Leitlinienprogramm
Onkologie

Evidenztabellen

der S3 Leitlinie ,Diagnostik, Therapie
und Nachsorge des Melanoms*

Version 1.1 - Februar 2013
AWMF-Register-Nummer: 032-0240L



Autoren

Dr. Annette Pflugfelder, Universitats—-Hautklinik Tiibingen

Dr. Corinna Kochs, Klinik fir Dermatologie,
Universitatsklinikum Essen

Dr. Christina Czeschik, Klinik fir Dermatologie,
Universitatsklinikum Essen

Dr. Markus Follmann, MPH, MSc, Office des Leitlinienprogramms
Onkologie - DKG e.V.

Prof. Dr. Claus Garbe, Universitats-Hautklinik Tibingen

Prof. Dr. Dirk Schadendorf, Klinik fir Dermatologie,

Universitatsklinikum Essen

Herausgeber

Leitlinienprogramm Onkologie

der AWMF, Deutschen Krebsgesellschaft e.V.und Deutschen
Krebshilfe e.V.

Office: c/o Deutsche Krebsgesellschaft e.V.
Kuno - Fischer-Str. 8 14057 Berlin

leitlinienprogramm@krebsgesellschaft.de

www.leitlinienprogramm-onkologie.de

Finanzierung der Leitlinie
Die Entwicklung der Leitlinie wurde von der Deutschen
Krebshilfe im Rahmen des Onkologischen Leitlinienprogramms

gefordert.

Federfiihrende Fachgesellschaften

Deutsche Dermatologische Gesellschaft (DDG)
Arbeitsgemeinschaft Dermatologische Onkologie (ADO)

LoL8C!s e
A & Arbeitsgemeinschaft
z Im; h” Dermatologische Onkologie
oV A\ ADO
et}

Kontakt
Dr. med. Annette Pflugfelder

Universitats-Hautklinik Tibingen, Sektion Dermatologische
Onkologie

Liebermeisterstrasse 25

D-72076 Tubingen

Tel.: 07071 29 84555 - Fax: 07071 29 5265
annette.pflugfelder@med.uni-tuebingen.de

© Leitlinienprogramm Onkologie | S3-Leitlinie Melanom - EVIDENZTABELLEN | Februar 2013 Seite 2 von 732


mailto:leitlinienprogramm@krebsgesellschaft.de
http://www.leitlinienprogramm-onkologie.de/
mailto:annette.pflugfelder@med.uni-tuebingen.de

Inhaltsverzeichnis

LI X @ B T Ve 4o 13 41 < PPN 10
1.1. Frage I.2. und I.3. Apparative Verfahren zur klinischen Diagnostik des malignen Melanoms — Adaptation ............cccuuiiiiiiiiiiiiiii e e 10
LI I I Y o o Y o Y I @ T8 =Y 1 =Y 1T 1= I €0 2 10
1.1.2. Empfehlung, Hintergrundstext und Literatur Australische QUElI—LeItliNie .......ccuiiiiuiiiiiiiiiie e e e e e e e e e e e e e e eeaneees 11
1.2. Frage 1.3. Konfokale Laserscan-Mikroskopie und optische Kohdrenztomographie - De-novo-Recherche .........ccoooeiuiiiiiiiiiiiiciii e 25
LR I o [ TR ¥ e .Y ) o <Y PP 25
1.2.2. Datenbanken, SUChSTrategien, TrefferZahlen .. ... e et et e e e e e e et e e et e eat s eea e eaa e eaanseannseannseannseannsesnnseannseennnees 26
LI T X0 T U g1 =T ¢ =T o PR 27
LI S T 1= g4 U oY I PR 27
LI O IR T =1 U PPN 34
1.3. Frage I.6., .7., 1.8., VII.6. Ausbreitungsdiagnostik bei Patienten mit malignem Melanom - De-novo-Recherche .........cccooviviiiiiiiii i, 35
LR T R o [ TR W e .Y ) <Y 35
1.3.2. Datenbanken, Suchstrategie, TrefferZahl@n ........ oot e e ettt e e et et e e e e eaa e e e e et e e e eaaaeeeeaan s eeeaaansaeeanneeeennnseennnanaaes 36
LI 0. TR X0 T U g1 Q3 =T =T o PP 40
1.3.4. Evidenztabelle (zusammengefaBt flir 1.6., 1.7., 1.8., VILB.) ..uuiiiieiiieiiiii e i eeie e e et e e et e e ettt e e e e e e e e eeaa e e e e et e e e e et e e eeaan e eeeeaan e eeannneeeennnseennnnnnaes 40
LIRS T O I3 T =1 U1 PSP PPPRN 146
1.4. Frage 1.9. Ausbreitungsdiagnostik beim metastasierten okkulten Melanom — Adaptation ........ccuuiiiiiuiiiiiiiii e e eea e 159
LI 2 B Y o oY o 1 I @ T8 T=Y 11 =T 1T T T €0 ) R 159
1.4.2. Empfehlung, Hintergrundstext und Literatur Australische QUell-Leitlinie ........c.u i e e e e 160
1.4.3. Ergdnzende Recherche, Datenbanken, Suchstrategien, Trefferzahlen ... e 162
LI 3 S oV Te (<Y o A Lo 1< 1 PRSP 164
P @I -1 o1 4 L= I o Yo L= 2] T o 1] PP 166

© Leitlinienprogramm Onkologie | S3-Leitlinie Melanom - EVIDENZTABELLEN | Februar 2013 Seite 3 von 732



2.1.

2.2.

3.1.

3.2.

3.3.

