
                          Provincial Melanoma Treatment Guidelines 
(Approved at the Provincial Melanoma Guideline Meeting  

on September 7, 2012) 
 

Clinical practice guidelines have been developed after multi-disciplinary consensus based on best 

available literature. As the name suggests, these are to be used as a guide only. These guidelines do not 

replace Physician judgment which is based on multiple factors including, but not limited to, the clinical 

and social scenario, comorbidities, performance status, age, available resources and funding 

considerations. SCA disclaims all liability for the use of guidelines except as expressly permitted by SCA. 

No portion of these guidelines may be copied, displayed for redistribution to third parties for commercial 

purposes or any non-permitted use without the prior written permission from SCA. 

Benefits and risk of the proposed should be discussed with patient. 

Participating in clinical trials is encouraged when available. Involvement of a multidisciplinary team is 

strongly recommended.   

Screening: 

 
None 

Diagnosis: 
 

Suspected pigmented lesions should be removed with biopsy with a margin of 1 to 3 mm for 

suspected melanoma however shave biopsy is not recommended. 

 

Once melanoma is confirmed, the patient should be referred to the specialist team for further 

surgery with wide local excision with or without Sentinel Lymph Node(SLN) biopsy.     

Work Up: 
 

1. Biopsy. 

2. History and Physical examination, Labs. 

3. CT scans, PET scan and MRI in selected cases after discussing with the melanoma team. 

Pathology: 

Minimum dataset required are: 

1. Ulceration. 

2. Thickness. 

3. Mitotic rate. 

4. Histological subtype. 

5. Margin of excision. 

6. Pathological staging. 
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7. Growth phase. 

8. Regression. 

9. Tumour infiltrating lymphocytes. 

10. Lymphovascular invasion/Perineural invasion.   

11. Microsatellites.  

It is recommended that if there is a positive confirmation of cancer, the patient should be referred 

to a dermatologist, oncologist or specialist surgeon. 

In Situ Melanoma: 

 

Wide local excision is recommended with at least a margin of 0.5cm, a bigger margin maybe 

necessary for large melanoma in situ 

 

Stage 1A: 

No routine imaging is required unless clinically indicated. 

Surgery to the primary site with adequate clinical margins of at least 1 cm if anatomically and 

functionally feasible. (See Appendix A) 

No routine role for SLN Biopsy apart from selected patients with high risk features. 

No role for adjuvant treatment.    

Stage 1B/II: 

No routine imaging is required unless clinically indicated. 

Surgery to the primary site with adequate margins of at least 1 to 2cm if anatomically and 

functionally feasible and depending upon the thickness. ie 2 cms should be considered for 

melanomas 4mm thick  (See Appendix A) 

Discuss and consider SLN biopsy at the time of wider excision. 

Discuss and consider adjuvant high dose interferon for fit and well-motivated Stage IIC patients 

with T4 lesions.  

Stage III, SLN positive: 

Imaging is recommended: CT scans, PET scan and MRI as deemed appropriate. 
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Complete lymph node dissection. 

Surgery to the primary site with adequate margins of at least 1 to 2cm if anatomically and 

functionally feasible and depending upon the thickness. ie 2 cms should be considered for 

melanomas 4mm thick (See Appendix A) 

Adjuvant Radiotherapy to the nodal area if multiple lymph nodes are involved or there is ECE 

(refer to adjuvant radiotherapy section). 

Discuss and consider adjuvant high dose interferon for fit and well-motivated patients .  

At this time, the sequencing of adjuvant interferon and adjuvant radiotherapy is unclear.   

Stage III, Clinically Positive Lymph nodes: 

Imaging is recommended: CT scans, PET scan and MRI as deemed appropriate. 

 FNA biopsy or excision biopsy of lymph node.  

Anatomically complete lymph node dissection of the involved basin. 

Surgery to the primary site with adequate margins of atleast 1 to 2cm if anatomically and 

functionally feasible and depending upon the thickness.  (See Appendix A) 

Adjuvant Radiotherapy to the nodal area if multiple lymph nodes are involved or there is ECE 

(refer to adjuvant radiotherapy section). 

