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I. ZweckmaRige Vergleichstherapie: Kriterien gemaf 5. Kapitel 8 6 VerfO G-BA

Nivolumab

[Erstlinientherapie des nicht resezierbaren fortgeschrittenen, rezidivierten oder metastasierten Plattenepithelkarzinoms des Osophagus]

Kriterien gemaR 5. Kapitel § 6 VerfO

Sofern als Vergleichstherapie eine Arzneimittelanwendung in
Betracht kommt, muss das Arzneimittel grundsatzlich eine
Zulassung fur das Anwendungsgebiet haben.

Sofern als Vergleichstherapie eine nicht-medikamenttse
Behandlung in Betracht kommt, muss diese im Rahmen der
GKYV erbringbar sein.

Beschlusse/Bewertungen/Empfehlungen des Gemeinsamen
Bundesausschusses zu im Anwendungsgebiet zugelassenen
Arzneimitteln/nicht-medikamentésen Behandlungen

Siehe Ubersicht ,II. Zugelassene Arzneimittel im Anwendungsgebiet"

nicht angezeigt

Die Vergleichstherapie soll nach dem allgemein anerkannten
Stand der medizinischen Erkenntnisse zur zweckmaRigen
Therapie im Anwendungsgebiet gehdren.

Siehe systematische Literaturrecherche
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[l. Zugelassene Arzneimittel im Anwendungsgebiet

Wirkstoff
ATC-Code
Handelsname

Anwendungsgebiet
(Text aus Fachinformation)

Nivolumab
Opdivo
LO1XC17

Zu bewertendes Arzneimittel:

Anwendungsgebiet laut Fachinformation:

OPDIVO ist in Kombination mit fluoropyrimidin- und platinbasierter Kombinationschemotherapie fiir die Erstlinienbehandlung des nicht
resezierbaren fortgeschrittenen, rezidivierten oder metastasierten Plattenepithelkarzinoms des Osophagus mit Tumorzell-PD-L1-Expression = 1
% bei Erwachsenen indiziert

5-Fluorouracil
LO1BCO02
generisch

Cisplatin
LO1XA01
generisch

Mitomycin
LO1DCO03
generisch

- Fortgeschrittenes Osophaguskarzinom

Cisplatin ist als Monosubstanz bzw. in Kombination mit anderen Zytostatika bei der Chemotherapie folgender Tumoren angezeigt:
- zur Kombinationschemotherapie (auch in Verbindung mit Radiochemotherapie) bei fortgeschrittenen Osophaguskarzinomen.

Die intraventse Anwendung von Mitomycin ist in der Monotherapie oder in kombinierter zytostatischer Chemotherapie bei Erwachsenen mit
folgenden Erkrankungen angezeigt:

- fortgeschrittenes Osophaguskarzinom

Quellen: AMIce-Datenbank, Fachinformationen
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1 Indikation

Erstlinientherapie des nicht resezierbaren fortgeschrittenen, rezidivierten oder metastasierten
Plattenepithelkarzinoms des Osophagus mit PD-L1-Expression 2 1 % bei Erwachsenen.

2 Systematische Recherche

Es wurde eine systematische Literaturrecherche nach systematischen Reviews, Meta-Analysen
und evidenzbasierten systematischen Leitlinien zur Indikation Osophaguskarzinom durchgefiihrt.
Der Suchzeitraum wurde auf die letzten 5 Jahre eingeschréankt und die Recherche am 02.07.2020
abgeschlossen. Die Suche erfolgte in den aufgefiihrten Datenbanken bzw. Internetseiten folgender
Organisationen: The Cochrane Library (Cochrane Database of Systematic Reviews), MEDLINE
(PubMed), AWMF, ECRI, G-BA, GIN, NICE, TRIP, SIGN, WHO. Ergénzend erfolgte eine freie
Internetsuche nach aktuellen deutschen und europdischen Leitlinien. Die detaillierte Darstellung
der Suchstrategie ist am Ende der Synopse aufgefiihrt.

In einem zweistufigen Screening wurden die Ergebnisse der Literaturrecherche bewertet. Die
Recherche ergab 1156 Quellen. Im ersten Screening wurden auf Basis von Titel und Abstract nach
Population, Intervention, Komparator und Publikationstyp nicht relevante Publikationen
ausgeschlossen. Zudem wurde eine Sprachrestriktion auf deutsche und englische Quellen
vorgenommen. Im zweiten Screening wurden die im ersten Screening eingeschlossenen
Publikationen als Volltexte gesichtet und auf ihre Relevanz und methodische Qualitat gepruft. Dafur
wurden dieselben Kriterien wie im ersten Screening sowie Kriterien zur methodischen Qualitat der
Evidenzquellen verwendet. Basierend darauf, wurden insgesamt 2 Quellen eingeschlossen. Es
erfolgte eine synoptische Darstellung wesentlicher Inhalte der identifizierten Referenzen.
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3 Ergebnisse

3.1 G-BA-Beschlisse/IQWiG-Berichte

Es wurden keine relevanten G-BA-Beschliisse/IQWiG-Berichte identifiziert.
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3.2 Cochrane Reviews

Es wurden keine relevanten Cochrane Reviews identifiziert.
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3.3 Systematische Reviews

Es wurden keine relevanten systematischen Reviews identifiziert.
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3.4 Leitlinien

Leitlinienprogramm Onkologie, 2018 [1].

Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften (AWMF),
Deutsche Krebsgesellschaft (DKG) und Deutsche Krebshilfe (DKH)

S3-Leitlinie Diagnostik und Therapie der Plattenepithelkarzinome und Adenokarzinome des
Osophagus

Zielsetzung

In der Leitlinie "Osophaguskarzinom" wird das gesamte Spektrum der Pravention, Diagnostik
und Therapie des Osophaguskarzinoms behandelt.

Methodik

Grundlage der Leitlinie

¢ Reprasentatives Gremium,

¢ Interessenkonflikte und finanzielle Unabhangigkeit dargelegt,

e Systematische Suche, Auswahl und Bewertung der Evidenz,

¢ Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt,

o Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden
Evidenz ist explizit dargestellt,

e RegelmaRige Uberpriifung der Aktualitat gesichert.

