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SB 6291

Sebastian FernandeRol/Kerri Rieger; Stanford

2-yearold with likely pyogenic granuloma.
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Melan A + K67 mix
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Differential diagnosis

Spitzoidmelanocytic neoplasms:

1. Spitz nevt benign tumors

2. Atypical Spitz tumorstumors of uncertain
malignant potential

3. Spitzoidmelanomas malignant tumors, with
metastasizing and lethal potential



Important features of this case

A Concerning features:
I Cytologic atypia
I Presence of 4 dermal mitotic figures (mitotic index

3/mm?), one of which was towards the deep aspect of the
lesion (none were atypical)

A Reassuring features:
it dASYGdQa é2dzy3 | 3S
I Preservation of p16 expression
I Dermal gradient of HMBA45 expression

A Favor atypical Spitz tumor



Additional ancillary studies

A Perform melanoma FISH studies to detect
abnormalities associated with melanoma

| Borderline positive

A Perform next generation sequencing assay
I Negative forTERpromoter mutation



Stanford Solid Tumor Actionable Mutation Panel (STAMP)

KANKIALK fusion

ALK KANK1

ATCTGTGCTCTAATTCCGCCTCTTGTTACTTACAAGCTGAGCCATGAGGA AAAAAAAAAARAAATGAGTGGGAMMAGACTCCCTTCTCTCCAAGTTTGAC
chr2:294471734  Lchro:714375

In frame MRNA transcript that encodes a chimeric protein
with a constitutively activated kinase.






Genetics of Spitz tumors

A Kinaserearranged (in 72 of 140 or 51.4%spiitzoid
neoplasms):

I Receptor tyrosine kinases
A ALK (10%)ROS1, NTRK1, and RET

I Serinethreonine kinase BRAF

A HRASnutant sclerosing Spitz nevi
A BAP1loss Spitz tumors

A Spitzoidmelanomas with homozygous deletions of p16



Kinase fusions i8pitzoidmelanocytic neoplasms

A Kinase fusions are detected across the entire
spectrum of Spitz lesions

I Benign Spitz nevi
I Atypical Spitz tumors
I Rarespitzoidmelanomas

A Suggests that the fusions likely occur early in
the pathogenesis of the tumors and anet
sufficientfor malignanttransformation



ORIGINAL ARTICLE

Clinical, Histopathologic, and Genomic Features of Spitz
Tumors With ALK Fusions
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Klaus J. Busam, MD,} Philip E. LeBoit, MD,* Timothy H. McCalmont, MD,*
and Boris C. Bastian, MD, PhD¥*

A 32 Spitz tumors with ALK fusions
I 6 Spitz nevi
I 22 atypical Spitz tumors
I 4 spitzoidmelanomas

A Age range 5 months to 64 years (median=12 y)
A Female predominance (21 female, 11 male)

A Exophytic papules on the extremities (~50%), als
trunk and head and neck
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Including the 4 patients witBpitzoid
melanoma who were each followed for >1
year

A No Spitz tumors with ALK fusions are yet
reported to have widely disseminated



Follow up

A Reexcision ~4 months later with no residual
tumor

A Did not pursue sentinel node biopsy
A Continue clinical monitoring

A No evidence of disease at ~8 months



Summary

A Cytogenetic and molecular studies are useful in the
subclassification of atypical Spitz lesions
I FISH
I Next generation sequencingT ER'promoter

A ALK fusions are estimated to be present in ~8% of Spi
nevi, ~5% of atypical Spitz tumors, and ~1%pdfroid
melanomas

A ALKrearranged Spitz lesions (evBpitzoid
melanomas) may behave indolently, though further
study Is needed
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Sebastian FernandeRol/ChristianKunder. Stanford

31-yearold man with right upper eyelid lesion.






