1> = 87%
(change in haemoglobin
level), I = 60% (patients
receiving RBC
transfusions), > = 30%
(Number of red blood cell
units transfused), I =
21% (OS), I> = 0% on-study
mortality), 1> = 0% (CR) I?
=53% (FACT-F 13), I2 =
0% (FACT-An 20), I = 85%
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Referenz/ Untersuchte (verglichene)
Studientyp Studien Interventionen
relevant
stratum

1 studies that
were stopped
or suspended
prematurely

Exclusion

criteria:

1 trials in which
patients were
allocated by a
quasi -random
method, for
example date
of birth or day
of month, as
we considered
this study
design to be
of poor quality
leading to
unreliable
results

1 interim
analyses of
ongoing
studies

9 Other causes
of anaemia,
such as
haemolysis,
iron deficiency

© Leitlinienprogramm Onkologie |

z mittels der GRADE -Methodik

untersuchte
Endpunkte

Hauptergebnisse

those receiving radiotherapy  or no
anticancer therapy (P < 0.0001)

1 FACT-An 20
MD is 6.14 (95% Cl 4.55t07.73, N =
1,085)

Al FACT-An Total 47
MD is 6.92 (95% CI 4.59 to 9.25)

9 Other relevant outcomes

T Hematologic response: Favoring B:
RR 3.93 (95% CI 3.10 -3.71) (6413
pts.; 31 trials)

1 Risk of RBC: Favoring B: RR 0.65
(95% CI: 0.62 0 0.68)

T o0On average,
group received one unit of blood
less than the control group (mean
difference -0.98; 95% CI: -1.17 -
0.78) (4715 pts.;

1  On study mortality: Favoring B
(=higher no. of deaths in B): HR 1.17
(95% CI: 1.06 8 1.29) (15935 pts.; 70
studies)

Relevant subgroup analysis:
1 OS: statistically significant differences

for the analyses of baseline Hb  levels

(P = 0.02), iron supplementation (P =
0.005) and intention  -to-treat analysis
(P =0.02)

9 PFS not reported

1 Safety/AEs

Leitlinienreport Hodgkin Lymphom

partic

methodische
Bemerkungen

(FACT-An Total 47), I*=
0% (thromboembolic
events), 1> = 0%
(hypertension), > = 0%
(thrombocytopenia) I> =
0% (skin rash, irritation or
pruritus), I*> = 3% (seizure

s)
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Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene
Publikationen
and occult 1  Thromboembolic events
bleeding Subgroup analyses did not show
1 more than 80% robust evidence for

of participants statistically significant

were differences in magnitude or

diagnosed direction of the ESA effect

with an acute between any of the subgroups

leukaemia tested

T QoL

1  FACT-F 13 sub -scale
The observed effect was larger in
unblinded trials (MD 3.76, 955CI
2.60 to 4.92) compared with
double -blind trials(MD 1.33, 95% CI
0.56 to 2.10, P = 0.0006),
significant differences observed for
age group (adults versus >70%
non -elderly adults, P = 0.008)
bl FACT-An 20
Subgroup analyses did not identify
any significant differences in the
magnitude of effect between the
different subgroups
bl FACT-An Total 47
significantly different magnitudes
of ESA effect
between each other: imputed
versus no n-imputed data (P =
0.005), baseline Hb level (P <
0.0001), type of anti  -cancer
therapy (P <0.0001), duration
of ESA treatment (P < 0.0001)
and ITT analysis (P = 0.01)

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020



12.3 . Evidenzt abellen und Bewertung der Evidenz mittels der GRADE  -Methodik 336

Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene
Publikationen

1  Other

1 Haematological response
Univariate analyses identified
significant differences (P <
0.05) between subgroups for
baseline Hb level, age, type of
anti -cancer therapy, iron
supplementation, duration of
treatment, placebo control and
type of publication

1  Change in haemoglobin level
Univariate analyses identified
significant differences between
subgroups for baseline Hb
level, different malignancies,
age, type of anti -cancer
therapy, short -lasting versus
long -lasting ESA, duration of
ESA treatment, iron
supplementation, masking,
intention -to-treat and type of
publication

1  Patients receiving RBC transfusions
Univariate analyses identified
significant differences (P <
0.05) between subgroups for
baseline Hb level, different
malignancies, age, type of
anti -cancer therapy, iron
supplementation, concealment
of allocation, placebo control,
intention -to-treat analysis and
type of publication
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Referenz/
Studientyp

Referenz /
Studientyp
(Chen, Gopal
et al. 2010 )
Phase 2,
single -arm,
multicenter
study .

Abstract only.

Untersuchte (verglichene)
Studien Interventionen

Tabelle 61: Evidenzbasierte Empfehlung 10.5.

Untersuchte Population Intervention

n= 102 n= 102

Inclusion Criteria: Brentuximab
1 relapsed or refractory HL vedotn 1.8
post autologous stem cell mg/k , every 3
transplant (ASCT) weeks,as a 30 -
minute
outpatient IV

Exclusion Criteria:

i infusion, O 16

cycles

Baseline

characteristics:

Age:

untersuchte
Endpunkte

Hauptergebnisse

methodische

Bemerkungen

Number of red blood cell units
transfused

statistically significant for different
age groups (test between
subgroups P = 0.02), duration of
ESA therapy (test between
subgroups P =0.03) a nd type of
publication (test between
subgroups P = 0.04)

On-study mortality

Univariate analysis identified
statistically significant differences
only for intention -to-treat analyses

(P =0.04)
untersuchte Hauptergeb nis se
Endpunkte
9 Efficacy and 10S: not reported

safety of PFS:not reported

brentuximab TAE: Any grade:

vedotin 1  peripheral sensory

neuropathy (43%)

1 fatigue (40%)
1  nausea (35%)
1  neutropenia (19%)
1 diarrhea (18%)
1  pyrexia (16%)
1  most events were Grade

lor2

fIGrade 3 treatment -relate d

AEsinn >1

Literaturbelege/
eingeschlossene
Publikationen

methodische

Bemerkungen

9 Study Duration:  not
reported

1 Follow -up: not reported

T ITT: not reported

1 Randomisation: no

1 Blinding : no

1 Funding : not reported

9 Other limitations: NA
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Referenz / Untersuchte Population Intervention Kontrolle untersuchte Hauptergeb nis se methodische
Studientyp Endpunkte Bemerkungen
1 Median: 1 neutropenia (14%)
3lyears 1 peripheral sensory
(range: 15 - neuropathy (5%)
77) 1  thrombocytopenia 83%)
T ECOG 1 hyperglycemia ( 3%)
performan 1 fatigue (2%)
ce status at Grade 4 treatment -related
baseline: 0: events
41%, 1: 1  neutropenia (4%)
59% 1  thrombocytopenia (1%)
f Recurrence 1  abdominal pain (1%)
status: 1  pulmonary embolism
1 Gender: (1%)
53% were fRelated Grade 5 events
famle 1 none observed

fidisc ontinued treatment due
to an AE: n= 18

QoL

fIOther:

Reduction of tumor size  per
investigator assessment: n=
97 (95%)
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12.3.7.7. Welche Verhltungsmafl3n  ahme sollte wahrend der Therapie erfolgen? Wie lange im Anschluss an die Therapie? (LA)
12.3.7.8. Welche fertilitdtserhaltenden MaflRnahmen sollen bei welcher Therapie angewendet werden? (Vijayakumar and
Myrianthopoulos )
Tabelle 62: Evidenzbasierte Empfehlung 10.11.
Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
(Holoch and n=nla Fertility preservation none {Options for 10S: not reported 9 Study Duration:  not
Wald 2011 ) in male cancer pts preservation of PFS:not reported reported
Report Inclusion Criteria: fertility in the TAE: not reported 1 Follo w-up: not reported
1 male survivors of male fQoL: not reported TITT: n/a
childhood cancer 1 Randomisation: n/a
{Other: 1 Blinding: n/a
Exclusion Male: 1 Funding: not reported
Criteria: 1 Cryopreservation of
1 not reported sperm from semen
samples is the most
reliable option.
1  Conception is possible
with ICSI.
fPrepubertal male:
1  Cyropreservation in
adolescent oncology pts
(13.5 years old) can be
performed with similar
success
(Hsiao, Stahl et n= 73 (HL: n= 27) n=173 none fIsuc cessfully 10S: not reported 9 Study Duration:  June

al. 2011 ) testicular sperm retrieved PFS:not reported 1995 to December
Review Inclusion Criteria: extraction (TESE) spermatozoa TAE: not reported 2009
1 persistent ffertilization rate fQoL: not reported 1 Follow -up: no
postchemotherapy ficlinical f|Other: TITT: no
azoospermia pregnancy rate Sperm Retrieval and 1 Randomisation: no
flive birth rate Reproductive Outcomes 1 Blinding: no
1 Funding: no
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Referenz/ Untersuchte Population Intervention
Studientyp
Exclusion
Criteria: Baseline
1 not reported characteristics:
T Age: mean: 34.5
years
1  Stage: not
reported
1 Recurrence
status: not
reported

Kontrolle untersuchte
Endpunkte

Hauptergebnisse

Sperm successfully
retrieved : n=27 (37%)
on initial TESE

overall sperm retrieval
rate : 42.9% (36 of 84)
fertilization rate: 57.1%
per injected oocyte (198
of 347)

clinical pregnancy rate:
50% (18 of 36)

live birth rate : 42% (15
of 36) for the overall
series

15 deliveries with five
twin births , total of 20
healthy children

ifirst attempt TESE (per pati ent
basis)

1

clinical pregnancy rate
48.1% (13 of 27)

live birth rate : 48.1% (13
of 27), 18 healthy

children (five twin births
and eight singleton

births)

fIFactors Associated With
Successful Sperm Retrieval

1

no differences in age at
TESE, FSH, luteinizing
hormone, testosterone,
time since
chemotherapy, and
average testis volum e

methodische

Bemerkungen

9 Other limitations:
retrospective
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
1  The presence of
hypospermatogenesis

seen on preoperative
biopsy: associated with
successful sperm
retrieval (100%; six of
Six)

1  Sertoli -cell only seen on
preoperative biopsy:
significantly lower
sperm retr ieval rate
(38.2%; 21 of 55;
P=.004)

1 lower spermr etrieval in
the group exposed to
alkylating agents
(21.4%; six of 28) versus
those not exposed to
alkylating agents
(45.7%; 16 of 35;
P=.048) or with
unknown chemotherapy
regimen (50%; five of
10; P = .11)

flUse of Medical Therapy

1  40% (26 of 65) were on
medi cal therapy:
anastrozole: n= 17
clomiphene citrate :n=7
human chorionic
gonadotropin: n= 2

i  testosterone
significantly increased
on therapy from a mean
pretre atment value of
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

214 ng/dL (SD, £ 71) to

454 ng/dL (SD, =+ 185;

P=.001, paired t -test)

1 sperm retrieval rates :

similar for men who

initially had a low

testosterone and then

received medica |

therapy (38.5%; 10 of

26) compared to men

not on medical therapy

(35.9%; 14 of 39; P =.83)

12.3.7.9. Welche psycho -onkologischen Interventionen sollten empfohlen werden? (LA)
(Verweis auf Leitlinie Psychoonkologie ).

12.3.7.10. Arzt -Pflege -Patienten -Kommunikation? (LA)
12.3.7.11. Verhaltensempfehlungen fir den Patienten? (EK)
12.3.7.12. Rehabilitation  (EK)
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12.3.7.13. Bewertung der Evidenz zum Kapit el Verhalten wahrend / nach der Erkrankung
Literatur: (Jarden, Moller et al. 2013 , Bergenthal, Will et al. 2014 , Alibhai, Durbano et al. 2015 , Furzer, Ackland et al. 2016 )

Empfehlung Design Endpunkt Verzerrungs Inkonsistenz Indirektheit Imprazision Weitere Gesamtqualitat
10.2. Sportliche -risiko Uberlegung
Aktivitat en
Aktualisierte Mortalitat - - - +1 = §8S8t
Meta-analyse moderate
Lebensqualit +2 - - +1 - $§8tt
at low
Korperliche +2 = o +1 - $§Stt
Funmktion low
Depression +2 - - +! - §Stt
low
Angst +2 +2 - +! - Sttt
very low
Fatigue +2 - - +* - §Stt
low
Nebenwirkun +2 - - ++4 e Sttt
gen (SAE) very low

1: wenig Ereignisse insgesamt aufgetreten

2: Studien nicht verblindet, dadurch potentielles Risiko flr Bias

3: hohe Heterogenitéat der Studien

4: sehr wenige Ereignisse

5: Baseline Unterschiede zwischen beiden untersuchten interventionen
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Literatur: (Gafter -Guvili, Fraser et al. 2012 )

1: hohe Heterogenitat zwischen den Studien

Literatur: (Bohlius, Herbst et al. 2008 ), (Engert, Diehl et al. 2009

Mortalitat

Febrile
Patienten

Bakteriamie

), (Aapro, Bohlius et al. 2011 )

hlgh
§§8¢t
moderate
high

SR, RCTs

Gesamtiibne
rleben
Febrile
Neutropenie
Infektionen

Infektionsbe
dingte
Mortalitét
Lebensqualit
at

++1

++1

§8$85§
high
high
high
SStt
low

low
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. 41 - sStt

Nebenwirkun - -
gen
(Unterbrechu
ng der
Therapie)
1: sehr wenige Ereignisse bzw. untersuchte Patienten

low
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Literatur: (Tonia, Mettler et al

