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Fla, 12,50 Verients of classic (istabiype) epliheiid sarcoma, A Angiomaloid HIERENNT SIS SNt YO0 e :

characlerized by a fascicular or whorled :”r:) Ep“h;l;m sarcoma. A Anglomaloid variant wilh epitheliid cells surrounding a cystic space filed with blood B Firome-tke var
ngement of plump spindle-shaped cells. CMymidvarianlshnwingm-ﬁk&mmticularan&rlganmtnfaphhaﬁufdoeﬂs\;ﬂhmamuE:-ric: ;amnant



Fig. 12. 52 Prummai—typa {Iarg&-ceﬂ} upllhaiimd sarcoma. A Luw-puwar magnification shows a multmndutar growth pattem of epithelioid cells with foci of turm::ur necrosis,
B Pleomorphic epithelioid tumour cells with abundant, deeply eosinophilic cyloplasm and enlarged vesicular nuclei with prominent nucleoli. C Aggregates of rhabdoid cells wilh
glass‘; Intranyluplaamic hyaline inclusions and eccentrically located, vesicular nuclei.
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Fig. 12 51 Classic (distal-type) epithelioid sarcoma. A Diffuse expression of keratin {CAME 2] B Simng nmmhranuus |m;numposmwty for Cdﬁd C Complele loss of SMARCB1
(INI1) protein expression in the lumour cells.
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SWI/SNF

O SWI/SNFE EHIRATPIRBIME R B AREEE SYIRIER R, FILAFIBATPIKER
THRERERBAUWRELENE, F%REFZH TIHE%IEDNA, AT
EREFEREI TR

O FYEERHLIMA SWI/SNF EE4ETRIRE RAEE N YIEE (HO) FIFEREs:
LB (SuC2) HIFRIK. EAXLEEEYIH, HORFHAX (SWD , SUC2RENEIEA
B2 (SNF) ERwrZEHY.

O SWI/SNFEESWIE—RINEEEMIT RN, EELRDNATGES AIEEEIER.




SWI/SNF

O SWI/SNFEEMIH AN ILZE: —RFBAFEESY), F—ILEPBAFEEY],

O SWI/SNFE &4 =28 B9 :

> SERTIZOTE (LT EEES 5N HEETS(DSB)IZE Fix

ERUIFRIZE)

ATPEG4 TP E —— BRG1(SMARCA4)/BRM(SMARCA2); BRG1(SMARCA4)

SWI3 —— BAF155(SMARCC1) & BAF170(SMARCC2)
SNF5—— INI1/ SNF5/BAF47(SMARCB1)

> IR MRSHET R (S MAndEREHEX)
PBRM1(BAF180), ARID1A(BAF250A) 25

> BT E (SBEMSERX)
BAF57 , BAF53A/B, BAF60A/B/C 1 B -actin 25




SWI'SNF
Family =

r SWUSNF-typeA-

BAF complex

_ Core subunit 9 SWI3:

- ATPase] BRM or BRG1 (SMARCAZSMARCAA)

BAF155 (SMARCCT)
BAF170 (SMARCCZ)

- SNF5 hSNFS/BAF4TIINI (SMARCET)

_ _ _[ BAF250A (ARID1A
signature subunit
BAF250B (ARIDTB

SWUSNF-typeB_

"[EBaF compiex]

= Accessory subunit <

- Core subunit =| SWI3:

Signature subunit

Composition

! Function

) Accessory subunit -

- BAFGDA/BIC (SMARCD1/2/3)
BAF57 (SMARCET)

BAF53A/B (ACTLGA/B)

— Actin: B-actin

- ATPase] BRG1 (SMARCAA)

BAF155 (SMARCCT)
BAF170 (SMARCC2)

- SNF5 hSNFS/BAF4T/INM (SMARCET)

BAF180 {PBRM1)
BAF200B (ARID2)

ERDT

~ BAFGDA/BIC (SMARCD1/2/3)

BAF57 (SMARCET)
BAFS3A/B [ACTLEA/B)

= Actin: g-actin
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BaF15s |\
SMARCC

E' Eﬂm subunils 058 I'Eplﬂil" and nucleotide excision tep-alr
() signature subunits Elongation and transcription
Il-.-:l ﬂmllw Subunits EE"'-I:!IIE'E., |:||"II:I|||EI'HHI|:||1, diferentiation and

sflem cell self-renewal
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INILSL T3 ik22q11.2, BT RhEHNHIER.
INILERR B R E B K EINEMESANFE.. IFHRBIESAR /S FE (AT/RT)
RRI, FEAESFIEERIZEIIESR.

BERINILK RIAEAEMER AN : ES, ERMEERMHILIEE, SHERERES.
ZHA ES 81%93% fmBITREK, rimB! ES 76%-95% R {BITRK .

