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FUBR O A | pz B4 (flat epithelial atypia : FEA) 12,
FLIR#® TDLU (terminal duct lobular unit) (245 U % 351k
AT, HED D\ ITEE O R 2 £ 5 I i X
NFEPIRE L ER SN TWAY, §T4b5 FEAR
low-grade DCIS (ductal carcinoma in situ) DA% & FELLL 72

Cytological findings of flat epithelial atypia of the breast

Aina YAMAMOTOY, C. T, Sachiko NAGUMOV, C.T,, C. EL A.C,,
Yayoi TABATAY, C. T, Junichi ASHIMURAY, C. T, I. A. C., Tsutomu
KASUGAIY, M. D., Eiichi SHIBA?, M. D.

DDepartment of Pathology, ?Department of Surgery, Osaka Breast
Clinic

awSCRURIEE R G T 553-0007 KBRTHREXRR 1 D 13 0 8 [EH
BATA SR T VA M) = 7588 (DRSS

A 245 8 H 11 HAd

245 8 H 25 HZH

FE b0, WO R PEMBROFIR{E L ShTwn
5. F7, KOOI ABF (G5 18 W) T, AL
P95 % (atypical intraepithelial lesion) 2438 &, FED
FEHIG 72 S B ERICRA Z L) RED—D L LT
FEA 220, RS ERAED Y A 7 RWERHENE &
LCOBRDHEMONRE o TWBY, FRIEAE, I
ARGZDOERR< VTS 7 4 OHEFRIZE Y, OIRILHZ
DRI & 2T #1448 (core needle biopsy : CNB) @
WA 5 #4, FEA SRR SN ABEEA 2 C& /2. Zhuc
I DFBHEEOMIENE LTSNS L) ICR-TE
TW5h.

FEA X, 2h T TORETET4 % BHERREAR MR O
LRI R, SHICEHELMILZ (fine needle aspira-
tion : FNA) 12 X 2 i idMisd Th%w., SN, bhvbh
X FNA (2B} % FEA SEB OB 20 RoMET 217 - 72
DTHET 5.
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Table 1  Results of FEA aspiration cytology and histological diagnosis
Histological diagnosis
Case Age Cytological diagnosis Biopsy pathology
—— Surgical pathology
CNB  ST-VAB
1 45 Indeterminate — — FEA
2 50 Indeterminate FEA — FEA with DCIS
3 46  Suspicious for malignancy — — FEA
4 50  Suspicious for malignancy =~ FEA — DCIS
5 51 Indeterminate — FEA —

CNB : core needle biopsy, ST-VAB : stereotactic vacuum-assisted breast biopsy

Table 2 Mammographic characteristics of FEA
Calcification
Case Breast composition Findings Category
Morphology  Distribution
1 Extremely dense FAD — — 3
2 Heterogeneously dense Calcification Indistinct Grouped 3
Amorph
3 Heterogeneously dense Calcification ,0 rp o.us Grouped 3
and indistinct
4 Heterogeneously dense — — — 1
5 Heterogeneously dense Calcification Pleomorphic Grouped 3
FAD : focal asymmetric density
I WRERFE 111 5 &

2019 4EI2 M4 7 ) = v Z 12 B W THLIE FNA 25547 S vz
3008 TED ) B, $HAEMD B\ IZHVEFI) B 2R R TR EIR R
FMICFEA L BW SNz 5 82 R E L7z, Zo5F0M
WEFMMALEONIE, CNB26I, 27 L+ 44 K TSI
THREAEM (stereotactic vacuum-assisted breast biopsy : ST-
VAB) 1%, 42 6T s, CNB 2 BlIEICHFY
YIBRAShE4T S, 1 60id DCIS 28HARCTA 5 1, 1 #1id FEA
2 DCIS 284 PF L C\7z (Table 1). ST-VAB 78jtfT & 7z
160, BIE7 0 —7 v 7 Th 5. WHEHMEEA L HE
geti B X OF Cytokeratin (CK) 5/6 & CK 14 Okt
Yt %47 o 72, FNABEARIE No. 22 7 — ¥ O LRI 5 |4
2, @EOIFIC L DRI 72, SRIMIIZIZA Z 4 F
AT AR EMF T EBIRBE W KT AR ITmEE L,
Papanicolaou 4¢ft %47 - 72. FNA oMz i, &5
EHERB XTSRS 2 LMo E R &%
B LBGT 21T o 72, YIBRAEM T DCIS 232072 2 BB
WTlE, DCIS ofifis &5tk La #4772, F/2, K07
BOAEE 70 v LBR 20 A1k 2 75 3~ PR IR LS B T, 10
Kz 1+, 10 L E 30 k% 2+, 30 P E% 3+ &
EFLHLT.

1. FEA OERIKRFTR

FEBIIE 45~51 D ZYET, e TIIRER 2 1 B0 72
A4 BNEIERNTH > 72,

RVEZT T 4T, LBNZIER ARSI AL (focal
asymmetric density : FAD) Z & 3, 3 BNCEHELEO A
KL &7z, T 4 61ix Category (LLF C) 73T
C3THo7z. L2L, 1HIEREZERLAZT ClI1THo
72 (Table 2).

AP W RT T, 2 B & LCHi S, 3 A
JEERMRETH - 72, BEIE 5~24 mm T, 2 BT
Z, 3PNCHRE Za—2 7. /2, i & sIRE T
a—% & 2D 721 H11X Category (LT C) MY ICH
WT C4 T, 1IND4BIEC3THo7 (Table3).

2. FEA ORIEMEBFZHMR

I PLALRE T i % Table 4 \Rd . HLRILE 2 MK+
LR 2 B~FREOBHER LHBETH D, K
ECBIRO B LT, BOKE SRBEL E ORI
BEZLOPLIKMWL DT TEIELETTHo72. F
7o, BEMBEEERL’Z L, 13 ALPIHEIROEEZ
RLTW7z (Photo. 1). WIEIZ MR IKIL A % 780 B IE
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Table 3  Ultrasonographic characteristics of FEA

Case  Opinion Size Vascularity Echogenic foci Category

1 Non-Mass 24 mm + - 3

2 Mass 5mm - + 3

3 Mass 10 mm - + 3

4 Non-Mass 16 mm - 3

5 Non-Mass 12 mm + 4

Table4 Histological characteristics of FEA
o Immunohisto-
Case Nuclear Nuclt?ar Overlapping Columnar Calcification Decap1tz.1t1on chemical staining
shape atypia cells secretion ——————
CK5/6  CK14
1 Moderate + + - + - -
2 Round Moderate + + - - -
3 or Mild + - + - -
4 elliptical Mild - + - - -
5 Moderate + + + - -
BIRe, S HEMICWr B MG E A B IER b 7. Zhbo YIBE AR T DCIS 235 4E L T 7z 2 B, 161 % &5 A

R34 CK5/6 £ CK 14 23EE:TH - 72 (Photo. 2).
3. FEA OZFRIKS|HAZE2RAE & M3 RIFT R
5610 ZH L, HRIKEEDY 3 6, ELEEEAHY 2 4

T&H -7z (Table 1).

MR 22 09Pr J % Table 5 12”9, BRATHIE, EhwT
HotzbDiE 3, LRV E 1B, $EO55UW
Wy kA E R 2 b O L BIA SN F /2, fIKAL
3 BNCEED 5z (Photo.3). I DAIKALIE, FhERIE
EOREEIHPLZDI0HEEVKEZDODDETIEEE
ThHolz. Tz, BRIIMNERLBAEIE L E4TH -
7z 260 20 AR EO ARSI L TH D, 1611 300
fEL E o AR L Z B 7z

LREMEOMBER TIX, HZMER (cluster of
monotonous cells) #&HNZFRD. T OHF L MIgER
Eid, N/C HATK E < KA A 73 < 385 2 A% T e & L
HI Ze Ml By 2 PR ORI T % (Photo. 4). 2 b
3 2~3 EOBELERMMEZE) SO, 1ENSH 25T
Y — MROMBBERE LTAON. £72N/CHOKE
W PRI 2S8R A PE B & OHIEIRECH % 29 % /NE
& LTHA LNz (Photo. 5). MEKRELAI %2 23 2 b DI 34,
AR 7 LB 25 S B3 2 M id 3 + A3 2 41,
1+23261CTH -7z, T s LEMEoRIEBsBhRalE):
SHEMIET, 7u~F viMBRIk e L, Bk (L
W) #R2LCwie BRI 4R o diz i YRR
JusE (9 LRI ASIRAE L 72 2 MBI R ) 2320 %
IEBIAS 1 Bl BTz

dE 1BNEEEE N E Lz, 26D b, SIS L
72 1812 DCIS & HR2 LB o8& D% % i 2 Mlfa sk
F2SHBIL Tz, F72, FIARIRAII 2 Bt C 2 B0
7o BWEEEN L L7z 160, HRRECY) 2 5297 2 FIARIRAIT
MEHHBHLTHY, Mk HM L7z DCIS 2 5 i
AONhoTz.

§ 7% bHH FEAOMIGIE, AUBEEMEOZ L&
EFREAL, PRI ERZMIBER O MBSO 5
N7z MERECS R KL A 70 o LB 20 65 A1k 0 PO AR R
Mzl d a2 e0% L, FAKLEE) 2L A
—DTh-o7.

