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NOV 2022 DIAGNOSIS LIST

cutaneous melanocytic tumor with CRTC1::TRIM11 fusion (soft tissue

soft tissue path)

22-1102:
22-1103:

path)

22-1104:
22-1105:

path)

22-1106:
22-1107:
22-1108:

hepatocytes with intracellular crystalline deposition (liver; liver path)
papillary squamous cell carcinoma, low risk HPV associated (cervix; C

anaplastic large cell ymphoma (bEmepath
segmental overgrowth (PIK3CA mutation) (soft tissads&softtissue

sialadenitis (amylase crystals); (soft tissy&path)
benign cortical cyst/decortication (kidney; GU path)
pT2M1dtestis; GU path)
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BonnieBalzer CedarsSinal

Previouslyhealthy 20ish M presents with 1.2cm
painless growing exophytic mass on leéftfihger, 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.

Gyl s



Excisional biopsy: a 1.2-cm white firm soft tissue fragment with overlying skin.

Gyl 4
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Differential diagnosis

A Melanocytic neoplasms:

A Melanocytomas (including those with specific gene rearrangements)
U Cutaneous melanocytic tumor with CRTC1::TRIM11 fusion

U Clear cell tumor with melanocytic differentiation and MITF gene rearrangement
A Melanoma, primary and/or metastatic

A Amelanotic cellular blue nevus
A Cutaneous clear cell sarcoma of soft tissue, primary and/or metastatic
A Nerve sheath tumors

A Soft tissue tumors with fibroblastic/fibrohistiocytic or myoid differentiation

Gy
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Differential diagnosis

A Melanocytic neoplasms:

A Melanocytomas (including those with specific rearrangements)
U Cutaneous melanocytic tumor with CRTC1::TRIM11 fusion

U Clear cell tumor with melanocyvtic differentiation and MITF gene rearrangement

A Melanoma, primary and/or metastatic

A Amelanotic cellular blue nevus

A Cutaneous clear cell sarcoma of soft tissue, primary and/or metastatic
A Nerve sheath tumors

A Soft tissue tumors with fibroblastic/fibrohistiocytic or myoid differentiation

Gy
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Differential diagnosis

A Melanocytic neoplasms:

A Melanocytomas (including those with specific rearrangements)
U Cutaneous melanocytic tumor with CRTC1::TRIM11 fusion

U Clear cell tumor with melanocytic differentiation and MITF gene rearrangement
A Melanoma, primary and/or metastatic

A Amelanotic cellular blue nevus
A Cutaneous clear cell sarcoma of soft tissue, primary and/or metastatic
A Nerve sheath tumors

A Soft tissue tumors with fibroblastic/fibrohistiocytic or myoid differentiation

Gy
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Cutaneous clear cell sarcoma of soft tissue

;34(2):216-22.

@ Cedars
@ qul Hantschke M et al., Am J Surg Pathol. 2010



Cutaneous melanocytic tumor with CRTC1::TRIM11 fusion

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

Gy



Dermal melanoma

Donizy P et al. Diagn Pathol. 2017 Dec 29;12(1):88.
Expertpath
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Cutaneous melanocytic tumor
with CRTC1-TRIM11 fusion Dermal melanoma

Gy



Solid Tumor Gene Fusion NGS Panel (SRCNGS) - 58 Genes

ALK
BCOR
BRAF
CAMTAL
CCNB3
cic
CRTCI
PDGFD
PGR
PHF1
PLAGI
PRDM10
PRKD1

Gy

CSF1
EPC1
ETVE
EWSR1
FOS
FOS8
FOX01
RAF1
RELA
RET

ROS!I
SRF

SS18

FUS
GU1
HMGA2
JAZF1
MEAF6
MKL2
MYB
STAT6
TAF15
TCF12
TFE3
TFEB
TFG

NGS fusion panel

NCOAI
NCOA2
NCOA3
NOTCH1
NOTCH2
NOTCH3
NR4A3
TRIM11
USP6
WWTRI
YAP1
YWHAE

NTRK1
NTRK2
NTRK3
NUTM1
PAX3

PAX7

PDGFB

Positive CRTC1::TRIM11 fusion

20
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Final diagnosis

A Cutaneous melanocytic tumor with CRTC1::TRIM11 fusion

Cedars
Sinai
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> Am J Surg Pathol. 2018 Mar;42(3):382-391. doi: 10.1097/PAS.0000000000000996.