FEERIEY . LT 19p13.2H9BRG- 1EE LN EL A SHLAAESEES
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MATERIALS AND METHODS

between 1980 and 2015

the Department of Anatomic Pathology, Graduate School of
Medical Sciences, Kyushu University, Fukuoka, Japan

selected from among > 20,000 cases of bone and soft-tissue
tumors

Sixty epithelioid sarcoma
proximal-type, 29 cases
conventional-type, 31 cases
Immunoreactivity:
—, ho staining
focal+, <25% of tumor cells reactive
+, >25% of tumor cells reactive



MATERIALS AND METHODS

TABLE 1. Primary Antibodies Used in This Study

Antigen Clone Source Dilution Antigen Retrieval Time
SMARCBI/INII 25/BAF47 BD Transduction Laboratories, San Diego, CA 1:250 Target Retrieval Solution, 99°C, 20 min
SMARCA4/BRGI G-7 Santa Cruz Biotechnology, Dallas, TX 1:25 Target Retrieval Solution, 110°C, 15 mir
SMARCCI/BAFI155 DXD7 Santa Cruz Biotechnology 1:50 Target Retrieval Solution, 110°C, 15 mir
SMARCC2/BAF170 E-6 Santa Cruz Biotechnology 1:100 Target Retrieval Solution, 110°C, 15 mirn
ARIDIA Polyclonal Sigma-Aldrich, St Louis, MO 1:500 Target Retrieval Solution, 99°C, 40 min
CAM32 CAMS5.2 Becton-Dickinson, Mountain View, CA 1:20 Trypsin, 37°C, 30 min

AEL/AE3 AELI/AE3 Dako Cytomation, Carpinteria, CA 1:1000 Citrate buffer, 99°C, 30 min

Glypican-3 1G12 BioMosaics, Burlington, VT 1:200 Target Retrieval Solution, 99°C, 20 min
SALL4 6E3 Abnova, Taipei, Taiwan 1:1000 Citrate buffer, 99°C, 20 min

ERG OFY BioCareMedical, Concord, CA 1:100

Target Retrieval Solution, 99°C, 20 min
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RESULTS

TABLE 2. Clinicopathologic Features in SMARCB1/INI1-preserved Epithelioid Sarcoma

Case Age (v) Sex Site Size (cm) Rhabdoid Cell Mitotic Count Tumor Necrosis Prognosis
Proximal type
P-T] 76 M Chest wall 15 - 3 1 12 mo DOD
p-2 a7 M Abdominal wall 15 + 3 1 2mo DOD
P-3 15 M Thigh 10 + 3 2 6 mo DOD
P-4 4 M Thigh 15 + 3 2 3mo DOD
P-5 41 M Axilla 10 + 3 F. 4 mo DOD
P-6 65 M Forearm 7.0 + 2 2 3mo DOD
C ntional type
C-1 8 M Lower leg 2.5 + 155 mo NEL
-2 33 M Hand 1.3 — 1 0 NA

DOD indicates dead of disease: M. male: NA . not available: NED. no evidence of disease.

52451 INI1 k5, 85 INI1 fRE8
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Table 1.1 Definition of hislopathelogical paramelers in the FNCLCC grading system

Histological parameter

Tumour differentiation
(see Table 1.2)

Definition

+ Score 1: Sarcomas closely resembling normal adult mesenchymal lissue
and potentially difficull lo distinguish from the counterpart benign
tumour (e.g. well-differentiated liposarcoma, well-differentiated
lelomyosarcoma)

+ Score 2: Sarcomas for which histological typing is certain (e.g. myxoid
liposarcoma, myxofibrosarcoma)

+ Score 3: Embryonal and undifferentiated sarcomas, synovial sarcomas,
sarcomas of doubtful type

Mitotic count (established on
the basis of 10 HPF; 1 HPF

+ Score 1: 0-9 miloses per 10 HPF
+ Score 2. 10-19 miloses per 10 HPF

measures 0.1734 mm*) v Score 3. > 19 miloses per 10 HPF
Tumour necrosis + Score 0: no necrosis
+ Score 1: < 50% tumour necrosis
« Score 2. 2 50% lumour necrosis
Histological grade + Grade 1: tolal score 2, 3

« Grade 2: total score 4, 5
Grade 3: total score 6,7, 8

FNCLCC, Fédération Nationale des Centres de Lulte Contre le Cancer; HPF, high-power field

Modified from {494}



RESULTS

TABLE 2. Clinicopathologic Features in SMARCB1/INI1-preserved Epithelioid Sarcoma

Case Age (v) Sex Site Size (cm) Rhabdoid Cell Mitotic Count Tumor Necrosis Prognosis
Proximal type
P-1 76 M Chest wall 15 - 3 1 12mo DOD
P-2 57 M Abdominal wall 15 + 3 1 2mo DOD
P-3 15 M Thigh 10 + 3 2 6 mo DOD
P-4 74 M Thigh 15 + 3 2 3mo DOD
P-5 4] M Axilla 10 + 3 2 4 mo DOD
P-6 b5 M Forearm 7.0 + 2 2 3mo DOD
Conventional type
C-1 8 M Lower leg 2.5 + 155 mo NEL
C-2 33 M Hand 1.3 - 1 0 NA

DOD indicates dead of disease: M. male: NA . not available: NED. no evidence of disease.
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RESULTS