Empfehlung

10.5.Empfehlun
g EPO

Design Endpunkt
SR, RCT Gesamtiberl
eben

Sterblichkeit
wahrend der
Studie
Thrombotisc
he Ereignisse
Lebensqualit
at

Anzahl
Patienten,
die
Erythrozyten
-konzentrate
erhieten

1: Hinweise fir Publikationsbias (entweder Funnel plot Assymetrie oder nur sehr wenige Studien berichteten den jeweiligen patientenrelevanten

. 2012 ), (Chen, Gopal et al. 2010 )

Verzerrungs
-risiko

Indirektheit Weitere
Uberlegung

en

Inkosistenz Imprazision

2: unprazise geschatztes Ergebnis, das die klinisch bedeutsame Relevanzschwelle nicht tberschritt

Gesamtqualitat

Z % %

§$858
high
high
§$§8t
moderate
§Stt
low

§§8t
moderate

Endpunkt)
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Literatur: (Behringer, Thi elen etal. 2012 ), (Blumenfeld, Zur et al. 2014 ), (Chen, Zinzani et al. 2019 ), (Del Mastro, Boni et al. 2011 ), (Donnez and Dolmans 2011 ), (Donnez, Dolmans
et al. 2013 ), (Karimi Zarchi, Forat -Yazdi et al. 2012 ), (Moore, Unger et al. 2015 ), (Sverrisdottir, Nystedt et al. 2009 ), (Wilson, Gossiel et al. 2016 ); (von Wolff, Donnez et al. 2009 )

Aktualisierte Wiederauftreten pyd 3
Meta - Analyse der low
Menstruation
Ovulation +1 - - ++ 3 - w333
very low
Schwangerschaft - - - +4 . yyy3
moderate
Ovarialinsuffizie - - - +4 - wyyl
nz moderate
Hitzewallungen +1 - - ++ 3 o w333
very low
Vaginale - - - +4 - wyyl
Trockenheit moderate
1: Studien Uberweigend nicht verblindet, daher potentielles Risiko fir Bias

2: hohe Heterogenitat der Studien
3: sehr wenige Ereignisse, die zu sehr hoher Imprazision fihren
4: wenig Ereignisse, die zu Imprazision fuhren
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Literatur: (Holoch and Wald 2011 ), (Hsiao, Stahl et al. 2011 )

Beobachtung Schwangersc - Sttt

sstudien haft very low
Anzahl - - - ++1 - Sttt
Spermatozyt very low
en

1: sehr wenige Ereignisse, die zu sehr hoher Impréazision fihren
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12.3.8.

12.3.8.1.

Referenz/
Studientyp
(Dryver,
Jernstrom et
al. 2003 )
Retrospective
analysis

2c

Nachsorge (Kapitel 11)

Sekundarneoplasien beim HL

Tabelle 63: Evidenzbasierte Empfehlung

Untersuchte Population

n=107
Inclusio n Criteria:

1 Follow -up procedures after
curative treatment for HL

1 Adult pts with HL, treated
with curative -intent and
responding to initial
therapy

Exclusion Criteria:

fdi agnosed with
before January 1st 1990

1 not treated with curative -
intent

1 failed to respond to initial
therapy

1 were not followed for ©12
months (unless fol low -up
was interrupted by
death/ relapse)

Baseline characteristics:
Age: median: 33 (range: 17 -
82)
fStage: Ann Arbor: I: n=31
(29%), Il: n= 60 (56%), IlI: n=
7 (6%), IV: n=9 (8%), B
symptoms: n= 27 (25%)

© Leitlinienprogramm Onkologie |

Intervention

n=55
Radiotherapy

-Methodik

(Vijayakumar and Myrianthopoulos )
11.2. & 11.3.
Kontrolle untersuchte
Endpunkte
n=18 1 Detection of
Chemotherapy relapses
1 Costs of
n=34 procedure
Combination

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

f1OS: not reported
IPFS:not reported
TAE: not reported
fiQoL: not reported

fOther:

1  Total number of follow
up visits = 1209; total
number of CT
scans=283

1  Detection of relapses:

n=22 biopsy/
radiologically
confirmed relapses
(14 identified
clinically, 6
radiologically and 2
by lab testing )
Routine CT scan
detected 2 relapses
and accounted for
29% of the total
follow -up costs
Routine radiological
tests identified a
quarter of all relapses
and accounted for

| Version 3.0 | Oktober 2020

methodische

Bemerkungen

9 Study Duration:
1999

1 Follow -up: Median 38
months

TITT: no

1 Randomisation: no

1 Blinding: no

1 Funding: not reported

1 Other limitations:
retrospective

1990 -

349
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Referenz/
Studientyp

(Radford,

Eardley et al.

1997 )

Untersuchte Population

fiRecurrence status:  not
reported

fiGender: male: n= 61 (57%)
n= 210

Inclusion Criteria:

1 high risk stages | and Il
(presence of B symptoms
or bulky mediastinal
tumour, or both) and
stages Ill and IV Hodgkin's
disease

9 complete or partial
remission with
chemotherapy al one or
chemotherapy plus
radio therapy

Exclusion Criteria:
1 not reported

© Leitlinienprogramm Onkologie |

Intervention

>
1

Baseline

characteristics:

finot reported

z mittels der GRADE -Methodik

untersuchte
Endpunkte

Kontrolle

none feffectiveness of
routine clinic
review in
detecting
recurrent
Hodgkin's
disease

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

half of the total
follow -up costs

10S: not reported
TPFS:not reported
TAE: not reported
fQoL: not reported

fOther:

112512 outpatient reviews (year
1: 1086, year 2: 667, year 3:
420, year 4: 231, year 5: 108)

1 37 relapses were
detected fi a ratio of one
relapse detected for
every 68 visits

130 relapses (81%) in patients
who described a
symptom /symptoms

1 15cases: resulted in an
earlier appointment
(arranged by the
patient / a close relative
(n=10) , by a local
doctor (n =5) )

T N=13 (of 30 ) reported
symptom, n= 10
reported 2 symptoms,
n=7 reported 3-5
symptoms

1  Presence of alump (n =
10), cough (n = 7), night

| Version 3.0 | Oktober 2020
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methodische
Bemerkungen

9 Study Duration: 1984 -
end of 1990

1 Follow -up: > 5 yrs.

T ITT: not reported

1 Randomisation: yes

1 Blinding: not reported

9 Funding: not reported
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Referenz/
Studientyp

Untersuchte Population

(Torrey, Poen
etal. 1997 )

n= 709

Inclusion Criteria:
1 stage | and Il Hodgkin's
disease

Exclusion Criteria:
1 incomplete records
9 progress during treatment
1 relapse identified at
autopsy

Intervention

>
1

Baseline

characteristics:

TAge: not
reported
fStage: stages |
and Il
fIRecurrence
status:

The median
follow -up
duration is 10.3
years (range, 0 to
26). 97% of
patients have

untersuchte
Endpunkte

Kontrolle Hauptergebnisse
sweats (n = 6), and
weight loss (n = 6)

IN=4 (11%; 95% confiden ce
interval 4% to 25%): relapse
was detect ed as a result of
routine physical
examination/ investigation of
a patient who did not have
symptoms (palpable
lymphadenopathy ( n=2),
abnormal chest radiograph
(n=2)

TN= 3: the case notes were
unclear whether sym ptoms
had been present

none fos:

110 -year actuarial survival rate
following salvage therapy :
65%

1 relapse detected by PE
had the best outcome
85% compared with 67%
for CXR-, 75% for KUB -,

and 59% for Hx -detected

relapses

1  radiographically
detected relapses: did
not differ significantly
from survival for

patients with Hx - or PE-

detected relapses

methodische
Bemerkungen

9 Study Duration:
1969 -July 1994

1 Follow -up: median:
10.3 yrs (range: 0 -26)

1ITT: n/a

1 Randomisation: n/a

1 Blinding: n/a

1 Funding: not reported

January
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

been monitored IPFS:not reported

for at least 1 year TAE: not reported

and 77% have fQoL: not reported

been followed for

at least 5 years. fOther:

TRelapse:

1 n=157 (22%)

1 median: 1.9yrs (range :
0-13) following
treatment

T n=133 (85%) of
relapses occurred
during the first5 years
of follow -up evaluation

1  greatest num ber of
relapses: n =24 (38%)
occurred during the first
year of follow -up
evaluation

1  probability of relapse
decreased during each
successi ve year of
follow -up evaluation

T  15% of r elapses
occurred beyond 5 years
(overall late relapse rate
3%)

finitial Identification of
Relapse
1  55% of relapses were
suspected after interim
Hx, 14% by PE, 23% by

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE -Methodik 353

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

CXR, 7% by KUB, 1% by

routine laboratory study

1  most commonly

reported symptom : new

lump, followed by

constitutional  symptoms

and pain

fRelapse Detection

1  probability of relapse
detection: greatest for a
combination of HX and
PE (78 relapses
detected/10,000 Hx +
PEs)

1  probability of relapse
detection for Hx and PE
alone: 62 of 10,000 and
16 of 10,000

1  CXR: second highest
probability of relapse
detec tion: 26 of 10,000
tests, remained high
during the first 3 years
of follow -up evaluation

1  KUB detected relapses at
a rate of 10 per 10,000
tests

1 ESR had a detection
probability of 1 per
10,000 test

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE -Methodik
12.3.8.2. Langzeittoxizitaten und abgeleitete Friherkennung ( EK)
12.3.8.3. Wie haufig soll eine Nachsorge zur Rezidivfriherkennung stattfinden?

(klinisch/bildgebend)? (Vijayakumar and Myrianthopoulos
Tabelle 64: Evidenzbasierte Empfehlung 11.6.

Referenz/ Untersuchte Population Interve ntion Kontrolle untersuchte

Studientyp Endpunkte

(Jakobsen, n= 771 Arm A: Arm B: 10s

Hutchings et n =317 n= 454 1PFS

al. 2016 ) Inclusion Criteria: Danish HL pts Swedish HL pts

Retrospective 1 Pts with newly diagnosed (follow -up (only follow up)

cohort study classical HL in the period including

3 2007 -2012 routine Baseline

1 Pts aged 18 -65 years imaging) characteristics:

1 Pts having archieved Age: mean: 37.4
complete remission (CR) Baseline {Stage: advanced
following ABVD or characteristics: ~ stage (Il -IV): n=
BEACOPP therapy fAge: mean: 39.9 166 (37%)

fStage: advanced fRecurrence

Exclusion Criteria: stage (Il -1V): n= status: not

1 incomplete data on 123 (39%) reported
treatment and response fRecurrence Gender: male-
assessment status: not female ratio: 1.2

reported

fiGender: male -
female ratio: 1.2

) (EK)

Evidenzbasierte Empfehlung 11.6.:

Evidenzbasierte Empfehlung 11.7.:
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Wie soll diese Nachsorge stattfinden

Hauptergebnisse

10S: 3-year OS for all pts: 96%
T  A96%
1 B:96%

TPFS: Cumulative progression
rates:

fIfirst 2 years of FU: 7% (95% ClI
4610) for all patients, 4%
(95% CI 187) stage | all
disease, 12% (95% CI 6 818)
stage IlI8lV disease (P < 0.01
for stage | dll vs. stage Ill 8lV)

fpatients aged O¢
advanced stage disease:
corresponding cumulative
progression rate was 20%
(95% CI 9830)

TAE: not reported
fQoL: not reported

| Version 3.0 | Oktober 2020

methodische

Bemerkungen

9 Study Duration:  not
reported

1 Follow -up: Median
follow up: 47 months

1  A:48 months

1  B: 47 months

ITT: no
1 Randomisation: no
1 Blinding: no

1 Funding: Tarec C. El-
Galaly received research
funding from the North
Denmark Region

1 Other limitations:
retrospective
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12.3.8.4.

Referenz/
Studientyp

(Howell, Searle
et al. 2009 )
Retrospective
analysis

2c

(Lee, Pintilie et
al. 2008 )
Surveillance
study

2b

Wie haufig und ab wann soll eine Friiherkennung fur Sekundarneoplasien stattfinde
Friherkennung stattfinden (klinisch/bildgebend)?

Tabelle 65: Evidenzbasierte Empfehlung 11.14

Gesamte Empfehlung ibernommen aus

Tabelle 66: Evidenzbasierte Empfehlung 11.15.