Cutaneous Melanocytoma With CRTC1-TRIM11
Fusion: Report of 5 Cases Resembling Clear Cell

Sarcoma

Lucie Cellier 7, Emilie Perron 1 2 3, Daniel Pissaloux ', Marie Karanian 1,Veronique Haddad T,

Laurent Alberti ', Arnaud de la Fouchardiére !

Affiliations 4 expand
PMID: 29240581 DOI: 10.1097/PA5.0000000000000926

A 13 cases reported in the literature to date

A 12 of 13 cases had an indolent clinical course with:
A 10 complete excision, 1 incomplete excision, and 1 unknown
A No recurrence or metastasis (average follow-up 21 months)

A One patient experienced local recurrences and metastasis 13 years after initial
resection

Parra O et al, Biology (Basel

@o Ce.dqr..s Parra O et al, J Cutan P
Sinai
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Schematic diagram o€ERTC1:.: TRIMXdision

CRTC1 TRIM11

Chr. 19

CRTC1-TRIM11 Fusion

3’

Created with BioRender.com

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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JeenalGordhandagSerena Tan; Stanford

20ish M with a clinical history of hyperlipidemia, fatty liver now with
elevated LFTs (AS916, AL1347,AlkPhos76, Thikl.1, BMI 21)
























Differential diagnosis

U Unusual Steatohepatitis
U Storage disease

U Processing artifact

U Drug effect



Bietti's Crystalline Dystrophy

W

. Characterized by:

A Numerous tiny
glistening yellowwnhite
crystals aposterior
pole of retina and
corneoscleralimbus

A Atrophy of retinal
pigment epithelium

A Pigmentclumps

A Choroidal sclerosis

Garcia Garcia et al, 2019.



Bietti's Crystalline Dystrophy

A Described byiettiin 1937

A Autosomal recessive, biallelic mutations in
CYP4V?2 gene of cytochrome p450 family of
genes

A Prevalence of 1 in 67,000 individuals
A High incidence in East Agj&hina, Japan, Korea

A Decreased vision (2réth decade),
orogressiorto legal blindness (5th or 6th decade)




Bietti's Crystalline Dystrophy

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

A No proven mechanism to relate CYP4V2 function to free
cholesterol accumulation

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

A No functional impairment in noocular tissueg missing
histologic characterization in other tissues



170 Welch

FICURE 5
Case I. Photomicrograph of conju mtivalbiopsysuinedwid:ollmdﬁslwnglipldmnl
within the fibroblasts of the substantia propria x 800

Welch, 1977



Fig 10.—Case 1. Uitrastruc-
tural appearance of crystal
line spaces {(arrows) vari-
ably combined with granular
and csmiophilic material in
peripheral blood Ilympho-
cytes (top lefl, X 13000, top
right, % 110000, bottom left,
X44000; bottom center,
X20000; Dbottom right,
x22000)

Wison et all1989



LIVER, NATIVE, BIOPSY

Dx: HEPATOCYTES WITH INTRACELLULAR
CRYSTALLINE DEPOSITION (SEE COMMENT

Comment: f Is possible these findings
represent hepatic manifestation of this
crystalline dystrophy... superimposed drug
effect?)
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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,
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Differential diagnosis

A Endometrial endometrioid carcinoma with extensive squamous
differentiation involving cervix

A However, in this case:;
A PTEN intact, MMR intact, Betatenin: membranous staining
A Unremarkable endometrium on US