Recherche/Suchzeitraum:

Zu insgesamt 22 Fragestellungen wurden im Rahmen der Aktualisierung 2017-2018
systematische Literaturrecherchen durchgefiihrt. Berlicksichtigt wurden dabei Publikationen
seit 2013. Die Suchen wurden in der Medline-Datenbank tber die PubMed-Suchoberflache
sowie in der Cochrane Library zwischen dem 24.07.2017 und dem 04.08.2017 durchgefuhrt.

LoE
Evidenzklassifizierung des Oxford Centre for Evidene-based Medicine 2009
(= Anhang Tabelle 1)

GoR

Die Methodik des Leitlinienprogramms Onkologie sieht eine Vergabe von Empfehlungsgraden
durch die Leitlinienautoren im Rahmen eines formalen Konsensusverfahrens vor.

Tabelle 1: Festlegungen hinsichtlich der Konsensstéarke

Konsensstérke Prozentuale Zustimmung

Starker Konsens > 95 % der Stimmberechtigten
Konsens > 75-95 % der Stimmberechtigten
Mehrheitliche Zustimmung | > 50-75 % der Stimmberechtigten
Dissens < 50 % der Stimmberechtigten

Hinsichtlich der Starke der Empfehlung werden in dieser Leitlinie drei Empfehlungsgrade
unterschieden, die sich auch in der Formulierung der Empfehlungen jeweils widerspiegein.
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Tabelle 2: Schema der Empfehlungsgraduierung
Empfehlungsgrad Beschreibung Ausdrucksweise
A Starke Empfehlung soll / soll nicht
B Empfehlung sollte / sollte nicht
0 Empfehlung offen kann / kann verzichtet werden
Empfehlungen
Palliative Chemotherapie: Erstlinientherapie
9.4 Konsenshasierte Empfehlung | gepriift 2018
EK Patienten mit einem metastasierten oder lokal fortgeschrittenen, nicht

kurativ behandelbaren Plattenepithelkarzinom des Osophagus kann eine
palliative systemische Chemotherapie angeboten werden. Therapieziel
ist der Erhalt der Lebensqualitat.

Hierbei kann eine Kombinationstherapie aus Cisplatin und einem
Fluoropyrimidin eingesetzt werden. Ein lebensverlangernder Effekt der
systemischen palliativen Chemotherapie ist fir das
Plattenepithelkarzinom des Osophagus nicht gesichert.

Konsensstérke Starker Konsens (100 %)

Hintergrund

Patienten mit einem metastasierten oder lokal fortgeschrittenem (nicht kurativ behandelbarem
Plattenepithelkarzinom des Osophagus) kann eine systemische palliative Chemotherapie mit
dem Ziel einer Erhaltung der Lebensqualitat angeboten werden. Ein klinisch relevanter
lebensverlangernder Effekt der systemischen palliativen Chemotherapie ist fur das
Plattenepithelkarzinom des Osophagus nicht gesichert. Die Datenlage ist hinsichtlich
randomisierter klinischer Studien sehr begrenzt und bezieht sich oft nur auf eine
Subpopulation von Patienten [53,111,127,498,508,513].

In den publizierten klinischen Studien wurde haufig eine Kombinationstherapie von Cisplatin
mit einem Fluoropyrimidin (infusionales 5-Fluorouracil oder Capecitabin) eingesetzt. In
anderen Studien wurden Platin-basierte Kombinationen u. a. mit Taxanen untersucht.

Referenzen

[53] Allum WH, Blazeby JM, Griffin SM, Cunningham D, Jankowski JA, Wong R, et al. Guidelines for the management of
oesophageal and gastric cancer. Gut 2011;60(11):1449-1472.

[111] Lerut T, Stordeur S, Verleye L, Vlayen J. Clinical Practice Guidelines Upper Gastrointestinal Cancer — update 2012.

[127] Network, S.1.G. Scottish Intercollegiate Guidelines Network Management of oesophageal and gastric cancer. A
national clinical guideline. 2006.

[498] Cunningham D, Starling N, Rao S, Iveson T, Nicolson M, Coxon F, et al. Capecitabine and oxaliplatin for advanced
esophagogastric cancer. N Engl J Med 2008;358(1):36-46.

[508] NCCN Clinical Practice Guidelines in Oncology: Esophageal and Esophagogastric Junction Cancers. National
Comprehensive Cancer Network. 2011.

[513] Grunberger B, Raderer M, Schmidinger M, Hejna M. Palliative chemotherapy for recurrent and metastatic esophageal
cancer. Anticancer Res 2007;27(4C):2705-2714.
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National Institute for Health and Care Excellence (NICE), 2018 [2].
Oesophago-gastric cancer — Assessment and management in adults

Zielsetzung

This guideline focuses on the assessment and management of oesophago-gastric cancer in
adults. This includes oesophageal cancer, gastric cancer, and cancer occurring at the
oesophageal-gastric junction.

Methodik

Grundlage der Leitlinie

¢ Reprasentatives Gremium,

¢ Interessenkonflikte und finanzielle Unabhangigkeit dargelegt,

e Systematische Suche, Auswahl und Bewertung der Evidenz,

¢ Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt,

o Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden
Evidenz ist explizit dargestellt,

¢ RegelmaRige Uberpriifung der Aktualitat gesichert.

Recherche/Suchzeitraum:

All searches were conducted in MEDLINE, Embase and The Cochrane Library. All searches
were updated in May 2017. Any studies added to the databases after this date (even those
published prior to this date) were not included unless specifically stated in the text.

LoE

Tabelle 3: Overall quality of outcome evidence in GRADE level

Level Description

High Further research is very unlikely to change our confidence in the
estimate of effect.

Moderate | Further research is likely to have an important impact on our
confidence in the estimate of effect and may change the estimate.

Low Further research is very likely to have an important impact on our
confidence in the estimate of effect and is likely to change the
estimate.

Very low Any estimate of effect is very uncertain.