Frage 11.1. Sentinel-Node-Biopsie — De—N0OVO—RECNEICNE ... .. .. i ettt e et e e et e e ettt e e e ee e e eeaa e e eeeaa e e eeena e eeennnaeanenn 166
0 I P = [ (@ TR U] 110 o ] PP 166
2.1.2. Datenbanken, Suchstrategien, TrefferZahlen ... e e e e e e et e e et e e et e eaa s e aa s eaa s eaneeaneeaneeanseanerananrnnnns 167
N I T XUV U111 (Y =T PP 168
N I S Vo 1=T g b4 7 Lo 1= | [P RPT 168
N T T Y 214

Frage II.5. und lll.4. Tumorlast am Sentinel-Node und komplettierende Lymphadenektomie - De-novo-Recherche.........ccccoveeniiiiiiiiiiiiiiiiinennss 216
2.2.1. Datenbanken, Suchstrategien, Trefferzahlen .. ... .o et e e e e e e e e e e e e e e eaa e eaa e eaa e eaa e eaa e eaneaeanearannns 216
A XU 1317 U112 (1 LT 217
e TR = T 1= g4 - Lo 1= | 217
B I (T 1 | PPNt 244
AG ChirurgisChe TREIaPIE ...c.iuii i e e s e s s s e s eara s sa e s assaarassnseasnnsnnsansnsensnnsnnran 246

Frage Ill.1. Sicherheitsabstdnde bei Primarexzision - De—N0OVO-RECNEITCHE ... .ccuuuiiiiii e e e e e e e e e eeeen 246
2 T I = @ TR U T el 1,0 o =Y 246
3.1.2. Datenbanken, Suchstrategien, TrefferZahl@n ...........ii oo e et e e e et e e e et e e et e e e e eeaaa e e e eeaa e e eeaaaaeeeaanreeeannnaeeennnaeenen 246
S T I O B LY 1 o =Y o 1 o RN 247
S T I T oAV T =T 4 - o 1= | R 248
S I T I8 1= ¢ U6 258

Frage Ill.2. Prophylaktische Lymphadenektomie — Adaptation........uicuiiiuiiiiiiiii ettt et s e e s et e et s et s e e s e e s e e e e e e e e s eennaees 259
S 72 IV VoY o 1 I @ 10 1= =T T q T =T I €074 259
3.2.2. Empfehlung, Hintergrundstext und Literatur Australische QUEIl LeItliNi@ .....ccoeeeuueeiii i e e e e e s 259

Frage Ill.3. Therapeutische Lymphadenektomie - De—NOVO-RECHEICNE .....iiuiiiiiiiii e e e e e e e e e e e e s e e e eeanaees 268
S 700 T IO (@@ T U T =T =V 1= o N 268
3.3.2. Datenbanken, Suchstrategien, TrefferZahl@n . ... i et e e et et e e et e et e et e e e e e e s e e e e ea e e e eeaas 268
T T T T LNV 1 o] L (= o 1= PSPPSRI 270
S 05 T S oAV T =T 4 =Y o 1= | N 270
S 2 T T I T = 1 U1 299

© Leitlinienprogramm Onkologie | S3-Leitlinie Melanom - EVIDENZTABELLEN | Februar 2013 Seite 4 von 732



3.4. Frage IIl.7. Operative Therapie bei Fernmetastasen - De—N0oVO-REChEIChE .........iiuiiiiiiii e e ees 301

3.4.1. Datenbanken, Suchstrategien, TrefferZahl@n ........ oo et e e e e e e et e e et e e et e e ean s e ean e e ean e ean e eanseeanreraneeennrennns 301
S N B LNV 1 o L (= o 1o P 302
S T e TR oAV T [=T b4 €= o 1=] | [ PRSP 302
S B I = - L | PP 344
4. AG AdJUVANTE TREIAPIE ..ueiiiieiii i ree s reerara e e re s sas s re e sasassarasasasnssasassssasnssnsensssnsensnsensnsnssnsnsensnnnn 346
4.1. Frage IV.1. Adjuvante Chemotherapie — AdQPtation........c.iiuiiiiiiiiiie e e e et e e e et et e e e e ea e ea e e e e ea e ea s eanseaeaaseanreaeansennrenennsennrennannns 346
O BN V7 To o I @ T LY 1 =Yl 11 =T o T PP 346
4.1.2. Empfehlung und Hintergrundstext franzosische QUEll LEItIINIE ... . oeeeeiiiii e e e e e e e e e e e e e e e eeeaaes 347
4.1.3. Empfehlung und Hintergrundstext kanadische QUEIT LEITIINIE ....cuuiiuniiii it e e et e e e et e e ea e e eaa e e ean e eeaneeean e enn e enn e ranaeennnns 348
4.2. S = o [N AR No [ TAYZ Y | (=IAYZ U4 1 o L T=T 0T o RN F- U o) = [o] o IR 350
A B V] To T o I @ L0 LY 1 =Y 11 =Y o T PP 350
4.2.2. Empfehlung und Hintergrundstext franzosische QUEIT LEItIINIE ..c...iiuniiii i et e e e e e e e e e ea e e ea e e eaa e e eaneeean e enn e eaneeennaernnnns 353
4.2.3. Empfehlung und Hintergrundstext kanadische QUEIT LEITIINIE ....cuuiiiniiii it e e e e e e e et e e ea e e eaa e e ean e e ean e e ean e enn e enneernneaennnns 361
4.3. Frage 1V.3. Adjuvante EXtremitatenperfusion — Ad@PTation .......ocuuiiiiiuii it e et e et e et e e e e e e ea e e e eea e e eeena e e eeeaan e eeeena e eeeanneaenean 363
e T BN V7 To o T @ T LY 1 oY 11 =T o 363
4.3.2. Empfehlung und Hintergrundstext franzosische QUEll LEitliNi@ ... ... oot e e e e e et e e e e e e e e e nna e e e e eeees 364
4.4, Frage 1V.4. Adjuvante Immunstimulation — AdAPTatioN ......c...iiiiu et e et e e et e e et e e e et et e e e eeaa e e eeeaa e e eeaaa e eeeeaan e eenenaeeennnnaaneen 367
R BN V7 s To o T @ T LY 1 =13 1141 o T 367
4.4.2. Empfehlung und Hintergrundstext franzosische QUEll LEitliNie ... ... oot e e e e e et e e e e e e eeenna e e e e aeees 369
4.4.3. Empfehlung und Hintergrundstext kanadische QUEIl LETTHNIE ..couuuuuuii it e e e e et e e e e e e e et e e e e e e e e eeennna e e eeaeees 370
4.5. Frage IV.5. und IV.6. Adjuvante Interferon alpha Therapie - De NOVO RECNEITCHE ... .coeeiiiiii et e e eeees 373
S U & [ TR U T 1,17 Y -1 N 373
4.5.2. Datenbanken, Suchstrategien, TrefferZahlen ... .. i et et et e e et e e e e e et e s e eaa e e e e e e eaa e e e e e e e e e raas 374
e T Y0 V| oYL =T o =T o 375
N S 2V To 1Y o 4 & Lo Y] LRl QU 74 - L1 ¥ 1 e 376
4.5.5. Hochdosis versus Niedrigdosis INterferon @lPhia ... ... i ettt e e e e ettt ea e e e e e e et ee s e e e e e e eeeennna e e eaaaees 377

© Leitlinienprogramm Onkologie | S3-Leitlinie Melanom - EVIDENZTABELLEN | Februar 2013 Seite 5 von 732



5.1.

