SMARCA4-deficient Sinonasal Carcinoma

A Series of 10 Cases Expanding the Genetic Spectrum of
SWI/SNF-driven Sinonasal Malignancies

CHON: £8
v 5 R
2020-6-29




¢ 1986FHRIRIE
e |s undifferentiated

tract without glandular or squamous
not otherswise classifiable.

carcinomas

of the sinonasal

features

and

Ht

. '“J'_'L., H:Tﬁﬁ’% ”%*FE'ZB 5%, AIHRFE290. 02/100000, %43
FEREET, SEEFE (PHER50-605) .

. %Hﬂﬁﬁkﬁ*%, MW EEEFWIESE, ﬁlﬁlﬂ"ﬂ_EBijHPV@%,
2 SNUCEEI1EE.

. %H?%ﬂﬁﬁi’%%ﬁi%’i&lﬂ’]ﬁﬂm, AhJen AT B BB Bk L ER L A TR,
HFF?'EE e R NKEBIT a1, /d‘iFﬂﬁﬁ?r?%%"‘J” o

+ 2P, %EEEI’\JEK 23, 2. =R, EFMK. EW
F) , RIEEBHE.

o Kk wKXKTF4em, EEFHFEK, BENE, EHIAERMAEE

Sk




-
b

l“: T

'
L Vg




SNUCTR TR 2H 1L

« AE1/AE3+, CK7+, CK8+, CK18+, CK5/6—
. ﬁ?ﬂﬁ_t)"imarks- P40-, P63R]+,

o AT marks: CgAkt+ . synki+

e CEA-. 3100—\ CD45—, CR-



SNUC

=&
TAFHRIR A E RN

wil=
MEE, PAEFEE2. 118, 38, 58, 1084

ZA4. 3%, 34.9%, 31.3%.



S PATH
o NUTHRZRJE
| HC-NUT B3 3R =4
S5F— NUTEHE
 SMARCB1 (INI1) BrPatd 2z 25
|HG-SMARCB1 (INI1) I~ 3R1A
4y F—SMARCB128%%

H’]

S TYRRCLBTFIWHO

Carcinomas
Keratinizing squamous cell carcinoma
Nan-keratinizing squamous cell carcinoma

Spindle cell (sarcomatoid) squamous cell carcinoma  {ry. Recently, a subset of undifferentiatec

Lymphoepithelial carcinoma : : '
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Neuroendocrine carcinoma nohistochemistry has been reported. It is
Adenocarcinoma unclear whether these tumours constitute

Intestinal-type adenocarcinoma
Non-intestinal-type adenocarcinoma

a distinct entity {198}
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MATERIALS AND METHODS

e |HC:AE1/AE3, CK7, p63, CK5,CgA , syn, CD56, NUT, SMARCB1
(IN11),SMARCA2 , SMARCA4 (BRG1)
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o [m]JEIMEB T ZAFEAS: provided by the local ethics
committee of the Friedrich-Alexander University
Erlangen-Nuremberg (January 24, 2005 and January 18, 2012).
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RESULTS-Clinical Features

TABLE 1. Clinicopathologic Features of SMARCA4-deficient Sinonasal Carcinomas (n=10)

Original Predominant Initial Site/Time of Outcome/ Follow-up
No. AgelSex Site Diagnosis Histology Stage Treatment MTS (mo) (mo)
1 40/F  Right nasal cavity NEC Basaloid small T4N2MO  Surgery+RT — AWD (9)
+sinuses cells
2 S0/M Nasal cavity left NEC vs. ONB Basaloid small NA NA NA NA
cells
3 20/M  Nasal cavity left Large cell NEC Large and TANXM1 Chemotherapy Brain invasion DOD (3 mo)
rhabdoid cells
4 47/M  Sinonasal unspecified Large cell NEC Large cells T4NxM1 Chemotherapy Multiple AWD (8)
vertebral, liver
5 30/M  Nasal cavity NEC Large cells NA NA NA NA
6 41/M  Nasal cavity Poorly differentiated Large cells NA NA NA NA
malignancy
7 SI/F  Sinonasal unspecified Small cell NEC Basaloid small NA Surgery NA Died 3 mo after surgery
cells before planned RT
8 42/F  Left nasal cavity and Poorly differentiated Large rhabdoid T4NxM1 Chemotherapy Lung/mediastinal Died of progressive
maxillary sinus carcinoma cells metastasis lung disease at 7mo
at presentation
9 67/M  Right nasal cavity Poorly differentiated Large rhabdoid  T4NxMx NA NA NA
carcinoma cells
10 54/M  Left nasal cavity SNUC Nested large cells T4NxMx  Biopsy only NA DOD (1 mo)