GoR

Recommendations were drafted on the basis of the group’s interpretation of the available
evidence, taking into account the balance of benefits, harms and costs between different
courses of action. [...] When clinical and economic evidence was of poor quality, conflicting or
absent, the group drafted recommendations based on their expert opinion. [...] the word offer
was used for strong recommendations and consider for weak recommendations.
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Empfehlungen

First-line palliative chemotherapy for locally advanced or metastatic oesophago-gastric
cancer

For people with oesophago-gastric cancer who are not suitable for radical treatment, then
alternative, palliative options should be considered in conjunction with ongoing supportive
care. Chemotherapy still has an important role to play in this scenario, but the benefits of
chemotherapy — improved overall and disease-free survival with accompanying symptom relief
— must be carefully balanced against the putative side effects and potential lack of efficacy.

Optimal chemotherapeutic practice ranges from single agents to multiple drug combinations,
and the best choice of therapy is dependent upon multiple factors including patient’s wishes,
co-morbidities and the possibility of trial entry.

Review question: What is the optimal palliative first-line systemic chemotherapy for locally
advanced and/or metastatic oesophago-gastric cancer?

35. Offer trastuzumab (in combination with cisplatin® and capecitabine or 5-fluorouracil) as a
treatment option to people with HER2-positive metastatic adenocarcinoma of the stomach
or gastro-oesophageal junction [...].

36. Offer first-line palliative combination chemotherapy to people with advanced oesophago-
gastric cancer who have a performance status 0 to 2 and no significant comorbidities.
Possible drug combinations include:

e doublet treatment: 5-fluorouracil or capecitabine? in combination with cisplatin® or
oxaliplatin®

¢ triplet treatment: 5-fluorouracil or capecitabine in combination with cisplatin or
oxaliplatin plus epirubicin®.

Discuss the benefits, risks and treatment consequences of each option with the person
and those important to them (as appropriate).

1Although this use is common in UK clinical practice, at the time of publication [...], cisplatin did not have a UK marketing
authorisation for oesophageal or gastric cancer. The prescriber should follow relevant professional guidance, taking full
responsibility for the decision. Informed consent should be obtained and documented. See the General Medical Council’'s
Prescribing guidance: prescribing unlicensed medicines for further information.

2Although this use is common in UK clinical practice, at the time of publication [...], capecitabine did not have a UK
marketing authorisation for oesophageal cancer. The prescriber should follow relevant professional guidance, taking full

responsibility for the decision. Informed consent should be obtained and documented. See the General Medical Council’'s
Prescribing guidance: prescribing unlicensed medicines for further information.

SAlthough this use is common in UK clinical practice, at the time of publication [...], oxaliplatin did not have a UK marketing
authorisation for oesophageal or gastric cancer. The prescriber should follow relevant professional guidance, taking full
responsibility for the decision. Informed consent should be obtained and documented. See the General Medical Council’s
Prescribing guidance: prescribing unlicensed medicines for further information.

“4Although this use is common in UK clinical practice, at the time of publication [...], epirubicin did not have a UK marketing
authorisation for oesophageal cancer. The prescriber should follow relevant professional guidance, taking full responsibility
for the decision. Informed consent should be obtained and documented. See the General Medical Council’'s Prescribing
guidance: prescribing unlicensed medicines for further information

Abteilung Fachberatung Medizin Seite 11
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Evidence statements

9.2.6.1 Comparison 1: Combination versus single-agent chemotherapy

9.2.6.1.1 Overall survival

Moderate quality evidence from 4 RCTs with 560 people with oesophago-gastric cancer
indicate there is a clinically significant benefit to overall survival in groups treated with
combination chemotherapy versus single-agent 5-FU chemotherapy (HR 0.77, 95% CI: 0.65-
0.91).

9.2.6.1.2 Treatment-related death

Very low quality evidence from 4 RCTs with 560 people with oesophago-gastric cancer
indicate there is no clinically significant difference in treatment-related death in groups treated
with combination chemotherapy versus single-agent 5-FU chemotherapy (OR 1.31, 95% CI:
0.38-4.55).

9.2.6.1.3 Treatment-related toxicity: Nausea and vomiting

Low quality evidence from 2 RCTs with 349 people with oesophago-gastric cancer indicate
there is no clinically significant difference in nausea and vomiting in groups treated with
combination chemotherapy versus single-agent 5-FU chemotherapy (RR 1.44, 95% CI: 0.69-
3.02).

9.2.6.1.4 Treatment-related toxicity: Diarrhoea

Low quality evidence from 2 RCTs with 349 people with oesophago-gastric cancer indicate
there is no clinically significant difference in diarrhoea in groups treated with combination
chemotherapy versus single-agent 5-FU chemotherapy (RR 1.28, 95% CI: 0.07-21.75).

9.2.6.2 Comparison 2: 5-FU/cisplatin combinations with or without anthracycline

9.2.6.2.1 Overall survival

Moderate quality evidence from 2 RCTs with 167 people with oesophago-gastric cancer
indicate there is no clinically significant difference in overall survival in groups treated with 5-
FU/cisplatin/anthracycline versus 5-FU/cisplatin alone (HR 0.70, 95% CI: 0.43-1.15).

9.2.6.2.2 Progression-free survival

Moderate quality evidence from 1 RCT with 91 people with oesophago-gastric cancer indicate
there is no clinically significant difference in progression-free survival in groups treated with 5-
FU/cisplatin/anthracycline versus 5-FU/cisplatin alone (HR 0.95, 95% CI: 0.58-1.57).

9.2.6.3 Comparison 3: 5-FU/anthracycline combinations with or without cisplatin

9.2.6.3.1 Overall survival

Moderate quality evidence from 2 RCTs with 175 people with oesophago-gastric cancer
indicate there is a clinically significant benefit to overall survival in groups treated with 5-
FU/anthracycline/cisplatin versus 5-FU/anthracycline alone (HR 0.70, 95% CI: 0.54-0.89).

9.2.6.4 Comparison 4: Irinotecan versus non-irinotecan containing combinations

9.2.6.4.1 Overall survival

Low quality evidence from 4 RCTs with 615 people with oesophago-gastric cancer indicated
no clinically significant difference in survival in groups treated with irinotecan versus non-
irinotecan containing combinations (HR 0.87, 95% CI: 0.73-1.05).

Abteilung Fachberatung Medizin Seite 12
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9.2.6.4.2 Progression-free survival

Low quality evidence from 3 RCTs with 526 people with oesophago-gastric cancer indicated
there may be a clinically significant difference in progression-free survival in groups treated
with irinotecan versus non-irinotecan containing combinations — but there is uncertainty
around the estimate (HR 0.83, 95% CI: 0.68-1.01).