5.2.

5.3.

5.4.

N T 2V Te (=Y e b A & Lo Tl LY s Bl I oY - UYL o o [ PR 379

4.5.6.1. Evidenztabelle - Systematische Reviews and MetaanalySEN ......c..ceu e iiiiiii i e e e e e e e e e e e e e e e e e e ennsen e e e ennen 379
4.5.6.2. Evidenztabelle - Niedrigdosis IFN alpha. ... ... oot e e et e e et e e e e e e e e e e e e a e e e ean s ea e eaeennsenneensennsennaeneennen 387
4.5.6.3. Evidenztabelle — Mittlere DosSis IFN @lPNa coouuiiu it e e et e et e et e et s e et s e et s e ea e e ea e e e s e ean e eean s eean e eeaneenans 392
4.5.6.4. Evidenztabelle — HOChAOSIS TFN @lPRa.......iiuiiii ittt e e e et e et e et e e et e e et s e ea e e ea e e e s e ea s eean s eean e eeaneenans 393
4.5.6.5. Evidenztabelle — Pegyliertes IFN @lpha .. ...ttt et et et e e e e e e e e e e e e e e e e e e e eaasea e ea e ennseaneensennsennanneennren 398
S A ¥ o o [ ¥T 0] o =T =g = LY o S 399
LT T o ) q 4 1 - | (P UTPUPPOE 402
I B /-1 = - Ug - U231 o TS 407
L T TR I =T = B S 411
AG Medikamentdse Therapie bei MetastasierUNg ......ccveieiiiiiiiiiiiiirc e s e s e s re s sa e s nnsnnas 413
Frage V.1. Lokale medikamentose Therapie Intransitmetastasen - De NOVO RECHEICNE.......cc. i i e e e 413

T IO IO o [0 TR 0Tl 1Yo o =Y PN 413
5.1.2. Datenbanken, Suchstrategien, TrefferZahl@n . ... ..ot e et e et e et e e et e e et e e et e eeansesanseaanseaansesnnsennnseennsennnaees 414
T S T A NB L1 ¥ o111 =T ¢ =Y o PR 416
Y O Vo 1Yo 4 = o =1 1 P 417
T I T I 1= > D1 PN 434
Frage V.2. und V.3. Systemtherapie Einzelsubstanzen - De NOVO RECHEICNHE .......ciuiiiiiiii e 436
2 IO [0 TR U Tl 1Yo <Y N 436
5.2.2. Datenbanken, Suchstrategien, Trefferzahlen . ... ..o i et e et e et e et e et e e et e e et e e ea e e ea e e aaeeeaeeeaeeaaeeeaaees 437
e T A NB L1 Y o1 11 =T ¢ =Y o PP 438
A eV o 11 4 = o -1 | PP 439
00 S I | 1= 1 U1 PN 463
[ Vo [V S 2o Yol o 1Y ' Lo d =Y - Vo] STl o -1 - L Lo o TN 466
SIS T IV o oY XY I @ LU= 11 d 11 o N 466
5.3.2. Empfehlung, Hintergrundstext und Literatur Kanadische QUEIT LEITHNIE ....ceeeuuiiiiiii it e e e e e e e e e e ee e e e eeaaeees 467
Frage V.5. Polychemotherapie - De NOVO RECNEICNE .. ... ittt e et e e et e e et e e e e e e eaa e e eeea e e enaan e eereaa e eerennaeennnneeanenn 470

© Leitlinienprogramm Onkologie | S3-Leitlinie Melanom - EVIDENZTABELLEN | Februar 2013 Seite 6 von 732



5.5.

5.6.

5.7.

6.1.

Y S IO (@ TR U Tl 1710 o -1 RN 470

5.4.2. Datenbanken, Suchstrategien, TrefferZahlen ... e et r et e et e e et e e et e e et s eea s e ean s eaan s eeanseeanseeansennnrenanaees 471
T e T N B L1 Y o111 =T ¢ =Y o PR 471
R T eV o 1Yo -4 &= o =1 | L= PPN 472
T 0 I | 1= > 11D N 474

Frage V.7. Lebermetastasen — D& NOVO RECHEICNE .. .. ceu i i e et e et e e e et e e e e e e ea e ea s e e aaseaneeaaeansenneeaeansennrennennns 476
T TR IO = (@ TR 0Tl 1710 o -1 RN 476
5.5.2. Datenbanken, Suchstrategien, Trefferzahlen ... et e e e et e et e et e e e e e e e e e e e e e e e e e e e e eaa e 477
T TS T N B L1 ¥ o111 =T ¢ =Y o PR 478
T T eV o 1o 4 = o 11 | PR 479
T T T I 1= > 1B N 494

Frage V.8. Lebensqualitdt — D& NOVO RECNEITIE. ... ... ettt e e et e e et e e e et et e e e ee e e eeaa e e eeeaa e e eeeaa e eeennnseaneen 496
T < IR 1 TR T o 1,7 Ze Y <) 496
5.6.2. Datenbanken, Suchstrategien, Trefferzahlen . ... . i et e et e et e et e et e e et e e e e e et e e e e eea e e e e e e e eeaaees 496
I ST R XUV =Y o1 1 =Y o =Y o PPN 497
I R oAV o 11 4 = o 11 | PR 498
LT T I =T - B N 519
5.6.6. Ubersicht Fragebdgen zur Erhebung der LED@NSQUAITAT .....ceiiiiiiiiiiiiiiieee et e e e e e e e e e e e e e aaa e e e e e e e e e e ansseeeeeeeeeeennsrneeeas 521

Frage V.9. Medikamentdse Therapie Hirnmetastasen — De NOVO RECHEICNE........... i e e e e e e e eee 524
T IO o [ TR Tl 1770 o - N 524
5.7.2. Datenbanken, Suchstrategien, Trefferzahlen . ... ... et e et e et e et e et e et e e et e e e e e ea e e e e eeaeeeaeeaaeenaaaes 524
A R XU 11 =Y o1 11 =T o =Y o P 525
T A eV o 11 4 = o 11 | PP 526
0 S I8 | 1= 11 U1 PN 532
R - o |11 d 4 =T -V o - PO 533

[ Vo TV I I 2 o [ o 1 V=Y =Y o T L= o o = U B o' o T N 533
0 P I o [ TR W el 4 1170 T o = 533

© Leitlinienprogramm Onkologie | S3-Leitlinie Melanom - EVIDENZTABELLEN | Februar 2013 Seite 7 von 732



6.2.

