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   neue Hoffnung ! 
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ASCO 2010 - Immuntherapie 
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 B-raf Mutationen > 65%   

  Konstitutionelle 

Aktivierung des Zellzyklus 

  ideales „Target“ 

Rezeptor 

Ras Raf 
Mek 

Erk Erk 

TF 

Cyclins 

c-myc 

Iaps 

Bcl-Xl 

cyclins 

TF 

Targeted Therapy 
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Targeted Therapy 

TL Hocker et al. 

Melanoma Genetics  

and Therapeutic Approaches 

JID (2008) 128, 2575–2595; 
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c-KIT und BRAF im Melanom 

chronic sun-damaged 



Targeted Therapy - Inhibitoren 

Bosserhof et al., 2010 

www.im-focus-onkologie.de 
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Targeted Therapy: c-KIT 

Hodi FS, Friedlander P, Corless CL, Heinrich MC, Mac Rae S, Kruse A, 
Jagannathan J, Van den Abbeele AD, Velazquez EF, Demetri GD, Fisher 
DE 
J Clin Oncol. 2008 Apr 20;26(12):2046-51.  

Blockierung der KIT-mediierten Signaltransduktionswege durch KIT-Inhibitor Imatinib. 



Targeted Therapy: c-KIT 

Bosserhof et al., 2010 

www.im-focus-onkologie.de 



Targeted Therapy:  TEAM Trial 
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Targeted Therapy: PLX4032 
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Targeted Therapy: PLX4032 

80%  

Response  

Rate ! 
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Targeted Therapy: PLX4032 

Medianes 

PFS 

7 Monate ! 
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Targeted Therapy: PLX4032 

Rapides 

Ansprechen 
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12.01.2009 

Targeted Therapy: Sorafenib 



17 

12.01.2009 28.01.2009 

Targeted Therapy: Sorafenib 
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Kinetics of S100 / MIA drop in serum 

    upon Sorafenib initiation  
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Liver metastases before  
sorafenib treatment 

..and 14 days after  
sorafenib treatment 

Sorafenib inhibits perfusion  

   of melanoma liver metastases  
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Sorafenib targets receptor signal kinases  
  in tumor cells and vasculature 

 

Wilhelm SM et al. 

Cancer Res. 

2004;64:7099-

7109. 

Tumor cell 

Blood vessel cell 

C-Raf 

wild-type B-Raf 

VEGFR-2/-3 

PDGFR-b 

c-Kit 

Flt-3 



Targeted Therapy: Kinetome 



Targeted Therapy: NW PLX4032 
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Long time Sorafenib responders  

     in stage IV melanoma 
DTIC   01/07 – 03/07 

     + Sorafenib  4/07: CR                         

2 yrs 

Sorafenib 

only 
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S100 and MIA may respond differently upon 

Sorafenib initiation and also relapse quickly 
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Synergism of Sorafenib (2nd line)  

      with DTIC / TZM / Fotemustin  

Sorafenib 2x 200 

Sorafenib 2x 400 

Soraf. 2x 200 + Chemo 

PET-CT 11/09, Pat. BM  

Regression of all mets 

No new mets 

1st. Line ADO ChemoSensMM 
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Slow progress of liver mets over 1,5 year 

treatment  Sorafenib + Temozolomide  

03/06 
03/06 

03/06 

10/07 

CT Fusion 
PET 

CT Fusion PET 
10/07 10/07 

10/07 

CT 

10/07 

Patient U.W., 

03/06 
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CR in PET after 10wks Sorafenib  

    in RNA-DC treated patient  

DTIC     08/04 – 09/04 

   Fotemustine    02/05 – 09/05 

        DC-ONTAK     06/06 – 01/07 

            DC-ELS   01/07 – 12/07 

                         + Sorafenib  08/07 

Patient N.B. 

8 / 07 

LN, lung 

Mets 

12 / 07 

complete 

remission 
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CR in PET after 10wks Sorafenib - 

 relapse after withdrawal of Sorafenib 
DTIC     08/04 – 09/04 

   Fotemustine    02/05 – 09/05 

        DC-ONTAK     06/06 – 01/07 

            DC-ELS   01/07 – 12/07   - Soraf.      + Soraf. 

