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I. Zweckmäßige Vergleichstherapie: Kriterien gemäß 5. Kapitel § 6 VerfO G-BA 

Cemiplimab 
[Behandlung des kutanen Plattenepithelkarzinoms] 

Kriterien gemäß 5. Kapitel § 6 VerfO 

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

Keine zugelassenen Arzneimittel 

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

Strahlentherapie 

Beschlüsse/Bewertungen/Empfehlungen des Gemeinsamen 
Bundesausschusses zu im Anwendungsgebiet zugelassenen 
Arzneimitteln/nicht-medikamentösen Behandlungen 

Es liegen keine Beschlüsse im Anwendungsgebiet vor. 

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

Siehe systematische Literaturrecherche 
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II. Zugelassene Arzneimittel im Anwendungsgebiet 

Wirkstoff 
ATC-Code 
Handelsname 

Anwendungsgebiet 
(Text aus Fachinformation) 

Zu bewertendes Arzneimittel: 

Cemiplimab 
N.A. 
N.A. 

Geplantes Anwendungsgebiet laut Beratungsanforderung: 
„Cemiplimab ist indiziert als Monotherapie zur Behandlung von Patienten mit metastasiertem kutanen Plattenepithelkarzinom 
(metastatic cutaneous squamous cell carcinoma, mcSCC) oder Patienten mit lokal fortgeschrittenem kutanen Plattenepithelkarzinom 
(locally advanced cSCC, lacSCC), die für eine Operation nicht in Betracht kommen.“ 

keine zugelassenen Arzneimittel im Anwendungsgebiet 

Quellen: AMIS-Datenbank, Fachinformationen 
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Abkürzungsverzeichnis 

AWMF Arbeitsgemeinschaft der wissenschaftlichen medizinischen Fachgesellschaften 

DAHTA DAHTA Datenbank 

G-BA Gemeinsamer Bundesausschuss 

GIN Guidelines International Network  

GoR Grade of Recommendations 

HR Hazard Ratio 

IQWiG Institut für Qualität und Wirtschaftlichkeit im Gesundheitswesen 

KI Konfidenzintervall 

LoE Level of Evidence 

NGC National Guideline Clearinghouse  

NICE National Institute for Health and Care Excellence  

OR Odds Ratio 

RR Relatives Risiko 

SIGN Scottish Intercollegiate Guidelines Network 

TRIP Turn Research into Practice Database 

WHO World Health Organization 
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1 Indikation 
Monotherapie zur Behandlung von Patienten mit metastasiertem kutanen Plattenepithelkarzinom 
(metastatic cutaneous squamous cell carcinoma, mcSCC) oder Patienten mit lokal 
fortgeschrittenem kutanen Plattenepithelkarzinom (locally advanced cSCC, lacSCC), die für eine 
Operation nicht in Betracht kommen. 

2 Systematische Recherche 
Es wurde eine systematische Literaturrecherche nach systematischen Reviews, Meta-Analysen, 
HTA-Berichten und Evidenz-basierten systematischen Leitlinien zur Indikation 
Plattenepithelkarzinom durchgeführt. Der Suchzeitraum wurde auf die letzten 5 Jahre 
eingeschränkt und die Recherche am 27.03.2018 abgeschlossen. Die Suche erfolgte in den 
aufgeführten Datenbanken bzw. Internetseiten folgender Organisationen: The Cochrane Library 
(Cochrane Database of Systematic Reviews, Health Technology Assessment Database), 
MEDLINE (PubMed), AWMF, Clinical Evidence, DAHTA, G-BA, GIN, IQWiG, NGC, NICE, TRIP, 
SIGN, WHO. Ergänzend erfolgte eine freie Internetsuche nach aktuellen deutschen und 
europäischen Leitlinien. Die detaillierte Darstellung der Suchstrategie ist am Ende der Synopse 
aufgeführt. 

Die Recherche ergab 400 Quellen, die anschließend in einem zweistufigen Screening Verfahren 
nach Themenrelevanz und methodischer Qualität gesichtet wurden. Zudem wurde eine 
Sprachrestriktion auf deutsche und englische Quellen vorgenommen. Insgesamt ergab dies  
7 Quellen, die in die synoptische Evidenz-Übersicht aufgenommen wurden.   
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3 Ergebnisse 

3.1 IQWiG Berichte/G-BA Beschlüsse 
Es wurden keine relevanten Quellen identifiziert. 

3.2 Cochrane Reviews 
Es wurden keine relevanten Quellen identifiziert. 

3.3 Systematische Reviews 
Es wurden keine relevanten Quellen identifiziert. 

3.4 Leitlinien 

Breuninger H et al., 2013 [1]. 
Deutsche Krebsgesellschaft (DKG), Deutsche Dermatologische Gesellschaft (DDG), 
Arbeitsgemeinschaft Wissenschaftlicher Medizinischer Fachgesellschaften (AMWF) 
Kurzleitlinie - Plattenepithelkarzinom der Haut; Update 2012  

Leitlinienorganisation/Fragestellung 
Leitlinien zur standardisierten Diagnostik, Therapie und Nachbehandlung sollen dazu 
beitragen, den Wissensstand der behandelnden Ärztinnen und Ärzte* zu aktualisieren und 
damit die Ergebnisqualität bei der Versorgung von Patienten mit dieser Erkrankung zu 
verbessern. Insbesondere soll der Anteil nicht sachgerecht exzidierter oder anderweitig nicht 
sachgerecht behandelter Plattenepithelkarzinome der Haut, und damit die Lokalrezidivrate, 
gesenkt werden. 