6.3.

6.4.

6.5.

6.1.2. Datenbanken, Suchstrategien, Trefferzahlen .. ... .o et e et e e e e e et e e et e et e e eaa e eaa e eaa e e eaa e eaneaeaneanannns 534
T I TR VU 1117 U g1 (1T P 535
T I SR V7T =T g4 = Lo 1= 1P 535
L T I (T 1 PPt 547

Frage VI.2. und VI.3. Radiotherapie Intransit— UNd FErNMETASTASEN ..c....iiiiiu ittt e et e ettt e e et e e e e ea e e eee e e eeaaa e e eeennn e aeneaaaeeennnaenenn 548
I I = [ @@ T U] 110 o ] PP 548
6.2.2. Datenbanken, Suchstrategien, Trefferzahlen .. ... .o e et e et e e e e e e e e et eeaa e eaa e eaa e eaa e e eaa e eaneeeaneanannns 550
o T XUV U111 (Y LT PP 552
T S o T =T g4 - Lo 1= | 553
L T I (T S 563

Frage VI.4. Radiotherapie Und Chirurgie HirnmMeTastaseN . .o.. i i iieiie ettt e et e e e et e e ettt e e ee e e e e eeaa e e eeeaa e e eeaaa e eeeeaan e eeeena e eeennneeeeen 564
(ST T T = 1@ TR BT 17170 ] = 564
6.3.2. Datenbanken, SUChstrategien, TrefferZahlen .. ... oot e e e e e e et e e et e e et e eat s eaa e ean s eannseannaeanseaneeanersnaaennnns 565
T O TR VTN U g1 Y =T o PSP 566
T I S VT 1=T g4 - Lo 1= | PP 566
L T T I (T > RS 597

Frage VI.5. Adjuvante Radiotherapie Regionale LymphKNOTENSTATION ......cccuuuiieiiiiiiiiiiie e e e et e e et e e e e e e e e s e e e e e e e eaa e e erena e e eeenn e eeennneenenn 599
L R o] (@ TR ¥ el 11,70 T o <) R 599
6.4.2. Datenbanken, Suchstrategien, TrefferZahl@n .........cocceui it e et e e et e e e e et e e e e et e e eeaa e eeeeaa e e eeaaneeeennneeeeenaneeernnnns 599
T TR XU 17 U g1 (1 [T P 600
T S A T 1= g - Lo 1 | 601
L T I8 (T 1 | PPt 610

L Vo TV I TR = 1 (o 411 01 Vo PN 611
LS T R =] [0 TR W el 1Yo T o <) 611
6.5.2. Datenbanken, Suchstrategien, TrefferZahlen ... i e et e e e et e e et e e et e eaa e eaa s eaa e eaa e ean e eaneeanaeennaarnnnns 612
T T XU VT U111 (1 LT PP 612
I T Vo [=T g b4 - Lo 1= | [P RPTT 613
L T TR I T - £ P 614

© Leitlinienprogramm Onkologie | S3-Leitlinie Melanom - EVIDENZTABELLEN | Februar 2013 Seite 8 von 732



7. AG NACRSOIGE ...ttt r st r s e e ree e st nssase s sasnssasaasasasnssnsassasasnssnsannssnsnnsnsensnsnnsnsnsensnnnnenns 615
7.1. Frage VII.3. Selbstuntersuchung im Rahmen der Nachsorge — Adaptation ........c.cccuiiiiiiiiiiiii e e e e e e e e e e e e e e e e e e ee e e e enn e e ennns 615
2% TP IR Vs T o 1Y YN (¥ 1 ) TR R 615
7.1.2.  Empfehlung, Hintergrundstext und Literatur australischen und franzésischen Quell-Leitlinien. ... 616
7.2. Frage VII.4., VIL.5. und VII.6. Nachsorge-Dauer und -Intervalle - De-nNovO-ReCherche ..........cou oo e 629
2072 R o @@ T U T 4111 Y (=Y R 629
7.2.2. Datenbanken, Suchstrategien, TrefferZahlen . ... i e e e et e et e et e e et e et e et e e ea e e ea s e ean e eran e eran e eeans 629
00 T U 1311 1 g L (=1 =1 o T PP 630
0 =/ T 1= o 4 = o 1Y | PP 631
200728 T 8 1 Y -\ U 1 P 707
S O =Y o 1 U= L 4 T =V PR 714
8.1. L Ve TV I IO 1V L] =Y £ 1= -V = RPN 714
L0 T N = 1@ TR B T'ed 1717 ] = 714
8.1.2. Datenbanken, Suchstrategien, TrefferZahlen ...... oo i e et e e e e e e e et e e et e e e e eaa e ean e eaa e ean e ean e raneaenneannnnns 714
L S T VU 1317 o 11 =T o 1= o S 715
L O V7T 1Y 4 - o1 | =Pt 716
T I TR I -1 - | 6 [ ST 721
9. AG Versorgungsqualitat und Qualitatsindikatoren...........co i e e e 722
9.1. (S (o[- D O I T 1Tl o T {0 e FT=T o BN = o = o RPN 722
1S 20 I IO V7 1o o 1T @ 10 1= 1 E=T 14 F T =T 0 T8 S 722
9.1.2. Empfehlung, Hintergrundstext und Literatur australischen und franzdsischen Quell-Leitlinien.......c...oooriuiiiiiiii e 723
L0 o1 0 T 48 T T F V=T - el 1 1 3PS 729

© Leitlinienprogramm Onkologie | S3-Leitlinie Melanom - EVIDENZTABELLEN | Februar 2013 Seite 9 von 732



1. AG Diagnostik

1.1. Frage I.2. und I.3. Apparative Verfahren zur klinischen Diagnostik des malignen

Melanoms - Adaptation

Frage 1.2. Welche diagnostischen Verfahren sind geeignet, die klinische Diagnose des MM zu verbessern?