Iv. *# 3

FLWE o FEA 1%, 2012 £ WHO 75558 4 i CT#ld TH
WHNZIFRTH Y, #7212 CCLs (columnar cell change
and columnar cell hyperplasia) DIEIZ/HH S 725, BIED
2019 4O WHO 43345 5 BiiCid, B B PERNZE S &
ORI BRI ZE (benign epithelial proliferations and precursors)
DOEHMET SN, FWo TDLU i24: U % UDH (usual
ductal hyperplasia), CCLs, including FEA, ADH (atypical
ductal hyperplasia) &3S CTw5Y, CCLs &, MiEE
BB o #FHC & ) 3R L 72 TDLU 12 A S 5 Z1L T,
1~2 @ F TOMMERMIEZILTH S CCC (columnar cell
change) & FIM:MINL BRI (3 LI L) TH 5 CCH (colum-
nar cell hyperplasia) (2 KB E 5. FEA (3% BRI
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a b
c d
Photo. 1  Flat epithelial atypia (HE staining).a : Case 1, x20.b : Case 3, X10.c : Case4, x20.d : Case5, x20.
a-d : The dilated acinus is lined by 2 to several cell layers of columnar cells with nuclei that are round or elliptical in shape. d :
Apical snouts and calcifications are present.
a b
Photo.2  a, b : Case 1. Immunostaining for high-molecular-weight cytokeratins, such as CK5/6 (a) and CK14 (b) shows negative (a,

%20, b, x20).
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Table 5 Cytological characteristics of FEA

Cellular arrangement

Case Cluster of

Columnar cells

Calcification Background

monotonous cells Palisading  Scattered

1 + +
2 + +
3 + -
4 + +
5 + -

1+ - Clear
3+ + Clear
1+ + Mucinous
3+ - Clear

- + Unclear

Scattered columnar cells were classified as follows : 1+, <10 cells ; 2+,

<30 cells ; 3+, =30 cells.

Photo. 3  Case 2. Cluster of monotonous cells and calcifications
are seen (Pap. staining, X40).

12, BdH< ¥H—, B/MRIZH 72 7% v low-grade DCIS @
B & HT AR 1 A S OFIICES T2 L s
TWaW, F w11, FEA %X CCC - CCH
EHARTHBHINEEDLS {, EMEE2 M) FEAIZEEZ
DR WERNCHEAREZ T LW ERE SN TWAY,. LIFL
SR CHIBE W EA T 5L ENTWAELD,. bivbhds
FEER L 72 FEA b Bl O BAHFR =T AIC B W T, kL
B ERRRT 2 LRIZMEROERE T, 2~%E oM
ez LA THIE S BT 2SS 0, 412 DCIS % 1
IEFNIBVTIL L Y MVEZH LTz T2, 5l
FIKEAE & W W TR & iz, bhvb SRR L 72
FNAJEFIIZ 3BT b ik & B L 72 FTER o bR A 51 42
{7 (Photo. 5).

FEA\ZHMTHAET 5 Z L3 EFNT, ADHX DCIS & D
BUHDBLVEINTVEY, bhubh sk L7z FEA IZ
BT HHEHOYIBREEAIZ 33T DCIS 2 4 9 52523 2 1
A Oz, BIEFEAILBRIGEZ MIT 570 3 F & F ik

AR ENTVDEA, SHEMTIZFWES NS N T
WIREME 2 RBHICB &, BRI L P 2R IR ATk H i
5.

CCLs & FEA O¥Z X, ¥~V EZ 57 4 OBUNIIRALAS
RO L 2 DIGED LWL bbb ASEE L 72 5E
BlZBWTIE, 3Blic~ Y B 5 7 4 CTEBEEOLIRALDS
et &, FNAIZBWTH FHEBNIARKAEDSERIL S T
2. ZOZESAIKALIEZ FNAIZ BT 5 B 2 B R
ThY, AKMLOFELHEIRMIAZZ AT &1L, WEDID
RN EN B2 BT L RE L TEETH S,

WHO % 5 B2 3BT, FNAIZHBF 5 10 610 FEA jiE 6l
DOEEZFTLML TV AW, ZhIZ X B & FEA DM
WA, B R USRS R s 20 ST g 2 — MRT, 8§
BED B REO R AL S A3, FLBUIRIESS R & 2 b O #
Waspies e bEAR L L LTwaBW, $72, CCLs i FNA
TRMEEICZHMTELDLITITREVERRTWS. bhtb
NDSHEER L 72 FEA 5 #10 FNA QM2 i, &5
FENNTH - ERANS {, FEMEOMBBER TIZHH
AL 2 2PNz, ZOHRFLAMBE & 38
MiED SHEME, 7 a~F 2 3Bl onge UBSK (7
M) 2L, N/CHATKE S KIRFD % < i o 724% ThE
WEN, LB BN RMERESTH L. I
513 1~3BREDEME LTHIET L2 LM TH -
72, ZOHFHZMIEERNZ DCIS 125\ T H H iy 2 /i
FHTRO—>TH 5. Low-grade DCIS 1%, HMEFHINHE
BLHI D > 72— B TR SN 512, FNATIZZ 0¥ —
BRUEARI S NG &, § RO KNS % idif gl
X0 P MBERE LCBIgsNA. ORI
AP 25 ) BRI E 720, FEA Z#E T 59 2T
DEELMBEITRO—DTHILLEZLND. —T, FH
%Y — MRERIZARHFE % EORMHRETH MBLZ
Wi BT 28605 5%, N/C o BIcE ¥
LI ETHMHEOENSTEICEY B EEZONDL. T2
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Photo. 4  Cluster of monotonous cells (Pap. staining).
a, b : Case4.(a, X20,b, x80)
c,d : Case3.(c, X20,d, x80)

FEA 13, MIFIRECH] R A2 AR IS Bl 2 N/C DR &
WHARMIIE 2520 2 Z L B TH - 72, THIFHAIR
Ml SHESE SN B & v 9 FEA ORBERFAT 2 X KX
ML 72t R ERR D EDTE B,

bbb AL 72 5 BIOMILE I X, 2 6 & EEEE»
EL3BNIEMZRETE VDB INEEE L7225, 1k
WELIREEZW L7263 %25 72, FEAIZFIEYHZT
B B I2OMKRNIERT 5 2 EAEEZD, S OWE 25

FEAZH#EETE T L LSEREIERET LI LIIWHET
otz MRAT, G, EHOFRIZLY, HEMBEO
—D L L TFEAZ TR E 0L ->TL %L
Hbhs.

PLAE,  FLRE O TR R O @IS R E R R P 7 8 4
T & RET B HWTHIRINEE 5D N 56121384
WA —EINE SND. Z D720 FU FNA X AME 2
HBHD, MEOERRL~ VTS T 7 4 QAL UMl
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Photo. 5  Case 4. Columnar cells : cells arranged in palisades,
with some scattered cells (Pap. staining, % 40).

ZWIASR®O b, FEA ZHEEMEO—>2L LTEITFL 2
L, WifREB X OB A L OO KPS B HETH S
EERD.

FHLIE, PRI REFBMRE D ) LA
Tafbodilhizh), TRELVAZEELERRTLVA MY
= 7 RSN BRIFE RIS L E

Abstract

Objective : We studied the cytological characteristics of flat epithelial
atypia (FEA) in fine needle aspiration cytology (FNAC).

Study Design : We selected 5 cases of FEA diagnosed at the Osaka
Breast Clinic in 2019.

Results - The cytological diagnoses included 3 cases labeled as “inde-
terminate” and 2 cases labeled as “suspicious for malignancy.” We
observed a clear cytological background in almost all the cases and cal-
cified material in 3 cases. All cases showed clusters of monotonous
cells. Columnar cells with large N/C ratios showed a palisading
arrangement in 3 cases and were found as scattered cells in 4 cases.

Conclusion : Our observation showed that we could recommend

core needle biopsy for the diagnosis of FEA with FNA. We think that it
will become possible to diagnose FEA by FNA through accumulation of

more cases.
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Fig.1 A : PC9 cell lines were divided equally into 2 disposable tubes after overnight fixation in CytoRich Red (CR-R). The tubes were
then stored for 10 days at room temperature (1) and at a low temperature 4C (2), respectively. Tubes containing PC9 cell lines that
had not been fixed in CytoRich Red (unfixed) were stored for 10 days at low temperature as a control samples (3).
B, C : PC9 cells not fixed (unfixed ;: 4~8) and fixed (fixed : 9~13) in CytoRich Red were divided equally into five disposable tubes.
All samples were stored at a low temperature 4T for different periods of time (2 days, 4 days, 6 days, 8 days and 10 days).
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Fig.2  Quantitative and qualitative analysis using NanoDropOne.
Genomic DNA was successfully purified from PC9 cells
fixed and not fixed in CytoRich Red. The amount of
extracted DNA from the samples stored at room tempera-
ture (1) was lower as compared to that extracted from
samples stored at a low temperature 4C (2, 3).
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No.4~8) ® DINftiiL, 8.0 (2 H), 7.8 (4 H#), 8.4
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Fig. 3  Analysis of the DNA integrity number in PC9 cells stored at room temperature (1) and at a low
temperature 4C (2~13), using an Agilent 4200 TapeStation system.

A : Storage at a low temperature 4C (2, 3) protected against DNA degradation, as compared to
storage at room temperature (1).