9.2.6.4.3 Treatment-related death

Moderate quality evidence from 3 RCTs with 526 people with oesophago-gastric cancer
indicated a clinically significant harmful effect in terms of treatment-related death in groups
treated with non-irinotecan combinations versus irinotecan combinations (HR 0.21, 95% CI:
0.05-0.98).

9.2.6.4.4 Treatment discontinuation due to toxicity

Moderate quality evidence from 3 RCTs with 535 people with oesophago-gastric cancer
indicated no clinically significant difference in treatment discontinuation due to toxicity in
groups treated with non-irinotecan combinations versus irinotecan combinations (HR 0.65,
95% CI: 0.34- 1.24).

9.2.6.5 Comparison 5: Docetaxel versus non-docetaxel containing combinations

9.2.6.5.1 Overall survival

Moderate quality evidence from 4 RCTs with 1048 people with oesophago-gastric cancer
indicated there may be a clinically significant difference in overall survival in groups treated
with docetaxel combinations versus non-docetaxel containing combinations — but there is
uncertainty around the estimate (HR 0.87, 95% CI: 0.76-1.01).

9.2.6.5.2 Treatment-related death

Very low quality evidence from 5 RCTs with 1067 people with oesophago-gastric cancer
indicated no clinically significant difference in treatment-related death in groups treated with
docetaxel combinations versus non-docetaxel containing combinations (OR 0.75, 95% CI:
0.33-1.67).

9.2.6.5.3 Time to progression

Very low quality evidence from 3 RCTs with 603 people with oesophago-gastric cancer
indicated no clinically significant difference in time to progression in groups treated with
docetaxel combinations versus non-docetaxel containing combinations (HR 0.85, 95% CI:
0.56, 1.29).

9.2.6.5.4 Treatment discontinuation due to toxicity

Low quality evidence from 5 RCTs with 924 people with oesophago-gastric cancer indicated
no clinically significant difference in time to progression in groups treated with docetaxel
combinations versus non-docetaxel containing combinations (RR 0.85, 95% CI: 0.65, 1.10).

9.2.6.5.5 Treatment-related toxicity: Diarrhoea

Low quality evidence from 1 RCT with 243 people with oesophago-gastric cancer indicated a
clinically significant harmful effect in diarrhoea in groups treated with docetaxel combinations
versus non-docetaxel containing combinations (RR 31.25, 95% CI: 1.89, 516.54).

9.2.6.5.6 Treatment-related toxicity: nausea and vomiting

Very low quality evidence from 1 RCT with 243 people with oesophago-gastric cancer
indicated no clinically significant difference in nausea and vomiting in groups treated with
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docetaxel combinations versus non-docetaxel containing combinations (RR 0.65, 95% CI:
0.29, 1.44).

9.2.6.5.7 Quality of life

Low quality evidence from 1 RCT with 85 people with oesophago-gastric cancer indicated no
clinically significant difference in quality of life for all domains in groups treated with docetaxel
combinations versus non-docetaxel containing combinations.

9.2.6.6 Comparison 6: Oral versus IV 5-FU combinations

9.2.6.6.1 Overall survival

Moderate quality evidence from 2 RCTs with 1318 people with oesophago-gastric cancer
indicated there is a clinically significant beneficial effect in overall survival in groups treated
with oral capecitabine combinations versus IV 5-FU combinations (HR 0.87, 95% CI: 0.77-
0.99).

9.2.6.6.2 Progression-free survival

Moderate quality evidence from 2 RCTs with 1318 people with oesophago-gastric cancer
indicated there may be a clinically significant difference in progression free survival in groups
treated with oral capecitabine combinations versus IV 5-FU combinations — but there is
uncertainty around the estimate (HR 0.89, 95% CI: 0.79-1.01).

9.2.6.6.3 Treatment-related death

Low quality evidence from 1 RCT with 311 people with oesophago-gastric cancer indicated no
clinically significant difference in treatment-related death in groups treated with oral
capecitabine combinations versus IV 5-FU combinations (RR 0.5, 95% CI: 0.05-5.42).

9.2.6.6.4 Treatment discontinuation due to toxicity

Low quality evidence from 1 RCT with 311 people with oesophago-gastric cancer indicated no
clinically significant difference in treatment discontinuation due to toxicity in groups treated
with oral capecitabine combinations versus IV 5-FU combinations (RR 0.99, 95% CI: 0.62-
1.6).

9.2.6.6.5 Treatment-related toxicity: nausea and vomiting

Moderate quality evidence from 1 RCT with 1002 people with oesophago-gastric cancer
indicated no clinically significant difference in nausea and vomiting in groups treated with oral
capecitabine combinations versus IV 5-FU combinations (RR 0.81, 95% CI: 0.56-1.16).

9.2.6.6.6 Treatment-related toxicity: diarrhoea

Moderate quality evidence from 1 RCT with 1002 people with oesophago-gastric cancer
indicated no clinically significant difference in diarrhoea in groups treated with oral
capecitabine combinations versus IV 5-FU combinations (RR 1.31, 95% CI: 0.84-2.03).

9.2.6.7 Comparison 7: Cisplatin versus oxaliplatin combinations

9.2.6.7.1 Overall survival

Moderate quality evidence from 2 RCTs with 1222 people with oesophago-gastric cancer
indicated no clinically significant difference in overall survival in groups treated with oxaliplatin
combinations compared with cisplatin combinations (HR 0.91, 95% CI: 0.80-1.04).
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9.2.6.7.2 Progression-free survival

Low quality evidence from 2 RCTs with 1222 people with oesophago-gastric cancer indicated
there is no clinically significant difference in progression-free survival in groups treated with
oxaliplatin combinations compared with cisplatin combinations (HR 0.90, 95% CI: 0.79-1.02).

9.2.6.7.3 Treatment-related death

Very low quality evidence from 3 RCTs with 363 people with oesophago-gastric cancer
indicated no clinically significant difference in treatment-related death in groups treated with
oxaliplatin combinations compared with cisplatin combinations (RR 0.42, 95% CI: 0.06-2.81).