Methodik 

Grundlage der Leitlinie 

• Vielzahl an beteiligten Berufsgruppen 
• Patientenbeteiligung nicht gegeben, da keine Selbsthilfegruppe identifizierbar 

• Evidenzbasierung: Formulierung von Schlüsselfragen, keine formale methodische 
Bewertung der Literatur 

• Formulierung der Empfehlungen, Konsensfindung: Die Verabschiedung und Graduierung 
von Empfehlungen in sprachlicher Form (soll /sollte / kann) erfolgte im Rahmen von 
Konsensuskonferenzen unter Verwendung eines formalen Konsensusverfahren (nominaler 
Gruppenprozess). Pro Empfehlung/Statement fand eine Abstimmung statt 

• Darlegung der Leitliniengruppe; Interessenskonflikte dargelegt; Finanzierung dargelegt  

Recherche/Suchzeitraum: 
• keine systematische Literaturrecherche, orientierende Recherchen in Medline 
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LoE 

• Da keine systematische Recherche, Selektion, Bewertung und Synthese der 
Evidenzgrundlage erfolgte, wurden keine Evidenzlevel vergeben. 

GoR 

 

Sonstige methodische Hinweise 
• Gültigkeit der LL bis 30.12.2018 verlängert, geprüft am 20.04.2016 

• Ein Upgrade der Leitlinie nach S3 ist geplant 

• keine systematische Literaturrecherche, orientierende Recherchen in Medline, keine 
formale methodische Bewertung der Literatur 

• „Leitlinie erfüllt nicht die methodischen Anforderungen einer S3 Leitlinie. Die LL wurde 
jedoch aufgrund fehlender höherwertiger Evidenz ergänzend dargestellt.“ 

1. Lokoregionäre Therapie 

Statement 
Verschiedene histologische Subtypen des Plattenepithelkarzinoms der Haut wurden 
beschrieben. Derzeit ist keine hinreichend evidenzbasierte Aussage darüber möglich, ob diese 
mit einer erhöhten Metastasierungswahrscheinlichkeit einhergehen. Daher sollten alle 
histologischen Subtypen des Plattenepithelkarzinoms der Haut gleichartig therapiert werden. 

Empfehlung („kann“-Empfehlung offen) 
Die vollständige chirurgische Exzision mit topografisch zugeordneter histologischer Kontrolle 
der Schnittränder (mikroskopisch kontrollierte Chirurgie – MKC) ist die Therapie der ersten 
Wahl für das Plattenepithelkarzinom der Haut. Alternativ kann eine Operation mit 
tumoradaptiertem Sicherheitsabstand und konventioneller Histologie erfolgen, bei 
superfiziellen Plattenepithellkarzinomen auch durch Horizontalexzision („Shave-Exzision“) mit 
konventioneller Histologie. 

Empfehlung („sollte“-Empfehlung offen) 
Bei lokal nicht in sano resezierbaren Tumoren oder inoperablen Patienten sollte die 
Strahlentherapie als Behandlungsmethode der ersten Wahl durchgeführt werden. 

Empfehlung („sollte“-Empfehlung offen) 
Alternative Therapieverfahren – bei multiplen oder superfiziellen Plattenepithelkarzinomen - 
wie die Elektrodesikkation, Kürettage, Kryotherapie, Lasertherapie und photodynamische 
Therapie sowie lokale medikamentöse Behandlungen mit Imiquimod oder 5-Fluorouracil 
sollten Einzelfällen vorbehalten bleiben. 
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1.1. Strahlentherapie 

Empfehlung („kann“-Empfehlung offen) 
[…]. Bei Inoperabilität oder non in sano-Resektion besteht die Indikation einer 
Strahlenbehandlung. Dies gilt auch für die Karzinome der Hautanhangsgebilde. Bei zu 
erwartender R1, R2 Resektion oder wenn eine Nachresektion nicht möglich ist, kann einer 
alleinigen oder zusätzlichen Bestrahlung der Vorzug gegeben werden. Die Brachytherapie 
kann eine sinnvolle Alternative zur konventionellen Strahlentherapie darstellen. Eine 
Strahlenbehandlung bei Karzinomen auf vorgeschädigter Haut und bei immusupprimierten 
Patienten ist im Hinblick auf Indikationsstellung und Strahlendosis kritisch zu bewerten. 
Plattenepithelkarzinome an Ohr, Lippe oder Nasenspitze sollten primär nicht bestrahlt, 
sondern einer chirurgischen Therapie zugeführt werden. 

Quelle: 
15. Mendenhall WM, Amdur RJ, Hinerman RW, et al.: Radiotherapy for cutaneous squamous and basal cell carcinomas 
of the head and neck. Laryngoscope 119:1994-1999, 2009 

Systemische Therapie bei inoperablen Metastasen  

Statement 
Derzeit existiert keine ausreichend evidenzbelegte systemische Therapie für das 
metastasierte Plattenepithelkarzinom der Haut. 

Empfehlung 1 („sollte“-Empfehlung) 
Eine systemische Therapie des metastasierten Plattenepithelkarzinoms der Haut sollte 
möglichst im Rahmen von klinischen Studien erfolgen. 