B, C : No significant differences were found in the DIN in the PC9 cells stored at a low tempera-
ture 4C up to 10 days (4~13).

Table1 Comparison of the DNA yield and quality at different temperatures
Room temperature Low temperature
No. Materials Age
DNAvyield (ng/ul) A260/280ratio DIN DNAvyield (ng/ul) A260/280ratio DIN
1 Ascites 56 F 53.5 2.25 7.3 54.2 2.23 8.1
2 Lymph node 70 M 161.1 2.13 6.0 326.9 2.00 6.9
3 Ascites 51 F 284.4 2.13 5.3 455.9 1.96 6.7
4 Ascites 64 F 84.0 2.29 6.0 107.5 1.99 8.0
5  Pleural effusion 70 M 220.5 2.14 41 503.9 1.98 7.1
6  Pleural effusion 69 M 2744 2.18 6.5 308.5 217 7.1
7 Ascites 57 F 488.6 2.13 6.2 1183.4 2.11 6.7
8 Ascites 43 F 236.7 2.27 6.5 258.1 2.20 7.6
9 Ascites 57 F 91.4 2.40 2.9 105.4 2.28 6.5
10 Ascites 50 F 261.9 2.14 6.8 486.5 2.05 7.3
11 Ascites 57 F 231.0 2.06 51 579.0 2.11 7.3

DIN : DNA integrity number

(2HM), 72 (4 HM), 6.6 (6 HH), 6.7 (8HM) B X
64 (10 HE) %R L7 (Fig. 3C). LBC #ifk® DIN fii
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Table 1 122 & R TZ 21 10 HEPRAE S 7z LBC
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T BRI 21T 72 LBC Mtk DNA &= L AR (Ageo/

Asgo) DHYLEIX, 231.0ng/ul, 214 THo7=DITHFL,
RIRPRAETIE, 3269ng/ul, 211 TH Y, =i & AR
» DNA & (p<0.001) & (Asso/Azso) (p=0.007) 23
Wr 7 (Fig.4). DNAREICBWT, SERRAEE1T-
72 LBC #efk @ DIN fED i defiilx, 6.00 (5 2.90~HK K
7.30) THo7z0IK L, KREATIE, 7.10 GRS 6.50~
&K 810) THY, Hik &L ARRAED DIN HIZ#E V% R
7z (p<0.001) (Fig.5).
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Fig.4 A : Comparison of the DNA yield at room temperature and at a low temperature 4C. The
amount of DNA yield was significantly decreased in the clinical samples stored at room tempera-
ture as compared to that in the samples stored at a low temperature 4C.
B : Comparison of the DNA quality between samples stored at room temperature and at a low
temperature 4C. The quality of the extracted DNA was evaluated at an absorbance ratio of 260
nm to 280 nm  (Azs0/Asso), using NanoDropOne.
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Fig.5 Comparison of the DNA integrity number between sam-
ples stored at room temperature and those stored at a low
temperature 4C. Storage at room temperature led to a sig-
nificant degradation of the nucleic acid quality.
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Abstract

Objective : Nucleic acid analysis is an important diagnostic tool for
the diagnosis of disease or determining treatment options. The aim of
this study was to examine the effects of the cell sample storage temper-

ature on the nucleic acid quality in liquid-based cytology samples pre-

pared using fixed in CytoRich Red.

Study Design : We investigated the effects of the storage temperature
on the DNA yield and quality, as measured by the DNA integrity num-
ber (DIN) and purity (Ase/Asso). Culture cells (PC9) and clinical
samples (n=11) were fixed overnight in CytoRich Red and then stored
for up to 10 days at room temperature or at 4C in a refrigerator.

Results : The DNA quality of the PC9 cells fixed in CytoRich Red was
adversely affected by storage at room temperature, but not by storage
at 4C for up to 10 days. In the clinical samples also, the amount of
extracted DNA decreased with storage at room temperature (p<
0.001), whereas low temperature storage protected against DNA degra-
dation in the samples, as assessed by measurement of the DIN and
purity (Azeo/Asso) .

Conclusion : Since the storage temperature influences the nucleic
acid quality of the samples, cytological samples should be stored under
refrigeration at around 4C.

X

1) Velizheva, N. P, Rechsteiner, M. P, Wong, C.E., Zhong, Q.,
Rossle, M., Bode, B., et al. Cytology smears as excellent start-
ing material for next-generation sequencing-based molecular
testing of patients with adenocarcinoma of the lung. Cancer
Cytopathol 2017 ; 125 : 30-40.

2) Abe, H., Kawahara, A., Azuma, K., Murakami, Y., Takase, Y.,

Naito, Y., et al. Copy number gain in recurrent anaplastic lym-

phoma kinase (ALK) rearrangement-lung adenocarcinoma in

the pleural effusion. Diagn Cytopathol 2018 ; 46 : 744-747.

Kawahara, A., Abe, H., Murata, K., Ishii, H., Azuma, K., Takase,

Y., et al. Screening system for epidermal growth factor receptor

3

N

mutation detection in cytology cell-free DNA of cerebrospinal
fluid based on assured sample quality. Cytopathology 2019 ;
30 © 144-149.

Nambirajan, A., Jain, D. Cell blocks in cytopathology : An
update. Cytopathology 2018 : 29 : 505-524.

Tanaka, R., Ohtsuka, K., Ogura, W., Arai, N., Yoshida, T., Naka-
zato, Y., et al. Subtyping and EGFR mutation testing from blocks
of cytological materials, based on liquid-based cytology for lung

4

fg

5

N2

cancer at bronchoscopic examinations. Diagn Cytopathol
2020 ; 48 : 516-523.
Abe, H., Takase, Y., Sadashima, E., Fukumitsu, C., Murata, K.,

Ito, T., et al. Insulinoma-associated protein 1 is a novel diagnos-

6

Nl

tic marker of small cell lung cancer in bronchial brushing and
cell block cytology from pleural effusions : Validity and reliabil-
ity with cutoff value. Cancer Cytopathol 2019 ; 127 : 598-605.

Xie, F, Zheng, X., Mao, X., Zhao, R,, Ye, J., Zhang, Y., et al. Next-
generation sequencing for genotyping of endobronchial ultra-

7

~

sound-guided transbronchial needle aspiration samples in lung
cancer. Ann Thorac Surg 2019 ; 108 : 219-226.
Zhang, Y., Li, J., Hua, P, Liu, N., Li, Q., Zhu, X., et al. Targeted

next-generation sequencing in cytology specimens for molecu-

8

=



218 |

H AR AR AT 2 2 MRS

lar profiling of lung adenocarcinoma. Int J Clin Exp Pathol
2018 ; 11 : 3647-3655.

HAREAEZ, M. 777 D i F o BHLRRAR AR AR (1)
. R HAYRELE S 2018,

Kawahara, A., Taira, T., Abe, H., Watari, K., Murakami, Y., Fuku-
mitsu, C., et al. Fixation effect of SurePath preservative fluids
using epidermal growth factor receptor mutation-specific anti-
bodies for immunocytochemistry. Cancer Cytopathol 2014 ;
122 : 145-152.

Nishino, M., Krane, J. F. Next-generation FNA : Expanding the
role of cytology in cancer immunotherapy. Cancer Cytopathol
2020 : 128 (11) : 780-781.

12) Akahane, T., Yamaguchi, T., Kato, Y., Yokoyama, S., Hamada, T,,

Nishida, Y., et al. Comprehensive validation of liquid-based
cytology specimens for next-generation sequencing in cancer
genome analysis. PLoS One 2019 ; 14 : e0217724.

fs

Nl

13) Huang, L. H., Lin, P. H., Tsai, K. W., Wang, L. J., Huang, Y. H.,

Kuo, H. C., et al. The effects of storage temperature and dura-
tion of blood samples on DNA and RNA qualities. PLoS One
2017 ; 12 : e0184692.

Nederhand, R. J., Droog, S., Kluft, C., Simoons, M. L., de Maat,
M. P. Investigators of the EUROPA trial. Logistics and quality
control for DNA sampling in large multicenter studies. J
Thromb Haemost 2003 ; 1 : 987-991.

Ng, H. H,, Ang, H. C,, Hoe, S. Y., Lim, M. L., Tai, H. E., Soh, R. C.
H., et al. Simple DNA extraction of urine samples : Effects of
storage temperature and storage time. Forensic Sci Int 2018 ;
287 1 36-39.

Groelz, D., Viertler, C., Pabst, D., Dettmann, N., Zatloukal, K.
Impact of storage conditions on the quality of nucleic acids in
paraffin embedded tissues. PLoS One 2018 ; 13 : €0203608.




J. Jpn. Soc. Clin. Cytol. 2021 ; 60(4) : 219~223. J 21
E #

IR EN TV v — @O 1

W R WARSIER MR RTY AE I
Tl REED B RTI MR ORED EE w0
DABITE R A AFZEITRBLERY, ASAMEZE A W beim AR, [f A7 W Beri RS k), Ao < B e ot ARk

BEWETLV V- EEE, BYE BREN, EUSRAET S I LS, fiduRaiEkE 22
TReMMGrorL I L. 4N, ARRERE I L, MRS W CREREN T L v — i
EBWL, BEAMES CEERRZEO o722 E TR E TE M 2 KB L 720 THS T 5.

