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 Most common form of cancer in adults 
ages 25-29

 3-5% of skin cancers but 65-75% of 
deaths

 Most common metastasis to small bowel
 Prognosis

▪ Pts with melanoma in situ 99.9% 5 year survival
▪ Pts that progress to stage IV disease median 

survival <1 yr

Cameron(2011) ,Lens (2004)



 Asymmetry
 Borders-irregular
 Color
 Diameter- >6mm
 Excision





 Biopsy to assess thickness
 Excision with margins

▪ <1mm - 1 cm margin
▪ >1mm – 2 cm margin

 Sentinel lymph node biopsy
 All patients with clinical or radiographically negative disease and 

lesion greater than 1mm or ulcerated

 Regional lymphadenectomy for +SLN or 
microscopic metastatic disease

 Surgical resection of metastatic disease in 
appropriate candidates

Cameron (2011)



 Lymphocytic infiltrates are a primary prognostic factor 
for outcome

 Multiple pro-inflammatory cytokines are significantly 
elevated in patients with relapse free survival longer 
than 5 years as compared to RFS of 1 yr
▪ IL-1B, IL-1α, IL-6, TNF-α, MIP-1α, MIP1-β

 T-Cell infiltrates after IFNα-2b therapy are also 
predictive of improved prognosis

Weber (2011)



IL-2
IFNα
Vaccines
CTLA4 Antibodies



Garbe (2011)



Dr  Yu
 Doesn't believe in taking 

risks to help others
 Skeptical about “Fancy 

Science”
 Didn’t vote for Obama 

because she is against 
HOPE

Bell (2011)



 Glycoprotein that binds receptors on T-
helper and T-effectors cells

 T-cell growth factor

 Potent antitumor activity in vivo

 Induces release of cytokines augmenting 
the immune response

 Weber 2011



 1990 Journal of Clinical Oncology

 47 patients with histological confirmed 
metastatic melanoma

 Anticipated survival of at least 4 months

 Two five day courses of high dose IL-2 one 
week apart



22% of patient with complete or partial responses
Median Response was 8 months

!!!!!













 Clinical Cancer Research, 2008
 Biopsy proven metastatic melanoma
 305 patients receiving IL-2 alone from 1985-03

 13% objective response rate
 9% partial response
 4% complete response rate
 Median duration of partial and complete responses 

was 24 and >176 months
 Median survival 12.8 months in all patients

 Smith 2008





 379 patients with IL-2 treatment + Vaccine
 Multiple other vaccines (gp209-2m, MART-1, 

gp100)

 IL-2 + all vaccines
 Objective response rate-15%
 PR-12%, CR3%
 Median duration Response 9.4 & 7.8 months

 IL-2 + gp100:209 (n=150)
 OR rate 22.3%







 Activate macrophages and natural killer 
cells

 Up-regulate antigen presentation to T-
lymphocytes



 1996, Journal of Clinical Oncology
 Randomized controlled trial
 252 patients stage ІІb or ІІІ disease and 

lymphadenectomy
 48 weeks of treatment with IFNα-2b Vs. 

observation
 Median follow up 7 yrs



 5 Year Survival Rates
 46% with IFNα2b
 37% with observation

 Relapse Free Survival
 1.72 yrs with IFNα
 0.98 yrs with observation

 P-Value 0.0023
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 5 Year Survival Rates
 46% with IFNα2b
 37% with observation

 Relapse Free survival
 1.72 yrs with IFNα
 0.98 yrs with observation



 Presentation of antigen activates CD8+ 
cytotoxic T-cells and NK cells

 Over 100 different melanoma associated 
antigens have been described

 Largest Phase III trial MMAIT III and IV 
2007
 700 stage III resected and 500 Stage IV 

resected stopped due to lack of efficacy
Morgan 2008



 CTLA4  antigen that binds T-cells and 
attenuates T- cells response

 Immune check point that induces cell arrest 
and inhibits cell proliferation

 Ipilimumab -human monoclonal antibody 
that blocks CTLA-4 to promote anti-tumor 
immunity

Korman (2006)



 Lancet, 2011

 Phase II dose-ranging study

 217 pts with Stage III or IV unresectable melanoma

 All patients had received previous treatment with 
multiple other agents

 Randomized 0.3, 3 or 10 mg/kg

Wolchok 2011





 New England Journal of Medicine June 2011
 Phase III
 502 patients with metastatic melanoma, 

previously untreated
 Ipilimumab + Dacarbazine or Dacarbazine 

alone
 Primary endpoint overall survival

 Roberts 2011







Median overall survival 11.2 Vs. 9.1 months 





 Immunotherapy is a valuable approach to 
melanoma

 IL-2 at high doses can achieve long term durable 
responses

 IFN has a significance impact on relapse free 
progression and overall survival in patients with 
stage IIB or III disease

 CTLA4  antibodies  have shown improved longer 
term survival in conjunction with other agents

 Our surgery department is great 
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