Empfehlung 2 („sollte“-Empfehlung) 
Die Polychemotherapie mit Cisplatin und 5-Fluorouracil (oder orale Analoga) sollte die 
Therapie der ersten Wahl für das metastasierte Plattenepithelkarzinom der Haut sein. Bei 
Patienten mit eingeschränktem Allgemeinzustand kann eine Monochemotherapie mit 5-
Fluorouracil (oder orale Analoga) in Erwägung gezogen werden. Bei Nichtansprechen der 
Therapie kann eine Therapie mit Cetuximab in Erwägung gezogen werden. 

Erläuterung: 
Die Ansprechraten von metastasierten Plattenepithelkarzinomen der Haut auf 
chemotherapeutische Behandlungen sind hoch. Die Remissionsraten betragen bei 
Monotherapie mit 5-Fluorouracil ca. 60% und sind bei der Verwendung von 
Polychemotherapieschemata mit bis zu 80% deutlich höher (Tabelle 4) (17-19). Die historisch 
anzusehende Monotherapie mit Methotrexat zeigt exemplarische Ansprechraten von 20-40%. 
Sie sind durch entsprechend Studien jedoch nicht belegt. Die Behandlung ist nicht kurativ, 
Rezidive sind regelhaft. Hinsichtlich des Gesamtüberlebens scheint die Anwendung der 
kombinierten Schemata gegenüber den Monotherapien keine Vorteile zu bieten. Neuere 
Therapieschemata zielen auf die Blockade des „Epidermal Growth Factor“- Rezeptors ab. Der 
Tyrosinkinase-Inhibitor Gefitinib zeigte in einem Kollektiv von 15 auswertbaren Patienten keine 
objektiven Ansprechraten (Stabilisierung in 27%) (20). Der monoklonale IgG1-Antikörper 
Cetuximab erzielte in einer Studie mit 36 Patienten eine objektive Ansprechrate von 28% (6% 
CR, 22% PR) und eine Stabilisierung in 42% (Tabelle 4) (21), ist jedoch in Deutschland nicht 
für das Plattenepithelkarzinom der Haut zugelassen. Da kein Standardschema existiert, sollte 
eine Chemo- bzw. Immuntherapie möglichst im Rahmen von Studien erfolgen. Zur 
Vermeidung von Toxizitäten sollte insbesondere die Chemotherapie bei älteren Patienten von 
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einer intensiven Supportivtherapie begleitet werden. Insbesondere bei einer eingeschränkten 
Nieren oder Leberfunktion müssen die Dosen angepasst werden und bei aggressiven 
Kombinationstherapien kann der Einsatz von hämatopoetischen Wachstumsfaktoren 
notwendig werden. Überdies ist auf eine ausreichende Antiemese und Schmerztherapie zu 
achten.  

Quellen: 
17. Cartei G, Cartei F, Interlandi G, et al.: Oral 5-fluorouracil in squamous cell carcinoma of the skin in the aged. Am J 
Clin Oncol 23:181-184, 2000 18. Sadek H, Azli N, Wendling JL, et al.: Treatment of advanced squamous cell carcinoma 
of the skin with cisplatin, 5-fluorouracil, and bleomycin. Cancer 66:1692-1696, 1990 
19. Khansur T, Kennedy A: Cisplatin and 5-fluorouracil for advanced locoregional and metastatic squamous cell 
carcinoma of the skin. Cancer 67:2030-2032, 1991 
20. Glisson BS, Kim ES, Kies MS, et al.: Phase II study of gefitinib in patients with metastatic/recurrent squamous cell 
carcinoma of the skin. J Clin Oncol ASCO Annual Meeting Proceedings Part I. Vol 24, 2006 
21. Maubec E, Petrow P, Scheer-Senyarich I,Duvillard P, et al.: Phase II Study of Cetuximab as first-line single-drug 
therapy in patients with unresectablesquamous cell carcinoma of the skin: J Clin Oncol 29,3419-26, 2011 

SIGN, 2014 [6].  
Scottish Intercollegiate Guidelines Network (SIGN) 
Management of primary cutaneous cell carcinoma. A national clinical guideline  

Leitlinienorganisation/Fragestellung 
k.A.  

Methodik 

Grundlage der Leitlinie 

• The evidence base for this guideline was synthesised in accordance with SIGN 
methodology 

• The guideline development group was not able to identify sufficient evidence to answer all 
of the key questions asked in this guideline. 

• Statement of all members of the guideline group (name and affiliation) 
• Declaration of interest 

• Consultation and peer review process and internal review of the recommendations 

Recherche/Suchzeitraum: 
• A systematic review of the literature was carried out using an explicit search strategy 

devised by a SIGN Evidence and Information Scientist. Databases searched include 
Medline, Embase, Cinahl, PsycINFO and the Cochrane Library. The year range covered 
was 2007-2012. Internet searches were carried out on various websites including the US 
National Guidelines Clearinghouse. The main searches were supplemented by material 
identified by individual members of the development group. Two members of the group 
using standard SIGN methodological checklists before conclusions were considered as 
evidence evaluated each of the selected papers. 
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LoE 

 

GoR 

 

Sonstige methodische Hinweise 

• This guideline was published in 2014 and will be considered for review in three years. 