Untersuchte Population

n= 243

Inclusion Criteria:

9 Women (cancer registry/

hospital databases)

Exclusion Criteria:

1 Not reported

n= 115

Inclusion Criteria:

91 female survivors (at least 8
years) of HL treated with

SRT before age 30

9 Treated between 1968 and

1997

Intervention

n= 159 none

immediate
annual
screening

n=51
Screening on
the NHSBSP

n=33
Screening
deferred

n= 115 none

Baseline
characteristics:
TAge at HL
diagnosis :
median: 22
(range: 9 -31)

© Leitlinienprogramm Onkologie |

z mittels der GRADE -Methodik

Kontrolle

(Vijayakumar and Myrianthopoulos

S3-Leitlinie Mammakarzinom, Version 4.2

untersuchte
Endpunkte

1 National
notification risk
assessment and
screening
programme
(NRASP) to
capture breast
cancer (BC) cases

1 Detection of
breast cancer

1 Characteristics
of breast cancer

Leitlinienreport Hodgkin Lymphom

. Literatur: ,

Hauptergebnisse

10S: not reported
fPFS:not reported
TAE: not reported
1QoL: not reported

fOther:
bl Breast cancer:

N=23, 5.5%
diagnosed with BC
N=5 invasieve BC
diagnosed with
NRASP
NRASP appears to
detect BC at an early
stage with accetable
biopsy rate

10S: not reported

PFS:not reported

TAE: not reported

flQoL: not reported

f|Other:

1 Breast cancer detection:

| Version 3.0 | Oktober 2020

n? Wie und durch wen sol
) (EK)

methodische
Bemerkungen

9 Study Duration:
reported

1 Follow -up: not report ed

1 ITT: not apllicable
1 Randomisation:
1 Blinding: no

9 Funding: not reported

9 Other limitations:
retrospective

9 Study Duration:
reported

| diese

not

no

not

1 Follow -up: 16 years

TITT: no
1 Randomisation:
1 Blinding: no

9 Funding: not reported

no
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Referenz/ Untersuchte Population
Studientyp
Exclu sion Criteria:

1 not reported
(Schellong, n= 590
Riepenhausen
etal. 2014 ) Inclusion Criteria:
Cohort study 1 Pediatric male and female

2b patients treated for HL
between 1978 and 1995
1 Females < 18 Years at the
time of onset of the
primary disease

Exclusion Criteria:
1 Not reported

Intervention Kontrolle

fStage at

diagnosis :
limited (1 & 2):
n= 100 (87%),
extensive (3 &
4): n=15 (13%)

1 Recurrence

status: not
reported

9 Treatment:

n=53 (46%) SRT
alone,
n=61(53%)
combined SRT
and ChT (40%
MOPP (incl. 19
recurrent HL
cases)),n=1
(1%) ChT alone

Norm
population,
basing on RKI
registry

n =590
observational
group

Baseline
characteristics:

TAge at
diagnosis :
median: 13.8
(range: 2.9 -
17.9)

fIStage: not
reported

untersuchte
Endpunkte

9 Secondary breast
cancer

Hauptergebnisse

n=12/100 (12%)
cases,

5-yrs cum incidence
(after screenings):
3.8% [95% CI: 1.4% to
9.9%],

20-yrs cum inc (after
HL diagnosis): 10.9%
[95% CI 5.3% to
18.8%)],

total 855 PY follow -
up (1.4 BCin 100 PY)

1  Cause of death:
Breast cancer -
specific: n=1 (2 years
after diagnosis),
Not breast cancer -
specific: n=3 (lung
cancer recurrent HL,
unknown)

10S: not separately reported
156 deaths:

T Hodgkindés di
18

1  post-splenectomy
sepsis: n=7

1  secondary malignancy
=15 (breast cancer : n=
3),

1 heartdisease : n=6

1 other:n=10 (including
accidents and suicide)

-n

S

methodische
Bemerkungen

9 Study Duration:  not
reported

9 Follow -up: Median 17.8
years

TITT: no

1 Randomisation: no

1 Blinding: no

9 Funding: Deutsche
Kinderkrebsstiftung

(German Childhood
Cancer Foundat ion),
Kinderkrebs hilfe
Munster e.V. (Children's
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Referenz/ Untersuchte Population Intervention
Studientyp
fRecurrence
status: not
reported
(Swerdlow, n=>5.002 n=5.002
Cooke et al.
2012) Inclusion Criteria: Baseline
Cohort study 1 Female HL patients treated characteristics:
2b with supradiaphragmatic TAge at first
radiotherapy+ supr adiaphragm
chemotherapy from 1956 atic RT: <15: n=
to 2003 235 (4.7%), 15 -
19:n=948

-Methodik

Kontrolle untersuchte Hauptergebnisse
Endpunkte

fIPFS:not reported

TIAE: not reported

TQoL: not reported

fiOther:

1 Incidenc e of SBC

Female patients: 4.4%
Male patients: 0%

T  Median interval between
HL and SBC was 20.7
years.

T Incidence was
significantly higher in
patients receiving
radiotherapy being older
than 9 years compared
to <9 years (30% vs. 0%,
p=0.04)

I  Standardized incidence
ratio (HL patients vs.
norm population (25 to
45 years old)): 24

none { Breast cancer 11OS: not reported

© Leitlinienprogramm Onkologie |

incidence PFS:not reported
TAE: not reported

fQoL: not reported

fOther:
1 329 patients developed
invasive breast cancer
and 44 patients ductal

Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020

357

methodische

Bemerkungen
Cancer Aid Miinster),
Jens-Brunken -Stiftung
Varel (Jens Brunken
Foundation, Varel),
Deutsche Krebs hilfe
(German Cancer Aid)

9 Study Duration:  not
reported

1 Follow -up: not
separately reported

TITT: no
1 Randomisation: no
1 Blinding: no

I Funding: 6 Support
Grants No. BR 02/04



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

Referenz/
Studientyp

12.3.8.5.

Referenz/
Studientyp
(Andersson,
Naslund et al.
2009)
Retrospective
study

2b

Untersuchte Population

Exclusion Criteria:
1 Not reported

-Methodik

Intervention Kontrolle
(19%), 20-24: n=

1.437 (28,7%),

25-29: n=1.292

(25.8%), 30 -35:

n=1.090

(21.8%)

fIStage: not

reported

fRecurrence

status: not
reported

Hauptergebnisse

carcinoma in situ during
follow -up period.

1  Development of breast
cancer

1  Standardized incidence
ratio: 5.0 (95% Cl: 4.5to
5.5)

1  Cumulative risk for
breast cancer was 5.4%
at 20 years of follow -up
and 27.1% at 40 years of
follow -up.

Wie haufig und ab wann soll eine Friherkennung fur Organtoxizitaten stattfinden? Wie und durch wen soll diese

Friherkennung stat

tfinden (klinisch/bildgebend)?

Tabelle 67: Evidenzbasierte Empfehlung 11.1 7.

Untersuchte Population
n =6.946
Inclusion Criteria:

1 Mean age at diagnosis:
52 years

Exclusion Criteria:

© Leitlinienprogramm Onkologie |

Intervention Kontrolle
n=4.635 HL none
pts who

survived
years after HL
diagnosis

(Vijay akumar and Myrianthopoulos

Cardiovascula

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1  OS: notreported
1  PFS:not reported
1  AE: not reported
1  QoL: not reported
1  Other:

| Version 3.0 | Oktober 2020

) (EK)

1

1

methodische

Bemerkungen
from Breakthrough
Breast Cancer and
223497 from the
European Commission.
The Institute of Cancer
Research and Royal
Marsden Hospital
acknowledge funding
from the National
Institute for Health
Research to the
Biomedical Research
Centre. D.C. receives
fundin g from the
Biomedical Research
Centre at the Royal
Marsden National
Heal t h

control group

methodische
Bemerkungen

Study Duration:  not
reported

Follow -up: Mean: 11.8

years; Mean for those
alive at end of follow
up: 18 years

ITT: not reported

Serviec
1 Other limitations: no

358
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Referenz/
Studientyp

(Galper, Yu et
al. 2011 )
Outcome
research

2c

1

1

= =

1

1

Untersuchte Population

Not reported

Baseline characteristics:

Age at HL diagnosis :
mean: 52 8range: 2 -
100)

Stage: not reported
Recurrence status:
reported

Gender: male: n=4.073,
female: n=2.873

n=1279

Inclusion Criteria:

HL patients treated with
mediastinal irradiation

Exclusion Criteria:

Not reported

© Leitlinienprogramm Onkologie |

not

1

-Methodik

Intervention Kontrolle

n= 1279 Normal matched ¢
po pulation (=GP)
Baseline
characteristics:
Age at
diagnosis :
median: 25
(range: 3 -93)
Stage: I: n=
285 (22.3%),
1I: n=809
(63.3%), Il
n=135
(19.6%), IV:
n= 50 (3.9%)
Recurrence
status: not
reported
Gender:
female: n=
594 (46.4%),
male: n= 685
(53.6%)

== =

untersuchte
Endpunkte

Cumulative
incidence of
cardiac
disease

SIRs
Absolute
excess risk of
cardiac
procedure

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

T N=1.413 CAD, CHF and
stroke

1 N=698 (15%) vulvular
disease

1  Risk CHF (treatment < 40
yrs vs > 40 yrs): SIR 10.1
(95% ClI; 8.03 to 12.64)

1  Positive history of CHF:
SIR 25 (95% CI; 3.30 to
42.75)

1  OS: notreported
1  PFS:not reported
1  AE: not reported
1  QoL: not reported
1  Other:

1 Cardiac disease:
N=187 pts had 636 cardiac
events
N=89 pts required
procedure

cardiac

1  Cumulative incidence:
2.2% (5 yrs), 4.5% (10 yrs),
9.6% (15 yrs), 16% (20 yrs)

1 SIRs:
SIRs for cardiac procedures
increased for: coronary
artery bypass graft (3.19),
percutaneaous intervention
(1.55), implantable
carioverte defibrillator  or
pacemaker placement (1.9),

| Version 3.0 | Oktober 2020
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methodische

Bemerkungen
Randomisation: no
Blinding: no
Funding: not reported
Other limitations:
retrospective

1 Study Duration:
reported

1 Follow -up: 14.7 years

1 ITT: not reported

1 Randomisation: no

1 Blinding: no

1 Funding: The authors
declare no competing
financial interests

1

not
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
value surgery (9.19),
pericardial surgery (12.91).
1  Absolute excess risks:
Coronary artery bypass graft
(18.2), percutaneaous
intervention (19.3),
implantable carioverte
defibrillator or pacemaker
placement (9.4), value
surgery (14.1), ), pericardial
surgery (4.7) per 10.000
person -yrs
1  Predictors for cardiac
events: Older age at
diagnosis, male sex
(Myrehaug, n= 3.964 n=1.096 n=1.974 Time from HL 10S: not reported 9 Study Duration:  until
Pintilie et al. random 30% not included in diagnosis to {/PFS:not reported March 31, 2007
2010) Inclus ion Criteria: sample the subcohort cardiac AE: not reported 1 Follow -up : median: 10
Population - 1 New diagnosis of HL from (N=1.990: n= admission IQoL: not reported yrs (range: 1 month -19
based study April 1, 1998 & December 94 excluded: no Baseline yrs)
31, 2003 replacement characteristics: f|Other: TITT: n/a
chart Age at T Time from HL diagnosis to 1 Randomisation:  yes
Exclusion Criteria: available/inadeq diagnosis : cardi ac admission 9 Blinding: n/a
1 <18yearsatHL uate median: 36 1  median length :3.5 1 Funding: not reported
diagnosis information) yrs years (range: 1 month -
Stage: not
Baseline reported 16-9')"'3.
2aselle Recurrence 1  multivariable model of
characteristi _cs: status: not the subcohort:
Age at reported significant risk factors
diagnosis : 1-year of CH:
median: 34 survival: 92% pre -existing cardiac
{gs_g;nge. disease (hazard ratio
Stage: not [HR] = 3.98, P <.001)
reported age at diagnosis (HR =
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
1  Recurrence 1.03/years, P <.001)
status: not male sex (HR=1.67,P =
reported .019)
1 Genqer: Combined doxorubicin
male: 616 CHT + MRT: associated
(56%), ith a significantl
female: n= W.I as!gnl icantly
480 (44%) higher risk than
1  1-year doxorubicin CHT alone
survival: 96% (HR =1.76, P =.02)

fIPrior cardiac disease:

1 median time from HL
diagnosis to cardiac
admission : 1.8 years
(range: 1 month -14.9
yrs)

T MRT + doxorubicin:
associated with a
significantly higher risk
of CH compared with
doxorubicin -based CHT
alone (HR=2.51,P =
.036)

T MRT without CHT was
associated with a
significantly higher risk
than doxorubicinbased
CHT alone (HR = 2.70, P
=.025)

fPredicted 10 -year cumulative
incidence of CH among p ts
with pre-existing cardiac
disease (modeled age 60
years at HL) :
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362

Referenz/
Studientyp

(Swerdlow,
Higgins et al.
2007 ),
Retrospective
cohort study

1
1

Recruitment:

Untersuchte Population

n=7033

1967 -2000,
clinical database/registry
BNLI + several hospitals

Inclusion Criteria:

Registration in BNLI
database, Royal
Marsden Hospital, St.
Bartholomew's Hospital,
pr Christie Hospital

Exclusion Criteria:

Royal Marsden < 1972
Christie Hospital 0 only
tri al participants

1

= =8 =

Intervention

n=7033

Baseline

characteristics:

Age: <25:

31%, 25-44:

45%, >45:
24%

Stage:

62% male
Recurrence
status:

Kontrolle untersuchte Hauptergebnisse
Endpunkte

1  Males: doxorubicin , no
MRT: 34%, MRT alone:
67%, both: 65%

1  Females: doxorubicin ,
no MRT: 19%, MRT
alone: 43%, both: 41%

fiPredicted 10-year cumulative
incidence of CH for pts
without pre-existing cardiac
disease

1  Male: doxorubicin, no
MRT: 24.3%, MRT alone:
13.5%, both: 33.1%

1  Females: doxorubicin,
no MRT: 16.8 %, MRT
alone: 9.2%, both: 23.4 %

No control group 1 OS 1 Os:
1  Myocardial Deaths: 2424, 99.3% with
infarction death cause ascertained

1  Myocardial infa rction
166 deaths from myocardial
infarction,

SMR =2.5,95% Cl =2.1to
2.9 compared with the
general population

=a =4 =8 =8 =

methodische
Bemerkungen

Study Duration:

1967 -2000

Follow -up: 78 382
person -years, or an
average of 11.1 years
per study subject

ITT: no
Randomisation: no
Blinding: no
Funding: not reported

Other limitations:
patients excluded due
to missing data (e.qg.
"patients from the
Christie Hospital
database were limited
to those who had
participated in trials
for which full data
were available™)
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
(van Leeuwen Long -term survivors of HL N/A N/A 1 risk of second 1  OS: not reported Not a systematic review
and Ng 2016 ) malignancy 1  PFS:notreported
Review after HL 1  QoL: not reported

treatment Other: HL survivors have

T riskof CVD two - to fourfold increased
after HL risks to develop SMNs and
treatment CVD compared with the

general population.