Frage I.3. Welche Hilfsmittel oder apparativen Verfahren kénnen die klinische Diagnostik des MM ggf. weiter verbessern?

1.1.1.

Synopse Quelleitlinien (kurz)

Thema/Fragestellung

LL Australien
New Zealand Guidelines
Group 2008

LL GB
NICE 2006

LL Frankreich
French National Authority
for Health 2005)

LL Kanada
Cancer Care Ontario 2007

2. Welche diagnostischen
Verfahren/Hilfsmittel
konnen helfen, die klinische
Diagnose des MM zu

sichern?

Klinische Untersuchung,
Anamnese mit
Konzentration auf
Veranderungen von
Hautlasionen;
Dermatoskopie wird
empfohlen (A);
Beobachtungsperiode
maoglich;

Einsatz von ,Sequential

Klinische Untersuchung,

Dermatoskopie

Klinische Untersuchung,

Dermatoskopie

(nur relevant fur

medikamentodse Therapien)
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Thema/Fragestellung LL Australien LL GB LL Frankreich LL Kanada
New Zealand Guidelines NICE 2006 French National Authority Cancer Care Ontario 2007
Group 2008 for Health 2005)
digital dermoscopy imaging*“
und/oder ,Total body
photography“ kann in
Zweifelsfallen in Erwagung
gezogen werden (B)

3. Erhoéht der Einsatz der Training in Dermatoskopie Empfohlen Keine Erwdahnung

Dermatoskopie (mit/ohne wird empfohlen fiir Arzte,

Schulung der anwendenden | die regelméaRig pigmentierte

Arzte) die diagnostische HV untersuchen (A)

Genauigkeit?

1.1.2. Empfehlung, Hintergrundstext und Literatur Australische Quell-Leitlinie

(mit Seitenangaben der Quellleitlinie)

LL Australien
New Zealand Guidelines Group 2008

LL Frankreich

French National Authority for Health

2005)

Schliisselempfehlungen

S. 31

1. Training and utilisation of
dermoscopy is recommended for

clinicians routinely examining

A. Recommendations

Investigation and diagnosis

Die franzosische LL gibt keine

Empfehlungen zur klinischen

Erstdiagnose eines Melanoms; die

Dermatoskopie wird jedoch im

Abschnitt Uber Untersuchung und
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pigmented skin lesions

Grade of Recommendation: A

2. Consider the use of sequential
digital dermoscopy imaging to detect
melanomas that lack dermoscopic
features of melanoma

Grade of Recommendation: B

3. Consider the use of baseline total
body photography as a tool for

the early detection of melanoma in
patients who are at high risk for
developing primary melanoma

Grade of Recommendation: C

GPs should receive training as
recommended in the NICE Referral
guidelines for suspected cancer[44] on
the diagnosis of precancerous and
cancerous lesions, and should receive
feedback through audit on their
diagnostic accuracy.

GPs should refer certain groups of skin
lesions as described in Box 1 and
Figure 14 directly to an LSMDT without
biopsy. This practice should be subject

to audit.

All excised skin specimens should be
sent for histopathological examination
as recommended in the NICE Referral

guidelines for suspected cancer. [45]

Dermatoscopy should be available in all

MDTs, but its use requires training.

There should be equity of access so
that all tissue samples are reviewed in

high-quality histopathology services.

Nachsorge von RO-resezierten
Patienten (NO, MO) kurz besprochen
sowie auf Gutachten der Haute Autorité
de Santé (HAS) und der Agency for
Healthcare Research and Quality
(AHRQ) verwiesen:
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Accurate diagnosis in
dermatopathology depends on
clinicopathological correlation,
involving input from both clinician and
pathologist. Although this can be
achieved in difficult cases by
interspecialist discussion or seeing the
patient records, in some instances
(such as cutaneous lymphoma) it may
be essential for the patient to be seen
jointly. Accordingly, for good clinical
governance, it is recommended that
the histopathology reporting of any
specimens likely to be considered by a
skin cancer MDT should be undertaken
in a laboratory having easy access to
relevant clinicians, patient records and

the attending patient.

Hintergrundtexte

S.29 -30
5.6 Evidence-based assessment of aids
to the clinical diagnosis

of melanoma

5.6.1 Dermoscopy

S. 90

E. Evidence

Dermatoscopy

One RCT found that, following a brief

training intervention for GPs in the use

S. 44

EXAMEN CLINIQUE, DERMOSCOPIE

Les performances diagnostiques de
I’examen clinique et de la dermoscopie
dans le diagnostic des tumeurs

cutanées font actuellement I’objet
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Dermoscopy (surface microscopy, oil
epiluminescence microscopy,
dermatoscopy) is a technique that uses
a hand-held magnifying device
combined with either the application of
a liquid between the transparent plate
of the device and the skin, or the use
of cross—polarised light. This technique
allows the visualisation of diagnostic
features of pigmented skin lesions that
are not seen with the naked eye. [15-
18]

Meta-analyses performed on studies in
a variety of clinical and experimental
settings have shown that using
dermoscopy improves diagnostic
accuracy for melanoma.[19,20]

From a meta-analysis of nine level Il
diagnostic studies subject to varying
degrees of verification bias performed
prospectively in a clinical setting [21-
31] the diagnostic accuracy for
melanoma, as expressed by the relative
diagnostic odds ratio, was 15.6 (95% CI
2.9-83.7) times higher for dermoscopy

of dermatoscopy, there was a
significant improvement in the
accuracy of clinical diagnosis of
melanoma and in the diagnosis of
melanoma using dermatoscopy. The
improvement was significantly greater
for the use of dermatoscopy than for

clinical diagnosis.

Three systematic reviews and one case
series provide evidence that hand-held
dermatoscopy improves diagnostic
accuracy as compared with unaided
examination. There is evidence from
one systematic review that the
diagnostic accuracy of dermatoscopy
depends on the degree of experience

of the examiner.