1. surgical techniques 

standard surgical excision (LoE: 3) 

 

Mohs micrographic surgery (LoE: 3) 

 

2. destructive techniques 

CURETTAGE AND CAUTERY (LoE: 3) 
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A meta-analysis identified eight retrospective case series examining outcomes following 
curettage (with a blunt curette) plus cautery (also referred to as electrodessication). Pooled 
average recurrence (the nature of which was unspecified) from seven of the studies (n=1,131) 
was 1.7% (95% CI 0.6% to 3.4%). In this pooled analysis 91% of the tumours had a horizontal 
diameter <20 mm. One series reported using two treatment cycles and one using three but 
most series did not indicate the number of treatment cycles.69 

Quelle: 
69. Lansbury L, Bath-Hextall F, Perkins W, Stanton W, Leonardi-Bee J. Interventions for non-metastatic squamous cell 
carcinoma of the skin: a systematic review and pooled analysis of observational studies. BMJ 2013 347:f6153. 

photodynamic therapy (LoE: 2+) 

 
A meta-analysis identified 14 small prospective studies of photodynamic therapy using topical 
or systemic photosensitisers. Eight of the studies examined outcomes following apparent 
complete response and the pooled odds of recurrence at six to 38 months were 26.4% (95% 
CI 12.3% to 43.7%) based on 119 tumours.69 

Quelle: 
69. Lansbury L, Bath-Hextall F, Perkins W, Stanton W, Leonardi-Bee J. Interventions for non-metastatic squamous cell 
carcinoma of the skin: a systematic review and pooled analysis of observational studies. BMJ 2013 347:f6153. 

3. chemotherapy 

systemic chemotherapy (LoE: 4) 

 
Evidence on the use of systemic chemotherapy, either alone or in combination with 
radiotherapy in the management of cutaneous SCC is mainly from small case series. A review 
highlights how chemotherapy has been used neoadjuvantly, either prior to surgery or 
radiotherapy for advanced high-risk tumours. This strategy has been applied to squamous cell 
cancers at other sites such as the head and neck and anus but the evidence in cutaneous 
SCC is based on small case series. Agents that have been used include cisplatin, vindesine, 
mitomycin C, 5-fluorouracil, methotrexate, bleomycin, interferon and doxorubicin. The review 
included one small randomised study (n=36) of adjuvant 13-cis-retinoic acid and interferon in 
patients with high-risk features following surgery, which failed to demonstrate any benefit 
compared to a control group.79 Chemotherapy has been added to postoperative radiotherapy 
in patients with high-risk tumours but the only randomised controlled studies pertain to head 
and neck tumours and there is insufficient evidence to recommend this for cutaneous SCC.30 

Quellen:  
30. Bonerandi JJ, Beauvillain C, Caquant L, Chassagne JF, Chaussade V, Clavere P, et al. Guidelines for the diagnosis 
and treatment of cutaneous squamous cell carcinoma and precursor lesions. J Eur Acad Dermatol Venereol 2011;25 
Suppl 5:1-51. 
79. DeConti RC. Chemotherapy of squamous cell carcinoma of the 
skin. Semin Oncol 2012;39(2):145-9. 
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4. radiotherapy 

primary radiotherapy 

 
A meta-analysis identified one prospective and 13 retrospective studies of primary 
radiotherapy in patients with SCC. Radiation sources included orthovoltage, megavoltage or 
electron therapy. Dose, fractionation and fields were not uniformly reported and were variable. 
Follow up ranged from less than six months to over ten years and the prognostic features 
(size, site and stage) of the tumours varied widely. Local recurrence was 6.4% (95% CI 3.0% 
to 11.0%) based on seven studies (n=761). Disease-specific death was 9.1% (95% CI 1.4% to 
22.8%) based on five studies (n=191).69 LoE: 2+ 
A meta-analysis identified four prospective and two retrospective studies (n=88) examining a 
range of brachytherapy techniques. Local recurrence was 5.2% (95% CI 1.6% to 10.5%) with 
a range of follow-up periods with a median of 55 months.69 LoE: 2+ 
Previous guidelines recommend that radiotherapy should be used with caution on sites where 
the intervention is poorly tolerated such as the back of the hand, lower limb and where the 
tumour invades bone or cartilage. There are contraindications related to long term cosmesis in 
younger patients and the potential for radiation-induced second malignancy.37 LoE: 4 
Radiotherapy is contraindicated in patients with previously irradiated sites and with 
genodermatoses predisposing to skin cancer.37 LoE: 4 
Radiotherapy may be particularly indicated in older patients where comorbidities or significant 
risks associated with general anaesthetic prevent consideration of surgery. It may also be 
suitable where a patient has anxiety disorder or is intolerant to local anaesthetic.30 LoE: 4 

 
Quellen:  
30. Bonerandi JJ, Beauvillain C, Caquant L, Chassagne JF, Chaussade V, Clavere P, et al. Guidelines for the diagnosis 
and treatment of cutaneous squamous cell carcinoma and precursor lesions. J Eur Acad Dermatol Venereol 2011;25 
Suppl 5:1-51. 
37. Motley RJ, Preston PW, Lawrence CM. Multi-professional Guidelines for the Management of the Patient with Primary 
Cutaneous Squamous Cell Carcinoma. London: British Association of Dermatology (BAD); 2009. 
69. Lansbury L, Bath-Hextall F, Perkins W, Stanton W, Leonardi-Bee J. Interventions for non-metastatic squamous cell 
carcinoma of the skin: a systematic review and pooled analysis of observational studies. BMJ 2013 347:f6153 

Sapijaszko M et al., 2015 [5]. 
Non-melanoma Skin Cancer in Canada Chapter 5: Management of Squamous Cell 
Carcinoma 
Siehe auch Guenther, LC et al., 2015 [2]. 