1  Risk of second
malignancy after HL
treatment:

1  radiotherapy is associated
with 1.5 - to 15 -fold
increased risk of solid
malignancies

1 therelative risk (RR) of
solid tumors increases
steadily with increasing
follow -up time from 5 to
15 years since
radiotherapy, and remains
elevated for at least 40
years

1 the RR of solid SMNs
increases strongly with
younger age at first
treatment.

T risks of lun g, breast, and
gastrointestinal (Gl)
cancers increase with
higher radiation dose.

1  Alkylating agent
chemotherapy, especially
procarbazine, does not
only increase risk of
leukemia but also of solid
malignancies, in
particular, cancers of the
lung and Gl trac t. In
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen

contrast, gonadotoxic
chemotherapy decreases
the risk of radiation -
associated breast cancer,
through induction of
premature menopause.
Smoking appears to

multiply the radiation - and
chemotherapy -associated
risks of lung cancer.

9 Risk of CVD after HL
treatment :

1  Both radiotherapy and
chemotherapy for HL may
cause cardiovascular
toxicity.

Radiotherapy increases
the risk of coronary heart
disease, valvular heart
disease, congestive heart
failure (HF), and
pericarditis, whereas
anthracycline -containing
chemotherapy increases
the risks of HF and
valvular heart disease.

1  Cardiovascular toxicity
following radiotherapy is
usually observed from 5
to at least 35 years after
therapy, whereas
anthracycline -related
toxicity is already
observed during
treatment, up to  at least
25 years.
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Tabelle 68: Evidenzbasierte Empfehlung en 11.19.
Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
(Kupeli, n= 119 n= 119 No control 1  Detection of 10S: not reported 1  Study Duration:
Hazirolan et group pathologies in 2007 -2008
al. 2009 ) Recruitment: 2007 -2008 Baseline coronary M  CTA abnormalities 1 F_QHOW -up: not
Retrospective characteristics: arteries by Yes: n=19 (16%) directly reported, at
cohort study Inclusion Criteria: 1 Age attime CTA No: n=100 tlme_pomt of study,
2b Hodaki ~ | of 1  Development median age of
T odgKl nos ym : S of coronary patients is 23 years
survivors (diagnosed diagnosis  : 1  Other outcomes
: artery - (range, 14 to 43
<18 yrs) median 8 abnormality 1  Risk factors between yes years)
i ears (range, .
i pts atleast2years in 32’ 1( 9 (CAA) and no : f  ITT: not reported
remission to 18 Sex:yes: 84%, no: 70 %, featinn:
. 1 Randomisation: no
1  informed consent years) P=0.2, Blinding:
Stage: Il or ; ie- T inding: - no
f g 1 Mean age at diagnosis: 1 Funding:
IV: 48 R . _ unding: not
yes: 8.6, no :8.3, P=0.77 d
i iteria: tients - o reporte
Exclusion Criteria: pa 1 Hypertension: yes :n=2, q  Other limitations:
i ; 1  Recurrence no: n=0. P=0.02 ther limitations:
1  Patients who continue status: -n=0, 02 diagnosis of HL before
therapy fients at i Mediastinal RT: yes: 18 years old, indirect
1  Pregnant or patients a 73.7%, no : 45%, P=0.02 o
. least 2 years e . evidence
breastfeeding . I 1  Dose of mediastinal RT:
1  Allergy against contrast In remisston yes: Mean 27.40 Gy and
material after therapy Median 27.5 Gy; no : Mean
1 Renal impairment, 22.60 Gy and Median 20
diabetes mellitus Il m Gy, P=0.003
1 Serious cardiac m
arrythmias T n=110
(92.4%)
combined
ChT
T  n=9(7.6%)
ChT alone
1 n=92(77.3%)
doxorubicin
T  n=59 (53.6%)
mediastinal
RT

Evidenzbasierte Empfehlungen 11. 19.: Swerdlow 2007
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Tabelle 69: Evidenzbasierte Empfehlung en 11.21.&11.2 2.

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
n = 294 (62%) n= 294 none Tidentifying 10S: not reported 9 Study Duration:  not
(Heidenreich, stress unsuspected PFS:not reported reported
Schnittger et Inclusion _ Criteria: echocardiograp coronary TAE: not reported 1 Follow -up: median: 6.5
al. 2007 ) 7 HL pts who received (35 hy (97% stenoses with f/QoL: not reported yrs.
Cohort study Gy to the mediastinum exercise, 3% stress imaging in MTITT: n/a
dobutamine) pts prior treated fOther: 1 Randomisation: n/a
Exclusion Criteria: with mediastinal 11n=63 (21.4%) with abnormal 1 Blinding: n/a
1 reported a history of Baseline irradiation ventricular images at rest, 1 Funding: 6&The authors
coronary artery disease or characteristics: suggesting prior myocardial indicated no potential
cardiac interventions 1 Age: mean: injury conflicts of interest. 6
42 (Sb:9) 1 Other limitations:  no
T Stage: not Istress testing: control group
reported ; .
T Recurrence T n=26 with perfusion
status: not defects
reported 1 n=8 with impaired wall
1  Gender: motion
male: 49% 1  n=8 with both

abnormalities

flcoronary artery stenosis:
T O050% in n=22
1  n=9(22,5%) with
stenosis <50%
1 n=9 with no stenosis

fbypass graft surgery after

screening:
1 n=7 with bypass graft
surgery
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
flcoronary art disease during
follow -up:

1 n=23 (of these n=10
acute my ocardial
infarctions (n=2 fatal))
(median of 6.5 years
follow up)

flcoronary angiography (n=40,

14%)

1  n=38(90%) of all
abnormal stress
echocardiography pr
perfusion imaging pts

1  n=2 exertional dyspnea,
abnormal wall motion
and perfusion at rest

fRisk of cardiac events after

screening:

1  P<0.0001 older pts

1  P<0.0001 irradiation
earlier

1  P=0.008 higher dose of
mediastinal irradiation

1  P=0.001 higher risk for
abnormal wall motion

1  P=0.02 ischemia on
stress imaging

(Kleikamp, n = 33 identified, n= 19 n= 19 none 9 Development of 10S: not reported 9 Study Duration:  not
Schnepper et entered (n=12 HL) Mediastinal and coronary artery PFS:not reported reported

al. 1997 ) thoracic RT disease (CAD) TAE: not reported 1 Follo w-up: mean: 48
Outcome Inclusion Criteria: Surgical and vulvar 1QoL: not reported months

research treatment disease after T ITT: not reported
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Referenz/
Studientyp

2c

Referenz/
Studientyp
(Aviles, Neri et
al. 2005 )
RCT

1b

Untersuchte Population

1 Pts with a history of
mediastinal or thoracic RT

1 strong association between
radiation and cardiac
disease

Exclusion Criteria:

1 Patients with congenital
defects or risk factors
(arterial hypertension
history of smoking,
elevated blood cholesterol,
family history , obesity) for
acquired heart disease

Evidenzbasierte Empfehlung en 11.21. & 11.2 2.:

Tabelle 70: Evidenzbasierte Empfehlung 11.2

Untersuchte Population

n=476
Inclusion Criteria:

1 Pts. with HL stages Ill and
\Y
Exclusion Criteria:

1 Patients who relapsed and
were treated with drugs
that can be associated with
cardiac toxicity

© Leitlinienprogramm Onkologie |

= =4

-Methodik
Intervention Kontrolle
CAD: n=15, AV:
n=4
Baseline
Age: mean:
51.7 yrs
(range: 38 -
73)
Stage: not
reported
Recurrence
status: not
reported
Gender:
female: n=9,
male: n= 10
Intervention Kontrolle
Arm A: Arm B:
n=163 n =165
ABVD EBVD
Baseline Baseline
characteristics: characteristics:
Age: 39,6 T Age: 40,1
Stage: Ill: 73, 9§  Stage: llI: 85,
1V: 109 IV: 106
1 Recurrence T Recurrence
status: not status: not
reported reported

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

fiCardiac disease:

N=19 (0.12%) radiation -
induced cardiac disease
Radiation -induced
cardiac disease is
infrequently
encountered in pts from
large surgical centers
Radiation -induced
coronary artery disease
displays a specific
pattern of stenosis
location

Hauptergebnisse

10S: better in patients treated
with EBVD because less
cardiac events were observed.
PFS:not reported

CCE:
Arm A: 9%, Arm B:
6%, Arm C: 17%, (P<
.0001)

untersuchte
Endpunkte
mediastinal and fOther:
thoracic RT
1
1
1
untersuchte
Endpunkte
T Clinical cardiac
event (CCE)
T Abnormalities in
equilibrium
radionuclide TAE:
angiocardiograph i
y (ERNA)
Y Echocardiogram
1

Mortality associated
with CCE:

| Version 3.0 | Oktober 2020

methodische

Bemerkungen
1 Randomisation: no
1 Blinding: no
1 Funding: not reported

1 Other limitations: no
control group

methodische

Bemerkungen

1 Study Duration:  not
reported

1 Follow -up: Median:
11.5 years

1 ITT: not reported

1 Randomisation: yes

1 Blinding: 2 observers
blind to treatment and
malignancy (outcome
assessment)

9 Funding: not reported

1 Other limitations: none
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Referenz/
Studientyp

Referenz /
Studientyp
(Heidenreich,

Hancock et al.

2005 )

Untersuchte Population

Intervention

Tabelle 71: Evidenzbasierte Empfehlung 11.2

Untersuchte Population
n= 282

Inclusion Criteria:

7 035 Gy of mantle
irradiation for tr  eatment of
Hodgkin disease

1 No history of significant
cardiac disease (a history
of pacemaker implant,
mitral valve prolapse, or
transient pericarditis was
allowed)

Intervention

n= 242
normal diastolic
function

2D
echocardiograp
hy

including
pulsed Doppler
of transmitral
and pulmonary
vein flow

== =

Kontrolle

Arm C:

n=71

MBVD

Baseline

characteristics:
Age: 38,5
Stage: lI: 49,
IV: 57
Recurrence
status: not
reported

8.

Kontrolle

n= 40
diastolic
dysfunction

2D
echocardiograp
hy

including pulsed
Doppler of
transmitral and
pulmonary

vein flow

untersuchte
Endpunkte

untersuchte
Endpunkte
fiprev alence of
diastolic
dysfunction
flits association
with prognosis in
asymptomatic
patients after
mediastinal
irradiation

Hauptergebnisse

Arm A: 7%, Arm B:
2%, Arm C: 12%, (P<
.0001)

1  ERNA (equilibrium
radionuclide
angiography
abnormalities):

Arm A: N =22, Arm B
N=23, ArmC: N =
12

1  ECOA (echocardiogram

abnormalities):
Arm A: N =20, Arm B: N
=20,Arm C:N =14
fIQoL: not reported
fOther: not reported

Hauptergebnis se

fos:
fDeaths :
1  N=8: malignancy: n=4,
pulmonary disease: n=
2, renal failure n=1,
unknown cause: n=1

PFS:not reported
TAE: not reported
fQoL: not reported

fOther:
fDiastolic dysfunction

methodische
Bemerkungen

methodische

Bemerkungen

9 Study Duration:  not
reported

1 Follow -up: 3.2+1.4
years

1ITT: n/a

1 Randomisation:  n/a

1 Blinding : n/a

1 Funding : not reported
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Referenz / Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnis se methodische
Studientyp Endpunkte Bemerkungen
1 wri tten consent to undergo Baseline 1  multivariate analysis:
noninvasive testing with characteristics: increasing age (odds
echocardio graphy and T Age:41+9 Baseline ratio 2.35, 95% CIl 1.61 -
nuclear scintigraphy 1  Stage: not characteristics: 3.42 for every 10 -year
reported 1 Age:48 +11 increase): the only
Exclusion Criteria: f Recurence ¢ stage: not variable significantly
1 not reported f;at:;; ant reported associated (P < .05)
0§ Gendor i Recurence with diastolic
male: 50% reporté d dysfur?ctlon.
1  Gender 1 Mid dIaS.tO|IC
male: 53% dysfunction: n= 26 (9%)
of 282

1  moderate diastolic
dysfunction : n= 14 (5%)
of 282

1  No severe diastolic
dysfunctions

fCardiac ischemia

1  stress-induced ischemia:
n= 11 (28%) of 40
patients with diastolic
dysfunction compared
with n=27 (11%) of 242
patients with normal
diastolic function (P =
.005)

fCardiac events
1 new cardiac disease : n=
15:
angina / revascularization
‘n=5
nonfatal myocardi al
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Referenz / Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnis se methodische
Studientyp Endpunkte Bemerkungen
infarction : n=4
heart failure : n= 3
constrictive pericarditis
n= 2, syncope with high -
grade AV block : n=1
T Event-free survival

1  better for patients
without diastolic
dysfunction

1  proportional hazards
model (evaluated
diastolic dysfunction
(yes/no), patient
demographics (age,
sex), clinical
characteristics
(hypertension, diabetes,
fractional shortening),
and irradiation  history
(time after irradiation,
dose, concomitant use
of chemotherapy) ):
diastolic dysfunction
(hazard ratio 1.65, 95%
Cl 1.06 -2.49) and time
after irradiation (hazard
ratio 1.12 per year, 95%
Cl 1.06 -1.20) were
significantly associated
with event -free survival (
P < .05).

fEvents related t o coronary

artery disease (CAD)

1  more common in
patients with diastolic
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Referenz /
Studientyp

Referenz/
Studientyp
(Bethge,
Guggenberger
et al. 2000 )
Cohort study
2b

(Hancock, Cox
etal. 1991 )
Cohort study,
retrospective
2b

Untersuchte Population

Intervention

Tabelle 72: Evidenzbasierte Empfehlung

Untersuchte Population
n=177

Inclusion Criteria:
1  Treated for HL
without evidence of
recurrent
disease for at least 1
year

Exclusion Crite ria:
1  notreported

Baseline characteristics:

Intervention

Arm A:

n = 35 (20%)

ChT alone

(mainly

COPP/ABVD)
Hod

1  Age: median age at
evaluation: 38 years
(range: 18 -74)

1  Stage: not reported

T Recurrence status:
reported

Gender: male: 92, female:

85
n=1787
Inclusion Criteria:
1 Not reported

Exclusion Criteria:

© Leitlinienprogramm Onkologie |

not

Arm A:
n =810

Kontrolle

en 11.30. &11.31.