Discuss and consider adjuvant high dose interferon for fit and well-motivated patients. 

At present the sequencing of adjuvant interferon and adjuvant radiotherapy is unclear. 

Stage III Intransit: 

Imaging is recommended: CT scans, PET scan and MRI as deemed appropriate. 

 FNA or biopsy is recommended of satellite lesions. 

Complete surgical excision if feasible. If, surgical excision is not feasible, consider palliative 

radiation, Isolated limb perfusion in centres with the expertise or intralesional interleukin as per 

protocol and by a trained oncologist. 

Discuss and consider adjuvant high dose interferon for fit and well-motivated patients. 
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Stage IV:  

Imaging is recommended: CT scans, PET scan and MRI as deemed appropriate. 

FNA or biopsy is recommended.  

Resection of limited metastatic disease if feasible. If limited metastatic disease is completely 

resected, patient can be observed. 

Radiation for brain metastases. 

For unresectable disease, consider systemic treatment if applicable.   

Braf testing to be done in all Stage IV cases suitable for systemic therapy C KIT testing for mucosal 

or acral melanoma). 

 

Occult Primary: 

Patients presenting with isolated nodal disease without primary site should be treated as Stage III 

disease with nodal dissection with or without adjuvant radiotherapy and chemotherapy.  

Patients presenting with Stage IV disease without a primary site should be referred to the 

dermatologist to rule out melanoma primary. 

Follow Up: 

Semi-Annual skin exam by a Dermatologist. 

Educate patient about monthly skin examination.  

History and Physical examination and skin nodal examinations every 3 to 4 months for the first 3 

years and then every 6months for up to 5 yrs. After 5 yrs, annual examination and as clinically 

indicated. 

There is no role for routine imaging or blood tests unless the patient becomes symptomatic or an 

abnormality is picked up on examination.  

In selected high risk cases CT surveillance can be considered on case by case basis.  
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Radiotherapy: 

Adjuvant Radiotherapy to Primary site: 

Adjuvant radiotherapy to the primary site can be considered to reduce local recurrence in the 

following conditions:   

1. Melanomas with desmoplastic or neurotropic features. 

2. Melanomas, > 4mm deep, especially if ulcerated or with satellite nodules. 

3. Melanomas of Head and Neck mucosal origin.  

4. Where it is not possible to get negative surgical margins or close margins. 

5. Identification of intransit or satellite lesions on wide local excision.  

6. Re-excision after local recurrence.  

The sequencing of adjuvant immunotherapy and adjuvant RT is unclear. 

Suggested radiation doses are: 

1. 48Gy in 20 fractions,  

2. 30Gy in 5 fractions over 2.5 weeks 

3. 24Gy in 3 fractions over 3 weeks  (RTOG 0721 Protocol only) 

For involved margins:  

1. 50.4 Gy in 21 fractions OR  

2. 36Gy in 6 fractions with 2 fractions delivered weekly. 

Adjuvant Radiotherapy to nodal site: 

Adjuvant radiotherapy to the nodal areas can be considered to reduce local recurrence in the 

following situations:  

1. Extracapsular extension. 

2. ≥ 3 inguinal  nodes involved. 

3. Lymph nodes ≥ 3cms (cervical) or 4cms inguinal. 

4. ≥ 2 cervical or axillary lymph node.  

5. Recurrent nodal disease. 

6. Patients with positive SLN and complete nodal dissection is not planned.     

The sequencing of adjuvant immunotherapy and adjuvant RT is unclear.  

Suggested radiation doses are: 

1. 48Gy in 20 fractions. 
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2. 30Gy in 5 over 2.5 week.  

3. 24Gy in 3 fractions over 3 weeks  (RTOG 0721 Protocol only). 

For involved margins:   

4. 50.4Gy in 21 fractions OR  

5. 36Gy in 6 fractions with 2 fractions delivered weekly. 

