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L TR 2 13 B OMNLEBEEA % v TRARISHET L 72

BiE - B RALER IR &2 7R3 P TEAIE o M BLSR I35 S EE PanIN T3 12 1 10 81 (83%), 1@ MR
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DEFERAS NI, BIUERETIE, BOoRAEERN 2R 3HIPEME %R, saxTFroRgEnfe %
Bk & R TIEBNIRRD DR h o 7.

B BomAEE N 2R THEMEMICB O 2 7 0~ F Y OARYESA L LT R, EBEHEoT
Wiréh ) auiedd 5.
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Table 1 Detection rate of round cells with a tendency toward
nuclear eccentricity

Table 2  Cell arrangement of the round cells

HGPanIN CPp
HGPanIN CP (n=10) % (number) (n=4) % (number)
(n=12) % (number) (n=13) % (number) Clusters 0 (0) 0 (0)
Round cells with 83 (10) 31 (4) Clusters and isolated 60 (6) 0 (0)
eccentric nuclei cells
No round cells 17 (2) 69 (9) Isolated cells 40 (4) 100 (4)
‘ ‘ HGPanIN : high-grade pancreatic intraepithelial neoplasia
p=0.015 CP : chronic pancreatitis

HGPanIN : high-grade pancreatic intraepithelial neoplasia
CP : chronic pancreatitis
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WK 6 M 2R L72. ENPD F 2 — 71238 Hl% 0 B
X OBEH Ny D ICENEN =R EFE L, TOMH
DO EERE % K 2 ml BRI L, BEHN v 7N OBFERIE V72
Motz BERIEOKE L2 B I AN T2 22 B IS S
R L 7o, BEAERLLIERC 3 205 5 i i Ui
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THBEADY & L7, BMomIEEm & Ok TiEZew
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FoRRP L IR E B MY L7z, F72, Mifeo k&
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1. #ZOREER 2R EAAROHIRE, HIRMHEE
#, HIREEX

DO WAEME N % 7R 3 B AR 1 5 S A BE PanIN Tl
12 0 10 B (83%), 1EPEMESIZ 13 B 4 B (31%) 12
B L CTw/z (Table 1). pfiiid 0.015 THiH IIH A% 72
D7z,

15 LAY EE PanIN ClIA% O AR % 7~ 3 P A
BEE,rSZEROLN, 106095, 6 FUIEIIR, S
WAL ARV, 4BN3IT & A EDSINFAEEICHIL L Tz,
HBLTwihrofz 261d T — MIkZw LABHRTERALS
ZRTHBEILD A TH - 72, FHIEER] T3 O (R AEAE )
Z RSP E IO HAEYE IS A8 O 10 £, 10 #
a7z 1) 3 8 i) B HM7z (Table 2).

2. #%FrR (Table 3)
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Table 3  Nuclear findings of the round cells

Irregularly shaped nuclei
Hyperchromasia

Uneven chromatin distribution

Variety of chromatin distribution patterns
Prominent nucleoli

HGPanIN CP
(n=10) % (number) (n=4) % (number)
100 (10) 50 (2)

100 (10) 50 (2)

100 (10) 0 (0)

100 (10) 0 (0)

20 (2) 25 (1)

HGPanIN : high-grade pancreatic intraepithelial neoplasia

CP : chronic pancreatitis

a b

Fig.1 Microscopic findings of high-grade PanIN. a : Round cells
showing a tendency toward nuclear eccentricity. The chro-
matin distribution is uneven, and there are differences in
the chromatin findings among the cells (Pap. staining, X
63). b : Cell clusters are seen. Chromatin abnormalities
and prominent nucleoli are observed (Pap. staining, X 63).

W, 7 URT Y OREEGAR s ax T L DEHUENRD
57z (Fig. 1a). B/MEKIZ10BI0 ) b, 2 BITHETH -
72 (Fig. 1b). 1YL TIZ 4 Ph 2 BlICEEAERS 7 o<
FUOWMBEERDIZLOD, ya<F rORYEGAiRSL
HAEEA SN h o7z (Fig. 2). WHE A/ MEZ 1 6ITEl
gah.