Teledermatology

One RCT compared teledermatology
with face-to-face consultation as a
method of examining patients with
skin lesions at a dermatology

department. All patients received a

d’une expertise par la Haute Autorité
de Santé (HAS) et ne seront donc ici
qu’évoquées. Ces performances ont
surtout été étudiées pour le diagnostic
initial du mélanome, et non dans la
situation spécifique du patient ayant
déja eu un mélanome. Pour ces
derniers, la probabilité de survenue
d’un autre mélanome est beaucoup
plus élevée que dans la population
générale.

Une revue systématique publiée par
I’Agency for healthcare research and
quality (AHRQ) a récemment revu les
performances de I’examen clinique
pour établir une éventuelle stratégie de
dépistage systématique des cancers de
la peau et a montré que les
performances diagnostiques (en termes
de sensibilité et de spécificité) des
dermatologues étaient supérieures a
celles des non-dermatologues [17]. A
noter cependant que cette revue
systématique a été faite avant que la

dermoscopie, une technique
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compared with naked eye examination.
Importantly the meta-analysis was
restricted to studies that directly
compared the two methods within each
study. Sensitivity of dermoscopy was
18% (95% ClI 9%-27%; P=0.002) higher
than for eye examination, but there
was no evidence of an effect on
specificity [31] (see Appendix 4).
Specificity can also be examined by its
effect on excision rates of benign
lesions, which was not addressed in the
meta-analysis. Two such studies
suggest reduced rates of excision of
benign lesions using dermoscopy
(reduced benign to malignant ratio of
excised lesions and reduction of
patients referred to biopsy) and
provide indirect evidence for improved
specificity in a specialist setting.
[22,23]

While there are fewer studies on
dermoscopy in general practice, all
three that were undertaken in this

context (one study with both general

further, independent face-to-face skin
examination with a consultant
dermatologist. For each randomised
group, concordance between the two
consultations for each patient was
measured, primarily for management
plan and secondarily for diagnosis.
There was significantly greater
concordance between consultations for
management plan and for diagnosis in
patients randomised to face-to-face
skin examination than in those
randomised to teledermatology. No
difference was detected between
randomised groups for patient

satisfaction.

One RCT compared two types of
teledermatology (by live
videoconference and by sending still
photographic images) with traditional
outpatient consultation, as methods for
GPs to refer patients to dermatologists.
The dermatologist requested a

subsequent hospital appointment for

initialement mise au point en Europe et
en Australie, soit largement diffusée
aux Etats-Unis.

Deux méta-analyses récentes ont
montré que pour les dermatologues
expérimentés, la dermoscopie
améliorait les performances
diagnostiques [160, 161]. Dans I’étude
de Bafounta et al/., le rapport de
vraisemblance positif estimé de la
dermoscopie et de I’examen clinique
ont été respectivement de 9,0 [IC95 :
5,9-19,0] et 3,7 [IC95 : 2,8-5,3] [160].
La méta-analyse de Kittler et al. a
confirmé ces données, montrant
clairement que seuls les opérateurs
expérimentés amélioraient leurs

performances diagnostiques [161].

KLINISCHE UNTERSUCHUNG,
DERMATOSKOPIE

Die diagnostische Leistungsfahigkeit
der klinischen Untersuchung und der
Dermatoskopie in der Diagnostik von

Hauttumoren ist zur Zeit Gegenstand
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practitioners and inexperienced
specialists or trainees) [32] show a
consistently improved sensitivity for
the diagnosis of melanoma or the
identification of suspicious lesions
requiring biopsy. [21,32,33] It should
be noted that all the studies cited were
undertaken by clinicians with some
training in dermoscopy (restricted to
lectures or reading material in some
studies). For this reason, and based on
other evidence [34], some formal
training in dermoscopy is required to
achieve improvement in diagnostic

accuracy.

5.6.2 Sequential digital imaging
Sequential digital dermoscopy imaging
(SDDI) involves the capture and
assessment of successive dermoscopic
images, separated by an interval of
time, of one or many melanocytic
lesions to detect suspicious change.
This is performed in two settings:

short-term digital monitoring (over a

69% of patients examined by the still
image method, compared to 46% of
patients examined by
videoconferencing and 45% of patients

examined in person.

One RCT compared teledermatology
with standard referral and found that
patients in the teledermatology group
received definitive treatment
significantly more quickly than patients
in the standard referral group.
Teledermatology patients were
significantly more likely to avoid the
need for a further clinic visit compared

with control patients.

One RCT compared teledermatology
consultation using a videolink with
outpatient consultation and found no
difference between the groups in the

reported clinical diagnoses.

One RCT of teledermatology compared

to traditional consultation found no

eines Gutachtens der Haute Autorité de
Santé (HAS) und wird hier daher nur
erwdhnt. Die Wirksamkeit dieser
Verfahren ist vor allem fiir die
Primdrdiagnostik des Melanoms
untersucht worden, nicht fir die
spezielle Situation der Patienten, die
bereits ein Melanom gehabt haben. Fiir
letztere ist die Wahrscheinlichkeit, ein
weiteres Melanom zu tiberleben, sehr
viel héher als in der
Allgemeinbeviélkerung.

Ein systematisches Review der Agency
for Healthcare Research and Quality
(AHRQ) hat unldngst die Wirksamkeit
der klinischen Untersuchung
untersucht, um maoglicherweise eine
Strategie zum systematischen
Screening von Hauttumoren zu
etablieren und um zu zeigen, dass die
diagnostische Wirksamkeit der
klinischen Untersuchung (Sensitivitét
und Spezifitit) bei Dermatologen der
von Nicht-Dermatologen tiberlegen ist.

[17]
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period of 1.5-4.5 months) for
suspicious melanocytic lesions, and
long-term monitoring for surveillance
(usually at intervals of 6-12 months).
[35]

Four level Il studies that were
conducted in a specialist setting show
consistently that SDDI allows the
detection of melanoma that lack
dermoscopic evidence of malignancy.
[35-38]

In one prospective study of melanomas
diagnosed by a variety of clinical
means, 34% were detected using the
changes detected by SDDI exclusively
and were without dermoscopic features
of melanoma. [36] Long-term digital
monitoring is generally used in the
surveillance of high-risk patients,
usually with multiple dysplastic naevi.
In contrast, short-term digital
monitoring of individual suspicious
naevi can be used in any patient
setting. At this time diagnostic

accuracy of the technique was not able

significant difference between groups
for patient satisfaction

with either their care or the
management of their skin problems,
and

85% of the telemedicine patients
reported that they would use the

system again.