AWD indicates alive with disease; DOD, died of disease; F, female; M, male; MTS, metastasis; NA, not available; ONB, olfactory neuroblastoma; RT, radiotherapy.
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FIGURE 1. Three of SMARCA4-deficient sinonasal carcinomas showed small cell carcinoma-like pattern covered by surface e

thelium which lacked dysplasia (A, B). Synaptophysin (C) and CD56 (D) as highly sensitive neuroendocrine markers showed or
very limited and weak expression. Loss of SMARCA4 is a defining feature of all cases (E). F, SMARCA2 was very weak but s

recognizable in the tumor cell nuclei (poor staining due to suboptimal tissue preservation).



FIGURE 2. This unusual SMARCA4-deficient sinonasal carcinoma (A) showed small cell pattern admixed with neuroepithelial-like
bland aggregates (arrows) and strongly expressed pankeratin (B). S100 was expressed in a sustentacular pattern (C). Same cel
population expressed Calretinin (D) and synaptophysin (arrows highlight nonstaining neoplastic cells amid these neuroepithelial
like elements [E]). F, Complete loss of SMARCA4 limited to the small cell population (sustentacular-like cells and inflammatory cell

are strongly positive).
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FIGURE 3. The large cell pattern of SMARCA4-defcient sinonasal carcinoma was closely similar to classical SNUC with prominent
communicating nests and aggregates (A, B) occasionally with extensive stromal fibrotic reaction entrapping minute nests (A inset).
C, One tumor showed focal abortive rosettes but lacked neuroendocrine differentiation by IHC. D, Another case showed admixture
of poorly cohesive medium-sized and large rhabdoid cells. CK5 was negative in the neoplastic cells, highlighting a few reactive
metaplastic squamous islands (E). F, Complete loss of SMARCA4 with strong retained expression in vascular endothelium high-

lighting the prominent nesting.
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RESULTS- Immunohistochemical Findings

TABLE 2. Immunohistochemical Findings in SMARCA4-deficient Sinonasal Carcinomas (n=10)
No. Pan-CK CK7 p63 CK5 CHgA SYN TTF1  CD56 ple NUT SMARCBI  SMARCA4 SMARCA2

| Pos Neg Neg Neg Neg +(wk) Neg +(wk) ND Neg Retained Loss Reduced
2 Pos Neg Neg Neg F+ + 4+ Neg + Neg Neg Retained Loss Retaned
3 Pos Neg Neg Neg Neg Wk+ Neg F+ ND Neg Retained Loss Loss

4 Pos F+ Neg Neg Neg ++ Neg Neg ND Neg Retained Loss Retamed
5 Pos ND Neg Neg F+ F+ Neg ND Neg Neg Retained Loss Retained
6 Pos ND Neg Neg F+ F+ Neg ND Neg Neg Retained Loss Retamed
7 Pos ND Neg Neg F+ F+ Neg ND Neg Neg Retained Loss Reduced
8 Pos Neg Neg Neg Neg Neg Neg ND Neg ND Retained Loss Retamed
9 Pos ND  Neg Neg Neg Wk+ ND ND ND ND Retained Loss ND

10 Pos F+ Neg Neg Neg 1+ Neg Neg ND Neg Retained Loss ND

CHgA indicates chromogranin A:; CK, cytokeratin; F, focal; ND, not done; Neg, negative; NR, no assessable results due to poor tissue preservation and/or staining
quality; Pos, positive; SYN, synaptophysin.
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