Definitive  Radiotherapy: 

Radiotherapy alone is rarely used as the primary treatment in malignant melanoma. 

This can be considered if the patient is not suitable or refuses surgery. The aim of the radiotherapy 

is local control of the disease. 

Radical radiation can also be considered for Superficial Lentigo maligna and Lentigo Maligna 

melanoma. 

Suggested radiation doses are: 

1. 50Gy in 20 fractions. 

2. 36Gy in 6 fractions with 2 fractions delivered weekly. 

 

Palliative Radiotherapy: 

Palliative radiotherapy to the metastatic sites to reduce symptoms can be considered.   

Suggested radiation doses are: 

1. 20Gy in   5 Fractions,  

2. 40Gy in 15 Fractions.  

3. 30Gy in 10 Fractions.   

4. 8Gy   in   1 Fraction. 

5. 24Gy in   3 Fractions over 3 weeks. 

Stereotactic radiation for brain metastasis may be considered depending upon clinical situation. 
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Chemotherapy: 

Adjuvant Therapy: 

High dose Interferon Alfa 2b. 

Induction Phase 20 million units/m2 IV daily days 1 to 5 for 4 weeks. 

Maintenance Phase 10 million units/m2 s/c 3 times a week for 48 weeks. 

Palliative Therapy: 

50 percent of melanoma patients have Braf mutation. Braf testing should be considered in fits 

patients suitable for treatment. 

If Braf mutation is positive, Vemurafenib 960mg Bid PO. 

If Braf mutation is negative, consider Ipilimumab 3mg/kg IV every 3 weeks for upto 4 cycles. At 

present Health Canada approval is for second line treatment. 

The sequencing of Vemurafenib and Ipilimumab is unclear at present.  

High dose Interlukein with or without chemotherapy can be considered in fit young patients with 

low volume disease and in centres equipped with administering this regime.    

Other options with limited responses include: 

1. Dacarbazine 1000mg/m2 IV 3 weekly. 

2. Temozolomide 200mg/m2 PO Days1to5 every 28 days especially in patients with brain 

metastasis. 

3. Carboplatin AUC 6 IV 3 weekly.  

4. Carboplatin and Taxol.  

  



Sask. Cancer Agency Melanoma Cancer Guidelines   Page 8 of 11 

Approved September 2012 

 

References 

1. MacKie RM, Bray C, Vestey J et al. Melanoma incidence and mortality in Scotland 1979–2003. 

Br J Cancer 2007; 96(11): 1772–1777. 

2. Hollestein LM, van den Akker SA, Nijsten T et al. Trends of cutaneous melanoma in The 

Netherlands: increasing incidence rates among all Breslow thickness categories and rising 

mortality rates since 1989. Ann Oncol 2012; 23(2):524–530. 

3. Green AC, Williams GM, Logan V et al. Reduced melanoma after regular sunscreen use: 

randomized trial follow-up. J Clin Oncol 2011; 29(3):257–263. 

4. Dummer R, Guggenheim M, Arnold AW et al. Updated Swiss guidelines for the treatment and 

follow-up of cutaneous melanoma. Swiss Med Wkly 2011; 141:w13320. 

5. Bono A, Tolomio E, Trincone S et al. Micro-melanoma detection: a clinical study on 206 

consecutive cases of pigmented skin lesions with a diameter < or = 3 mm. Br J Dermatol 2006; 

155(3): 570–573. 

6. Grob JJ, Bonerandi JJ. The ‘ugly duckling’ sign: identification of the common characteristics 

of nevi in an individual as a basis for melanoma screening. Arch Dermatol 1998; 134(1): 103–104. 

7. Balch CM, Gershenwald JE, Soong SJ et al. Final version of 2009 AJCC melanoma staging and 

classification. J Clin Oncol 2009; 27(36): 6199–6206. 