9.2.6.7.4 Treatment discontinuation due to toxicity

Very low quality evidence from 1 RCT with 214 people with oesophago-gastric cancer
indicated no clinically significant difference in treatment discontinuation due to toxicity in
groups treated with oxaliplatin combinations compared with cisplatin combinations (RR 0.99,
95% CI: 0.42-2.36).

9.2.6.7.5 Treatment-related toxicity: any severe

Very low quality evidence from 1 RCT with 77 people with oesophago-gastric cancer indicated
no clinically significant difference in any severe toxicity (grade 3 or 4) in groups treated with
oxaliplatin combinations compared with cisplatin combinations (RR 1.01, 95% CI: 0.74-1.39).

9.2.6.7.6 Treatment-related toxicity: diarrhoea

High quality evidence from 1 RCT with 1002 people with oesophago-gastric cancer indicated a
clinically significant harmful effect in diarrhoea in groups treated with oxaliplatin combinations
compared with cisplatin combinations (RR 3.04, 95% CI: 1.83-5.04).

9.2.6.7.7 Treatment-related toxicity: nausea and vomiting

High quality evidence from 1 RCT with 1002 people with oesophago-gastric cancer indicated
there may be a clinically significant harmful effect in nausea and vomiting in groups treated
with oxaliplatin combinations compared with cisplatin combinations, but there is uncertainty
around the estimate (RR 1.41, 95% CI: 0.99-2.03).

9.2.6.8 Comparison 8: 5-FU combinations versus non-5-FU combinations

9.2.6.8.1 Overall survival

Moderate quality evidence from 2 RCTs with 400 people with oesophago-gastric cancer
indicated a clinically significant beneficial effect in overall survival in groups treated with 5-FU
combinations compared to non-5-FU based combinations (HR 0.59, 95% CI 0.46-0.75).

Subgroups based on chemotherapy regimen:

Moderate quality evidence from 1 RCT with 254 people with oesophago-gastric cancer
indicated a clinically significant beneficial effect in overall survival in groups treated with 5-FU
docetaxel/platinum combinations compared to non-5-FU docetaxel/platinum based
combinations (HR 0.61, 95% CI 0.45-0.84).

Low quality evidence from 1 RCT with 146 people with oesophago-gastric cancer indicated a
clinically significant beneficial effect in overall survival in groups treated with 5-FU
combinations compared to non-5-FU cisplatin based combinations (HR 0.56, 95% CI 0.39-
0.81).
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9.2.6.8.2 Two-year survival

Very low quality evidence from 1 RCT with 85 people with oesophago-gastric cancer indicated
no clinically significant difference in two year survival in groups treated with 5-FU combinations
compared to non-5-FU irinotecan based combinations (HR 3.07, 95% CI 0.66-14.37).

9.2.6.8.3 Progression-free survival

Moderate quality evidence from 2 RCTs with 400 people with oesophago-gastric cancer
indicated a clinically significant beneficial effect in progression free survival in groups treated
with 5-FU combinations compared to non-5-FU based combinations (HR 0.37, 95% CI 0.28-
0.48).

Subgroups based on chemotherapy regimen:

High quality evidence from 1 RCT with 254 people with oesophago-gastric cancer indicated a
clinically significant beneficial effect in progression-free survival in groups treated with 5-FU
docetaxel/platinum combinations compared to non-5-FU docetaxel/platinum based
combinations (HR 0.34, 95% CI 0.25-0.48).

Moderate quality evidence from 1 RCT with 146 people with oesophago-gastric cancer
indicated a clinically significant beneficial effect in progression-free survival in groups treated
with 5-FU combinations compared to non-5-FU cisplatin based combinations (HR 0.41, 95%
Cl10.26-0.64).

9.2.6.8.4 Treatment-related death

Very low quality evidence from 1 RCT with 146 people with oesophago-gastric cancer
indicated there is no clinically significant difference in treatment-related death in groups
treated with 5-FU combinations compared to non-5-FU based combinations (RR 0.34, 95% CI:
0.01-8.27).

9.2.6.8.5 Treatment discontinuation due to toxicity

Very low quality evidence from 2 RCTs with 231 people with oesophago-gastric cancer
indicated there is no clinically significant difference in discontinuation due to toxicity in groups
treated with 5-FU combinations compared to non-5-FU based combinations (RR 0.64, 95% CI:
0.31-1.34).

Subgroups based on chemotherapy regimen:

Very low quality evidence from 1 RCT with 85 people with oesophago-gastric cancer indicated
there is no clinically significant difference in discontinuation due to toxicity in groups treated
with 5-FU combinations compared to non-5-FU, irinotecan based combinations (RR 0.61, 95%
Cl: 0.25-1.54).

Very low quality evidence from 1 RCT with 146 people with oesophago-gastric cancer
indicated there is no clinically significant difference in discontinuation due to toxicity in groups
treated with 5-FU combinations compared to non-5-FU, cisplatin based combinations (RR
0.69, 95% CI: 0.20-2.33).

9.2.6.8.6 Treatment-related toxicity: diarrhoea

Moderate quality evidence from 1 RCT with 85 people with oesophago-gastric cancer
indicated there is a clinically significant harmful effect in groups treated with non-5-FU
combinations compared to 5-FU based combinations (RR 2.63, 95% CI: 1.23-5.64).

Abteilung Fachberatung Medizin Seite 16



Gemeinsamer
Bundesausschuss

9.2.6.8.7 Treatment-related toxicity: nausea and vomiting

Low quality evidence from 1 RCT with 85 people with oesophago-gastric cancer indicated
there is no clinically significant difference in groups treated with non-5-FU combinations
compared to 5-FU based combinations (RR 7.17, 95% CI. 0.92- 55.76).

9.2.6.9 Comparison 9: Platinum combinations versus taxane combinations

9.2.6.9.1 Overall survival

Low quality evidence from 1 RCT with 94 people indicated there is no clinically significant
difference in overall survival in groups treated with platinum combinations versus taxane
combinations (HR 0.75, 95% CI: 0.47-1.20).

9.2.6.9.2 Treatment-related death

Very low quality evidence from 1 RCT with 94 people indicated no clinically significant
difference in treatment-related death in groups treated with platinum combinations versus
taxane combinations (RR 1.92, 95% CI: 0.18-20.42).