Kontrolle

Arm B:
n =44 (25%)

RT alone

Arm C:

n =98 (55%)
CMT

Arm B:
n= 186
radiation
initially,

-Methodik

1

1

untersuchte
Endpunkte

untersuchte

Endpunkte
Thyroid
disease
Thyroid
abnormalities
(TA)

Hypothyoridis
m
Hyperthyoridi
sm

Leitlinienreport Hodgkin Lymphom

=

Hauptergebnis se

dysfunction (10%, 4 of
40) than in patients with
normal diastolic

function (2%, 5 of 242, P
=.005)

Hauptergebnisse

TA: N=48 (27%) of 177
hypothyroid, of these:
N =36 (20%) subclinical
hypothyroidism,
N =12 (7%) overt
hypothyroidism
A: no hypothyroidism
B: N =15 (35%), P<0.001
hypothyroidism
C: N = 33 (34%),
P<0.001
hypothyroidism

Hypothyroidism:

n=512: irradiated pts
n=1: not radiated pts
513/1787 (41% 20 yrs
and 44% 26 yrs; median
4.0 (0.2 to 23.7))

| Version 3.0 | Oktober 2020

ERE I

methodische
Bemerkungen

methodische
Bemerkun gen

Study Duration:

1995 -1997

Follow -up: Median 70

months

ITT: not reported

Randomisation:  no

Blinding: no

Funding: not reported
1 Other limitations:

retrospective cohort

Study Duration:
January 1961 - April
1989

Follow -up: not
reported

ITT: not reported
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Referenz/
Studientyp

1

1

1

Untersuchte Population

Thyreoidectomy before
treatment for Hodgkin’s
disease

Characteristics
n=740 female, n=1047
male
mean age: 28 years (2
to 82)
treated between 1961
and 1989
HL treated pts with:
n=810: RT alone
n=920: RT and ChT
n=57 ChT alone
ChT regimen:
n=622:
mechlorethamine
hydrochloride,
vincristine,
procarbazine,
prednisone (after mantle
irradiation)
n=166: procarbazine,
mel phalan

© Leitlinienprogramm Onkologie |

Intervention

Kontrolle

followed by ChT
after a relapse

Arm C:
n= 725
radiation + ChT

Arm D:
n= 57
ChT alone

Arm E:

n=9

ChT followed by
radiation after
recurrence

-Methodik

untersuchte
Endpunkte

I RR of thyroid
cancer

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1  Risk of thyroid disease
after HL treatment (% by
20 years and 26 years
after treatment): O 1
thyroid disease:

573/1787 (50% 20 yrs

and 63% 26 yrs); median
4.6 (0.2 to 25.6))

Graves disease: 34/1787
(3.1% 20 yrs and 3.1% 26
yrs; median 4.8 (0.1 to
17.6))

1  Silent thyreoiditis:

4/1677 (0.6% 20 yrs and
0.6% 26 yrs; median 3.7
(0.8to 15 .3))

f Hashi motods t
6/1677 (0.7% 20 yrs and
0.7% 26 yrs; median 7.9
(3.5t0 15.2))

1  Thyroidectomy: 26/1677
(6.6% 20 yrs and 26.6% 26
yrs; median 14.0 (1.5 to
25.6))

1  Thyroid cancer: 6/1677
(1.7% 20 yrs and 1.7% 26
yrs; median 13.3 (9 to
18.9))

T Benig n adenoma: no %
(median 12.0 (1.5 to
25.6))

1  Adenomatous nodule: no
% (median 17.4 (12.7 to
24.4))

1 Multinodular goiter: no%
(median 14.8 (10.8 to
19.4))

1  Clinically benign nodule:
12/1677 (3.3% 20 yrs and

| Version 3.0 | Oktober 2020
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methodische

Bemerkun gen
Randomisation:

Blinding:
Funding:

1 Other limitations:
retrospective cohort
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Referenz/
Studientyp

(lles, Biro et
al. 2003 )
Cohort study
2b

Untersuchte Population Intervention Kontrolle untersuchte
Endpunkte
n=151 n=40 n=24 T Hypothyroidis
ChT alone neck RT m following

Inclusion Criteria: neck RT

1 HL based on histological n= 82 TAB
examination neck RT plus

fCompl ete remis: ChT
year

n=»o5

Exclusion Criteria: other

1 Not reported

Baseline characteristics:
Thyroid function: normal
(n=111)/hypothyroidism
(n=38)/hyperthyroidism
(n=2)
 Age: mean age at
detection of HD: 32.6
(12-75),31.8 (11 -
57)/19.5 (19 -20)
1  Stage (Ann Arbor) : I-II:

n=35/14/0, Il  -IV: n=
76/24/2

Al Recurrence status:  not
reported

Hauptergebnisse methodische
Bemerkun gen

5.1% 26 yrs; median 12.6
(2.4 t0 22.6))

1  Clinically benign cyst:
4/1677 (0.7% 20 yrs and
0.7% 26 yrs; median 8.1
(1.6 to
16.7)) Multinodular
goiter: 2/1677 (0.5% 20
yrs and 0.5% 26 yrs;
median 13.8 (10.5 to 17))

1  Thyroidal status: 1  Study Duration:
T N =111 (73.5%) euthyroid 1970 -2000
1 N =26 (17.2%) subclinical T Follow -up:
1N =12 (1.3%) T ITT: not reported
hyperthyroidism 1 Randomisation: no
T Risk factors for 11} Eﬂ:gz:g r:gt reported
hypothyroidism: ’
ypotny! q

1 P=0.004 male/female ratio

9 P=0.0007 thyroid function

9 P=0.003 thyroid antibody
P=0.005 previous
treatment of HL and
TA
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Tabelle 73: Evidenzbasierte Empfehlungen 11.3 4.

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
(Martin, Ristow n=141 i none fBleomycin fos: 9 Study Duration:  not
et al. 2005 ) pulmonary f5-years OSrate for all pts: reported
Inc lusion Criteria: toxicity (BPT) median: 87% (range: 4-220 1 Follow -up: not reported
Retrospective 1 treated with a bleomycin - months) TITT: n/a
review containing chemotherapy 1 Randomisation: n/a
regimen TPFS: 1 Blinding: nl/a
1 all histologic subtypes  of 15-years PFSrate for all pts: f Funding: 0 The aut
newly diagnosed biopsy - median: 79% (range: 4 to 220 indicated no po tential
proven HL months) conflicts of
1 Other limitations:
Exclusion TAE: retrospective
Criteria: fDeaths: n= 20
1 did not receive a 1 treatment -related
bleomycincontaining complications: n=9
regimen as part of their (45%)
front -line therapy 1  died of HL: n= 6 (30%)
1 were seen only in 1  died of causes unrelated
consultation to disease/therapy: n=5
1 odid not receive their (25%)
therapy at sour institution 6
1 did not receive a BPT: n=25 (18%) of 141
bleomycin -containing 1 OSat5 years: P=0.001:
regimen as frontline A: 63% vs B: 90%
therapy 1 CRrates: P=0.299: A
91% vs B: 93%
Baseline characteristics: 1 PFSat5years: P=0.531:
1 Age: median: 32 (range. 7 - A:71% vs B: 80%
76)
1 Stage (Ann Arbor): ' n=9 1Risk factors for BPT (A vs B):
(6%), II: n=49 (35%), llI: n= 1  Age: P=0.009; 49 vs 29
46 (33%), IV: n= 37 (26%) 1 BPTrate: P=0.001: 33%
1 Recurrence status:  not in O 40 yrs
reported yrs:
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Referenz/
Studientyp

(Ng, Li etal.
2008 )

Cohort study

Untersuchte Population

1 Gender: male: n= 76 (54%),
female: n= 65 (46%)

n =52

Inclusion Criteria:

1 newly diagnosed, biopsy
proven, classic HD

1 receiving bleomycin -based
chemotherapy with or
without mediastinal
radiotherapy

Exclusion

Criteria:
1 not reported

© Leitlinienprogramm Onkologie |

Intervention

n =52

A: n=29 (56%)
CHT alone

B: n=23 (44%)
CHT plus
mediastinal RT
CHT regimen:
n=46: ABVD
n=6:
adriamycin,
bleomycin,
vinblastine,
gemcitabine

Baseline

characteristics:
Age: median:

31yrs.
Stage: /ll:
n= 35 (68%),
/IV: n=17
Recurrence

-Methodik
Kontrolle untersuchte
Endpunkte
none %DLCO at 1

month, 6 months,
1 year aft er
therapy

fIFactors
predictive of
clinical
significant
pulmonary
toxicity

fIFactors
predictive of
persistently
reduced %DCLO
over time

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

1 ABVD (P=0.006):
n=22/81, 27%) vs
59/81(72%)

1 MOPP/ABV(D) (P=0.006):
n=2/47

1 G-CSF (P=0.014):
n=19/74 (26%) in G -CSF
receiving vs n=6/67 (9%)
in not receiving

1QoL: not reported
10S: not reported
PFS:not reported
TAE: not reported
1QoL: not reported

fOther:

1% baseline median %DCLO:
T A 94% (53% to 121%)
1 B:107% (65% to 139%)

T Average decline:
1 B:13% (P=0.002)

1%DCLO at 1 month:
A 12% (P<0.001)
1  B:18% (P=0.005)

1%DCLO at 6 months:
1 A 2% (P=0.09)
1 B:10% (P=0.0005)

1%DCLO at 1 year:
1 A:3%(P=1.0)

| Version 3.0 | Oktober 2020
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methodische
Bemerkungen

9 Study Duration:  not

reported
1 Follow -up: median: 30
months
1ITT: n/a
1 Randomisation: n/a
1 Blinding: n/a

9 Funding: American
Society of Hematology
Junior Faculty Clinical
Research Award

9 Other limitations: no
control group
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
status: not 1 B:13% (P=0.003)
reported

fFactors predictive of clinical
significant pulmonary toxicity
1 n=6 (12%) had
bleomycin toxicity

flage significantly predicted
bleomycin toxicity:
1  n=3/5(60%) <60 yrs
1 n=3/47 (4%) <=60 yrs
(P=0.008)

fIFactors predictive of
persistently reduced %DCLO
(>15% decline from baseline)

over time
1 6 mnts: A (20%) vs (B)
52%, P=0.03
T 1ly:A(14%) vs B (37%),
P=0.15
1B:

1 (MLD >=13 Gy or V20
>=33% ) vs (MLD<13Gy
or V20<33%)
persistently reduced
%DCLO, P=0.01

1IB: Smokers vs non -smokers,

persistently reduced %DCLO
at 1y (P=0.036)
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Referenz/
Studientyp

(Villani, Viola
et al. 2002 )

Abstract only

Untersuchte Population

n=39

Inclusion Criteria:

1 Untreated

1 stages 1B, lll and IV
Hodgkin's disease

Exclusion

Criteria:
1 not reported

Intervention
n=39
ChT+RT
Baseline
characteristics:
T Age: not
reported
Al Stage: 1IB,
Il and IV
Al Recurrenc
e status:
not
reported

Kontrolle untersuchte
Endpunkte
none fITime -course of

pulmonary
function
parameters

fITime -course of
transfer lung
factor for carbon
monoxide

fIPulmonary
toxicity

Hauptergebnisse

fIEntire cohort, s ignificant
associated with less decline
in%DLCO at1y:
1 lower pretreatment
%DCLO (P=0.01)
1 lack of smoking history
(P=0.02)
1 lower MLD (P=0.02)
f1OS: not reported
PFS:not reported
TIAE: not reported
fiQoL: not reported

fOther:

TAfter follow -up > 1 years, all
pts were in complete
remission

T After combined modality
treatment, no significant
improvement of  spirometric
parametes (VC, FVC, FEV1,
FEF 25-27%, TLC, PEF)

fITime course of DLCO

(Yopredicted):

Al CHT+RT vs
baseline:85.0+ -2.5vs
99.6+ -3.6, P>0.05

1  CHT+RT vs baseline at
follow -up: 86.9+ -2.71 vs
99.6+ -3.6, P>0.05

TDCLO/VA:

methodische
Bemerkungen

9 Study Duration:  not
reported

1 Follow -up: not
reported

T ITT: not re ported

1 Randomisation:  not

reported
1 Blinding: not reported
1 Funding: not reported

1 Other limitations: NA
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Referenz/
Studientyp

Referenz/
Studientyp
(Anderson,
Remedios et
al. 201 8)
(ovarian sub -
study of
RATHL trial)

Untersuchte Population

Intervention

Tabelle 74: Evidenzbasierte Empfehlung 11.

Untersuchte Population

n==67

Female participants (18 0
45 years) from the
randomised phase 3 RATHL
trial. Participants were
treated with two cycles of
ABVD or ABVD followed by
interim PET scan (and then
treatment adaptation
according to the interim
PET scan result (positive or
negative))

Incl usion C riteria  (of
RATHL trial):
1  Histologically
confirmed classic HL

Intervention

n =24 received
ABVD and n =33
received AVD

n=4 received
BEACOPP andn
=6 escalated
BEACOPP

Kontrolle

37.

