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TNM Staging M1

¢, M1a: Skin, Subcutaneous, Nodes, LDH n
¢, M1b: Lung LDH n

¢, M1c: Other Visceral or any + LDH raised
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Time to metastasis (month)
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Predictors of 1 — Year Survival

¢, Number of sites
» 1->36%, 2->13%, 3 or more -> 1%
¢, Site of metastasis

» Skin/subcutaneous/nodes -> 40%o, visceral ->
11%, combined -> 8%

¢, Disease-free interval

» < 1year: 13%, > 1 year: 25%

Prof. J. Apffelstaedt Balch CM et al, J Clin Oncol, 1983, 1 (2) p 126



Interval between 1 and 2 metastases (month)
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Postmetastatic survival (month)
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Benefit in Metastasectomy?

Stage Treatment Median Survival 5 year )
(months) survival
Mla No surgery 6 14% < 0.001
Metastasectomy 9 20%
M1lbc No surgery 2l 5% < 0.001
Metastasectomy 10 13%

4227 patients from SEER 1988 — 2003. Note: Non-randomized data with
significant selection bias.

Prof. J. Apffelstaedt Wasif N et al, J Surg Oncol 2011, Aug 1, 104(2), 111



Metastatectomy vs. No Surgery
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Survival after Metastasectomy
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Series

Site N Resection
rate
All 4226 35%
Lung 56 -
Lung 47 -
GIT 68 -

Abdomen 60 -

(solid)
All 444 39%
Lung 122 21%
GIT 117 -

Median Survival
Months

28 — 35

18

19

15 (RO)

17 (RO)
6 (R1)
4 (No surgery)

40 (resection)
13 (no resection)

27% 5y



Conclusions

¢, Fog of significant bias

¢, Better systemic therapy key to improvement
¢, Surgical therapy offers significant palliation
¢, Survival benefit?

=> Surgery indicated In selected patients
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How to select patients?

¢, Evaluation:

» Careful history and clinical examination
» CT chest/abdomen & PET scan
> LDH
¢, Indications for surgery:
» 1 site, LDH n: Resection with curative intent
» 2 sites, LDH n: Palliative resection

» 3 & more sites or LDH raised: Palliative/emergency

surgery only
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Proposed algorithm for the surgical treatment of distant melanoma

metastases
N.b.: Patients meeting the selection criteria for surgery may undergo repeated
resections, provided negative margins are obtained and all disease is resectable.

Metastatic Melanoma (M1a, M1b, Mlc¢)
< 2 Visceral sites

< 8 total metastases

Good functional status

Estimated melanoma-specific survival >3 months
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The Future

¢, Genomics

» BRAV mutation 50%

~ Inhibitor: Vemurafenib (Zelboraf®)
¢, BRIM - 3:

» Unresectable melanoma, 672 patients

» Vemurafenib vs Dacarbazine

» MPFS 5.3 vs 1.6 months, OS @ 6 months 84 vs 64%
> Benefit in each subgroup

» Trial terminated

¢, New Questions: “"Adjuvant " systemic therapy?

Prof. J. Apffelstaedt Chapman PB et al, N Engl J Med 2011 Jun 30;364(26):2507
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