FER] - BEIE 51, LM Th s, EHBmMET AL L220REE2ZH L, Ubiax fi S 17z, Magnetic
Resonance Imaging (MRI) CTHREMELRD % £ LN RL B HEIES; = 58D, Filia F2hti U7z, AR RIES (2R
T AT RS I REN T L v — S TH o 72 MRS T, HOBREORIAR, 1~2
ORI = i%ME, B BRIROE 7 o< F >, BiEDsBIgE I e EEEZRET 2 E s o
7o FEYREEESENE TV o — i SR L, IECHGRE R A B X O AR g AR B & OVRH
OB 2 FEh L 7z, AeOR IR, O AR AREAR TIEBFUENE T L o F — G & Bk T L v — R A
D7z,

& SR MG E O T L v — ST, RS T IS £, TR EREIRIES 21T S 2 LS
MAPREDT-DIZHMTH 5.

Key words : Ovary, Borderline Brenner tumor

Hahb, BREERSCERO 7L V> —EEITRETL v

L &0 &®IC F— R 2 WE IS 5. Z 070, EHEO—EL

PERELL 7\ ily iR MRS W T RAVE 7 L > o — 8

TV r =g, PN 0 1.4-2.5%FERE & LY FEMET V-GBS Td, BT RET LT
I LEEEECTH LY, B BEREME EMECS LWLV o, ArhREIIEES L, S o IR i
POMEZRINTE 5720, EOFELZHELLTVWE
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Photo.1 Magnetic Resonance Imaging,
T2-weghted image. A huge poly-
cystic ovarian tumor with a solid
part (arrow) and uterine leiomyo-
mas are seen. The ovarian tumor
seems to be larger than the myo-
matous uterus in the section
shown, but the actual size of the
latter was larger.

E1% 52 T : Magnetic Resonance Imaging (MRI) T#% 4
cm DFEFEMELER % 9 18X 18X 18 cm D UYL 5 1 I 15
ZFEOLEMNZEED 72 (Photo. 1). BEHUZWE T, HH
WCE B OWEEZRD 7. NEWIE T2 MHEAM K TEE T
ol FEWRSIE TR, T2 mFFmgk s I
85 C, IWEkHIRIZEEL & WFEE TH - 7. Dynamic
contrast study Tl& Z D E/FIZFEIR TV BIGRT) % 3D
oo e, ZRTEHEZRD, TEIZEEKT20x20%20
cm EJERL Tz, AIRRICIEWGRN 2 RE 2 DD %
#-72. MRI, Conputed tomography (CT) & %) > /34
JEKZBD o7z, DEOFRIS, WIRMICIZAEIIE
W ENE S (3B X OS5 ElE) LB L7z N HE
Beld, EHOWEEEEZTETE R o220, firdnsdii
T2 2 AT o TR IS N A2 e 3 2 gk & o 7.

F o7 BT AR 3 X OV R i Al &
T L7z, firh, ZEURHES L SR TEMEE RO A
FHREHITREFT A2 BD o 7z EINEES x5 %
M AR S I R T L v — B Th o 7. i
THEJE KGRI Tl atypical cells Z o 72%%, H X S
NS 2 R e o 7o PRBRMES 1% L, AR En Mg
TR RN L7225, BT Z D o 7o, JNEEEFUEN:
M, BRI AT TAT & U, KRHgEI Bl 2 38 L7z, BT
RIZBD SN o720T, U U RHigE 3T b hRh o7z,

Photo. 2 Imprint cytology of the left ovarian tumor. a : Cells with
relatively diffuse cytoplasm and oval nuclei seen in
poorly overlapping cell clusters (Papanicolaou staining,
% 40). b : The nuclei, of variable sizes, contain one or
two nucleoli and fine granular chromatin (Papanicolaou
staining, x 100). Some grooved “coffee bean” nuclei
are seen.

MERB  IFRIEREEITD T, Wik 24E10 2 HFB L
W T CHBEMEZ D TV wn,

m. MEFE

ir FP AR E AL RS & 20 ON B ESS O FE TN 4 3 T 2 HAT
W, FFI2BOEARZER L. WTFROERTH T O
R0z, MEEREOZ LWEREZEEL, EAE
S FEMIER & M)A WA %2 A L Tz (Photo.
2a). BRILAKTIE, BICIZBEOINFEDFED N, 1~
2 18 > B 22 B/ ME DSBS S 17z (Photo. 2b). B 7 =
F I RIRTH o 2. ZHOBHEL AN (>
30/10HPF, Photo. 2b).
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Photo.3  Macroscopic findings of the left ovarian polycystic tumor. a : Cut section of the tumor. b :
Section cut along the dotted line shown in (a). A solid part, 4 cm in diameter (dot square), is
seen protruding into the cystic cavity. ¢ : The solid part is histologically separated from the
benign part (*) and borderline malignant part (**) of the Brenner tumor.

IV. WIR& SRR

I PR PEDN B IE RS 1 18 cm KT, WK 4cm KO FE
5% D72 (Photo. 3). FENIEEZ F3E$ 5 LR IZRHTE
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o LUTRIERICHEL TV RET L v F— %80
7z (Photo. 4a). FEFEMAGEEE T, BEORRZRTET
FEERO FEMRSEEOLEEE R LoD, M
PRI 2 il & L CALBUIRICEE L T\ /2 (Photo. 4b, ).
I —EBo MM 138 b R Sz (Photo. 4d). FEiR
T FLERIR S PR ICE T 2K ThH D, WH2kT
Ly —EElALNI I N OEREET L ‘/ﬂ‘—ﬂéf‘;
(Borderline Brenner Tumor) & il L7z, JEAKMIIEZE T
5 N7z atypical cells & ST L v F—FF & 12 iEQ:L_
WHRONL Do Tz OMEKMEZ I L U, 51
PREICIRF L CT\WwWiz7z8, pT1aNXMO & L7z,
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Photo.4  Histological findings of the solid part of the left ovarian tumor. a : Benign Brenner tumor part (“*” part shown in the Photo.
3c). The cells, consisting of nests in the cyst wall stroma, are benign transitional cell-like cells (Hematoxylin-Eosin staining, X
5). b-d : Borderline malignant Brenner tumor part (“**" part shown in the Photo. 3c). b : Epithelial cells showing papillary
proliferation with a fibrovascular core (Hematoxylin-Eosin staining, X 4). ¢ : The proliferating tumor cells are transitional cell-
like, slightly atypical, and show stratification (Hematoxylin-Eosin staining, % 40). d : Some grooved “coffee bean” nuclei are

seen (Hematoxylin-Eosin staining, x 100, arrows).

51.3% THh 5.

7L v — I & AT O BRI T RAED, B REE
A, EUAIEENT A ERNETH LY. ok, (F
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Table 1  Cytological characteristics of Brenner tumor

Background Nucleus Nucleolus Chromatin Cell arrangement  Stromal cells  Mitosis

Benign/Borderline Clean Spherical or oval, Smaller Finely granular Sheet Abundant Variable
grooves

Malignant Necrotic Irregular, Larger Coarsely granular  Loosely cohesive Scant Variable
grooves

Created with referencet”®

PEIRHTH 5.
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Abstract

Background : Intraoperative diagnosis using frozen sections for
Brenner tumor of the ovary is sometimes difficult, since the tumor
often contains benign, borderline malignant, and malignant components
at the same time. In this case report of borderline malignant Brenner
tumor, we demonstrate the usefulness of imprint cytology in addition to
the frozen section procedure, to distinguish malignant lesions from
non-malignant lesions.

Case : A 51-year-old woman was referred to our hospital because of
abdominal fullness. Magnetic resonance Imaging revealed a huge poly-
cystic ovarian tumor with a solid part and uterine leiomyomas. Surgery
was performed. Intraoperative histological diagnosis using frozen sec-
tions showed a borderline Brenner tumor. Additional intraoperative
imprint cytological findings included cells that showed slight anisonu-
cleosis, one or two nucleoli, fine granular chromatin, many nuclear
grooves, and no malignant cells. Based on these intraoperative diagno-
ses, total abdominal hysterectomy, bilateral salpingo-oophorectomy and
partial omentectomy were selected as the surgical procedures.

Conclusion  Intraoperative histological diagnosis using frozen sec-
tion examination with imprint cytology for Brenner tumor, which has
diverse histopathological features, is a useful option to determine the
appropriate surgical procedures.

X

1) WHO Classification of Tumours Editorial Board. WHO Classifi-
cation of Tumours of the Female Reproductive Organs. Lyon :
IARC Press ; 2014 : 35-37.

2) Zheng, R., Heller, D. S. Borderline Brenner Tumor : A Review of
the Literature. Arch Pathol Lab Med 2019 ; 143 : 1278-1280.

3) Lang, S. M., Mills, A. M., Cantrell, L. A. Malignant Brenner

tumor of the ovary : Review and case report. Gynecol Oncol

Rep 2017 ; 22 : 2631.

Borah, T., Mahanta, R. K., Bora, B. D., Saikia, S. Brenner tumor

of ovary : An incidental finding. J Midlife Health 2011 ; 2 :

40-41.

Seidman, J. D., Khedmati, E. Exploring the histogenesis of ovar-

ian mucinous and transitional cell (Brenner) neoplasms and

their relationship with Walthard cell nests : a study of 120

tumors. Arch Pathol Lab Med 2008 ; 132 : 1753-1760.