Kontrolle

n/a

untersuchte
Endpunkte

untersuchte
Endpunkte

T Ovarian function
(assessed by use
of serum
antimllerian
hormone and
follicle -stimulating
hormone
measurements)

Hauptergebnisse

1 CHT+RT at follow -up vs

baseline: 76.8+ -2.3vs
79.9+ -2.3, P>0.05

Dm (ml/min/mmHg) CHT+RT
vs baseline: 37.8+ -3.1
vs50.3+ -3.9, P>0.05

Pulmmonary toxicity:
1 Grade 1: n=14, 48.7%
1  Grade 2: n=5, 35.8%
1 Grade 3:n=1, 2.5%

Hauptergebnisse

Antimallerian hormone
concentrations decreased in
all participants during
chemotherapy treatment with
reciprocal increase sin
follicle -stimulating hormone
concentrations .

At 1 year after
chemotherapy, antimillerian
hormone concentrations
recovered to a median of

105 pmol/L (IQR 4 3317 -3) in

the ABVD -AVD group, but
little recovery was seen after
BEACOPP (median 0-11

pmol/L [0 -0780-20]). Age also

affected the extent of ovarian

methodische
Bemerkungen

methodische

Bemerkungen

1 Study Duration:  Dec.
132010 o Dec. 19 2012

1 Follow -up: 3years

fITT: no
1 Randomisation:  yes
1 Blinding: yes

9 Funding: funded by
Cancer Research UK
(reference
CRUK/07/033)

1
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Referenz/
Studientyp

(Baxter,
Sutradhar et
al. 2013 )
Retrospective
cohort study
2b

Untersuchte Population Intervention
M StageslIB o IVorllA
with adverse
features
1  No previous
treatment
Al Performance status
0-3

n=18. 461 n= 3,285
young survivors
N=358 (10.9%)
had HL

Group at risk

Inclusion Criteria:

1 Women aged 20 to 34
years at diagnosis of
malignancy other than

gynecological malignany Baseline
between 1992 and 1999 in characteristics:
Canada and surviving at 1 Age: mean:
least 5 years after initial 28.8 (SD:
diagnosis 4.1)
Stage: not
reported

1

Kontrolle

n=15176
control

Baseline

characteristics:
Age: mean.

28.6 (SD:
4.1)

Stage: not
reported
Recurrence
status: not
reported

untersuchte
Endpunkte

T Child birth rate

I Time to child
birth at least 12
months after
diagnosis

Hauptergebnisse

function recovery, with
antimillerian hormone
recovery in participants aged
35 years or older in the
ABVD-AVD group to 37% (SD
10) of their before treatment
concentrations, compared
with full rec overy to 127% (SD
12) in those younger than 35
years (p<0 -0001). Follicle -
stimulating hormone

recovery to less than 25 IU/L
occurred for 95% of women
younger than 35 years in the
ABVD-AVD group by 2 years
and was also dependent on
age (hazard ratio 0 49, 9 5%
Cl1 0-3780-65; p<0 -0001).

1

10S: not reported
PFS:not reported
TAE: not reported
fQoL: not reported

fOther:
f'Cumulative 10 -year Rate of
childbirth :
1  HL patients: 43.2%
Control: 46.4%

methodische
Bemerkungen

9 Study Duration:  not
reported

1 Follow -up: median in
survivors without
childbirth: 12.4 and 13
years (control )

fITT: no

1 Randomisation: no

1 Blinding: not reported

1 Funding: Study was
supported by the
Canadian Institutes for
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Referenz/
Studientyp

(Bramswig,
Riepenhausen
etal. 2015 )
Non-RCT

2b

Untersuchte Population

Exclusion Criteria: 9

1 died within five years of
diagnosis

1 diagnosed with a
gynaeco logical malignancy

1 registered in OCR for a
previous malignancy

1 were not continuously
eligible for provincial
health insurance coverage
for at least seven years
after diagnosis (or until
death)

n = 3.244.467

Inclusion Criteria:

1 Female patients <18 years
treated for HL on basis of
five different study 1
protocols between 1978
and 1995 in Germany and
Austria. Inclusion of
patients in ongoing
remission before first 1
childbirth and with follow - T
up >5 years.

1 Control group consisted of
a sample of female German
population aged 16 -49
years.

Exclusion Criteria:
9 Not reported

© Leitlinienprogramm Onkologie |

Intervention

Recurrence
status: not
reported

n =467
Intervention

Baseline

characteristics:

Age at
diagnosis :
median. 13.8
(range: 2.9 -
17.9)

Stage : not
reported
Recurrence
status: not
reported

s der GRADE-Methodik

Kontrolle untersuchte

Endpunkte
n=3244000 9 Proportion of
Female German mothers
population as 9 Cumulative
reported in incidence of
Mikrozensus parenthood
2012

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

T Time to child birth at least 12
months after diagnosis
1  Overall: HR: 0.90 (95%
Cl: 0.76 to 1.07)

1  Subgroup analyses:
With pre -diagnosis
child birth: HR: 0.57
(95%CI: 0.36 to 0.91)
No pre -diagnosis
child birth: HR: 0.96
(95% CI: 0.79 to 1.16)

fos:
7110-year OS in all 590
patients : 95% (95% CI 93 397)
120-year OS: 92% (95% CI 900
94)

PFS:not reported
TAE: not reported
1QoL: not reported

{Other:
fProportion of mothers:

1  No statistical significant
difference between HL
patients and control
group, except for
subgroup aged 40 -44
years. In this subset of
patients proportion of
mothers was
significantly different

| Version 3.0 | Oktober 2020
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methodische

Bemerkungen
Health Research and the
Ontario Ministry of
Research and
Innovation

9 Other limitations:
retrospective

1 Study Duration:  not
reported

1 Follow -up: Median
observational period
was 20.4 years

TITT: no

1 Randomisation: no

1 Blinding: not reported

1 Funding: Study was
funded by Deutsche
Kinderkrebsstiftung,
Jens-Brunken -Stiftung
fur Leuk&mie und
Lymphomforschung,
and Kinderkrebshilfe
Munster
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Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
favoring control group
(61% vs. 78% (CON),
P=0.001)
Factors influencing
cumulative incidence
of parenthood

TAge at diagnosis
T  HR:0.99 (95%Cl: 0.96 to

1.02)

1 P=05

fiLaparotomy

1 HR:0.81 (95%CIl: 0.62 to
1.05)

T P=011

I Therapy group (HL stage)
1 HR:0.85(95%Cl: 0.73 to
1.00)
T P=0.04

fCycles of procarbazine

T  HR:0.95 (95%Cl: 0.89 to
1.00)

1 P=0.06

TAkylating agent dose score
1 HR:0.93 (95%Cl: 0.87 to
1.00)
T P=0.05
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Referenz/
Studientyp

(De Bruin,
Huisbrink et
al. 2008 )
Cohort study
2b

Untersuchte Population

n= 518

Inclusion Criteria:
9 female 5 -year HL survivors
1 <51 years of age

Exclusion Criteria:
1 postmenopausal at
entry

study

Baseline characteristics:

1  Age: atfirst treatment:
14-21 yrs: n=172
(33.2%), 22 -28 yrs: n=
170 (32.8%), 29 -39 yrs:
n= 176 (34.0%)

I Stage: I: n= 92 (17.8 %),
Il: n= 273 (52.7 %), lll: n=
64 (12.4 %),1V: n= 36
(6.9 %), unknown : n= 53
(10.2 %)

1  Recurrence status: not
reported

© Leitlinienprogramm Onkologie |

Intervention

cohort analysis:
women were
followed fro m
day of first
treatment for

HL until
whichever came
first

9 menopause (n =
97)

1 age 40 years
(n= 219)

1 last known date
of menopausal
status (n = 122
including date
of death)

1 second primary
malignancy (n=
26)

-Methodik

Kontrolle

none

untersuchte
Endpunkte

fLong -term risk of
BC and
gonodatoxic ChT

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

I Treatment protocol
(Moskowitz, Nademanee et
al.)

T HR:0.93 (95%CI: 0.98 to

1.05)
q P=0.48
fRadiation field

1 HR:0.76 (95%CI: 0.61 to
0.95), favoring above
diaphragma > adomen
without pelvis > pelvis

1 P=0.01

fimedian follow up of 9.4

years: n= 97 reached

menopause before age 40

years (range: 19 -39 years;

median: 33.5 years)
 Breast cancer
fIN=130 developments of BC,

SIR: 5.6, absolute excess risk:

57 per 10,000 pts per yr.

fOverall cumulative incidence

(30 yrs after treatment): 19%,

for pts treated before age of

21: 26%

fMantle field irradiation is
associatied with 2.7 -fold
increased risk compared wi  th
similary dosed (36 to 44 Gy)
mediastinal irradiation alone

TWomen >= 20 yrs with intact
ovarian function after RT,

| Version 3.0 | Oktober 2020

methodische
Bemerkungen

9 Study Duration:  not
reported

1 Follow -up: median
follow up of 9.4 years

1 ITT: not reported

1 Randomisation: no

1 Blinding: no

1 Funding: not reported

1 Other limitations: none
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Referenz/
Studientyp

(Franchi -
Rezgui,
Rousselot et
al. 2003 )
Cohort study
2b

(Haukvik,
Dieset et al.
2006 )
Cohort study

Untersuchte Population

n=84

Long -term female survivors
after treatment for HL  (n =
42) and NHL (n =42)

Inclusion Criteria:

1T Age
diagnosis

1 Diagnosis before
December 31, 1996

1 Follow -up > 3 years
after the last
treatment

1 Treated with>=3
ChT cycles (incl
alkylating agents)

1 No pelvic or total
body irradiation

Exclusion Criteria:
1 Women treated with ABVD
alone
n=99
Inclusion Criteria:
1 female

O 40 ye

Intervention

1 date of surgical
menopause (n =
7)

1 date of direct
radiation to the
ovaries (n = 47)
n/a

n=99
RT

Kontrolle untersuchte
Endpunkte
none fPregnancy
9 Primary ovarian
failure (POF)
n=67 i Treatment -
RT+ChT realted POF

Hauptergebnisse

have significantly higher risk
of BC

fIReduction of radiation
volume appears to decrease
risk for BC after HL

1 Pregnancy:
N = 31 became
pregnant ata
median time of 57
months (18 8140
months) after
treatment

T Primary ovarian

failure:

N = 34 POF
N = 19 retained
relative fertility

Age influences POF, if

women receive
alkylating agents.

POF:
37.4% of total pts after
RT+ChT
Risk of POF is significantly

methodische
Bemerkungen

1l Study Duration:  not
reported

1 Follow -up: (after
lymphoma diagnosis)
median 100 (range 40 &
180) months

fITT: no
1 Randomisation:  no
1 Blinding: no

1 Funding: not reported

9 Study Duration:  not
reported

1 Follow -up: median. 20
yrs.

© Leitlinienprogramm Onkologie |
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Referenz/
Studientyp
2b

(van der Kaaij,
Heutte et al.
2012)

Cohort study
2b

Untersuchte Population Intervention
Exclusion Criteria:
1 did not answer the
questionnai re
1 received pelvic radiation in
L and inverted Y-fields
Baseline characte ristics:
1 Age: atdiagnosis HL: 9 -
29 yrs: 62, 30 -40 yrs:
37
1 Stage: at diagnosis HL:
I-1l: n=67, lll -IV: n=32
1 Recurrence status: not
reported
n =460 n =460
Inclusio n Criteria: Baseline
1 Female treatment -naive HL characteristics:
patients included in HD1 to
HD9 trials between 1964 to 1 Ageat
2004 treatment
Exclusion Criteria: start: range
1  Concomitant or previous 15824n =
malignancies 192, ranbgia
1  Serious comorbidities 25834n=
195, range
35839n=
73
1  Stage: I-ll: n=
409, Il -IV:
n=51

© Leitlinienprogramm Onkologie |

-Methodik

Kontrolle

untersuchte
Endpunkte

fIPremature
ovarian failure
(POF)

T Risk factors for

POF

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

higher, if pts receive ChT
additional to RT

Risk of POF increased with
alkylating agents

POF: after median follow -up
(16 years), 77 of 460 women
developed POF.

Incidence of of POF was

20.1% (95% CI 15.9% - 24.8%)
compared with 0.9% (95%Cl
0.3% - 1.5%) in the general
population.

The cumulative risk of POF

for treatment with alkylating
chemotherapy (n = 202) was
60% (95% CI 41% - 79%) and
only 3% (95% ClI 1% - 7%) or
6% (95% CI, 2% to 20%) for
treatment with nonalkylating
chemotherapy (ABVD or EBVP,
n = 151).

Risk factors for POF:

1  Alkylating
chemotherapy: Women

| Version 3.0 | Oktober 2020
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methodische
Bemerkungen

1 ITT: not reported

1 Randomisation: no

1 Blinding: no

9 Funding: not reported

1 Other limitations: none

1 Study Duration:  not
reported

1 Follow -up: median 16
years (rane 5 8 45 years)

TITT: no
1 Randomisation: no
1 Blinding: no

1 Funding: Study was
supported by a research
grant from the Lance
Armstrong Foundation
and by a travel grant
from the Rene” Vogels
Stichting
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Referenz/
Studientyp

Referenz/
Studientyp

(Behringer,
Breuer et al.
2005)
Subgroup
analysis of 2
RCTS

1b

Untersuchte Population

Tabelle 75: Evidenzbasierte Empfehlung 11. 38.