8. Whiteman DC, Pavan WJ, Bastian BC. The melanomas: a synthesis of epidemiological, clinical, 

histopathological, genetic, and biological aspects, supporting distinct subtypes, causal pathways, 

and cells of origin. Pigment Cell Melanoma Res 2011; 24(5): 879–897. 

9. Schoenewolf NL, Bull C, Belloni B et al. Sinonasal, genital and acrolentiginous melanomas 

show distinct characteristics of KIT expression and mutations. Eur J Cancer 2012; 48: 1842–1852. 

10. Hirakawa S, Kodama S, Kunstfeld R et al. VEGF-A induces tumor and sentinel lymph node 

lymphangiogenesis and promotes lymphatic metastasis. J Exp Med 2005; 201(7): 1089–1099. 

11. Thompson JF, Scolyer RA, Kefford RF. Cutaneous melanoma. Lancet 2005; 365 (9460): 687–

701. 

12. Morton DL, Thompson JF, Cochran AJ et al. Sentinel-node biopsy or nodal observation in 

melanoma. N Engl J Med 2006; 355(13): 1307–1317. 

13. Eggermont AM, Suciu S, Testori A et al. Ulceration and stage are predictive of interferon 

efficacy in melanoma: results of the phase III adjuvant trials EORTC 18952 and EORTC 18991. 

Eur J Cancer 2012; 48(2): 218–225. 

14. Kirkwood JM, Ibrahim JG, Sondak VK et al. High- and low-dose interferon alfa-2b in high-

risk melanoma: first analysis of intergroup trial E1690/S9111/C9190. J Clin Oncol 2000; 18(12): 

2444–2458. 



Sask. Cancer Agency Melanoma Cancer Guidelines   Page 9 of 11 

Approved September 2012 

 

15. Kirkwood JM, Strawderman MH, Ernstoff MS et al. Interferon alfa-2b adjuvant therapy of 

high-risk resected cutaneous melanoma: the Eastern Cooperative Oncology Group Trial EST 1684. 

J Clin Oncol 1996; 14(1): 7–17. 

16. Mocellin S, Pasquali S, Rossi CR et al. Interferon alpha adjuvant therapy in patients with high-

risk melanoma: a systematic review and meta-analysis. J Natl Cancer Inst 2010; 102(7): 493–501. 

17. Eggermont AM, Suciu S, Santinami M et al. Adjuvant therapy with pegylated interferon alfa-

2b versus observation alone in resected stage III melanoma: final results of EORTC 18991, a 

randomised phase III trial. Lancet 2008; 372(9633): 117–126. 

18. Kleeberg UR, Suciu S, Brocker EB et al. Final results of the EORTC 18871/DKG 80–1 

randomised phase III trial. rIFN-alpha2b versus rIFN-gamma versus ISCADOR M versus 

observation after surgery in melanoma patients with either high-risk primary (thickness >3 mm) 

or regional lymph node metastasis. Eur J Cancer 2004; 40(3): 390–402. 

19. Oberholzer PA, Kee D, Dziunycz P et al. RAS mutations are associated with the development 

of cutaneous squamous cell tumors in patients treated with RAF inhibitors. J Clin Oncol 2012; 

30(3): 316–321. 

20. Su F, Viros A, Milagre C et al. RAS mutations in cutaneous squamous-cell carcinomas in 

patients treated with BRAF inhibitors. N Engl J Med 2012; 366(3): 207–215. 

21. Zimmer L, Hillen U, Livingstone E et al. Atypical melanocytic proliferations and new primary 

melanomas in advanced melanoma patients undergoing selective BRAF inhibition. J Clin Oncol 

2012; 30: 2375–2383. 

22. Farshad A, Burg G, Panizzon R et al. A retrospective study of 150 patients with lentigo maligna 

and lentigo maligna melanoma and the efficacy of radiotherapy using Grenz or soft X-rays. Br J 

Dermatol 2002; 146(6): 1042–1046. 

23. Hong A, Fogarty G. Role of radiation therapy in cutaneous melanoma. Cancer J 2012; 18(2): 

203–207. 