Two systematic reviews suggest that
there is no consensus from primary
studies on whether teledermatology is
more cost-effective than traditional

management of dermatology patients.
Audit data from the UK indicates that
GPs report quicker referral of
dermatology patients through
teledermatology.

S. 99

E. Resource implications

Investigation and diagnosis

Es ist allerdings zu bemerken, dass
dieses systematische Review
durchgefiifrt wurde, bevor die
Dermatoskopie, eine Technik, die
zuerst in Europa und Australien
entwickelt wurde, groBere Verbreitung
in den USA fand.

Zwei aktuelle Meta-Analysen haben
gezeigt, dass die Dermatoskopie bei
erfahrenen Dermatologen die
diagnostische Leistung verbessert
[160, 161]. In der Studie von Bafounta
et al. ist der geschatzte positive
prddiktive Wert der Dermatoskopie und
der klinischen Untersuchung 9,0 [IC95 .
5,9-19,0] bzw. 3,7 [IC95 : 2,8-5,3]
[160]. Die Meta-Analyse von Kittler et
al. hat diese Daten bestatigt und klar
gezeigt, dass nur erfahrene Anwender
der Dermatoskopie ihre diagnostische

Leistung damit verbessern [161].
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to be assessed.

5.6.3 Automated instruments for the
diagnosis of primary melanoma

An automated diagnostic instrument is
defined as one that requires minimal or
no input from the clinician to achieve a
diagnosis. Each automated instrument
offers different technology with
differing diagnostic ability. Guidelines
for assessing such instruments have
been published. [39] To date, only
three instruments have had their
diagnostic accuracy compared with a
human diagnosis in the clinical field
with a sample size that could allow
some assessment of their application
to the wider clinical arena. [25,40,41]
The instruments

showed a significantly inferior [25,41]
or equivalent [40] specificity for the
diagnosis of melanoma compared with
specialists. In all studies sample sizes
were not large enough to be able to

detect potential differences in the

The main resource implication of the
recommendations concerning the
investigation and diagnosis concerns
the additional role for
histopathologists. The increased
workload has been calculated taking
account of LSMDT and SSMDT working,
implementation of the minimum
dataset, doubling the reporting of
severely atypical naevi, and MM and
SSMDT mandatory review.
Approximately two-thirds of the
additional workload relates to SSMDT

and tertiary review.

It is estimated that approximately 1.75
additional consultant
histopathologists/dermatopathologists
would be required per network to
support the guidance. In addition,
there would be an additional
requirement for laboratory staff, not
calculated here. The additional annual
employment costs of the

histopathologists will be around
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sensitivity for melanoma. Further
studies are required to assess the
impact of automated instruments
against human performance in the

clinical field.

5.7 Total body photography for early
melanoma diagnosis

in high-risk subjects

Total body photography (TBP) is widely
used in the follow-up of high-risk
patients [42], particularly those with
large numbers of melanocytic naevi or
dysplastic naevi. TBP has

been recommended for the detection
of new or changing pigmented lesions.
Use of TBP is advocated in the follow-
up of high-risk patients by the authors
of most studies. [43-50]

The technique has been said to reduce
the need for unnecessary removal of
benign lesions to exclude melanoma
[45,46] and to increase the sensitivity
and specificity of clinical examination

for the detection of melanoma. [46,47]

£171,991 per network. (This cost has
been included in the total cost for
additional staff required as a result of
the guidance, reported in the
‘Organisation of skin cancer services’

chapter.)
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Several authors point out that TBP was
the key factor in the detection of most
melanomas in their high-risk
populations. [44-46,48] Two authors
referred to the role of TBP in enabling
the detection of clinically subtle or
undiagnosable melanoma. [46,47]

No appropriately controlled or
randomised study has been undertaken
to confirm these observations in a
high-risk population. Almost all
melanomas are new or changing
lesions and baseline images are helpful

in identifying a new or changing lesion.

Evidence summary

From a meta-analysis of nine level Il
studies prospectively performed in a
clinical setting, the diagnostic accuracy
for melanoma, as expressed by the
relative diagnostic odds ratio, was 15.6
times higher for dermoscopy compared
with naked eye examination. Sensitivity
of dermoscopy was 18% (95% Cl 9%-
27%; P=0.002) higher than for eye
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examination, but there was no
evidence of an effect on specificity.
LoE: I, References: 21, 22, 24-31

Dermoscopy has been shown to reduce
the benign:malignant ratio of excised
melanocytic lesions and reduce the
number of patients referred for biopsy
in a specialist setting

LoE: Il, References: 22, 23

Four level Il studies show consistently
that sequential digital dermoscopic
imaging allows the detection of
suspicious dermoscopic change in
melanomas that lack dermoscopic
evidence of melanoma at a particular
time

LoE: Il, References: 35-38

To date only three automated
instruments for the diagnosis of
primary melanoma have been assessed
against clinicians with a reasonable

sample size in the clinical field. Here,
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instrument specificity was either
inferior or equivalent to specialist
diagnosis, and sample sizes were
inadequate to assess

differences in sensitivity

LoE: Il, References: 25, 40, 41

Eight level IV studies and one level IlI-3
study examined surveillance of high-
risk subjects with total body
photography but only one included a
comparison arm (of lower-risk
subjects). All studies on high-risk
patients showed early melanoma
detection and/or high melanoma
incidence.

All studies were designed to assess the
outcomes of

surveillance in high-risk groups rather
than the value of TBP.

LoE: IV

References: 43-51

Bemerkungen

Diese Leitlinie bezieht sich auf MM und
auf NMSC.

Das Gutachten der HAS, der Artikel der
AHRQ, auf den die Leitlinie sich

bezieht, sowie dessen Aktualisierung
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Referenzen und ausfihrliche aus dem Jahr 2009 werden als

Evidenztabellen dieser Leitlinie werden |Zusatzmaterial zu dieser Tabelle zur
wegen ihres Umfangs als separates Verfligung gestellt.