A Neuroendocrine tumor
A However, in this case: INSM, synaptophysin

A Adenoid cystic carcinoma
A However, in this case: SOX , MYB (ISH), ER+

A NUT midline carcinoma
A However, in this case: NUT IHC

A Squamous cell carcinoma

A Diffuse and strong 8
A pl6and highrisk HPV negative, bt

A Giant condyloma, HSIL
However, in this case:
A No koilocytosis

A Degree of proliferation, cytologic
atypia, complex papillae/architecture,
brisk mitotic activityg too much for
condyloma

A Features c/w exophytitype invasion



Differential diagnosis

A Endometrial endometrioid carcinoma with extensive squamous
differentiation involving cervix

A However, in this case:;
A PTEN intact, MMR intact, Betatenin: membranous staining
A Unremarkable endometrium on US

A Neuroendocrine tumor

Al 26SOSNE AY GKA& OFaSyYy Lb{awm > adyl L2LIKe a7
A Adenoid cystic carcinoma

Al 26SOSNE Ay (GUKAA OFAaSY {h: - wmn > a,. O6L{IlV )
A NUT midline carcinoma

LA A A “ . < Y e R e T
Al 26SOSNE Ay (KA - Lowsrisk L "'-'bw"i"-“"‘ LT TR e
. P - . ." ,‘t ‘ '6: Ay b
A Sguamous cell carcinoma HPV by ISH =~ - A o
. . . ’ ..;: v, e - ’ Cre S, % \
A Diffuse and strong p63 In this case . N aalin DA NP 4>
. . . * o BT s . )
A p16 and higkrisk HPV negative, b . IO A o N i S ¢
: RO st ot T SRl UM iy o 3 I S
A Giant condyloma, HSIL AR AT A e v T ST RS TR 2
However, in this case: ot Syr iy g AL STt PNV 2
) ) ¥ av ol ¢ 'Q.._r N (5- ,!_t‘,'.‘- o A “« ¥ & ;"
A No koilocytosis o Aoyhn TE AL R QR SSEW R e oL 0T T
. . . " Nl e -~ _ ¥ \.;. --Q' : (.‘,? ‘.(\'r . s :: e
A Degree of proliferation, cytologic R BRAry o Nah FE ST L R e
atypia, complex papillae/architecturq ., .+ ¥ AT e A sl s N
. . I P s S o e Vs Y L)
brlsld< rPItOtIC activityg too much for ,?l y._';:. §7e A *;
conayloma ‘ OF &S T e AT
: : : 2 N AT N L
A Features c/w exophytitype invasion ; AL T L LR
. . . - "‘tJ :.!‘ \'. » ,‘ /
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Final diagnosis

Papillary squamous cell carcinoma,
low-risk HPVassociated



> Am J Surg Pathol. 2013 Sep:37(9):1299-310. dot 10,1097 /PAS.0b013e31828bbbe4.

A A global study of 13,328 anogenital

Th ional role of low-risk h i I
e occasional role of low-risk human carcinomas46 LRHPV associated

papillomaviruses 6, 11, 42, 44, and 70 in anogenital

carcinoma defined by laser capture SCC were identified
microdissection/PCR methodology: results from a A 21 (46%) cervical
global study A 1 (2%) vaginal
4 _ A 5 (11%) vulval
N Nurla Guimerd . Belén Lloveras, Jan Lindeman, Lala Alemany, Miekel van de Sandt, 0
: g Maria Alejo, Gustavo Hernandez-Suarez Ignacio G Bravo, Anco Molijn, David Jenkins, A 4 99 /0) anal
= Antonio Cubilla, Nubia Munoz, Silvia de Sanjose, Francesc Xavier Bosch, Wim Quint, A 15 (33%) penlle

RIS HPV TTHPV WAPO study groups

A Two distinctive patterns:

E3 0
A HPV 6/11: o X
o Papillary, warty or wartypasaloid, g T .

squamous, or transitional histolog
0 Little or no p16 expression
o0 Young age

A HPV 70/42:
o Typical SCC
o Diffuse p16 expression
o Older age
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Original Article