9.2.6.9.3 Treatment discontinuation due to toxicity

Very low quality evidence from 1 RCT with 94 people indicated no clinically significant
difference in treatment discontinuation due to toxicity in groups treated with platinum
combinations versus taxane combinations (RR 1.44, 95% ClI: 0.43-4.77).

9.2.6.9.4 Treatment-related toxicity: any severe

Low quality evidence from 1 RCT with 94 people indicated no clinically significant difference in
treatment-related toxicity in groups treated with platinum combinations versus taxane
combinations (RR 1.17, 95% CI: 0.86-1.59).

9.2.6.10 Comparison 10: FOLFIRI versus epirubicin/cisplatin/capecitabine

9.2.6.10.1 Overall survival

High quality evidence from 1 RCT with 416 people indicated no clinically significant difference
in overall survival in groups treated with FOLFIRI combinations versus
epirubicin/cisplatin/capecitabine combinations (HR 1.01, 95% CI: 0.82-1.24).

9.2.6.10.2 Progression-free survival

High quality evidence from 1 RCT with 416 people indicated there is no clinically significant
difference in progression-free survival in groups treated with FOLFIRI combinations versus
epirubicin/cisplatin/capecitabine combinations (HR 0.99, 95% CI: 0.81-1.21).

9.2.6.10.3 Treatment-related death

Low quality evidence from 1 RCT with 416 people indicated no clinically significant difference
in treatment-related death in groups treated with FOLFIRI combinations versus
epirubicin/cisplatin/capecitabine combinations (HR 1.39, 95% CI: 0.45-4.30).

9.2.6.10.4 Treatment-related toxicity: any severe

High quality evidence from 1 RCT with 416 people indicated a clinically significant harmful
effect in treatment-related toxicity in groups treated with epirubicin/cisplatin/capecitabine
combinations versus FOLFIRI combinations (RR 1.69, 95% CI: 1.39-2.07).
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4 Detaillierte Darstellung der Recherchestrategie

Cochrane Library - Cochrane Database of Systematic Reviews (Issue 7 of 12, July 2020)
am 02.07.2020

Suchfrage

MeSH descriptor: [Esophageal Neoplasms] explode all trees

MeSH descriptor: [Adenocarcinoma] explode all trees

MeSH descriptor: [Esophagogastric Junction] explode all trees

#1 OR (#2 AND #3)

(esophag* OR oesophag* OR gastroesophag* OR gastrooesophag*):ti,ab,kw

(tumor* OR tumour* OR carcinoma* OR adenocarcinoma* OR neoplas* OR cancer*):ti,ab,kw

#5 AND #6

(siewert*):ti,ab,kw

Olo|N|OoO|O|D|W|IN|F|H

#4 OR #7 OR #8

[E=Y
o

#9 with Cochrane Library publication date from Jul 2015 to present

Systematic Reviews in Medline (PubMed) am 02.07.2020

# Suchfrage

1 "esophageal neoplasms/therapy"[mh]

2 adenocarcinoma[MeSH Terms] AND esophagogastric junction[mh]

3 "Adenocarcinoma Of Esophagus"[Supplementary Concept]

4 #1 OR #2 OR #3

5 esophag*[tiab] OR oesophag*[tiab] OR gastroesophag*[tiab] OR gastrooesophag*[tiab]

6 tumor[tiab] OR tumors[tiab] OR tumour*[tiab] OR carcinoma*[tiab] OR adenocarcinoma*[tiab]
OR neoplas*[tiab] OR cancer*[tiab]

7 treatment*tiab] OR treating[tiab] OR treated[tiab] OR treat[tiab] OR treats[tiab] OR treatab*[tiab]
OR therapy tiab] OR therapies[tiab] OR therapeutic*[tiab] OR monotherap*[tiab] OR
polytherap*[tiab] OR pharmacotherap*[tiab] OR effect*[tiab] OR efficacy[tiab] OR
management[tiab] OR drug*[tiab]

8 #5 AND #6 AND #7

9 siewert*[tiab]

10 #4 OR #8 OR #9

11 (#10) AND (((Meta-Analysis[ptyp] OR systematic[sb] OR ((systematic review [ti] OR meta-

analysis[pt] OR meta-analysis|[ti] OR systematic literature review][ti] OR this systematic
review[tw] OR pooling project[tw] OR (systematic review[tiab] AND review[pt]) OR meta
synthesis[ti] OR meta-analy*[ti] OR integrative review[tw] OR integrative research review[tw] OR
rapid review[tw] OR umbrella review[tw] OR consensus development conference[pt] OR practice
guideline[pt] OR drug class reviews[ti] OR cochrane database syst rev[ta] OR acp journal
club[ta] OR health technol assess[ta] OR evid rep technol assess summ[ta] OR jbi database
system rev implement rep[ta]) OR (clinical guideline[tw] AND management[tw]) OR ((evidence
based][ti] OR evidence-based medicine[mh] OR best practice*[ti] OR evidence synthesis[tiab])
AND (review[pt] OR diseases category[mh] OR behavior and behavior mechanisms[mh] OR
therapeutics[mh] OR evaluation study[pt] OR validation study[pt] OR guideline[pt] OR
pmcbook)) OR ((systematic[tw] OR systematically[tw] OR critical[tiab] OR (study selection[tw])
OR (predetermined[tw] OR inclusion[tw] AND criteri* [tw]) OR exclusion criteri*[tw] OR main
outcome measures[tw] OR standard of care[tw] OR standards of care[tw]) AND (survey[tiab] OR
surveys[tiab] OR overview*[tw] OR review[tiab] OR reviews|[tiab] OR search*[tw] OR
handsearch[tw] OR analysis[ti] OR critique[tiab] OR appraisal[tw] OR (reduction[tw] AND
(risk[mh] OR risk[tw]) AND (death OR recurrence))) AND (literature[tiab] OR articles[tiab] OR
publications[tiab] OR publication [tiab] OR bibliography][tiab] OR bibliographies[tiab] OR
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published[tiab] OR pooled data[tw] OR unpublished[tw] OR citation[tw] OR citations[tw] OR
database[tiab] OR internet[tiab] OR textbooks[tiab] OR references[tw] OR scales[tw] OR
papers[tw] OR datasets[tw] OR trials[tiab] OR meta-analy*[tw] OR (clinical[tiab] AND
studies[tiab]) OR treatment outcome[mh] OR treatment outcome[tw] OR pmcbook)) NOT
(letter[pt] OR newspaper article[pt])) OR Technical Report[ptyp]) OR (((((trials[tiab] OR
studies[tiab] OR database*[tiab] OR literature[tiab] OR publication*[tiab] OR Medline[tiab] OR
Embase[tiab] OR Cochrane[tiab] OR Pubmed][tiab])) AND systematic*[tiab] AND (search*[tiab]
OR research*[tiab]))) OR (((((((((((HTA[tiab]) OR technology assessment*[tiab]) OR technology
report*[tiab]) OR (systematic*[tiab] AND review*[tiab])) OR (systematic*[tiab] AND
overview*[tiab])) OR meta-analy*[tiab]) OR (meta[tiab] AND analyz*[tiab])) OR (meta[tiab] AND
analys*[tiab])) OR (metaftiab] AND analyt*[tiab]))) OR (((review*[tiab]) OR overview*[tiab]) AND
((evidence[tiab]) AND based[tiab]))))))

