
NOV 2022 DIAGNOSIS LIST

22-1101: cutaneous melanocytic tumor with CRTC1::TRIM11 fusion (soft tissue; 
soft tissue path)
22-1102: hepatocytes with intracellular crystalline deposition (liver; liver path)
22-1103: papillary squamous cell carcinoma, low risk HPV associated (cervix; GYN 
path)
22-1104: anaplastic large cell lymphoma (LN; hemepath)
22-1105: segmental overgrowth (PIK3CA mutation) (soft tissue; peds&softtissue 
path)
22-1106: sialadenitis (amylase crystals); (soft tissue; cytopath)
22-1107: benign cortical cyst/decortication (kidney; GU path)
22-1108: pT2M1a (testis; GU path)



22-1101 

Bonnie Balzer; Cedars-Sinai

Previously-healthy 20ish M presents with 1.2cm 
painless growing exophytic mass on left 4th finger, first 

noticed 1.5 years prior.



Case presentation

A previously healthy 20ish male presented with a 1.2 cm painless growing exophytic mass 

on his left fourth finger, first noticed 1.5 years prior.
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Excisional biopsy: a 1.2-cm white firm soft tissue fragment with overlying skin.
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SOX10

Melan-A HMB-45

MiTFS100
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Factor XIIIa CD34

EMAGLUT-1

SMA

Desmin



Differential diagnosis

Å Melanocytic neoplasms:

Å Melanocytomas (including those with specific gene rearrangements)

Ǔ Cutaneous melanocytic tumor with CRTC1::TRIM11 fusion

Ǔ Clear cell tumor with melanocytic differentiation and MITF gene rearrangement

Å Melanoma, primary and/or metastatic

Å Amelanotic cellular blue nevus

Å Cutaneous clear cell sarcoma of soft tissue, primary and/or metastatic

Å Nerve sheath tumors

Å Soft tissue tumors with fibroblastic/fibrohistiocytic or myoid differentiation 
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Cutaneous clear cell sarcoma of soft tissue

Hantschke M et al., Am J Surg Pathol. 2010 Feb;34(2):216-22. 15



Cutaneous melanocytic tumor with CRTC1::TRIM11 fusion

Ko JS et al, J Cutan Pathol. 2019 Nov;46(11):810-818. 
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Dermal melanoma

Donizy P et al. Diagn Pathol. 2017 Dec 29;12(1):88.

Expertpath
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Back to the case é
EWSR1ïBreak Apart FISH
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Cutaneous melanocytic tumor 
with CRTC1-TRIM11 fusion

Parra O et al, J Cutan Pathol. 2021 Jul;48(7):915-924. 

Scolyer RA et al, Mod Pathol. 2020 Jan;33(Suppl 1):15-24. 
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Dermal melanoma
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NGS fusion panel 

Positive CRTC1::TRIM11 fusion



Final diagnosis 

ÅCutaneous melanocytic tumor with CRTC1::TRIM11 fusion
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Å 13 cases reported in the literature to date

Å 12 of 13 cases had an indolent clinical course with:

Å 10 complete excision, 1 incomplete excision, and 1 unknown

Å No recurrence or metastasis (average follow-up 21 months) 

Å One patient experienced local recurrences and metastasis 13 years after initial 

resection

Parra O et al, Biology (Basel). 2021 Dec 7;10(12):1286.

Parra O et al, J Cutan Pathol. 2021 Jul;48(7):915-924. 
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Schematic diagram of CRTC1::TRIM11fusion 

Parra O et al., J Cutan Pathol. 2021 Jul;48(7):915-924.

Wang X et al., J Exp Clin Cancer Res. 2016 Jun 21;35(1):100.

Chen J et al., BMC Cancer. 2015 Oct 26;15:803. 
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CRTC1 TRIM11
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22-1102 

JeenalGordhandas/Serena Tan; Stanford

20ish M with a clinical history of hyperlipidemia, fatty liver now with 
elevated LFTs (AST-116, ALT-347, AlkPhos-76, Tbili-1.1, BMI 21)

















Differential diagnosis

üUnusual Steatohepatitis

üStorage disease

üProcessing artifact

üDrug effect



Bietti'sCrystalline Dystrophy

Characterized by:

Å Numerous tiny 
glistening yellow-white 
crystals atposterior 
pole of retina and 
corneosclerallimbus

Å Atrophy of retinal 
pigment epithelium

Å Pigmentclumps

Å Choroidal sclerosis

Garcia- Garcia et al, 2019.