Leitlinienorganisation/Fragestellung 
The aim of this document is to provide guidance to Canadian health care practitioners on 
NMSC management. 
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Methodik 

Grundlage der Leitlinie 
• The Canadian Non-Melanoma Skin Cancer Guidelines Committee comprises 10 

dermatologists and dermatologic surgeons tasked with the development of evidence-based 
guidelines on the prevention and management of AKs, SCCs, and BCCs. 

• The relevant publications were categorized according to type of lesion (eg, high-risk SCC) 
and treatment modality (eg, photodynamic therapy). Each study was formally evaluated by 
3 members of the Committee, using GRADE 

• Studies rated as “moderate” quality or better by at least 1 Committee member served as 
the core literature for each of the treatment chapters 

• The final document was finalized by the chairs, after community review, and approved by 
all 10 Committee members. 

• Patientenbeteiligung nicht gegeben 

• Endorsers and sponsors were not party to the development of the guidelines and were not 
involved in the literature search, the selection of Committee members, or the drafting of 
text, recommendations, or algorithms.  

• The final guidelines chapters were circulated to potential endorsing bodies, which made no 
changes to the text.  

Recherche/Suchzeitraum: 

• systematische Literaturrecherche in PubMed (im August 2012) 
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LoE 

 

GoR 

 

Sonstige methodische Hinweise 

• Evidenzbasis: Randomized controlled trials for SCC are uncommon, especially head-to-
head comparison studies. Recurrent and otherwise high-risk SCCs are not well studied. 

• „Leitlinie erfüllt nicht die methodischen Anforderungen einer S3 Leitlinie. Die LL wurde 
jedoch aufgrund fehlender höherwertiger Evidenz ergänzend dargestellt.“ 

Empfehlungen:  
The complete removal of the SCC lesion along with preservation of function and cosmesis is 
best achieved through surgical methods that allow identification of tumour margins via 
histologic assessment. Specifically, fixed-margin surgical excision and MMS are the 
cornerstone treatments of low and high-risk SCCs, respectively. When available, a number of 
second-line options can also be used in the management of low-risk SCCs, with nearly 
equivalent 5-year clearance rates. Although not currently approved for this indication, both 
PDT and topical therapy have shown promise in managing SCC in situ lesions, and these 
options may be particularly advantageous for lesions located on the lower leg. Treatment 
options for high-risk lesions are limited to MMS, fixed-margin surgical excision, and radiation 
therapy. Recurrence and metastasis of these lesions remain possible despite best efforts. A 
number of emerging therapies may provide promise in the management of high-risk SCC; 
patients with inoperable SCC lesions may be candidates for clinical trials. 
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Zusammenfassung der Empfehlungen siehe Tabelle und Abbildung: 

 



   

Abteilung Fachberatung Medizin  Seite 15 

 
Quellen: 
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65. Kuflik EG, Gage AA. The five-year cure rate achieved by cryosurgery for skin cancer. J Am Acad Dermatol. 
1991;24(6, pt 1):1002-1004. 
67. Babington S, Veness MJ, Cakir B, Gebski VJ, Morgan GJ. Squamous cell carcinoma of the lip: is there a role for 
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2003;73(8):621-625. 
68. Veness MJ, Ong C, Cakir B, Morgan G. Squamous cell carcinoma of the lip: patterns of relapse and outcome. 
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topical 5-fluorouracil in Bowen’s disease. Br J Dermatol. 2003;148(3):539-543. 
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Stratigos A et al., 2015 [7]. 
European Dermatology Forum (EDF), the European Association of Dermato-Oncology 
(EADO), and the European Organization for Research and Treatment of Cancer (EORTC) 

Diagnosis and treatment of invasive squamous cell carcinoma of the skin: European 
consensus-based interdisciplinary guideline 

Leitlinienorganisation/Fragestellung 
The guidelines address in detail all aspects of cSCC management, from the clinical and 
histological diagnosis of primary tumour to the systemic treatment of advanced or metastatic 
disease. 

Methodik 

Grundlage der Leitlinie 

• Items that were agreed upon by our expert panel were adapted within our guideline 
proposal with appropriate reference. Items that differed from previously published 
guidelines or were originally recommended by our working group were clearly stated as 
proposed by the EADO consensus group.  

• The guideline draft was circulated between panel members from EADO, EDF and EORTC 
before reaching its final form. 

Recherche/Suchzeitraum: 

• extensive search with terms ‘cutaneous squamous cell carcinoma’ using the PubMed, 
EMBASE and Cochrane Library was conducted (until 31st October). 

• Articles included systematic reviews, pooled analyses and meta-analyses. 

• search was restricted to English-speaking language publications 
• We also searched for existing guidelines on cutaneous squamous cell carcinoma and 

precursor lesions in the databases mentioned above as well as in relevant websites 
(national agencies, medical societies).  

• the panel looked for concordances and differences among recently published guidelines 

Sonstige methodische Hinweise 

• „Leitlinie erfüllt nicht die methodischen Anforderungen einer S3 Leitlinie. Die LL (S2k) 
wurde jedoch aufgrund fehlender höherwertiger Evidenz ergänzend dargestellt.“ 
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LoE 

 

GoR 

 

Sonstige methodische Hinweise 

• Evidenzbasis: Randomized controlled trials for SCC are uncommon, especially head-to-
head comparison studies. Recurrent and otherwise high-risk SCCs are not well studied. 