12 (#11) AND ("2015/07/01"[PDAT] : "3000"[PDAT])
13 (#12) NOT "The Cochrane database of systematic reviews"[Journal]
14 (#13) NOT (retracted publication [pt] OR retraction of publication [pt])

Leitlinien in Medline (PubMed) am 02.07.2020

# Suchfrage

1 esophageal neoplasms[mh]

2 adenocarcinoma[mh] AND esophagogastric junction[mh]

3 "Adenocarcinoma Of Esophagus"[Supplementary Concept]

4 #1 OR #2 OR #3

5 esophag*[tiab] OR oesophag*[tiab] OR gastroesophag*[tiab] OR gastrooesophag*[tiab]

6 tumor[tiab] OR tumors[tiab] OR tumour*[tiab] OR carcinoma*[tiab] OR adenocarcinoma*[tiab]
OR neoplas*[tiab] OR cancer*[tiab]

7 #5 AND #6

8 siewert*[tiab]

9 #4 OR #7 OR #8

10 (#9) AND (Guideline[ptyp] OR Practice Guideline[ptyp] OR guideline*[Title] OR Consensus
Development Conference[ptyp] OR Consensus Development Conference, NIH[ptyp] OR
recommendation*[ti])

11 (#10) AND ("2015/07/01"[PDAT] : "3000"[PDAT])

12 (#11) NOT (retracted publication [pt] OR retraction of publication [pt])
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Anhang
Tabelle 1: Schema der Evidenzgraduierung nach Oxford (Version Méarz 2009) (Leitlinienprogramm Onkologie, 2018 [1].)
Level Therapy/Prevention, Prognosis Diagnosis Differential diagnosis/symptom
Aetiology/Harm prevalence study
la SR (with homogeneity) of RCTs SR (with homogeneity) inception SR (with homogeneity) of Level 1 SR (with homogeneity) of
cohort studies; CDR validated in diagnostic studies; CDR with 1b prospective cohort studies
different populations studies from different clinical centers
1b Individual RCT (with narrow Individual inception cohort study Validating cohort study with good Prospective cohort study with good
Confidence Interval) with > 80% follow-up; CDR reference standards; or CDR tested follow-up
validated in a single population within one clinical centre
2a SR (with homogeneity) of cohort SR (with homogeneity) of either SR (with homogeneity) of Level >2 SR (with homogeneity) of Level 2b
studies retrospective cohort studies or diagnostic studies and better studies
untreated control groups in RCTs
2b Individual cohort study (including Retrospective cohort study or follow- | Exploratory cohort study with good Retrospective cohort study, or poor
low quality RCT; e.g., <80% follow- | up of untreated control patients in an | reference standards; CDR after follow-up
up) RCT; Derivation of CDR or validated | derivation, or validated only on split-
on split-sample only sample or databases
2c "Outcomes" Research; Ecological "Outcomes" Research Ecological studies
studies
3a SR (with homogeneity) of case- SR (with homogeneity) of 3b and SR (with homogeneity) of 3b and
control studies better studies better studies
3b Individual Case-Control Study Non-consecutive study; or without Non-consecutive cohort study; or
consistently applied reference very limited population
standards
4 Case-series (and poor quality cohort Case-series (and poor quality Case-control study, poor or non- Case-series or superseded reference
and case-control studies) prognostic cohort studies) independent reference standard standards
5 Expert opinion without explicit Expert opinion without explicit Expert opinion without explicit Expert opinion without explicit
critical appraisal, or based on critical appraisal, or based on critical appraisal, or based on critical appraisal, or based on
physiology, bench research or "first physiology, bench research or "first physiology, bench research or “first physiology, bench research or “first
principles” principles" principles principles
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Beteiligung von AkdA und Fachgesellschaften nach §35a Abs. 7 SGB V i.V.m. VerfO 5.
Kapitel 8 7 Abs. 6

2020-B-376

Kontaktdaten

Deutsche Gesellschaft fir Gastroenterologie, Verdauungs- und Stoffwechselkrankheiten (DGVS),
vertreten durch die S3-Leitliniengruppe

Arbeitsgemeinschatt fir Internistische Onkologie (AlO) der Deutschen Krebsgesellschaft (DKG)
Deutsche Gesellschaft fur Hamatologie und Medizinische Onkologie (DGHO)

Indikation gemal Beratungsantrag

Erstlinientherapie des nicht resezierbaren fortgeschrittenen, rezidivierten oder metastasierten
Plattenepithelkarzinoms des Osophagus mit PD-L1-Expression = 1 % bei Erwachsenen

Was ist der Behandlungsstandard unter Berlicksichtigung der vorliegenden Evidenz in der
»Erstlinientherapie des nicht resezierbaren fortgeschrittenen, rezidivierten oder metastasierten
Plattenepithelkarzinoms des Osophagus mit PD-L1-Expression = 1 % bei Erwachsenen“? Wie sieht die
Versorgungspraxis in Deutschland aus?