Roma, A. A., Masand, R. P. Different staining patterns of ovarian

Brenner tumor and the associated mucinous tumor. Ann Diagn

Pathol 2015 ; 19 : 29-32.

Wang, Y., Wu, R. C., Shwartz, L. E., Haley, L., Lin, M. T., Shih, L.

M., et al. Clonality analysis of combined Brenner and mucinous

tumours of the ovary reveals their monoclonal origin. J Pathol

2015 ; 237 : 146-151.

Roma, A. A., Masand, R. P. Ovarian Brenner tumors and

Walthard nests : a histologic and immunohistochemical study.

Hum Pathol 2014 ; 45 : 2417-2422.

Minato, J., Tokunaga, H., Okamoto, S., Shibuya, Y., Niikura, H.,

Yaegashi, N. Is Imprint Cytology Useful to Diagnose Malig-

nancy for Brenner Tumors? A Case Series at a Single Institute.

Acta Cytol 2017 ; 61 : 153-159.

RBFEEALT, THEER, W WE AFEd, PEAET,

REET - 35 IRHERAT LIRS oML =M. B AN

Ji 47k 2014 5 53 : 323-328.

11) KFZE, kIFEkE, EESREIE, BED—RB, # BT

HEIANE - (22 BHEEET L Y F—EEo 1 6.

235 1999 5 38 © 602-607.

Singh, R. L., Rosen, L., Reddy, V. B., Bitterman, P, Stemm, M. H.,

Gattuso, P. Intraoperative imprint cytology of ovarian transi-

tional cell (Brenner) tumors : a retrospective study. Diagn

Cytopathol 2014 ; 42 : 660-663.

4

fy

5

Nl

6

g

7

~

8

=

=

9

=

10

12

~




224 1

J. Jpn. Soc. Clin. Cytol. 2021 ; 60(4) : 224~228.

N
it
)

HERIZ SR U 72 AL PR MRS oD 1 451

P EBEYY O BE O EAY I T N EEY
REPASEHY

A HE A AP M ER L v 7 — p A ERD, H wESRR

B PRRCRICHEAE S 2 IOLERAEEES; (SFT) 3 EFN2MERESE TH 5. S hlbivb I

RIS L7z SFT @O 1 Bl & #8720 T3 5.

TR - 45 5%, K, EATTED ) DR THHET 5 SIEED B SN YBEISHIN & %o 72, RIS THIBERS
75 mm KOANIIENERE 2 520 72723, WIS 2 BE o b SRR B0 H A 2 AT, A bR BEARLAR 23 5 S
72 WEHRAR A O BN N/C O m WML A Y — MRICHIE L TB Y, K BEHRGHEDME L
Tw7z, EEEMILS T N/C OB WHBIRO B AA BN AEE L, £ 2 A ETHITRVE
JEURRAE 2GR0 7. WM (2 MR Y 70 s Z IR O MBI 7 <, RABEFE KL L TH M TR0 >
72, ZOHK, KRAEARORIEMBEALFYt T CD34, STAT6 IZBthz /R L, SFT OREEZM & %o 7.

fham - BEUES C, PR O JRGSEIAINE OB A A S, BEIUE 2 R"029 2 i A2 W& 121d SFT %

SHIZBWTHEZH 2 0 # T 2NETH 5.

Key words : Solitary fibrous tumor, Imprint cytology, Meninge

L U &®IC

ST PEREHEYE IS (solitary fibrous tumor : LN, SFT)/
M4 FEPANE (hemangiopericytoma : LT, HPC) 345 ®
ISR HET 2 FNAREE TH 5. PACMESRICH A
35 SFT/HPC %, 2016 412 WHO Bl 7480 2580 8 S i,
WERE DS — D@ TREEZAHL, SFT L LT—20%H
HALE LTHb b 2 Ll o7z, MERSMICIL SFT &
HPC 12451} 511 grade 1 1 SFT 12, grade 2~3 & HPC 12

A case of solitary fibrous tumor arising in the meninge
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Photo. 1  Findings of computed tomography (CT) and magnetic resonance imaging (MRI).
A 1 A Plain CT revealed an iso-to high-density mass in the frontal region.
B : A FLAIR MRI revealed multiple cystic lesion in around the tumor and mild peritumoral edema.
C @ Gd-enhanced T1-weighted sagittal image showed uniform contrast enhancement of the lesion.

Photo. 2 Cytological findings. Loosely scattered oval and spin-
dle-shaped cells are seen (Pap. staining, X 20).

1C). ATBEIE AT M HERES T Wi,
MR B L BEISENE 2 S\, B R AR 25 B AT S 7.

III. #MREEAIFR R

HAEFEIRAINLES T < OIEGMINIE, a1k AH
HNCEZEE LCB Y, S Eownz oz, &
BB~ TH Y EEARIZIZEA LR, ZuxT
NI Ui 2 S MUBRCIR 2 2 L Cw /e, il
AT, N/C WD TE L, kL LTHBT 5
MR 2s% < A b zz, MBI IMER B 5 2RI L7 72
o7z (Photo.2,3). WHICIET A + 7)) — ViFEo RN
JBIEMME 2 DR 72 (Photo. 4) A%, 4RI 13520

Photo. 3  Cytological findings. The tumor cells contain round to
oval nuclei and fine granular chromatin. Nucleoli are
generally indistinct (Pap. staining, X 100).

EIR* TIARG /WA L ) DA NN (Y INCET pepal BN
RO, REELEIC A SN DN E ALK, B, s &K
LR D BRI N h o 72
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A 2 NS TR S 22HERIZ &5 & & FEEMR
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72, A SR BRI T & N/ C e oD e 3 P R S AR e 7
W UGS S AR AN € O BLS & b 729 2 — MARICHE
Bl (patternless) L, T ¥ U IZiBged 5 R B EHREMEE
B L & HI/NAEDAAE L Tz, B aIkt, %
EPRMEIE T A SN, SFT H5ebh/z. afih & -
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Photo. 4  Cytological findings. Thick collagen fibers are found in
the background (Pap. staining, % 20).

&, WRIRoOMER & U ORBAE ICRIN S, ZoH
TOTRTEEAER L T L7z, RIS RMEN? %L
SRR BT 2 JARRE G 2 2 LT e, BRI ZE R N5
BIZRRDF, A B s B W IR D R T & AHE 2 A2 o 72
W 355 OB 88 BE AL =5\ A8, A% 00 RGBT TRILK 10 BLEFHIZ 2
BTdH o7z, ML ~HiEY THBEETH S Z
&, BELBERGHE L NIESNET D L XD SFT &3
£ L7- (Photo.5A). $&WIZWI & LC, MLHEORMA
Y IEEREEEZ R VT WD Z &5 FARIBEIRIE 2 2505
7o SRR A g th T IE SN 1L vimentin, CD34,
Bel2 ICOF AMEICKEMEE 22D, S100, aSMA, EMA &
HTHo72. LLEOMBRENIEE & MR b ok
WS SFT % % 2, RO 72030 STAT6 Ptk o s ik
LFEG O o728 25, MBEBECHETHLI L LY
(Photo. 5B) SFT Ofifi @b & 7 - 72.

V. £ £

4 W O RGN S FEA TR I BRAZAR 0 44
SEICAIE DT A & 7 1), BERGUIE |Z Y B9 70 08 & KA S
RWRARIE % <, T 7MHEMERIRIE A B 2 fEL LA IR
HCHI & GR&D 7 dp o 72, BHBER /NI O HEGHE, s 2RI
bZ L, RAREREE L CHMABRTE Rd o7, B
Bl HERECY] S A 59, A S b VR RwiTR T
Holz. bUONPLETRET L0, ML
SFT TS % &L O|MGHH VD, BEE T O3 7% <
SR DOFHD R B REMNA D 5. BEFIE BN AE A
&, ik, MRZ7vu~F >, BRADHMHZ AL Z LA
BIOMBF R & OF M 2 E R TH o7z (Table 1). F72

Photo. 5  Histological findings.

A : Permanent sections. Short spindle-shaped tumor
cells proliferating without a clear growth pattern, with a
significant amount of collagen fibers in the stroma (HE
staining, % 40).

B : Immunohistochemical staining. The tumor cells
show diffuse positive nuclear staining for STAT6
(STAT® staining, X 40).