HPV 6-associated HSIL/Squamous Carcinoma
in the Anogenital Tract

Marting Z. Liw Mo, Yin P, Hung aeooenp. Eric C. Huang moo. peo. Brooke E. Howitt mn..
Marisa R. Nucer Mo, and Christopher P. Crum, Mo

TABLE 2. Histology and immunohistochemistry

Case Histology plé p33

1 Anal condyloma with Neg +++ (HSIL)*
contiguous HSIL

2 Biphasic low—grade and Neg +++ (HSIL and
high-grade papillary SIL invasive SCC)
with microinvasion and
LN metastasis

3 Papillary SIL with superficial Neg +
invasion

-+ Fragments of papillary SIL ~ Neg ++

*Also contained a deleterious 7p53 mutation (see text).

+indicates weak; ++, moderate or focally strong; +++, Strong
and diffuse; HSIL, high-grade squamous intraepithelial lesion;
ND, not done; Neg, negative; SCC, squamous cell carcinoma;
SIL, squamous intraepithelial lesion.
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Papillary squamous cell carcinoma of the uterine cervix:
an immunophenotypic appraisal of 12 cases
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Table 1
Patient characteristics, treatment details, and follow-up

Only highrisk HPV
were investigated

Table 2

Biologic characteristic
utering Cervix

papillary squamous cell carcinoma of the

Patient Age  Race FIGO Presenting symptom Initial TX LVSI +LN Parametrial ~ Follow-up (months) HPV sta P53 , ?‘"67 v
(ycars) stage margins (hybnd capture) (PCR) Immunostaining immunostaining
1 45 W 1A2  Abaml Pap (CINII) RAH/IND N N N NED;84 1 NEG NEG 0 3+
2 35 H 1Bl  Postoital bleeding  RAH/LND N N N NED:16 2 NEG NEG 0 24
3 36 W IB2  Metromhagia Staging Lap/XRT N :b (ﬁ:(:r; N/A NED:20 3 NEG POS o 3+
4 3% B A Metrorhagia Staging Lap/XRT N N N/A Alive with Dz:22 4 NEG POS + 3+
s 37 B IBI  Metromhagia RAH/LND N N N NED;18 5 NEG NEG 0 3+
6 38 H  IBI  Abaml Pap (CIS)  RAH/ILND Y N N NED;33 6 NEG POS 0 3+
7 42 H 1Bl  Postoital blecding  RAH/LND N N N NED:24 - NEG POS 0 2+
8 45 H  IBI  Abaml Pap (CIS)  RAHLND N N N : 8 NEG NEG 0 74
9 57 W IBl  Postmenop bleeding RAH/LND N N N Dead w/Dz 39/Psoas . 5
recurrence GOG 169 9 NEG POS + 3+
10 67 B IAl  Abaml Pap (CIS)  TAHBSO N N/A N 10 NEG NEG 0 2+
1 70 W IBI  Postmcnop bleeding  XRT (EXT-5040cGy ICR-3600cGy) NA  N/A N/A 1 NEG POS + 3+
12 74 W IA2  Abaml Pap RAH/ N N N NED:26 12 NEG NEG 0 14+
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Case of rapidly progressing condylomatous squamous cell
carcinoma of the uterine cervix associated with low-risk
human papillomavirus type 6

Miho Masuda', Kaoru Abiko' @, Sachiko Minamiguchiz, Ryusuke Murakami',
Tsukasa Baba' and Ikuo Konishi'

Departments of 'Gynecology and Obstetrics and *Diagnostic Pathology, Kyoto University Graduate School of Madicine, Kyoto,
Japan

(a)




Take home points

AVery rarely, lowrisk HPV genotypes have been
Identified as the sole cause of cervical SCC

AHPV 6/11 associated SCC often show papillary
appearance

AClinical behavior of lowisk HPV associated SCC
IS unclear, but could be aggressive



22-1104

JasorKurzer 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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