Untersuchte
Studien

Inclusion

criteria:

1 15-75 years

1 biopsy -proven
HL at
diagnosis

Intervention

(verglichene) untersuchte
Interventionen Endpunkte
HD7 arm A: N=32 fMenstrual
(EF) status

HD7 arm B: N=26

(ABVD)

HD8 arm A: N=94
(COPP/ABVD + EF)

© Leitlinienprogramm Onkologie |

Kontrolle

-Methodik

untersuchte
Endpunkte

Hauptergebnisse

2 studies includ ed

Results:

1 OS: not reported

1 PFS not reported

1 Safety/AEs : not reported
1 QoL: not reported

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

treated with alkylating
chemotherapy ha d an
age-adjusted HR of
12.31 (95% ClI, 5.90 to
25.68; P < .001) for POF
occurrence compared
with women not treated
with alkylating
chemotherapy.

1  The HR for POF
associated with age (32
at treatment was 15.65
(95% ClI, 1.88 to 130; P
=.01

No statistical

sig nificant influence
could be
demonstrated for
smoking, stage of HL,
B symptoms or
treatment period.

methodische
Bemerkungen

Follow -Up: Median: 3.2
years

Randomisation:  yes
ITT: n/a

Blinding: n/a

Funding : Deutsche
Krebshilfe,

| Version 3.0 | Oktober 2020

methodische
Bemerkungen

Literaturbelege/
eingeschlossene
Publikationen

HD7 8HD9
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Referenz/ Untersuchte (verglichene) untersuchte Hauptergebnisse methodische Literaturbelege/
Studientyp Studien Interventionen Endpunkte Bemerkungen eingeschlossene
Publikationen
1 adequate HD8 arm B: N=94 1 Other relevant outcomes Bundesministerium fur
organ function (COPP/ABVD + RT 1  Menstrual status: Bildung und Forschung,
, left +EF) 51.4% of the women 8x dose - Kompetenznetz Maligne
ventricular HD9 arm A: N=32 escalated BEACOPP had Lymphome
ejection (COPP/ABVD) continuous amenorrhea.
fraction HD9 arm B: N=53 Amenorrhea was significantly
greater than (BEACOPP) more frequent after dose -
0.45, forced HD9 arm C: N=74 escalated BEACOPP compared
expiratory (BEACOPP with doxorubicin, bleomycin,
volume in 1 increased size) vinblastine, and dacarbazine;
second or cyclophosphamide, vincristine,
diffusion procarbazine, prednisone,
capacity of doxorubicin, bleomycin,
carbon vinblastine, and dacarbazine
monoxide or sta ndard BEACOPP (P =
greater than 0.0066)
60% of Amenorrhea after therapy was
predicted, most pronounced in women
Karnofsky with advanced -stage HL (P <
performance 0.0001), > 30 yrs at treatment
score greater (P = 0.0065), women who did
than 60, and not take oral contraceptives
WBC count during ChT (P = 0.0002).
greater than
3,500/ pL, Descriptive statistics:
hemoglobin patient characteristics
level greater 1 Age at diagnosis  : 15 -29 years: 245,
than 8 g/dL, 30-40 years: 160

and platelets

greater than

100,000/ pL
Exclusion
criteria:

1 Stage at diagnosis : Early stage : 58,
Intermediate stage : 188, Advanced
stage: 159
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Referenz/
Studientyp

Referenz/
Studientyp
(Falorio,
Biasoli et al.
2013)
Retrospective
case series

4

Untersuchte
Studien

1 not reported

(verglichene)
Interventionen

Evidenzbasierte Empfehlung 11.3  8.:

Tabelle 76: Evidenzbasierte Empfehlung 11.

Untersuchte Population

n =238

Inclusion Criteria:

1 Female HL patients aged
14-40 at time of diagnosis
without relapse or disease
progression after initial
treatment. Moreover
patients must have had
regular cycle prior to
therapy and no evidence
for gynecological disorders
affecting repr oductive
function

Exclusion Criteria:
1 Not reported

Intervention

n=238

One single
observational
group

Baseline
characteristics:

fAge: O3 On=
175 (74 %, >30:
n= 63 (26 %

fStage: I18lIA: n=
103 (43 %, 11B8
IV:n= 135 (57 %

fIRecurrence
status: not
reported

untersuchte
Endpunkte

-Meth odik

Hauptergebnisse

1 Treatment modality

methodische
Bemerkungen

: Radiotherapy

alone : 32, Combined -modality and

chemotherapy alone : 373

39.
Kontrolle untersuchte
Endpunkte
none T impaired gonadal

© Leitlinienprogramm Onkologie |

function
T Fertility rate

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

T Impaired gonadal function
125% had impaired gonadal
function
{ Factors
TAge >30 years
1 OR:2.4(95%Cl: 1.3 to

4.6)

1 P=0.005

bl HL stage IIB-IV

1 OR:2.28 (95%Cl: 1.2 to
4.3)

1 P=0.011

fOral contraceptives
T OR:0.29 (95%CI: 0.13 to
0.61)
1 P=0.001
TGNRH analogues
T OR: 0.23 (95%Cl: 0.11 to
0.47)
1 P<0.001
fRadiation therapy
1 OR:0.39 (95%Cl: 0.21 to
0.72)

| Version 3.0 | Oktober 2020

Literaturbelege/
eingeschlossene
Publikationen

methodische

Bemerkungen

9 Study Duration:  not
reported

1 Follow -up: median: 7

years
TITT: no
1 Randomisation: no
1 Blinding: no

9 Funding: Some authors
supported by
Associazione Angela
Serra per | a Ricerca sul
Cancro, Modena, Italy
and FaPERJ (Fundagéo
de Amparo a Pesquisa
do Rio de Janeiro) and
by Faperj grant

9 Other limitations: none
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Referenz/
Studientyp

(Letourneau,
Ebbel et al.
2012)
retrospective
survey study

Untersuchte Population

n=1041

Inclusion Criteria:

1 18 to 40 years old female
patients

1 history of leukemia,
Hodgki nds
Hodgkin lymphoma, breast
cancer, or gastrointestinal
(Gl) cancer

1 treated between 1993 and
2007

Exclusion Criteria:

1 outda ted contact
information in the  cancer
registry

1 physician thought
participation in the study
would cause undue

di-s e

Intervention

n/a

Kontrolle

none

untersuchte
Endpunkte

T Infertility
fOvarian function

Hauptergebnisse

1 P=0.002
fINumber of therapies >1
1 OR:10.8 (95%CIl: 4.22 to
27.5)
1 P<0.001
Number of pre -diagnosis
pregnancies O1
T OR:1.5 (95%CI: 0.82 to
2.85)
1 P=0.18
T Fertility rate
1  Pre-treatment rate: 0.42
1  Post-treatment rate:
0.40
112 -month infertility after
chemotherap y: 18%

T The rate of acute ovarian
failure increased
significantly with age

120 years old patients: 6%

1135 years old patients: 30%

P<0.001

TProbability of early
menopause:

120 years old patients: 37%

130 years old patients: 16%

P=0.043

methodische
Bemerkungen

9 Study Duration:  not

reported
1 Follow -up: not reported
TITT: no
1 Randomisation: yes
1 Blinding: no

f Funding: 0 Thi s pr
was supported by
National Institute of
Health grant number
TL1 RR024129.
9 Other limitations: none
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Referenz/
Studientyp

Referenz/
Studientyp
(Kiserud, Fossa
et al. 2009 )
Cohort study
2b

Untersuchte Population Intervention Kontrolle untersuchte

Endpunkte

psychological burden (due
to severe co -morbid mental
illness)

Evidenzbasierte Empfehlung 11  39..: , )

Tabelle 77: Evidenzbasierte E mpfehlung 11.4 0.

Untersuchte Population Intervent ion Kontrolle untersuchte
Endpunkte
n=294 n/a n/a 1 Gonodal function

in male patients

Inclusion Criteria:

1 Males treated for HL
and/or NHL

1050 vy efagest
diagnosis

1 Registered at NRH

1 Period of diagnosis: 1
January 1980 9 31
December 2002

1 Age O 18 at time of survey
(January 2007)

1 Alive in June 2007

Exclusion Criteria:

1 Patients who received total
brain irradiation or scrotal
irradiation

Baseline characteristics:

1

Age at survey: 21 -39
years: 66, 40 -49
years: 86, 50 -56

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

Hauptergebnisse

49% (n = 144) of
patients had all gonadal
hormones within normal
ranges, 60 (20%)
displayed exocrine
hypogonadism (isolated
elevated FSH, with LH,
SHBG and testosterone
within normal range)
and in almost one  -third
(n=90, 30%) the
hormone levels were
compatible with
endocrine
hypogonadism
(testosterone below
and/or LH above normal
range, independent of
FSH).

There was a statisti cally
significant association
between treatment
group and groups of
gonadal dysfunction (P <
0.001). Compared to
those treated with

| Version 3.0 | Oktober 2020

methodische
Bemerkungen

methodische

Bemerkungen

1 Study Duration:  survey
carried out in January
2007

1 Follow -up: median
observation time in
years: 15 (range 4 0 28)

TITT: n/a

1 Randomisation: no

1 Blinding: no

1 Funding: Study was
financed with the aid of
EXTRA funds from the
Norwegian Foundation
for Healt h and
Rehabilitation and The
Norwegian Cancer
Society

1 Other limitations:
compliers were older
than non -compliers
(may have caused a
biased patient sample
with a slightly higher
proportion of
hypogonadism in the

390



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

-Methodik

391

Referenz/
Studientyp

Untersuchte Population

Intervent ion

years: 7 5, 57 -75
years: 67

1 Stage: HL patients (n
=165): Stage I/ll n =
105, stage IlII/IV n =
60; NHL patients (n =
129): stage l/lin =
67, stage lll/IV n =

62

Recurrence status:
HL patients: first

repl ase

nnd:

relapse n = 5; NHL
patients: first

rel

apse: n

relapse n = 12

Kontrolle

untersuchte
Endpunkte

Hauptergebnisse

no/low gonadotoxic
chemotherapy patients
from all other treatment
groups had significantly
elevated risk for

exocrine hypogo nadism.

Patients from the other
treatment groups,
except those in the
med -NHL group, also
had significantly
elevated risk for
endocrine
hypogonadism
compared with the
group treated with
no/low gonadotoxic
chemotherapy.

1  Because of the adverse
health effects following
long -lasting endocrine
hypogonadism, gonadal
hormones should be
assessed regularly in
male lymphoma
survivors

T Risk factors:

Treatment with
alkylating agents,
high -dose
chemotherapy with
autologous stem cell
support, patients who
are 50 years and
older

methodische
Bemerkungen
sample than in the total
population of male
lymphoma survivors).
Ranges for testosterone
were not age -adjusted.
1 Chronic co -morbidity or
any long -lasting
mediciation was not
considered in the study.
1 7 patients registered
with both HL and NHL,
treated according to
their first diagnosis

© Leitlinienprogramm Onkologie |
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12.3.8.6.

Referenz/
Studientyp

(Daniels,
Oerlemans et
al. 2013 )
SR of cohort
and cross -
sectional
studies

2a

Welche MalRnahmen kdnnen Fatigue reduzieren?

Tabelle 78: Evidenzbasierte Empfehlung 11.41.

Untersuchte
Studien

Cohort
(longitudinal)
and cross -
sectional studies
from 1990 to
August 2012 in
Web of Science,
PubMed,
PsychINFO

Inclusion

criteria:

9 HL survivors

1 English
language

 Mesurement
of fatigue by
generic and/or
fatigue -
specific
questionnaires

Exclusion

criteria:

9 Studies before
1990

9 Studies
combining
results of

(verglichene)
Interventionen

Reporting of
fatigue

untersuchte
Endpunkte

9 Prevalence of
fatigue

1 Fatigue
scores

1 Risk factors
for fatigue

© Leitlinienprogramm Onkologie |

Leitlinienreport Hodgkin Lymphom

-Methodik

(Vijayakumar and Myrianthopoulos

Hauptergebnisse

22 studies included in review (published
between 1993 0 2013)

No meta -analysis; qualitative reporting
of fatigue
Prevalence

Fatigue occurred in 11% to
76% of HL patients after
treatment. In comparison with
a healthy population based
control group patients with HL
were significantly more likely

to suffer from fatigue (26 -30%)

than control group (10%).
Fatigue scores
In most studies, authors
detected statisticall y
significant higher fatigue
scores in HL patients
compared to norm populations
or matched patients (mean
differences ranged from 5 to
13%).
Risk factors for fatigue
The review authors describe a trend
towards a higher incidence in older,
female, smoking, lower educated or
relapsed patients. Moreover, fatigue
seems to occur more frequently in

) (EK)

methodische
Bemerkungen

Overall quality of

included studies:
Definition and
measurement of
fatigue varies between
studies; a var iety of
guestionnaires used
to measure fatigue,
unclear how these
guestionnaires
correlate

Funding : not reported
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Referenz/

Studientyp Studien

Untersuchte

more than one
type of tumor
1 Studies
addressing
fatigue in a
specific
subgroup of
patients such
as those who
had intensified
treatment for
relapsed or
refractory HL

Referenz/
Studientyp

(Daniels, Oerlemans
et al. 2014 )
Cross-sectional
study

Untersuchte
Population
N = 180 HL survivors

Patients diagnosed
with HL between 1
January 1999 and 1
December 2010
were selected from a
database.

Inclusion Criteria:

1 Not reported

Exclusion Criteria:

T Not reported

(verglichene)
Interventionen

untersuchte
Endpunkte

Intervention

N =180

Hauptergebnisse
patients with late complications,
combined therapies, systemic
Kontrolle untersuchte
Endpunkte
General 1 Fatigue,
population measured
with QLQ-
C30
1 Anxiety

1 Depression

methodische
Bemerkungen

Hauptergebnisse

1  Prevalence of
fatigue was
significantly higher
among HL survivors
than in the norm
population (FAS 41%
vs. 23%, P <0.001;
QLQ-C30 43% vs.
28%, P = 0.002)

1  Among the HL
patients, 23% had
high symptom
levels of anxiety
and 18% of
depression,
compared with 1 3%

Literaturbelege/
eingeschlossene
Publikationen

methodische
Bemerkungen

Study duration:  May
2009 & May 2011

Follow -Up:
Randomisation: n/a
ITT: nla

Blinding: n/a

Funding : The study was
partly supported by the
charitable JonkerDriessen
Foundation and The
Netherlands organisation
for health research and
development (Zon-MW),
and through PHAROS
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Referenz/
Studientyp

Referenz/
Studientyp
(Behringer,

Goergen et al.