FERNBEIE 2 BT, BIENE oMl i R m 2 C/NELHE
fa, 382 A5 2 &SN AHH Ml R cdh -7 M
SR RIR 7 o~ F v 2 BT A 11X SFT %
RES %26 HRAREIHIIEES Tl 2 fiie 2 Blgi 5 5 2
ENRTE, AR ZBIETL2OIHELTHY, KH#)
THOHRIRD 7 1o~ F v L P BIgE S 7z, KA
AR TSI A~ T2 2 LB ), REE
DB RO ER LT\ edh o7z, SuEMikby 4T
i3 vimentin, CD34, Bcl2 \IZO°F AMEICEEMETH Y, Hikk
FERPLAR I SR ML OB EATRIE S 7. S100, aSMA,
EMA (ZFaET, Pld RIS R 7 VRS, Sl X iy
Th o7z, BFIETEMA IZEEEMEC R ENICHT
HHH, BRI DL, T2 CD34 ORHER D #H
HBEINTBN?, BHIITRANRHEIRO 5N 5.
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Table 1 Cytological findings of solitary fibrous tumor and atypical meningioma

Cytological findings

Atypical meningioma

Solitary fibrous tumor

cell shape

spindle-to

short spindle-shaped cells

short spindle-shaped cells

nuclear shape

round to oval

nuclear chromatin fine
nuclear pseudoinclusions frequent rare
naked nuclei frequent
necrosis frequent rare
small cells frequent rare
psammoma bodies may be seen absent

HLREF 1S SFT/HPC VM5 3w O AN BLHN 72 345k & &
BRI, EoMROSEIROMEICEL L EN5.
7272 LARGIClIR AR 2 BE oA RINE E 7D 2o 72, B
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<, SFT/HPC % @HHIC B W CTHERR M L 2,
TORHMAELOLZBZEDTELRV DL DNS, il
MIZOATENT S E3HELVAY, BRITRZE0T
53 7 BRI 253 R S TV IS RS S & o A
HAE R, AAEHEAREARICIEH T2 2 EICX o TH
VWORREMHEL, XV EBVBHIBERZELI LN TE
59,
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Abstract

Background : Solitary fibrous tumors (SFTs) /hemangiopericytomas
(HPC) are mesenchymal neoplasms that rarely arise from the central
nervous system. In this article, we report a case of SFT arising from the
frontal region.

Case : A 45-year-old Japanese woman was transferred to our hospital
with progressively worsening depression that was refractory to therapy.
Imaging analysis revealed an irregularly-shaped tumor measuring 75
mm in diameter on the frontal region. Meningioma was suspected and
tumorectomy was performed. Frozen-section examination revealed pat-
ternless growth of short spindle-shaped cells with a high nuclear/cyto-
plasmic ratio with a large amount of collagen fibers in the storoma.
Imprint cytology showed proliferation of short spindle-shaped cells and
naked nuclei with collagen fibers. Whorl formation was absent and the
findings were not typical of a meningioma. Immunohistochemical
examination of the histological specimens showed positive staining of
the tumor cells for CD34 and STATS, and a final diagnosis of SFT/HPC
was made.

Conclusion : Cytologists should consider the diagnosis of SFT/HPC
when the no findings suggestive of a meningioma show short spindle-
shaped neoplastic cells with naked nuclei.
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%= : Langerhans M4 AE (Langerhans cell sarcoma : LCS) &, WIlt 7 ORI RE & Langerhans il
NI DOTE 2R3 m B oM TENGIES TH 5. MIBICHE DA SN LCS R L 72D TH:§ 5.

FEB] 0 70 BeAR, B BRI L TR TN, LCS LM s iz, 1ELEHEO CT CIHBKICIE
WV A 2 Fed S I, B I AEE TR 47 (endoscopic ultrasound-guided fine-needle aspiration : EUS-
FNA) % i1y, LCS O¥ifs & B SNz, Zom%iiliZ it Lz, M2 Tk, 94 M7 ) — 2 IChfg
L, SE2MEZ S SRS, MEHEICZ L CIMEEICE CHBIL Twie, MBI 2 IEREEL R
LTw7, N/CHDPEL, BOKXKNRMH, INAARRL L Ok EOBBEAERA LN, SROMILD D
7o B o F VIIMMICE L, REBSREGE DEEED . MEE TR & X Ofiio 72 iR
ML OBGEATTRD b, DL ONRBELR EOBIEAENHY L, BAREE2LHERD . REMkbs
Tl CDla, S100P 2%B%P%, Langerin (& —&BFatk, Ki-67 Fath=IE 60% ETH - 72, UL L ) LCS 0ifinf
LB L7

B OWESTIIEBRT 2RE20 7%, ENCETEET L L Bbhs. FElZ2EREENBIE R g
AL Rt 7 EORAT B O—ME b LER S.
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A case of Langerhans cell sarcoma in which splenic metastasis was
detected by EUS-FNA
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1T L72. EUSFNA OfMildz B L OABEA T LCS
DR L BW S 7z ORISR AT AHAT S e i
%, BOEICHEERIVEALLA 1 2 HRITKIRS Iz,

MRIFFR : T2iRICB W THEIAY —Th -7z, &
VN R B R /5 @ U= IR (X o 11| = A B 2
DOIFFEHEED L7 (Photo. 1).

1. MAEFHRR

MatRiEs ArBoong, MEEO B EERT
o7z (Photo. 2a). 74 M7 ) — UIFROBE LMLE %
Y, BIMNE~ZAR0EH LHELZRL Tz N/CIL
e, BEIRIAFEZHESTED, YhihisaPe i

Photo. 1

MRIT2-El showing a mass in the
spleen measuring 77 mm in diameter.

Photo.2  Photomicrograph of a cytological specimen. There are few scantly adhesive clusters of atypical cells (a) (Pap. stain-
ing, % 10). Most of the atypical cells are isolated cells. The N/C ratio was high : the nuclei were irregular in shape
and showed irregularities of form like convolutions and grooves ; there were also some multinuclear cells (b, c).

Some atypical mitoses are seen (d) (Pap. staining, X40).
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Photo.3  Immunocytochemistry of the tumor cells. The tumor cells showed positive staining for CD1a (a) and S100P (b), also partially

positive staining for Langerin (c) (x40).

Photo.4  Photomicrograph of the tumor tissue. Diffuse proliferation of highly atypical cells with nuclei with convolutions and grooves (a)
(% 10). Abundant atypical mitotic figures and apoptotic bodies, as well as multinucleated giant cells are seen (b) (x40) (HE

staining).

EOBIEARENA LN, ZEOMELD D7 (Photo. 2b,
o). BruxF IR L, BAMKIE 205
7o, BRI B, BEBS RGO DB LS
27z (Photo. 2d).

T U 72 B 2 v R BE 24TV, gk
AT L7282 A, HEHMNZIE CD1la, S100P %3k 14,
Langerin 25— &8R4 2 7R L, LSC O#IMEE % R 5T
R& 7% 5 7= (Photo. 3).

IV. #HEFHFRR

T P9\ LR O K & & i o 7 SRR VRN o0 Bl AT R
DHN, ) o MREIE S A L7z EEHIR I o)A
AR UONLG EOREBIEARESE VL, BORIERT
R b= Z/MEE L $E0%0 72 (Photo. 4a) . F 722855 D
ZHERL X7z (Photo. 4b).

B RICITFBIRORZEITED SN A h o7z, REMRRL
#2Tld CD1a, S100P, Vimentin A%F%VE, Langerin 25—%8
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Photo.5 Immunohistochemistry of the tumors. The tumor cells showed positive staining for CD1a (a) and S100P (b), and partially
positive staining for Langerin (c). The Ki-67 labeling index was around 60% (d) (x20).

B, CK (AE1/AE3), CD68, LCA IZFatk:, Ki-67 Btk
1% 60%FEE TH - 72 (Photo. 5).

BRAF V600E o %y Ml kAt % % §if7 L 72 2SR Tdh -
7z. DLk XV, Langerhans Ml OIESERY, RyEMRkIbE:
M r A L, SELMBENZRT I L L) LCS Dk
LM L7z, AREITIZIEBAEMATHEAT S, il & BFA 5
FRES TR S Nz, EB 5 LCS oM 0 S, 2l
TNOFRM b

V. £ =

Langerhans Ml X B2 5 & A5 RAE L, PUROFHIE & $2
REAT ) Bl O —HTd 5. LCS It Langerhans i
FH >4 o0 B S5 1k B Bl G 24 L2 B AL AR < B & 2 2 SR
ZEBHLOEENTWASY, LCS TRIHEL THIEAIRZE DS
ABN, 44%HHEAT L7729 (Stage M~V) THRASI
A, ) UEICIRET A S DI 22% DAT, TFPIEDS 22%
12, LIRS 11% 2520 b b, FIEERTE 10~72
W (FPOLfiE c417%) LWL, ZEAEHBAICEAET
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Abstract

Background : Langerhans cell sarcoma (LCS) is an extremely rare
high-grade sarcoma composed of cells resembling Langerhans cells.
Herein, we report a case of LCS with a splenic metastasis.

Case : A Japanese male patient in his 70s presented with a mass in
his right shoulder. The tumor was resected and diagnosed by histopa-
thology as a LCS. About 1.5 years later, enhanced CT revealed a mass in
the spleen, which was diagnosed by ultrasound-guided fine needle aspi-
ration cytology and biopsy as a metastasis from the LCS. Cytology
showed a large number of isolated atypical cells of heterogeneous
shapes, from round to polygonal, with abundant cytoplasm which
showed faint light green staining. Multinucleated cells were also evi-
dent. The tumor cells showed a high N/C ratio ; the nuclei varied in
size and shape, with increase in fine granular chromatin and contained
atypical mitoses. Histopathological examination revealed relatively uni-
form atypical cells with nuclei containing convolutions and grooves and
numerous atypical mitoses. Immunohistochemistry revealed positive
staining for CD1a and S100P, partially positive staining for Langerin,
and a ki-67 labeling index of c.a. 60%.