Dokument zur Verfiigung gestellt:

GB NICE Guideline Evidence Review, S.
174 bis 211.
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1.2. Frage I.3. Konfokale Laserscan-Mikroskopie und optische Kohdarenztomographie - De-

novo-Recherche

Frage I.3. Welche Hilfsmittel oder apparativen Verfahren kénnen die klinische Diagnostik des MM ggf. weiter verbessern
Beantwortung durch Adaptation (s.o. 1.2.)

Ergdnzende Recherche zu:

- Konfokale Laserscan-Mikroskopie (CLSM)

- Optische Kohdrenztomographie (OCT)

1.2.1. PICO, Suchworter

Suchworter

Stichwort melanoma Confocal, laserscan microscopy
Synonyme melanoma Clsm

Ober-/Unterbegriffe, MESH-Term s. Suchstrategie
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1.2.2. Datenbanken, Suchstrategien, Trefferzahlen

Datenbank Suchstrategie Datum Treffer
1. Suche
Medline "melanoma"[tiab] AND ("confocal”[tiab] OR "laserscan microscopy"[tiab] OR 26.01.2012 275

“clsm”[tiab]) NOT "uveal"[tiab] NOT "models, animal“[Mesh]

"melanoma”[tiab] AND ("oct"[tiab] OR "optical coherence tomography"[tiab] OR 92
“optical coherence tomographic”[tiab] OR “multiphoton”[tiab]) NOT "uveal"[tiab]
NOT "models, animal“[Mesh]

Cochrane Library melanoma and (confocal or "laserscan microscopy"” or clsm).ti,ab. 26.01.2012 1

melanoma and (oct or "optical coherence tomography" or “optical coherence 26.01.2012 4

tomographic” or “multiphoton”).ti,ab.

Bemerkungen: Datum der Erst-Recherche fiir Medline und Cochrane war der 21.09.2010. Eine letzte Update-Recherche erfolgte am 26.01.2012 fur
Medline bzw. am 19.01.2012 fiir Cochrane. In den Tabellen angegeben sind die Zahlen der letzten Update-Recherche.

31.08.2012: Aufgrund der eingegangenen Kommentare im Rahmen der Konsultationsphase in Bezug auf die Literaturauswahl zur konfokalen
Laserscanmikroskopie wurde die Literatur, die bei der systematischen Recherche gefunden wurden, reevaluiert. Die Tabelle wurde daraufhin erganzt
entsprechend der angegeben Ein- und AusschluRkriterien.

Abschlu Konsultationsphase, Stand 09/2012: Das Statement zur konfokalen Laserscanmikroskopie wurde aus der Leitlinie herausgenommen (Details: s.
,Kommentare zur Konsulationsfassung®). Eine Uberarbeitung der Evidenztabelle nach erneuter sytematischer Literaturrecherche ist fiir das Update der
Leitlinie geplant.
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1.2.3. Auswahlkriterien
Auswabhl der Literatur
Gesamttreffer 372
Einschlusskriterien Thematische Ubereinstimmung
Sprachen: e,dt
Ausschlusskriterien Case Reports, narrative Reviews, Bench Research
CLSM: nur Artikel, bei Sensitivitdat und Spezifitdit bestimmt wurden
Anzahl nach Abstractscreening 29
Anzahl ausgewdhlter Volltexte, vorgesehen flr Bewertung 9
1.2.4. Evidenztabelle
Study Aims Design Population Outcomes Results Comments LoE
Subtopic:
Optical coherence
tomography (OCT),
Multiphoton laser
tomography (MLT)
Dimitrow et al. To examine the Diagnostic study 83 patients Sensitivity and Overall sensitivity Specificity and 2b

(2009)

clinical applicability specificity in and ex |75% in vivo, 93% ex

of multiphoton laser vivo vivo
tomography with
regard to statistical Accuracy Specificity 80% in

evaluation of vivo, 74% ex vivo

sensitivity for single
criteria: see full-text

of publication
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Study Aims Design Population Outcomes Results Comments LoE
sensitivity, Interobserver
specificity, accuracy, reliability Diagnostic accuracy

and reliability.

85% in vivo, 97% ex

vivo

Interobserver
agreement: kappa
values for different
criteria ranging
from 0.6 to 0.8

Gambichler et al.
(2007)

To visualize and
characterize
melanocytic skin
lesions (MSL) by
using OCT in vivo,
compare OCT
features of benign
nevi (BN) and MM,
and histologically
validate the OCT
findings.

Diagnostic study

75 patients with 92
MSL

Frequency of several
characteristics of

lesions

See full-text for
frequency of all
investigated
characteristics of

lesions.

The diagnostic
performance of OCT
in the diagnosis of
MSL could not be
fully determined.
Sensitivity and
specificity studies
also including other
skin tumors have

not been performed

3b

Subtopic:
Confocal laser scan

microscopy (CLSM)

Gerger et al. (2007)

To validate

diagnostic confocal

A total of 3709
unselected CLSM

60 patients

Sensitivity and

specificity

Sensitivity 97.5%

High risk of

verification bias (no

3b
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Study Aims Design Population Outcomes Results Comments LoE
examination of tumour images Specificity 99% histology if
melanocytic skin obtained from 20 Positive and diagnosed “on
tumours using malignant negative predictive |PPV 97.5% unequivocal clinical
unselected tumour |melanomas and 50 value (PPV, NPV) and conventional
images. benign naevi NPV 99% dermoscopic

Diagnostic accuracy criteria as benign

Diagnostic accuracy |nevi)

92.4% for benign

naevi and 97.6% for |Computerized

melanoma images images were
provided, a loss in
sensitivity or
specificity through
acquisition of the
images by an
unexperienced
examiner could
therefore not be
observed

Gerger et al. (2005) |To systematically Diagnostic study 88 patients with Sensitivity, 5 independent High risk of 2b
validate CLSM in 117 lesions (90 specificity observers without verification bias

diagnosing
melanocytic skin
tumors in an
observer-blinded
manner, and to

evaluate

benign nevi, 27

melanomas)

Positive and
negative predictive

value (PPV, NPV)

previous experience

in CLSM

2 Residents:
sensitivity 96.3%,
specificity 100% a