TABLE 2. Clinicopathologic Features in SMARCB1/INI1-preserved Epithelioid Sarcoma

Case Age (v) Sex Site Size (cm) Rhabdoid Cell Mitotic Count Tumor Necrosis Prognosis

Proximal type .
P-1 76 M Chest wall 15 - 3 1 12mo DOD
P-2 57 M Abdominal wall 15 + 3 1 2mo DOD
P-3 15 M Thigh 10 + 3 2 6 mo DOD
P-4 74 M Thigh 15 + 3 2 3mo DOD
P-5 4] M Axilla 10 + 3 2 4 mo DOD
P-6 b5 M Forearm 7.0 + 2 2 3mo DOD

Conventional type !
C-1 8 M Lower leg 2.5 + 155 mo NEL
C-2 33 M Hand 1.3 - 1 0 NA |

DOD indicates dead of disease: M. male: NA . not available: NED. no evidence of disease.
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Survival

RESULTS

1
ES with INI1 (+) v.s. P-ES with INI1(-)|P=0.003
ES with INI1 (+) v.s. C-ES with INI1(-)| P=0.005
on i P-ES with INI1 (-) v.s. C-ES with INI1 (-)} P=0.3
|w
0.6 -
P-ES with INI1 {-) (n=21)
=
0.4 -
&
| C-ES with INI1 (-) (n=28) |
Dz | F ik
£ i
ES with INI1 (+) (n=7)
n ] 1 L] 1 ' ] |
0 50 100 150 200 250 300
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RESULTS

TABLE 3. Comparison of Overall Survival Between the Various 2 Groups

Group No. Cases P
SMARCBI/INII-deficient epithelioid sarcoma of > 5cm in size 23} 0.00006
SMARCBI/INII-preserved epithelioid sarcoma of >5cm in size 6 '
SMARCBI/INII-deficient proximal-type epithelioid sarcoma ol =5 cm in size 9 0.001
- ] -1y ] 1(}] _ > 5¢cm 1n si1ze 6 '

MARCBI/INII-deficient epithelioid sarcoma of >7cm in size ]3} 0.0006

MARCBI/INII-preserved epithelioid sarcoma ol =7 cm 1n size 6 '
SMARCBI/INII-deficient proximal-type epithelioid sarcoma ol = /cm in size 5 0.01
SMARCBI/INI1-preserved proximal-type epithelioid sarcoma of =7 cm in size 6 '

By RN B, INIL+ES BEETIEEE



RESULTS

TABLE 4. Immunohistochemical Profiles in SMARCB1/INI1-preserved Epithelioid Sarcoma
Case  SMARCB1I SMARCA4 SMARCC1 SMARCC2 ARIDIA CAMS2 AEI/AE3 GPC3  SALI4 ERG

Proximal type [NI1 BRG1 BAF155 BAF170
P-1 + + + — + Focal+ + = — —
pP-2 + + + 2 - Focal+ - - —
P-3 + + + " 1 + Focal+ Focal+ Focal+ — —
P-4 + - + + + Focal+ Focal+ — - -
P-5 + — - + + + + — - —~
P-6 + |+ (mosaic) — I + + + + — — —

8l INI1 fREE BTG Be Rl LU MixE— R R R AL 54
145 BAF170 Se&fhsk

245 SWI/SNF & S48 X5 I £ 51 B8
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DISCUSSION

O ZERR26imBmGRESWI/SNFE SRz O T RER, EFHFIIERED—MHZ D
TEEHANTEHEK, XERSWI/SNFESYITREPEIS ] se STER L £ E T E X

O FAEINIERER LB A PR SN HIE. i, EREEFHESAVFSIER L
BRI HSWI/SNFE S T EEHRIFBRIE. MAERMART, XEINILR
B LEHRABREREEESYMNEMmIE, rf REESAFFE. FEik, SWI/SNF
HHX ERRERZ A 5E 518 S A+ LRABRZ 7SHEK .

O #k, REAWARPE26EIRE FEHFREZR T SWI/SNFE S0 L £E AT E
Tk, XRATEERHSWI/SNFE S480 E M2 773 SWI/SNFEE R a8 T4/l H1 A B 28 Bk
M. AT IEBASWI/SNFEE YR FZEN EEHRAENMELENER, TEEXER
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DISCUSSION
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DISCUSSION

O BRG1-TSTiaHRZE, PANEFHAATITH

Riz5 ES £33, JLEZINIL+ BRG1-ES
—m_m—
BRG1- TS 6/12 (50 %)  10/12 (83 %) 10/12 (83%) 7/10(70%)  10/12 (83 %)
CES/DES 0%~5%
PES 0%"~25%
INI1+ ES 0%

kd LOTIINT IIL ARE—JIINIL T LO | JJ1ARAIYAHY 1T DT 781

ES-like HE 50% 10/12 (83 %)  FOSB+
CES/DES + + ; 13/24 (54 %) -
PES + 4 _ 5/20 (25%) -

INI1+ ES + + - 0% -



Conclusion
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