                         + Sorafenib  08/07       8/08  8/09 
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Fotemustin   11/06 – 12/06 

          + Sorafenib 

     

                        

11/06 uveal MM 

drop in serum MIA  

Sorafenib in stage IV uveal melanoma 
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2 months 
“Run-in” 
Sorafenib

PD 
Off-Study

Stable 

Sorafenib  

400 mg bid

PR, CR, 

stable

Continue 

until PD or 

unacceptable 

tolerability

PR, CR
Continue Sorafenib

Placebo  

2x2 tablets 

E

V

A

L

U

A

T

E

R

A

N

D

O

M

I

Z

E

STREAM: phase II trial in metastatic uveal  

   melanoma –Sorafenib 1st line  
A Randomized 

Discontinuation, Blinded, 

Placebo-Controlled, Phase 

II Study of Sorafenib in 

patients with Chemonaïve 

Metastatic Uveal 

Melanoma (Sorafenib 

Treatment of Metastatic 

Uveal Melanoma) 

(EudraCT-No.: 2010-

022687-12) 

Start 02/2011 
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Targeted Therapy: Trials 

= PLX4032 
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Targeted Therapy: Trials 
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Targeted Therapy: GSK2118436 
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Targeted Therapy:  BEAM Studie  

VEGF-R 
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Targeted Therapy:  BEAM Studie  
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Targeted Therapy:  BEAM Studie  



37 

Targeted Therapy: Zukunft   
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Kombinationstherapie 
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Patientenpfad MM I / II / III 

Adjuvante Therapie:  Interferon 

• Low-dose 

• High-dose 

• Intermittend-high dose 

• PEG-dose 

• No-dose 
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Patientenpfad MM I / II / III 

Adjuvante Therapie:  Interferon 
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Patientenpfad MM I / II / III 

Adjuvante Therapie:  Interferon 

Kein statistischer Anhalt 

für Überlegenheit einer  

Hochdosis Interferon Therapie 

vs. Low-Dose IFN 

Wheatley, 2003 



Adjuvante Therapie mit IFN – ADO ADJ1 



Adjuvante Therapie mit IFN – ADO ADJ2 



Adjuvante Therapie mit IFN – ADO ADJ2 



Adjuvante Therapie mit IFN – ADO ADJ4 

18 vs 60 Monate 



Adjuvante Therapie mit IFN – ADO ADJ4 

18 vs 60 Monate 
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Noch keine Daten 

Adjuvante Therapie:  ADJ-5  
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Noch keine Daten 

Adjuvante Therapie:  ADJ-6 



Adjuvante Therapie mit IFN 



Adjuvante Therapie mit IFN 
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Adjuvante Therapie mit IFN 



Adjuvante Therapie mit IFN 
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Patientenpfad MM I / II / III 

Adjuvante Therapie:  Interferon 

•Low-dose 

•High-dose 

•Intermittend-high dose 

•PEG-dose 

•No-dose 
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Patientenpfad MM I / II / III 

Adjuvante Therapie:  anti-CTLA4 
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Patientenpfad MM I / II / III 

Adjuvante Therapie:  Vakzine 

IIIB/C 
 
MAGE-A3 + 



56 

Adjuvante Therapie:   
Interferon – aktuelle Empfehlungen 

• Stadium II - IIIA:  Low Dose IFNa (3x3 Mio IU) 

• Ulz. MM >1 mm:   PEG IFNa (EORTC 18081) 

• Stadium IIIB:    ?  • High Dose IFN 

• DERMA Trial (Mage3) 

Nürnberg 

• Ipilimumab (EORTC 18071) 

• Dendritische Zell Vakzine 

Erlangen 



Neue AJCC Klassifikation 2010 
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Neue AJCC Klassifikation 2010 



Patientenpfad MM I / II 

Implikationen für Guideline 
     

 

Mitoseindex 

Ulzeration 

pT1b 
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Patientenpfad MM I / II 

Implikationen für Guideline 
     

     SLN+ 

1 tumor cell ! 



A. Hauschild (Kiel) 

Implikationen für Guideline 
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MM 2010…in wenigen Worten 

Neue Klassifikation: Mitoseindex für pT1a/b 

     1 Zelle bedeutet N1a  

Neue Hoffnung:    Targeted Therapy 

       Immuntherapie 

Neue Studien:    EORTC 18081 (PEG-IFN in ulzeriertem MM) 

          EORTC 18071 (Ipilimumab in MM IIIB/C) 

                                   TEAM (Linotinib in c-KIT MM) 

          STREAM (Sorafenib in Uvea MM) 

          BEAM (Bevacizumab) 

          GSK 2118436 
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