2016)
Non-RCT
2b

Untersuchte
Population

Baseline
characteristics:

1 Age at survey:

mean 46 (range

19-84)
1 Stage at

diagnosis: I n =
31, 1In=94,1l
n=26;1Vn=18

1 Recurrence
status: not
eported

Intervention

Tabelle 79: Evidenzbasierte Empfehlung 11.4

Untersuchte Population

n = 4529
Inclusion Criteria:

1 Patients (18 -60 years old)
with treatment naive HL
randomised to GHSG trials
HD13, HD14 or HD15
Exclusion Criteria:

1 Nonq ualified and older [>
60 years] patients were
excluded while screening
for the initially enrolled
sample (n=5306 patients)

© Leitlinienprogramm Onkologie |

Intervention

n=1348
Patients with
severe fatigue
(sFA) at baseline

Kontrolle

1.

Kontrolle

n=2271
Patients without
sFA at baseline

Baseline Baseline
characteristics: characteristics:
fAge: median 33  {Age: median 35
(IQR 25 6 43), (IQR 26-44),
range 18 -60 range 18 -60

fIStage: Early
favourable: 213,
early

fIStage: Early
favourable: 742,
early

-Methodik

untersuchte
Endpunkte

untersuchte
Endpunkte
TsFA
10Ss
1PFS
T Employment
T Financial
problems
Medical
consultations

Leitlinienreport Hodgkin Lymphom

Hauptergebnisse

and 12% in the
general population,
respectively.

1 Of the HL survivors
with high symptom
levels of
depression, 97%
also reported
fatigue.

T Depression was
strongly associated
with high levels of
fatigue and, to a
lesser extent,
anxiety and
comorbidity.

Hauptergebnisse

T sFA: Baseline sFA was
reported by 37% of
patients with available
data. During the
survivorship period, the
proportion of survivors
reporting sFA was
substantially lower and
remained relatively
stable from year 1 (24%
of survivors) to year 5
(20% of survivors) of
follow -up. sFA was more

| Version 3.0 | Oktober 2020

394

methodische
Bemerkungen

methodische

Bemerkungen
9 Study Duration: GHSG
trials: all started Jan. 23

2003 -
HD13: - Sep. 30 2009
HD14: - Dec. 23 2009
Hd15: - April 18 2008

1 Follow -up: survivors

were invstigated up to 9
years after primary
therapy; median
observation time for OS:
58 (range 42 -78,
control group), 55
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Baseline sFA had no
significant effect on OS.

HR: 1.19 (95% CI: 0.96
to 1.49)
P=0.12

Referenz/ Untersuchte Population Intervention Kontrolle untersuchte Hauptergebnisse methodische
Studientyp Endpunkte Bemerkungen
unfavourable: unfavoura ble: frequent among female months (range 40 -43,
481, advanced: 826, advanced: compared with male sFA patients)
654 703 patients at all analyzed TITT: no
fRecurrence fIRecurrence time points. 1 Randomisation: no
status: not status: not fOos: 1 Blinding: no
reported reported 1 HR:1.07 (95% CI: 0.76 1 Funding: Study was
to 1.5) supported by the
P=0.72 Frauke Weiskam +

Christel Ruranski
Stiftung

9 Other limitations:
High -rate of missing
data due to self -
reported results A

sensitivity analyses
using impute d data

1 Baseline sFA had no
significant effect on PFS.
fOther:
1  Employment
Patients with sFA at
baseline were
statistically
significant fewer
working in full or part
time. OR for
employment pattern
at 5. year of follow -
up:
OR 0.29 (95% CI: 0.21
to 0.41)
P<0.001
I Fatigue scores Fatigue scores (max. 100)
T Risk factors for 1  Atbaseline:

fatigue HD13: 30.8, mean

HD14: 39.8, mean

9 Study Duration:
*all started Jan. 23
2003 -
HD13: - Sep. 30 2009

(Kreissl,
Mueller et al.
2016 )
Cohort study

n=4215 (patients with n/a n/a
fatigue data)

Inclusion Criteria:
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Referenz/ Untersuchte Population Intervention Kontrolle
Studientyp

(longitudinal) 1 Patients (18 -60 years old)

study with newly diagnosed

2b early -stage favorable HL
(HD13), early -stage and
unfavorable HL (HD14) or
advanced -stage HL (HD15)
treated in trials of GHSG.

Exclusion Criteria:
1  Incomplete diagnosis

of stage of disease

1 Prior or concurrent
treatment which
prevents treatment
according to protocol

1  Hlas acomposite
lymphoma

9 Prior chemotherapy or
radiation

T Malignant disease with
the last 5 years

1 More (see appendix)

Baseline characteristics:

Age and stages: median 38
in n = 881 (early stage
unfavourable group, HD13),
median 32 in n = 1588

© Leitlinienprogramm Onkologie |

Leitlinienreport Hodgkin Lymphom

untersuchte
Endpunkte

Hauptergebnisse

HD15: 49.0, mean
1 2 years after treatment
HD13: 28.5, mean
HD14: 28.8, mean
HD15: 30.7, mean
1  5years after treatment
HD13: 30.8, mean
HD14: 27.1, mean
HD15: 28.2, mean
1 Mean fatigue score was
elevated even before
start of treatment in
comparison with control
group. The highest
score was documented
during systemic
chemotherapy
independently from HL
stage.
1 Risk factors
Age significantly
influenced fatigue
scores, but no

evidence for an effect
was observed for sex

or HL risk factors.

| Version 3.0 | Oktober 2020

methodische

Bemerkungen
HD14: - Dec. 23 2009
Hd15: - April 18 2008

1 Follow -up: from
diagnosis upto5y ears
after end of treatment

TITT: no

1 Randomisation: no

1 Blinding: no

9 Funding: The Deutsche

Krebshilfe funded the
HD13, HD14, and HD15
trials

9 Other limitations: co-
morbidities (depression,
anxiety and sleep
disorders) not
investigated; substantial
amout of missing values

396
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Referenz/ Untersuchte Population Intervention Kontrolle

untersuchte Hauptergebnisse methodische
Studientyp

Endpunkte Bemerkungen

(unfavourable stages,

HD14), median 34 inn =
1746 (advanced stages,
HD15); ranges 18 - 60

Recurrence status : not
reported

12.3.8.7. Stellenwert der PET/CT  -Untersuchung in der Nachsorg e
Derzeit keine Empfehlungen zugeordnet.
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12.3.8.8.

Literatur:

-Methodik 398

Bewertung der Evidenz zum Kapitel Nachsorge

(Radford, Eardley et al. 1997 ), (Torrey, Poen et al. 1997 ), (Dryver, Jernstrom et al. 2003 )

Beobachtungsstudi

en

Literatur:

(Radford, Eardley et al. 1997 ), (Torrey, Poen et al. 1997 ), (Dryver, Jernstrom et al.

Gesamtiiber le - w w3 3ow

ben

Erkennen von - - - - - w3 3ow

Rezidiven

2003 )

Beobachtungs -

studien

Gesamtiiber lebe - v w3 3low

n

Erkennen von - - - - - w w3 3ow

Rezidiven

Literatur (Dryver, Jernstrom et al. 2003 ), (Jakobsen, Hutchings et al. 2016 )
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-Methodik 399

Beobachtung
s-studien

Gesamtiber |

eben

Erkennen - - - - -
von

Rezidiven

[0
s

tt low

Literatur: (Torrey, Poen et al. 1997 )

Beobachtungs -

studien

11.14.: Albert 2008

Gesamtuiber lebe w3 Slow

n

Erkennen von - - - - - w w3 3ow

Rezidiven

, Havrilesky 2014

Literatur: (Lee, Pintilie et al. 2008 ), (Howell, Searle et al. 2009 ), (Swerdlow, Cooke et al. 2012 ), (Schellong, Riepenhausen et al. 2014 )
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Beobachtungs - Gesamtiiber lebe Not reported
studien n
Erkennen von - - - - - w3 3ow
Sekundéarneoplas
ien

Literatur: (Saslow, Boetes et al. 2007 ), (Howell, Searle et al. 2009 )

Beobachtungs - Gesamtuiber lebe Not reported
studien n
Erkennen von - - - - - w w3 3ow

Sekundéarneoplas

ien

Literatur: (Swerdlow, Higgins et al. 2007 ), (Andersson, Naslund et al. 2009 ), (Myrehaug, Pintilie et al. 2010 ), (Galper, Yu et al. 2011 ), (van Leeuwen and Ng 2016 )
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-Methodik 401

Beobachtungs -

studien

Gesamtiiber lebe - w3 low

n
Erkennen von - - - - - w3 3ow

Organtoxizitat

Literatur: (Swerdlow, Higgins et al. 2007 ), (Kupeli, Hazirolan et al. 2009

Beobachtungs -

studien

Literatur: (Kleikamp, Schnepper et al. 1997 ), (Heidenreich, Schnittger et al. 2007

Gesamtuber lebe - w3 3low

n
Erkennen von - - - - - w w3 3ow

Organtoxizitat

), (Swerdlow, H iggins et al. 2007 ), (Kupeli, Hazirolan et al. 2009 ), (Myrehaug, Pintilie et al. 2010

Beobachtungs -

studien

Gesamtuber lebe Not reported

n
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Erkennen w w3 3ow

Organtoxizitat

Literatur: (Kleikamp, Schnepper et al. 1997 ), (Heidenreich, Schnittger et al. 2007 ), (Swerdlow, Higgins et al. 2007 ), (Kupeli, Hazirolan et al. 2009 ), (Myrehaug, Pintilie et al. 2010

Beobachtungs - Gesamtiiberlebe Not reported
studien n
Erkennen - - - - - w3 3ow
Organtoxizitat

Literatur: (Aviles, Neri et al. 2005 )

© Leitlinienprogramm Onkologie | Leitlinienreport Hodgkin Lymphom | Version 3.0 | Oktober 2020



12.3 . Evidenztabellen und Bewertung der Evidenz mittels der GRADE

-Methodik 403

Beobachtung

s- studien

11.28.:

Gesamtiiber lebe vy 3 3ow
n

Erkennen - - - - - w3 3ow
Organtoxizitat

(Heidenreich, Hancock et al. 2005 )

Beobachtungs -

studien

Literatur: (Bethge, Guggenberger et al. 2000

Gesamtuiber lebe - Not reported

n
Erkennen - - - - - v w3 ow

Organtoxizitat

), (llles, Biro et al. 2003 ), (Hancock, Cox etal. 1991 )
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-Methodik 404

Beobachtungs -

studien

Literatur: (Bethge, Guggenberger et al. 2000

Gesamtliber lebe Not reported
n

Erkennen - - - - - w3 3ow
Organtoxizitat

), (llles, Biro et al. 2003 ), (Hancock, Cox etal. 1991 )

Beobachtungs -

studien

Gesamtiiber lebe Not reported

n

Erkennen - - +1 - - w3 3 3very low
Organtoxizitat

1: Endpunkte nicht durch Therapie, indirekte Evidenz

Literatur: (Bethge, Guggenberger et al. 2000 ), (llles, Biro et al. 2003 ), (Hancock, Cox et al. 1991 )

Beobachtungs -

studien

Gesamtiiber lebe Not reported

n
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Erkennen w3 3 3very low

Organtoxizitat

1: Endpunkte nicht durch Therapie, indirekte Evidenz

Literatur: (Ng, Lietal. 2008 ), (Martin, Ristow et al. 2005 ), (Villani, Viola et al. 2002 )

Beobachtungs - Gesamtiiber lebe w3 3 3very low
studien n
Erkennen - - - - - w3 3ow
Organtoxizitat

1: sehr wenige Ereignisse

Literatur: (Anderson, Remedios et al. 201  8), (Bramswig, Riepenhausen et al. 2015 ); (Franchi-Rezgui, Rousselot et al. 2003 ), (Haukvik, Dieset et al. 2006 ), (De Bruin, Huisbrink et al. 2008 ), (van der
Kaaij, Heutte et al. 2012 ), (Baxter, Sutradhar et al. 2013 ),
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Beobachtungs - Schwangerschaft w3 Jow
studien en
Fertilitat - - - - - w w3 3ow
Primar ovarielles - - - - o w w3 3ow

Versagen

Literatur: (Behringer, Breuer et al. 2005 ), (Behringer, Thielen et al. 2012 )

Beobachtungs - Sekundéare v w3 3ow

studien Amennorhoe

Literatur: (Franchi-Rezgui, Rousselot et al. 2003 ), (Haukvik, Dieset et al. 2006 ), (De Bruin, Huisbrink et al. 2008 ), (van der Kaaij, Heutte et al. 2012 ), (Falorio, Biasoli et al. 2013 ),
(Letourneau, Ebbel et al. 2012 )

Beobachtungss - Vorzeitige

w w3 3low
tudien Menopause

Literatur: (Kiserud, Fossa et al. 2009 )
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Beobachtungs - Testosteronman w3 Jow

studien gel

Literatur: (Daniels, Oerlemans et al. 2013 ), (Daniels, Oerlemans et al. 2014 ), Kreissl 2016 (Kreissl, Mueller et al. 2016 ), (Behringer, Goergen et al. 2016

Beobachtung Inzidenz
s-studien Fatigue
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