Treatment of locally advanced and metastatic SCC 
Our comprehensive literature research only retrieved a few reports, which are strictly limited to 
cSCC, particularly for stage IV disease; indeed, most reports were on in studies performed in 
head and neck SCC (HNSCC). It is however likely, that despite a lower probability of distant 
metastases, once they occur they should be managed as for those of any SCC of the head 
and neck. 

Surgery/radiation therapy/electrochemotherapy  

Satellite or in-transit metastases around the primary site should be removed surgically if the 
number, size and location allow a complete removal of the metastatic sites. RT alone or in 
combination with chemotherapy may be used as an alternative option when surgery is not 
feasible. RT is particular helpful as a palliative treatment, […] 

Electrochemotherapy is a treatment modality that can find indication in locally advanced 
lesions. It helps to control the progression of inoperable loco-regional SCC recurrences with 
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the benefit of controlling bleeding lesions and of reducing painful symptoms when present. 
The two most commonly used drugs in electrochemotherapy are bleomycin and cisplatin. 

Chemotherapy 

Stage IV cSCC can be responsive to various chemotherapeutics, however, there is no 
established standard regimen. The following chemotherapeutic agents that have been used in 
cSCC: platin derivates (i.e. cisplatin or carboplatin), 5-fluorouracil, bleomycin, methotrexate, 
adriamycin, taxanes, gemcitabine or ifosfomide alone or in combination. Notably, remission 
rates of up to 80% have been reported for combined treatments and monochemotherapy still 
may achieve remissions in up to 60% (e.g. with 5-fluorouracil) [79–83]. 

Biologic response modifiers 

Currently there is no supporting evidence for the use of biologic response modifiers in 
advanced cSCC outside the framework of clinical trials as first line treatment. 

Targeted therapies – EGFR inhibitors 

EGFR inhibitors such as cetuximab, currently approved for the treatment of metastatic head 
and neck SCC, should be discussed as second line treatments after mono- or 
polychemotherapy failure and disease progress. Participation of patients with metastatic cSCC 
in clinical trials should be encouraged as treatment of choice if possible, taking into 
consideration the limitations of chemotherapeutic regiments due to associated toxicity and 
advanced age of the patients. 

Quellen: 
[1] Breuninger H, Eigentler T, Bootz F, et al. Brief guidelines – cutaneous squamous cell carcinoma. JDDG 
2012;10(Suppl. 6):51–8. 
[2] Bonerandi JJ, Beauvillain C, Caquant L, et al. Guidelines for the diagnosis and treatment of cutaneous squamous cell 
carcinoma and precursor lesions. J Eur Acad Dermatol Venereol 2011;25:1–51. 
[3] Motley R, Kersey P, Lawrence C. Multiprofessional guidelines for the management of the patient with primary 
cutaneous squamous cell carcinoma. Br J Dermatol 2002;146:18–25. 
[4] Basal cell and squamous cell skin cancers. NCCN clinical practice guidelines in oncology (NCCN Guidelines) Version 
I.2013. Available at: http://www.nccn.org/professionals/physician_gls/f_guidelines.asp>. 
[64] Lansbury L, Bath-Hextall F, Perkins W, Stanton W, Leonardi- Bee J. Interventions for non-metastatic squamous cell 
carcinoma of the skin: systematic review and pooled analysis of observational studies. BMJ 2013;347:f6153. 
[65] Veness MJ. The important role of radiotherapy in patients with non-melanoma skin cancer and other cutaneous 
entities. J Med Imaging Radiat Oncol 2008;52:278–86. 
[79] Sadek H, Azli N, Wendling JL, et al. Treatment of advanced squamous cell carcinoma of the skin with cisplatin, 5-
fluorouracil, and bleomycin. Cancer 1990;66:1692–6. 
[80] Cartei G, Cartei F, Interlandi G, et al. Oral 5-fluorouracil in squamous cell carcinoma of the skin in the aged. Am J 
Clin Oncol 2000;23:181–4. 
[81] Guthrie Jr TH, Porubsky ES, Luxenberg MN, et al. Cisplatinbased chemotherapy in advanced basal and squamous 
cell carcinomas of the skin: Results in 28 patients including 13 patients receiving multimodality therapy. J Clin Oncol 
1990;8:342–6. 
[82] Khansur T, Kennedy A. Cisplatin and 5-fluorouracil for advanced locoregional and metastatic squamous cell 
carcinoma of the skin. Cancer 1991;67:2030–2.  
[83] Benasso M, Merlano M, Sanquieti G, et al. Gemcitabine, cisplatin and radiation in advanced, unresectable 
squamous cell carcinoma of the head and neck: a feasibility study. Am J Clin Oncol 2001;24:618–22. 
 

NCCN, 2016 [4]. 
National Comprehensive Cancer Network 

Squamous Cell Skin Cancer, Version 2.2018  

Leitlinienorganisation/Fragestellung 
k.A. 

http://www.nccn.org/professionals/physician_gls/f_guidelines.asp
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Methodik 

Grundlage der Leitlinie 
• Keine näheren Informationen zur Methodik und zur Erstellung der Leitlinie verfügbar. 

Recherche/Suchzeitraum: 

• k.A. 

