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Patient A.T. 

10-year-old boy referred for 2nd pediatric oncology opinion 

Past Medical History: 
• Late preterm, no post-natal complications
• Normal growth and development
• No chronic medications  
• Seasonal allergies 
• Preauricular pit infection s/p I&D and IV abx tx (2021)

Family History: 
• No cancer in first degree relatives 
• 2 maternal family members with metastatic melanoma (brain)

• 50 yo DOD
• 40 yo AWD

1

2



9/20/2022

2

Lesion history 

“Right thigh mass” 

3 months prior to presentation- right thigh pink/brown nodule, growing rapidly 

No preexisting lesion

PCP – topical timolol for suspected hemangioma→ continued growth

Pediatric Dermatology- excisional biopsy under anesthesia, 5mm margins (final 
defect 55x30x10 mm)

Pathology 

6 weeks following biopsy 

SKIN, RIGHT THIGH, EXCISION:
- Consistent with severely atypical compound spitzoid 
melanocytic tumor of uncertain malignant potential. (See 
Comment)
- Margins appear uninvolved in the examined sections. 
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Pathology 
Sections show a very atypical compound melanocytic proliferation extending to deep dermis and subcutaneous 
adipose tissue. The melanocytes display significant cytologic atypia with distinct nucleoli and mitotic figures. 

P16 immunostains are mainly lost. 

By pure histologic criteria, this lesion would be best considered a high-risk spitzoid tumor.

Molecular studies performed so far showed somewhat conflicting results. There appears to be expression of 
BRAFV600E (performed and reviewed at outside lab) and loss of P16, which are concerning findings in the context of 
a spitzoid neoplasm, however I would be more comfortable if BRAFV600E mutation was confirmed by sequencing, as 
BRAFV600E staining appears to be weak. It would be more confirmatory if loss of P16 corresponded to homozygous 
deletion of 9p21 locus on melanoma FISH. Unfortunately, NeoSITE 5 probe (6p25, 9p21/CEN9, 8q24 and 11q13) 
fluorescence in situ hybridization (FISH) test with technical component performed at Neogenomics Laboratory Irvine, 
CA was inconclusive in spite of repeated attempt. In contrast, lack of PRAME expression (performed and reviewed at 
outside lab) is reassuring. 

Emerging data indicates that correct classification of such tumors into Spitz tumor lineage defined molecularly 
associated with kinase fusion, or conventional melanoma lineage, defined as associated with BRAFV600E or mutation 
of other MAP kinase constituents, may be the best prognostic indicator in such tumors. Therefore, performing 
additional molecular studies is highly recommended. My suggestion would be performing a comprehensive next 
gene sequencing test. 

If no molecular studies are performed, the tumor is best managed as severely atypical spitzoid melanocytic tumor 
of uncertain malignant potential as melanoma cannot be entirely ruled out based on the available information.

Management history

Pediatric Dermatology- recommended Pediatric Oncology visit 
(local)

• Recommended germline testing (failed)→
• Referral to UPMC Pediatric Melanoma Program (3 months after 

biopsy)
• No additional imaging w/u, surgical management prior to 

referral
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Management history

UPMC Pediatric Melanoma Program Evaluation

Case reviewed by UPMC Dermatopathology:
• Favor malignant melanoma, breslow 7.5mm, homozygous 9p21 loss

• The tissue/paraffin block received from outside hospital did not have 
a quality DNA to run DNA portion of oncomine

• Sanger sequencing for BRAF status attempted, failed given the poor 
DNA quality

• RNA part of the Oncomine successful and identified a fusion involving 
NTRK2 gene. Given the presence of kinase gene fusion, it is less likely 
that the tumor would be also BRAF mutated. 

Management history

UPMC Pediatric Melanoma Program Evaluation

Imaging w/u:
• CT chest/abdomen/pelvis without metastatic disease 

Surgical management: 
• WLE (2cm) and SLN mapping and Bx – negative 

Final stage of T4aN0M0- stage IIb melanoma

Discussed adjuvant therapy, opted not to pursue

Following q3mo w/ q6mo CT scans  

Referral to Cancer Predisposition Clinic- pending 
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Discussion 

Patient with newly diagnosed deep 
primary melanoma

• 54-year-old man is informed by his wife that a mole on 
his upper back has enlarged over the past 6 months 
and “doesn’t look good”.

• Biopsy of the lesion demonstrates nodular melanoma 
with Brewlow depth of 4.2 mm, Clark V, no ulceration, 5 
mitoses/HPF and no PNI.

• Patient is referred to a multi-disciplinary melanoma 
clinic where he is evaluated by medical and surgical 
oncology.

• PET imaging is performed which does not show 
obvious sites of atypical hypermetabolic activity. Next 
generation sequencing of the primary lesion 
demonstrates BRAFV600E and lactate dehydrogenase is 
WNL.

How would you recommend this patient be managed?
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Patient with newly diagnosed 
metastatic melanoma

• 48-year-old woman is diagnosed with a 1.8 mm deep 
non-ulcerated melanoma on the left leg. 

• This is resected and the patient is followed by 
dermatology with removal of several non-melanoma 
skin tumors over a period of two years. 

• Upon the development of a cough, primary care orders 
a chest Xray showing a mild infiltrate as well as a 
pulmonary nodule. 

• CT imaging confirms a 2.4 cm RUL nodule as well as 
several sub-cm nodules and lymphadenopathy in the 
left groin. 

• Biopsy of the left groin confirms melanoma with 
BRAFV600E. Lactate dehydrogenase is WNL.

How would you recommend this patient be managed?
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