Conclusion : Diagnosis of Langerhans cell sarcoma may be very dif-
ficult. Detailed morphologic observations and immunohistochemistry
and/or immunocytochemistry for specific markers such as Langerin

would be helpful for an accurate diagnosis.
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A case in which both urothelial carcinoma cells and contaminant ade-
nocarcinoma cells were identified in a voided urine sample
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YAMADA, C. T, I.A. C., Tomoko SATO, M. D., Tatsunari SATAKE,
M. D.
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Photo. 1  Cytological features of the voided urine sample.
a : Urothelial carcinoma cells showing a high N/C
ratio, irregular nuclear margin and opaque cytoplasm.
b : Adenocarcinoma cells showing peripherally located
nuclei and mucinous-like pinkish cytoplasm.
(a : Pap. staining, X 100 : b : Pap. staining, % 100)

V. £ £
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i S R D R B RS 72 &V HR T S MR R A A8
WHEEsNTWD, REITIE, TESERIE OB R &R
BADRMZED SN Gh ol Lo T, HREHIC
R LN M, FE SO N 2 Reh L

[b]

Photo. 2 Histological features of urothelial carcinoma and uter-
ine cervical adenocarcinoma.
a : Urothelial carcinoma cells showing mild atypia and
forming a papillary pattern, with no evidence of inva-
sion.
b : Uterine cervical carcinoma cells showing glandular
formation and mucin in the cytoplasm.
(a : HE staining, %10 : b : HE staining, X 10)

TIRHIWRALZZDDEEZ OND. AFITIZHRKFIZ
PRI bRz R & B 28 A — BE AR NI RRD 6 7278,
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PRAANE B AT D R 7% B W 25780 b W6
X, —HPRATHLWHEMEDZEET LI ENRELEE L
bh7z.
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Abstract

We report a case of a 60-year-old woman who was admitted to our
hospital with the chief complaint of abdominal pain. Both urothelial car-
cinoma and adenocarcinoma cells were identified in a cytological smear
of a voided urine sample. The urothelial carcinoma cells showed an
irregular nuclear margin and opaque cytoplasm. The urothelial carci-
noma was eventually diagnosed as a non-invasive papillary urothelial
carcinoma, low grade. The adenocarcinoma cells showed peripherally
located nuclei and mucinous-like pinkish cytoplasm. The patient was
diagnosed as having uterine cervical adenocarcinoma, which was
resected, with no evidence of metastasis to the urinary bladder. Accord-
ingly, the finding of adenocarcinoma cells in the voided urine was con-
cluded as being a result of urinary contamination by vaginal secretions

containing the cervical adenocarcinoma cells.
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A case of synovial sarcoma of the kidney
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Photo. 1  Cytological findings of the imprint smear :
Loosely cohesive clusters of tumor cells. Numerous
small isolated monotonous cells were seen (Pap. stain-
ing, a : x40). The tumor cells were spindle-shaped,
with indistinct cell borders (Pap. staining, b : X 60).
Metachromasia-like findings (Giemsa staining, ¢ : X
40).

MERSNT=OATH A, HIREANEIZ AR & B G
BB X OGRS K S BD . B 5 5 I A I o g
R OHE L Vesoulis 5V D 1 FIHE DR OMAT, AT
DREBITdH o 72, ABNIHARTT, 0EGE T LRk~ —
B =TT RTREMEZ - 72, AR, W30 R
OB ML T - 7275, —EICiEAEo [2M%
BEZLRTL, KA GREOEUFTEAEASONSL] Ln
) KD FORIE T BARASAR DTz, R YERR DT R 25E%
B HLEZD.

HARANS I ANE & 0PI, MHERIE, =N
WIESEG T o5, SEINEHE LS, HAHBRREE A NE D
MiaE, X ERECKRT, HSIHE L7z [HdT
HERZREIR ] AU e £ 2 5. BOHNORE TR R 45
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BALL sh, BIEANIEE, HEEERT. M D
K~ECDDOFTER MG ERL, FAHEEREAEO L
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SEAEL, ¥ - BRI EWD, EBERLAREE
THRERT RN D 5.
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Photo. 2 Histopathological findings :

Most of the right kidney was replaced by the tumor
(macroscopic findings, a). The tumor cells proliferated
diffusely (HE staining, b : X 10). The cells had round-
to oval-shaped nuclei with scanty cytoplasm (HE stain-
ing, ¢ : x40). The tumor revealed histological evidence
of degenerative change (HE staining, d : % 10). Immu-
nohistochemistry showed positive staining for TLE-1
(ISH staining, e : x10).

Abstract

We report a rare case of primary synovial sarcoma of the kidney. A
woman in her 70 s, who presented with a history of right abdominal
pain, was found, by abdominal CT, to have a tumor arising from the
right kidney. Nephrectomy was performed. The histopathological diag-
nosis was synovial sarcoma. Imprint cytology of the tumor showed
numerous small isolated atypical cells. The cells were monotonous and
spindle-shaped, with indistinct cell borders. They had round- to oval-
shaped nuclei, thin nuclear membranes, extremely fine granular
nuclear chromatin, with the nuclei containing one or two small conspic-
uous nucleoli. The results of immunohistochemical analysis and DNA
analysis of the tumor cells were consistent with the diagnosis of syno-
vial sarcoma. Synovial sarcoma of the kidney is extremely rarely diag-
nosed by cytology.
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nese abstract.

(3) Weights and measures are expressed in CGS units
(cm, mm, um, cm? m/, I, g, mg, etc.).

(4) Names of non-Japanese individuals, drugs, instru-
ments / machines, or diseases that have no proper
Japanese terms, academic expressions and scien-
tific terms are to be written in the original lan-
guage. Capital letters should be used only for
proper nouns and the first letter of German nouns.
English manuscripts should be prepared essen-
tially in the same manner as Japanese manu-
scripts.

(5) Medical terms should be in accordance with the
“Saibou-shinn yougo kaisetsu-syu (Handbook of
cytological terminology)” edited by the Japanese
Society of Clinical Cytology. Abbreviations of medi-
cal terms may be used, but the terms should be
spelled out in full at their first occurrence in the
text and the use of abbreviations is to be mentioned.

2) Manuscript preparation
Manuscripts are to be prepared in accordance with
the web site (https://www.editorialmanager.com/jjscc/).
3) Electronic files
The following electronic file formats are recom-
mended. Word, RTF, and TXT are recommended for
text, and legends ; TIFF, JPEG, and PDF are recom-
mended for Figures ; Excel are recommended for
Tables.
A minimum resolution of 300 dpi size is required for
figures for publication.
4 ) Style of review articles, original articles, investigation
reports, case reports and brief notes.
(1) Manuscript format
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(2)

(3)

(4)

The parts of the manuscript are to be presented in
the following order : Title page, abstract, key
words, text, conflict of interest disclosure state-
ment, English abstract, references, legends, figures
and tables. The pages of the manuscript should be
numbered consecutively. Title page should contain
the number of revisions (initial submission, first
revision, etc.), the category of paper (original arti-
cle, case report, brief note, etc.), Japanese title (not
exceeding 50 characters), name (s) of author (s),
authors’ affiliations, address for reprint requests,
and agreement of copyright transfer and early
publication must be clearly written on the title
page (the first page).
The abstract and key words are to be written on
the second page. There should be a separation
between the abstract and the start of the text.
Authors
Authors will be limited to persons directly
involved in the research. The number of authors is
to be as follows, and other persons involved should
be mentioned in the Acknowledgments section at the
end of the paper.

Original articles : no more than 12

Investigation reports : no more than 10

Case reports : no more than 10

Brief notes : no more than 6

Letter to the Editor : no more than 6

Review articles : just one author, as a general rule
Abstract
The text of the abstract should not exceed 500
characters, 300 characters for brief notes, and the
headings should be comprised of the following.
“Letter to the Editor” doesn’t need an Abstract.
Original articles and Investigation reports : Objective,
Study Design, Results, Conclusion
Case reports . Background, Case (s), Conclusion
Brief notes . similar to original articles or case reports
Review articles and special articles : headings are to
be selected according to content.
Key words
No more than 5 key words indicative of the con-
tent of the paper are to be supplied. As a general
rule, the first term usually indicates the subject,
the second term, the method, the third term and

beyond, the content.

[Titles followed by examples of appropriate key
words in parentheses]
Examples of Key words :
—CGallbladder aspiration cytology — Cytological
and histological findings in four cases of gallblad-
der cancer — (Gallbladder, Aspiration, Cancer,
Morphology)
—A review of hepatocellular carcinoma (Hepato-
cellular carcinoma, Morphology, Review)
—A rare case of ovarian clear cell adenocarcinoma
cells detected in sputum (Clear cell adenocarci-
noma, Cytology, Sputum, Metastasis, Case report)

(5) Text and page limitations

a. Original articles, review articles, and investigation
reports .
The manuscript should not exceed 10,000
characters (approximately 20 pages of A4
size), including text and references.
Tables should not exceed 10.
Figures should not exceed minimal necessary
number.

b. Case reports :
The manuscript should not exceed 6,000 char-
acters (approximately 12 pages of A4 size),
including text and references. Table should
not exceed 5.
Figures should not exceed minimal necessary
number.

c. Briefnotes :
A brief note should not exceed 3,000 characters.
No more than 4 figures and no more than one
table can be included.

d. Letter to the Editor
A short letter-style note, which is concerned
to a paper published on this journal, can be
submitted as “Letter to the Editor” (additional
report, question to the author, a comment on a
published paper). Titles (study design, results,
etc.) in the text are not designated. Two fig-
ures, 6 references, and 6 authors can be con-
tained. Abstract is unnecessary. The amount
should be approximately within 2 pages at
publication style.
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(6) English abstract

An English translation of the title, authors' names
in Roman letters, authors' affiliations in English,
and English abstract should be given on a page
separate from the text. The authors' degrees/
qualifications are to be written after their names
using the following abbreviations.