Sonstige methodische Hinweise 

• „Leitlinie erfüllt nicht die methodischen Anforderungen einer S3 Leitlinie. Die LL wurde 
jedoch aufgrund fehlender höherwertiger Evidenz ergänzend dargestellt.“ 

LoE/ GoR 
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Local Treatment for SCC 

 

Radiation Therapy  
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Low-Risk Local SCC 
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High-Risk Local SCC 
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Treatment of SCC with Regional Lymph Node Involvement 
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Systemic Therapy for Regional Disease 
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Alam M et al, 2016 [3]. 
Guidelines of care for the management of cutaneous squamous cell carcinoma  

Leitlinienorganisation/Fragestellung 
This guideline addresses the management of patients with cutaneous squamous cell 
carcinoma 
(cSCC) from the perspective of a US dermatologist. 
The primary focus of the guideline is on the most commonly considered and utilized 
approaches for the surgical and medical treatment of cSCC, but it also includes 
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recommendations on appropriate biopsy techniques, staging, follow-up, and prevention of 
cSCC. 

Methodik 

Grundlage der Leitlinie 

• expert work group was convened to determine the audience and scope of the guideline, 
and to identify important clinical questions in the biopsy, staging, treatment, and follow-up 
of cSCC 

• Clinical questions used to structure the evidence review: 
o What is the standard grading system for BCC and cSCC? 
o What are the standard biopsy techniques for BCC and cSCC? 
o What pathologic and clinical information is useful in the pathology report for BCC and 

cSCC? 
o What are the benefits harm and effectiveness/efficacy of available treatments for BCC 

and cSCC? 
o What are effective treatment options for the management of advanced BCC and cSCC? 
o What are the effective methods for follow-up and preventing recurrence and new 

primary keratinocyte cancer formation? 

• Work group members completed a disclosure of interests that was updated and reviewed 
for potential relevant conflicts of interest periodically throughout guideline development.  

• If a potential conflict was noted, the work group member recused himself or herself from 
discussion and drafting of recommendations pertinent to the topic area of the disclosed 
interest. 

• This guideline has been developed in accordance with the AAD/AAD Association 
Administrative Regulations for Evidence-Based Clinical Practice Guidelines, which includes 
the opportunity for review and comment by the entire AAD membership and final review 
and approval by the AAD Board of Directors  

• An additional multidisciplinary panel of invited reviewers was utilized to provide 
crossspecialty comments on the draft guideline. This guideline will be considered current 
for a period of 5 years from the date of publication, unless reaffirmed, updated, or retired at 
or before that time 

Recherche/Suchzeitraum: 
• An evidence-based approach was used and available evidence was obtained by using a 

systematic search and review of published studies from PubMed from January 1960 
through April 2015 

• secondary search was subsequently undertaken to identify and review published studies 
from April 2015 to August 2016 to provide the most current information. 

• limited to publications in the English language 
• The available evidence was evaluated by using a unified system called the Strength of 

Recommendation Taxonomy (SORT), which was developed by editors of the US family 
medicine and primary care journals (ie,American Family Physician, Family Medicine, 
Journal of Family Practice, and BMJ USA). 
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LoE 
Evidence was graded using a 3-point scale based on the quality of study methodology (eg, 
randomized control trial [RCT ], case-control, prospective/ retrospective cohort, case series, 
etc), and the overall focus of the study (ie, diagnosis, treatment/ prevention/screening, or 
prognosis) as follows: 

o I. Good-quality patient-oriented evidence (ie, evidence measuring outcomes that matter 
to patients: morbidity, mortality, symptom improvement, cost reduction, and quality of 
life). 

o II. Limited-quality patient-oriented evidence. 
o III. Other evidence, including consensus guidelines, opinion, case studies, or disease-

oriented evidence (ie, evidence measuring intermediate, physiologic, or surrogate end 
points that may or may not reflect improvements in patient outcomes). 

GoR 
Clinical recommendations were developed on the basis of the best available evidence tabled 
in the guideline. These are ranked as follows: 

o A. Recommendation based on consistent and goodquality patient-oriented evidence. 
Recommendation based on consistent and good-quality patient-oriented evidence. 

o B. Recommendation based on inconsistent or limited-quality patient-oriented evidence. 
o C. Recommendation based on consensus, opinion, case studies, or disease-oriented 

evidence. 

Nonsurgical Therapy   
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Quellen: 
50. Ross AS, Whalen FM, Elenitsas R, Xu X, Troxel AB, Schmults CD. Diameter of involved nerves predicts outcomes 

in cutaneous squamous cell carcinoma with perineural invasion: an investigator-blinded retrospective cohort study. 
Dermatol Surg. 2009;35(12):1859-1866. 
70. Ashby MA, Smith J, Ainslie J, McEwan L. Treatment of nonmelanoma skin cancer at a large Australian center. 
Cancer. 1989;63(9):1863-1871. 
71. Hernandez-Machin B, Borrego L, Gil-Garcia M, Hernandez BH. Office-based radiation therapy for cutaneous 
carcinoma: evaluation of 710 treatments. Int J Dermatol. 2007;46(5): 453-459. 
72. Grossi Marconi D, da Costa Resende B, Rauber E, et al. Head and neck non-melanoma skin cancer treated by 
superficial x-ray therapy: an analysis of 1021 cases. PLoS One. 2016;11(7): e0156544. 
73. Finizio L, Vidali C, Calacione R, Beorchia A, Trevisan G. What is the current role of radiation therapy in the treatment 
of skin carcinomas? Tumori. 2002;88(1):48-52. 