Bietti'sCrystalline Dystrophy

ÅDescribed by Bietti in 1937

ÅAutosomal recessive, biallelic mutations in 
CYP4V2 gene of cytochrome p450 family of 
genes

ÅPrevalence of 1 in 67,000 individuals

ÅHigh incidence in East Asia ςChina, Japan, Korea

ÅDecreased vision (2nd-4th decade), 
progressionto legal blindness (5th or 6th decade)



Bietti'sCrystalline Dystrophy

ÅAbnormally high triglycerides and free cholesterol levels 
in cultivated patient cells --> may deposit as crystals --> 
lysosomal dysfunction + impaired autophagy --> cell 
damage --> cell death

ÅNo proven mechanism to relate CYP4V2 function to free 
cholesterol accumulation

ÅGene expression of CYP42V in retinal pigment epithelium, 
other layers of retina, corneal epithelium, heart, lung, 
liver, pancreas, kidney, brain, skeletal muscle, placenta

ÅNo functional impairment in non-ocular tissues ςmissing 
histologic characterization in other tissues



Welch, 1977



Wison et all, 1989



LIVER, NATIVE, BIOPSY

Dx: HEPATOCYTES WITH INTRACELLULAR 
CRYSTALLINE DEPOSITION (SEE COMMENT)

Comment: (it is possible these findings 
represent hepatic manifestation of this 
crystalline dystrophy... superimposed drug 
effect?)
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22-1103 

XiaomingZhang/Brooke Howitt; Stanford 

40ish F with cervical polyp who underwent polypectomy.



Xiaoming Zhang/Brooke Howitt; Stanford

40ish F with a cervical polyp who underwent polypectomy

(consult case provided courtesy of Dr. Shawn Emery, Yosemite Pathology in Modesto, CA)















p16 High-risk HPV ISH



p16 High-risk HPV ISH



P63 ER



Differential diagnosis
ÅEndometrial endometrioid carcinoma with extensive squamous 

differentiation involving cervix
ÅHowever, in this case:

Å PTEN intact, MMR intact, Beta-catenin: membranous staining

Å Unremarkable endometrium on US

ÅNeuroendocrine tumor
ÅHowever, in this case: INSM1 , synaptophysin 

ÅAdenoid cystic carcinoma
ÅHowever, in this case: SOX10 , MYB (ISH) , ER+  

ÅNUT midline carcinoma
ÅHowever, in this case: NUT IHC  

ÅSquamous cell carcinoma 
ÅDiffuse and strong p63
Å p16 and high-risk HPV negative, butΧ

ÅGiant condyloma, HSIL
Å However, in this case:

Å No koilocytosis
Å Degree of proliferation, cytologic 

atypia, complex papillae/architecture, 
brisk mitotic activity ςtoo much for 
condyloma

Å Features c/w exophytic-type invasion
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ÅAdenoid cystic carcinoma
ÅIƻǿŜǾŜǊΣ ƛƴ ǘƘƛǎ ŎŀǎŜΥ {h·мл Σ a¸. όL{Iύ Σ 9wҌ  
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ÅSquamous cell carcinoma 
ÅDiffuse and strong p63
Å p16 and high-risk HPV negative, but

ÅGiant condyloma, HSIL
Å However, in this case:

Å No koilocytosis
Å Degree of proliferation, cytologic 

atypia, complex papillae/architecture, 
brisk mitotic activity ςtoo much for 
condyloma

Å Features c/w exophytic-type invasion

Low-risk 
HPV by ISH 
in this case

Performed at El Camino Pathology Medical 
Group, Inc.; courtesy of Dr. Ankur Sangoi



Final diagnosis

Papillary squamous cell carcinoma, 
low-risk HPV-associated



Å A global study of 13,328 anogenital 
carcinomas, 46LR-HPV associated 
SCC were identified 
Å 21 (46%) cervical
Å 1 (2%) vaginal
Å 5 (11%) vulval
Å 4 99%) anal
Å 15 (33%) penile 

Å Two distinctive patterns:

Å HPV 6/11: 
o Papillary, warty or warty-basaloid, 

squamous, or transitional histology 
o Little or no p16 expression
o Young age

Å HPV 70/42:
o Typical SCC
o Diffuse p16 expression
o Older age





Only high-risk HPV 
were investigated



p53



Take home points

ÅVery rarely, low-risk HPV genotypes have been 
identified as the sole cause of cervical SCC

ÅHPV 6/11 associated SCC often show papillary 
appearance

ÅClinical behavior of low-risk HPV associated SCC 
is unclear, but could be aggressive



22-1104 

Jason Kurzer; Stanford 

50ish F presents with shortness of breath, hip pain, and headache. CT 
scan of the abdomen showed adenopathy in the right inguinal, pelvic 
area, retroperitoneal area, upper abdomen, and pericardial regions. 
There was also mediastinal and supraclavicular lymphadenopathy.
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ALK: Cytoplasmic



CD43