For physicians : MD ; MD, MIAC ; MD, FIAC.
For dentists : DDS, with other degrees or qualifica-
tions abbreviated the same as for physician

For clinical laboratory technologists : MT ; CT,
JSC; CT, IAC ; CT, CMIAC ; CT, CFIAC.

The text of the abstract should not exceed 250
words (exclusive of the title, authors' names and
affiliations), and the following headings are to be
used.

Original articles and Investigation reports - Objective,
Study Design, Results, Conclusion

Case reports - Background, Case (s), Conclusion
Review articles : headings should be selected accord-
ing to their content.

Brief notes - abstracts for brief notes should consist of
no more than 100 words and no headings are to be
used.

(7) References

a. Only major references are to be listed.
Original articles, special articles, and investigation
reports : no more than 30 titles
Case reports : no more than 15 titles
Briefnotes : no more than 10 titles
Letter to the Editor : no more than 6 titles
Review articles - no limit

b. References are to be listed in the order in
which they appear in the text, and indicated
by superscript numbers in the text.

¢. The references should be listed in the Vancou-
ver style, and the journal abbreviations in
Japanese and English references according to
the Japan Medical Abstracts Society and
Index Medicus, respectively. Examples are
shown below.

For journals :

Name (s) of the author (s) (full names for
Japanese names ; for European names, sur-

names of the first 3 authors spelled out, with

initials for the rest of the name, and other
authors' names abbreviated “etal”). Title (full
title should be given). Name of the journal
(space) Year of publication ; Volume : Page
numbers.(just after publication or for the
journal which has only doi, no more than doi’
is acceptable)

For books :

Name (s) of the author (s). Title. Name of the
publisher, Place of publication, Year of publica-
tion. If a citation is just one part of an inde-
pendent book, the title should be followed by
the name of the editor, the title of the book,
name of the publisher, place of publication, the
year of publication, and page numbers.
(8) Figures, tables

a. Figure and table titles and their legends are to
be written in English. Figures and tables are
to be numbered thus : Figure 1, Table 1, etc.
Provide simple titles and explanations in Eng-
lish.

b. Clearly state where the figures and tables
should be positioned in the text.

c¢. Magnifications are to be stated for micro-
graphs. The magnification of the objective lens
at the time the figure was taken will be used
as the magnification for photomicrographs (fig-
ures of cells or tissues). Authors are recom-
mended to use scale bars in the figure. For
electron micrographs, the magnification at
which the figure was taken should be stated
or scales included in the figure.

d. If figures and tables from another published
work are used in the article, permission for
publication, including electronic publication,
must be obtained from the original author (or
organization), and the documents certifying
this permission must be attached.

5) Style of special articles
Special articles are composed of several papers (origi-
nal articles or reviews) on a single topic. The planners of
special articles need to prepare the title of the whole
special issue (in Japanese and English) and a synopsis
(equivalent to an introduction) of no more than 1,200
characters. The style of special articles should be the
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same as for original articles and review articles.
6) Reader’s voices

Submissions which do not fit the above-described
categories for scientific papers, including opinions on
papers already published in the journal, the operation
and activities of the Japanese Society of Clinical Cytol-
ogy, are also published, but only if they have not been
presented elsewhere. Submissions should be in accor-
dance with the following prescribed form and proce-
dure.

(1) The title is not to exceed 50 characters, and a cor-
responding English title should be provided.

The text should be started on a new line.

At the end of the text, the name (s) of author (s)
(with the authors' qualifications), institutional affil-
iations and addresses should be written in Japa-
nese and English on separate lines. As a general
rule, there should be just one author. References
can be added at the end, but no tables, pictures
and figures. All of the above should be no more
than 1,000 characters (no more than 2 pages of A4
size).

(2) The editorial board will decide whether a submis-
sion will be published. If the Committee finds it
necessary to also publish the opinion of a person
referred to in the manuscript or a third party in
regard to the content of the paper submitted, the
Committee will request that the person concerned
write it, and the two will be published together.

7) English manuscripts

English manuscripts are to be written double-spaced

on A4 paper, and should not exceed the amount of the

approximate numbers of A4 paper pages, which were
mentioned for Japanese-written manuscript of each
type. Figures, tables, etc. are to be prepared in the
same manner as the Japanese manuscript.

8) Certification of proofreading

At submission, the authors should have the manuscript

proofread by native English speaker, and should sub-

mit certificate of proofreading as a PDF file simultane-

ously.
5. Reprints :

When reprints are desired, the author should state the
number of copies to be ordered when returning the first

galley proof.
6. Review of the manuscript :

Whether a manuscript submitted for publication will be
accepted is determined by a review conducted by the
editorial board, and the first author will be notified of the
results. The referee system is used to conduct these
reviews. The editorial board will be responsible for the
layout and format used in printing the manuscript.

7. Proofreading :

The publisher will send the first galley proof to the
first author, who should check and return it within three
days. When the person responsible for proofreading is
someone other than the first author, the person's name
and address must be clearly stated when the manuscript
is submitted. Only errors can be corrected on proofs.
Nothing that is not already in the manuscript can be
added or corrected.

8. Publishing fee :

Authors will be charged for space in excess of 4
printed pages. There will be no charge for the cost of
printing black-and-white and color figures, and for Eng-
lish proofreading. Half the charges for reprints of Japa-
nese articles will be waived, and the publishing fees,
including plate making charges, for English articles will

be waived.
9. Requested articles :

Although the form of the requested article is at the
author’'s own choice, it may be generally accepted near
the style of review articles or original articles. In a case, edi-
torial board may request the author for changing the
style.

10. Duplicate submission -

If a given submission came to be a “duplicate submis-
sion”, whose criteria we would like to concern proposed
by “International Committee of Medical Journal Editors
(ICMJE)V”, it would be rejected at the time of its
review. Or, in the case that a subscription revealed to be
a “duplicate submission” after publication, this situation
would be known publicly with caution on this journal and
on our Society’s web site. The editing committee would
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recognize a submission as follows :

1) The submission which was thought to be similar to
another one which has already been published in the
same language, or which has the same contents as the
other submitted elsewhere.

2) The figure or table, which has already published on
another journal, without referring to the previous jour-
nal.

3) The submission doesn’t refer to the previous manu-
script regardless of the language it uses.

On the other hand, the following will not be recognized

as a duplicate submission :

1) The researches or information 1) that was ordered
by the government and should be made open immedi-
ately for public health and welfares, 2) that was recom-
mended to be reprinted by public organization and
another academic society, and 3) the editing committee
(the chairperson) recognizes it.

2) The content which has already published in an aca-
demic meeting as a proceeding or a poster (the author
should mention in the text of the manuscript, the name
and number of academic meeting where that was
opened.)

3) The manuscript printed or opened in the media
which is distributed in a very restricted area (hospital
newsletter, for example)

4) So called secondary publication which ICMJEV
acknowledges.

The author should pay attention to some points as
follows :

V" The author should submit concomitantly the copy of
one’s manuscript, which has already published or to
be published in the future, at the submission to
JISCC to be reviewed.

v The reviewer should notify the duplicate submission
to the editorial committee (chairperson) immediately
after awareness of it.

v All the members of this association should avoid
duplicate submission not only to JJSCC but also to
other journals.

Reference :

1. International Committee of Medical Journal Editors.

Uniform Requirements for Manuscripts Submitted to Bio-

medical Journals : Overlapping Publications. http://www.
icmje.org/icmje-recommendations.pdf (accessed on May
8, 2020)

11. Revision of these rules :

The rules for submitting manuscripts may change.
The change of the rules for submission is to be acknowl-
edged by editorial committee. The change of economic
issue such as submission fee or of ethical policy, which is
considered to be important, should be accepted by the
governing board of the society.

(Partial revision June 1992)
(Partial revision June 1994)
(Partial revision June 1997)
(Partial revision June 1999)
(Partial revision June 2009)
(Partial revision November 2009)
(Partial revision April 2010)
(Partial revision September 2010)
(Partial revision March 2011)
(Partial revision April 2012)
(Partial revision May 2014)
(Partial revision November 2014)
(Partial revision December 2014)
(Partial revision March 2015)
(Partial revision January 2017)
(Partial revision November 17t 2018)
(Partial revision May 23, 2019)
(Partial revision September 24th, 2019)
(Partial revision November 215:2020)
(Partial revision April 17t 2021)

Appendix 1. Submission of manuscripts to Acta Cytologica

Please go the new Acta Cytologica website (www.
karger. com / acy) and read guidelines for manuscript
submission. Submission of manuscripts to the Japanese
Editorial Office for preparatory review has been abolished.
Appendix 2. The following 2 items will appear in the
first issue of every year.

—Declaration of Helsinki

—Ethical Guidelines for Medical and Health Research

Involving Human Subjects
(https://www.mhlw.go.jp/file/06-Seisakujouhou-
10600000-Daijinkanboukouseikagakuka/0000080278.pdf)
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History of the Journal :

This Journal was established in 1962.

This rules for submission was enacted in July 30, 2003.
Major revision was made in December 28, 2004, and July
31, 2008.

Major revision in June 2020 was made concerning double
submission, categories of submission, and their volume

limitations.

November 21, 2020
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