 74. Schulte KW, Lippold A, Auras C, et al. Soft x-ray therapy for cutaneous basal cell and squamous cell carcinomas. J 
Am Acad Dermatol. 2005;53(6):993-1001. 
75. Cognetta AB, Howard BM, Heaton HP, Stoddard ER, Hong HG, Green WH. Superficial x-ray in the treatment of 
basal and squamous cell carcinomas: a viable option in select patients. J Am Acad Dermatol. 2012;67(6):1235-1241. 

76. Bhatnagar A. Nonmelanoma skin cancer treated with electronic brachytherapy: results at 1 year. Brachytherapy. 
2013; 
12(2):134-140. 
77. Paravati AJ, Hawkins PG, Martin AN, et al. Clinical and cosmetic outcomes in patients treated with high-dose-rate 
electronic brachytherapy for nonmelanoma skin cancer. Pract Radiat Oncol. 2015;5(6):e659-664. 
78. Tiodorovic-Zivkovic D, Zalaudek I, Longo C, De Pace B, Albertini G, Argenziano G. Successful treatment of two 
invasive squamous cell carcinomas with topical 5% imiquimod cream in elderly patients. Eur J Dermatol. 2012;22(4): 
579-580. 
79. Dirschka T, Schmitz L, Bartha A. Clinical and histological resolution of invasive squamous cell carcinoma by topical 
imiquimod 3.75%: a case report. Eur J Dermatol. 2016;26(4):408-409.  
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4 Detaillierte Darstellung der Recherchestrategie 
Cochrane Library (Cochrane Database of Systematic Reviews, Health Technology 
Assessment Database) am 27.03.2018 

# Suchfrage 
1 [mh “Skin Neoplasms”/DT,RT,SU,TH] 

2 [mh “Carcinoma, Squamous Cell”/DT,RT,SU,TH] 

3 [mh Skin] 

4 (skin or hide or derm* or epiderm* or cutaneous):ti,ab,kw 

5 (neoplasm* or cancer* or tumor* or tumour* or carcinom*):ti,ab,kw 

6 (squamous next cell):ti,ab,kw 

7 (nonmelanoma or non-melanoma):ti,ab,kw 

8 (#3 or #4) and #5 and #6  

9 #1 or (#3 or #4) and #5 

10 #9 and (#6 or #7) 

11 #2 and (#3 or #4) 

12 (#1 or (#3 or #4)) and #5 and #6 

13 #8 or #10 or #11 or #12 

14 #13 from Publication Year from 2013 to 2018 

SR, HTAs in Medline (PubMed) am 27.03.2018 

# Suchfrage 
1 Skin Neoplasms[mh] 

2 Carcinoma, Squamous Cell[mh] 

3 Skin[MeSH] 

4 skin[tiab] OR hide[tiab] OR derma[tiab] OR dermis[tiab] OR epiderm*[tiab] OR 
cutaneous[tiab] 

5 (((((tumor[tiab]) OR tumors[tiab]) OR tumour*[tiab]) OR carcinoma*[tiab]) OR neoplasm*[tiab]) 
OR cancer*[tiab] 

6 squamous[tiab] 

7 nonmelanoma[tiab] OR non-melanoma[tiab] 

8 (#3 OR #4) AND #5 AND #6  

9 #1 OR (#3 AND #5) 

10 #9 AND (#6 OR #7) 

11 #2 AND (#3 OR #4) 

12 (#3 OR #4) AND #5 AND #7  

13 (#1 OR (#3 OR #4)) AND #5 AND #6 

14 #8 OR #10 OR #11 OR #12 OR #13 

15 (#14) AND ((Meta-Analysis[ptyp] OR systematic[sb] 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 
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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 (meta[tiab] AND 
analyt*[tiab]))) OR (((review*[tiab]) OR overview*[tiab]) AND ((evidence[tiab]) AND 
based[tiab]))))) 

16 ((#15) AND ("2013/03/01"[PDAT] : "3000"[PDAT]) NOT "The Cochrane database of 
systematic reviews"[Journal]) NOT (animals[MeSH:noexp] NOT (Humans[MesH] AND 
animals[MeSH:noexp])) 

Leitlinien in Medline (PubMed) am 27.03.2018 

# Suchfrage 
1 Skin Neoplasms[mh] 

2 Carcinoma, Squamous Cell[mh] 

3 skin[tiab] OR hide[tiab] OR derma[tiab] OR dermis[tiab] OR epiderm*[tiab] OR 
cutaneous[tiab] 

4 (((((tumor[tiab]) OR tumors[tiab]) OR tumour*[tiab]) OR carcinoma*[tiab]) OR 
neoplasm*[tiab]) OR cancer*[tiab] 

5 squamous[tiab] AND cell[tiab] 

6 nonmelanoma[tiab] OR non-melanoma[tiab] 

7 #1 AND #5 

8 #2 AND #3 

9 #1 AND #6 

10 #3 AND #4 AND #5 

11 #7 OR #8 OR #9 OR #10 

12 (#11) AND (Guideline[ptyp] OR Practice Guideline[ptyp] or guideline*[Title] OR Consensus 
Development Conference[ptyp] OR Consensus Development Conference, NIH[ptyp] OR 
recommendation*[tiab]) 

13 (((#12) AND ("2013/03/01"[PDAT] : "3000"[PDAT])) NOT ((comment[Publication Type]) OR 
letter[Publication Type])) NOT (animals[MeSH:noexp] NOT (Humans[MesH] AND 
animals[MeSH:noexp])) 

14 (#13) NOT retracted publication[ptyp] 
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