24. Burmeister BH, Henderson MA, Ainslie J et al. Adjuvant radiotherapy versus observation 

alone for patients at risk of lymph-node field relapse after therapeutic lymphadenectomy for 

melanoma: a randomised trial. Lancet Oncol 2012; 13(6): 589–597. 

25. Flaherty KT, Robert C, Hersey P et al. Improved survival with MEK inhibition in BRAF-

mutated melanoma. N Engl J Med 2012; 367: 107–114. 

26. Ascierto PA, Berking C, Agarwala SS et al. Efficacy and safety of oral MEK162 in patients 

with locally advanced and unresectable or metastatic cutaneous melanoma harboring BRAFV600 

or NRAS mutations. J Clin Oncol 2012; 30 (Suppl); Abstr 8511. 

27. Chapman PB, Hauschild A, Robert C et al. Improved survival with vemurafenib in melanoma 

with BRAF V600E mutation. N Engl J Med 2011; 364(26): 



Sask. Cancer Agency Melanoma Cancer Guidelines   Page 10 of 

11 

Approved September 2012 

 

28. Guo J, Si L, Kong Y et al. Phase II, open-label, single-arm trial of imatinib mesylate in patients 

with metastatic melanoma harboring c-Kit mutation or amplification. J Clin Oncol 2011; 29(21): 

2904–2909. 

29. Hodi FS, O’Day SJ, McDermott DF et al. Improved survival with ipilimumab in patients with 

metastatic melanoma. N Engl J Med 2010; 363(8): 711–723. 

30. Robert C, Thomas L, Bondarenko I et al. Ipilimumab plus dacarbazine for previously untreated 

metastatic melanoma. N Engl J Med 2011; 364(26): 2517–2526. 

31. von Moos R, Seifert B, Simcock M et al. First-line temozolomide combined with bevacizumab 

in metastatic melanoma: a multicentre phase II trial (SAKK 50/07). Ann Oncol 2011; 23(2): 531–

536. 

32. Kim KB, Sosman JA, Fruehauf JP et al. BEAM: a randomized phase II study evaluating the 

activity of bevacizumab in combination with carboplatin plus paclitaxel in patients with previously 

untreated advanced melanoma. J Clin Oncol 2012; 30(1): 34–41. 

33. Petrella T, Quirt I, Verma S et al. Single-agent interleukin-2 in the treatment of metastatic 

melanoma: a systematic review. Cancer Treat Rev 2007; 33(5): 484–496. 

34. Hamm C, Verma S, Petrella T et al. Biochemotherapy for the treatment of metastatic malignant 

melanoma: a systematic review. Cancer Treat Rev 2008; 34(2): 145–156. 

36. Turner RM, Bell KJ, Morton RL et al. Optimizing the frequency of follow-up visits for patients 

treated for localized primary cutaneous melanoma. J Clin Oncol 2011; 29(35): 4641–4646. 

37. Bastiaannet E, Wobbes T, Hoekstra OS et al. Prospective comparison of [18F] 

fluorodeoxyglucose positron emission tomography and computed tomography in patients with 

melanoma with palpable lymph node metastases: diagnostic accuracy and impact on treatment. J 

Clin Oncol 2009; 27(28): 4774–4780. 

38. Nieweg OE, Kroon BB. The conundrum of follow-up: should it be abandoned? Surg Oncol 

Clin N Am 2006; 15(2): 319–330. 

 

  



Sask. Cancer Agency Melanoma Cancer Guidelines   Page 11 of 

11 

Approved September 2012 

 

Useful Resources: 

British Columbia Cancer Agency Guidelines:  

http://www.bccancer.bc.ca/HPI/CancerManagementGuidelines/default.htm 

Cancer Care Ontario Guidelines: 

https://www.cancercare.on.ca/toolbox/qualityguidelines/diseasesite/melanoma-ebs/ 

National Comprehensive Cancer Network Guidelines: 

http://www.nccn.org/professionals/physician_gls/f_guidelines.asp 
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Philip Wright 
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