Zusammenfassung

Standard in der systemischen Erstlinientherapie Erstlinientherapie des nicht resezierbaren
fortgeschrittenen, rezidivierten oder metastasierten Plattenepithelkarzinoms des Osophagus ist die
Kombination aus einem Fluoropyrimidin (5-Fluorouracil oder Capecitabin) und einem Platinanalogon
(Cisplatin oder Oxaliplatin). Einen eigenen Standard auf der Basis der PD-L1-Expression gibt es (bisher)
nicht.

Stand des Wissens

Osophaguskarzinome machen ca. 1% aller malignen Erkrankungen aus [1]. Klinisch relevant ist die
Unterscheidung zwischen Plattenepithel- und Adenokarzinomen, Tumorstadium und Lokalisation des
Tumors [2, 3]. Im Stadium IV kann eine systemische Therapie das Uberleben verlangern und ist daher
Therapie der Wahl. Beim Plattenepithelkarzinom ist dies nicht durch Phase IlI-Studien belegt. Dennoch
wird die palliative Chemotherapie empfohlen [2, 3]. Die aktuelle S3 Leitlinie Osophaguskarzinom
formuliert:

1/5



Stand: 10.12.2020
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Deutsche Gesellschaft fiir Gastroenterologie, Verdauungs- und Stoffwechselkrankheiten (DGVS),
vertreten durch die S3-Leitliniengruppe

Arbeitsgemeinschaft fur Internistische Onkologie (AlO) der Deutschen Krebsgesellschaft (DKG)

Deutsche Gesellschaft fur Hamatologie und Medizinische Onkologie (DGHO)

Indikation gemaf Beratungsantrag

Erstlinientherapie des nicht resezierbaren fortgeschrittenen, rezidivierten oder metastasierten
Plattenepithelkarzinoms des Osophagus mit PD-L1-Expression = 1 % bei Erwachsenen

94. Konsensbasierte Empfehlung modifiziert 2020

EK Patienten mit einem metastasierten oder lokal fortgeschrittenen, nicht kurativ be-
handelbaren Plattenepithelkarzinom des Osophagus kann eine palliative systemi-
sche Chemotherapie angeboten werden. Therapieziel ist der Erhalt der Lebensquali-

tat,

Hierbei kann eine Kombinationstherapie aus einem Platin-Derivat mit einem Fluoro-
pyrimidin eingesetzt werden. Ein lebensverlangernder Effekt der systemischen palli-
ativen Chemotherapie ist fiir das Plattenepithelkarzinom des Osophagus nicht gesi-

chert.

Konsensstarke Starker Konsens (100 %)

Ein Therapiealgorithmus fur das nicht resezierbare, lokale fortgeschrittene oder metastasierte
Osophaguskarzinom ist in Abbildung 1 dargestellt [2].

Abbildung 1: Therapiealgorithmus [2]
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| Osophaguskarzinom M1 I
|
v v

Plattenepithelkarzinom | | Adenokarzinom

HER2 negativ HER2 positiv

Doublettemit Doublettemit Cisplatin + FP2
Platin' + FP? Platin' + FP? + Trastuzumab

oder
Irinotecan + FP

od

Rezidiv /Refraktaritat 5 o
Triplet mit
Platin' + FP2 + Docetaxel

l Rezidiv /Refraktaritat

<3 Monate nach >3-6 Monate nach <3 Monate nach
Erstlinientherapie Erstlinientherapie Erstlinientherapie

l l l

W iederholung Paclitaxel / W iederholung Paclitaxel +

N

>3-6 Monate nach
Erstlinientherapie

Erstlinientherapie Docetaxel Erstlinientherapie Ramucirumab
oder
Irinotecan ader
oder Monotherapie
Bsc* Nivolumab/ Doc";taxel
Pembrolizumab?® Irinotecan
Paclitaxel
Ramucirumab
undloder (alphabetische
Reihenfolge)
BSC*
BSC*
Legende: Therapie in nicht kurativer Intention;

IMonotherapie — ein antineoplastisches Arzneimittel, Doublette — Kombination aus 2 antineoplastischen Arzneimitteln, Triplet —
Kombination von 3 antineoplastischen Arzneimitteln; 2FP — Fluoropyrimidin (5-Fluorouracil + Folinsaure, Capecitabin, S-1); Platin —

Platinderivat (Cisplatin, Oxaliplatin)

Das mediane Gesamtuberleben bei Patienten im Stadium IV in einem guten Allgemeinzustand liegt unter
einem Jahr [4]. Zur Beurteilung des Nutzens einer systemischen Therapie liegen keine Daten aus
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randomisierten Phase Ill Studien vor, die eine Verlangerung des Uberlebens belegen kénnen. Viele
Empfehlungen erfolgen aufgrund der fehlenden Evidenz im Analogieschluss zu den
Plattenepithelkarzinomen aus dem HNO-Bereich.

Als Standard gilt eine Kombinations-Chemotherapie aus Cisplatin und 5-FU. Eine Hinzunahme von
EGFR- Antikdrpern (Panitumumab) verbessert das Ansprechen nicht [5]. Wenngleich keine
vergleichenden Daten vorliegen, kann die vermutlich gleich wirksame Kombinationstherapie mit FOLFOX
wegen der geringeren Toxizitat ebenfalls empfohlen werden. Wegen der haufig vorliegenden Dysphagie
wird Capecitabin beim Osophaguskarzinom eher selten eingesetzt.

In den letzten Monaten wurden Daten zur Wirksamkeit von Immuncheckpoint-Inhibitoren sowohl in der
Erst- als auch der Zweitlinientherapie des metastasierten Osophaguskarzinoms vorgestellt und publiziert
[5, 6]. Die Daten zur Erstlinientherapie sind noch nicht voll publiziert, kénnten aber den Standard
verandern.

Gibt es Kriterien fir unterschiedliche Behandlungsentscheidungen bei der ,,Erstlinientherapie des
nicht resezierbaren fortgeschrittenen, rezidivierten oder metastasierten Plattenepithelkarzinoms des
Osophagus mit PD-L1-Expression = 1 % bei Erwachsenen die regelhaft beriicksichtigt werden?
Wenn ja, welche sind dies und was sind in dem Fall die Therapieoptionen?

Ja, diese betreffen den Allgemeinzustand und die Eignung fir eine platinhaltige Chemotherapie.
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