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Melanoma 

 

Å4000 new patients in the Netherlands and about 

700 will get distant metastases   

Å10th place of most frequent diagnosed malignancy  

Åmean age 45 years 

Ålargely confined to whites 

Åincidence is increasing and varies around the world 

 



Metastatic Melanoma  
survival (1521 patients) 

Barth et al. 



Treatment of metastatic Melanoma 

Explore always! 

 

 The possibility  

of  

radical surgery  

!!! 

 



Survival after metastasectomy 

 

 

The J. Thor. and Cardiovasc. Surg.133 , 104  2006 

 



Metastatic Melanoma 

  

Dacarbazine 

Temozolomide 

Fotemustine 

Nitrosoureas 

Vinblastine 

Cisplatin 

Taxanes 

IL-2 

IFN- a 

response rate (%) single agents 

10-20% 

10-20% 

20-25% 

15-20% 

15-20% 

15-20% 

10-15%  

10-25% 

  5-10%  



Metastatic Melanoma 

phase II trials 

  
 

- Dartmouth(CDDP, BCNU, DTIC, Tamoxifen) 

- CVD (CDDP, vinblastine, DTIC) 

- BOLD(bleomycin, vincristine, lomustine, DTIC) 

    

  ° 50% responses (5-10% CRs) 

      however 
 

    

   

   



   Dartmouth versus   DTIC 

 RR   18.5%     10.2% 

 OS  7.7 months    6.3 months 

 

   CDBT  versus  DTIC 

 RR  18.5%    10.2% 

 OS   7 months    7 months 

 

   CVD  versus  DTIC 

 RR   19%     14% 

   

Metastatic Melanoma 

phase III trials 

  Combination chemotherapy 



Metastatic Melanoma 

conclusions 

  
 

ALL the combination regimens are  

not better than single agent DTIC 

Combination (immuno)chemotherapy 



Melanoma 
Infiltrating lymfocytes 

Ladányi A et al. Clin Cancer Res 2004;10:521-530 
©2006 by American Association for Cancer Research 

Tcells B cells 

CD4 

cells 

CD8 

cells 



Metastatic Melanoma  
adoptive T cell transfer 



Tumor immune escape mechanisms 

1. Immunosuppression by tumor-derived factors  
(IL-10, VEGF, PGE2, TGF-b, IDO) 

2. PD-L1 (B7-H1) expression by tumor cells 

3. DC suppression/depletion  

4. T-cell tolerization 

5. T-cell suppression by regulatory T-cells (T-regs) 

6. Reduced T-cell functions (CTLA4, PD1, suppressive factors)  

7. Insufficient avidity of effector T-cells 

8. Insufficient tumor-specific T-cell frequencies 

9. Lack of tumor homing and infiltration by T-cells 

10. Tumor antigen and/or HLA down-regulation 

11. Tumor apoptosis resistance 
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New immunological strategies are needed 

to circumvent these obstacles! 



 

Anti-CTLA-4 antibodies 

X
 
Unrestrained T cell 

proliferation 

Ipilimumab (MDX-010) 

*anti-human CTLA-4 Antibody 

*high affinity and specificity  

*fully human IgG1k antibody  

*blocks the binding of CTLA-4 

to B7 

*does not mediate ADCC 

 
 



Ipilimumab in Metastatic Melanoma 

vitiligo 



 

Ipilimumab in Metastatic Melanoma 

T cell infiltrates in the skin 

Copyright ©2009 American Association for Cancer Research 

Klein, O. et al. Clin Cancer Res 2009;15:2507-2513 



 

Treatment of Metastatic Melanoma 

Ipilimumab 

25-4-2006 16-6-2006 22-4-2008 





N = 750 patients total (1:3:1)

Vaccine Alone, n=150

MDX-010 Alone, 3 mg/kg, n=150

MDX-010 + Vaccine, n=450

Final
ORR

Analysis

Long
Term
F/U

Final
Analysis

Ipilimumab (4 maal elke 3 weken 3mg/kg + vaccin) n=450 

Ipilimumab (4 maal elke 3 weken 3 mg/kg) n=150 

vaccin (4 maal elke 3 weken) n=150 

Treatment of Metastatic Melanoma 

MDX-010-20 trial 



Median survival (mo)              10.0 (p.0004)   10.1 (p.0026)              6.3 



Hoos A et al. JNCI J Natl Cancer Inst 2010;102:1388-1397 

Ipilimumab in Metastatic Melanoma 
delayed response 



Ipilimumab in Metastatic Melanoma 

delayed remissions 

 





 

Hodi ASCO2008 





Metastatic Melanoma and ipilimumab 

mixed response? 

17-6-2011 7-10-2011 



Ipilimumab 
reversible inflammatory response 

 

start Week 12 Week 20 



Re-induction of ipilimumab 

MDX010-20 trial 

 

ESMO 2011 abstract 4131 



 

Ipilimumab in Metastatic Melanoma 

Immune related adverse Events  

    

 Gastrointestinal    Colitis (including ulcerative and haemorrhagic),     
 40% (gr 3-4:16%)  intestinal, perforation,diarrhea (including haemorrhagic),  

       duodenitis, gastritis, esophagitis, ileitis, pancreatitis, stomatitis  
       

 Skin (50%)   Dermatitis, vitiligo, rash, pruritis 

 Hepatobiliary(3-10%) Autoimmune hepatitis, (increased ALT and AST) 

  

 Endocrine (5%)  Adrenal insufficiency, autoimmune`,hypophysitis,     
      hypothyroidism, hypogonadism , hyperthyroidism, thyroiditis 

  Eye       Conjunctivitis, episcleritis, ocular inflammation, retinal pigment  
            changes, uveitis, iritis,  

 Immune System  Sarcoidosis, Raynaud, temporal arteritis, hypersensitivity 

 Musculoskeletal   Arthritis/arthralgia 

 Renal     Granulomatous tubulointerstitial nephritis 

 Respiratory   Lung infiltration, pneumonitis 

 Neurological   Guillain Barre syndrome, meningitis, headache 

 Cardiovascular  Myocaditis, heartfailure 



Optimal dose ipilimumab ? 

 

Lancet Oncology 2010 Feb;11(2):155-64  



Optimal dose ipilimumab? 

 



 

      Survival in melanoma 

 



Toxicity ipilimumab 

dose dependent? 

 



 

Chapman PB et al. N Engl J Med. 2011, 30;364(26):2507-16 



 

Chapman PB et al. N Engl J Med. 2011, 30;364(26):2507-16 



 

Chapman PB et al. N Engl J Med. 2011, 30;364(26):2507-16 



 

Chapman PB et al. N Engl J Med. 2011, 30;364(26):2507-16 