Iv. £ =

PanIN & (3BT 5 L NEEERZETH D,
W, £ 5mm F COWMBNLIRETH L. HEBFHE
1t (g v LA RAD) (cX by, KEAEE (low-grade)
LR (high-grade) O 2 BRI NS5, BE
RIEE PanIN 13 B R & 3 & L CTHLD b T 51010,

PR, BEBIEE 2 VT U GRS B kS
Th-o72h, 2004 FICENEESPIEEI N2 06, B

a b

Fig.2 Microscopic findings of chronic pancreatitis. a : Round
cells showing a tendency toward nuclear eccentricity. Cells
with a nuclear membrane are uniform in appearance, and
show no increase in chromatin (Pap. staining, X63).b :
No difference was observed in the chromatin distribution
patterns among the cells, although they showed nuclear
irregularities and increased chromatin (Pap. staining, X
63).
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%% —75, ERCP R IZHRI S N7z M N 72 T,
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D) BB L TWALTY P 43I PanIN & b A
575, LEEPEOMILET R L L CEOmIEOEL % 2517 C
BY, BOmAMER Z R EIEMEoMaGE 2R LT
W5, BOMmIEEN Z /R 3 EAL O MBLEIC oW Tk
T PanIN & B8P RISHRET RN R A EEZRO2 D
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T, IS OFMIEMINEIE SR EE PanIN (2409 L b HF5
BICHBIT 28 CId A wr b, La L, HMBIRIE
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AR 2% < OFMIEMINE % 720 7235 A M 2 o
FMFehbeEZ 5. MBoBEAKERIIOWTP] 4%
HOClx, ERNEOMKIZ/NERITHIL, B LAE
T CHM O RAHNL % 380 5 LRI TV DD, W5
FEBID S B, 4 BIIFEO A 2 R PIEMIEAN T &
A I BAEEICHBLL Tz, I BAEI R A T2 72
HICREEEZEED 2 <, BRI R S ZE L CEEIZH

DR LEED DD, FlLERZ B3 5 L 2L
BEAF E R HIRE DS RS 2 1% % LIELIERR® 5. %
BRI IO EAEEZ R L, Db ORGSR E L
7B DR AEAE ) % 7~ 3 P TR R I LB L T v
7= (Fig.3). MGIx4 & L-Mlaidiisie 4 52475 L CAl
BEIRIC I § 5 B AR A S 1o 72/l T 2 W etk %
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& O} BB O AN — B J5 ISR %2 0 S 1
DFENZHHDOHN S L, EARBIEE 3R]
HEHLYPHTH D25, IALHAEE OB O RAAG I % 7~ 378
MM E SPACE 1281 2 Mg Bk 0o —o &
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PJ 58 TIE, 1ERDOETIHRZ (IPMN o & B S AU 2
PanIN-3 O & EESTERL) (ZAHY § % i B2 SR AU G & Ak
Jal OEMDOEA ¥ MIoOWT, MBEERFOIE»ICZ B
F U OHA R TVWAETY. bivbid DU A
& ERAIEE PanIN O RIC BT 5 7 a~F Vi oA ik
WZOWTOHEZE L TWB, ORI Z <3 HMHE
MBLASHBL L T 7B B RIER CIIBEA R 7 o< T
v oRE, HEREMEE b OEREZRObOD, s
YT OSSR IAR SN Lo T2, — DD
RoBIZE bbb %L, ZuxF viofmeHllati
DruvF UHROEERTHLENDH L. Tz, PI 4
B CIHREAYE PanIN b OB 2”3 Lt s T
WD, AREIEE PanIN OMIFIEIEARR ICHAIRZ R L,
K ORE D IR > TWaT9. 2RI L, bhbh
ORGEg L LT CRREOREIZS 8%
Thotz. BORIEEITERNEEEDO—DIZRY S 5D
DTHY, BOMEBOABHMEICOEHTRETHAS .

a b

Fig. 3 Histological findings of high-grade PanIN. a, b : Papillary
proliferation of tumor cells and numerous isolated scat-
tered cells are seen in a branch of the pancreatic duct
(arrowheads) (HE staining, a, X 1.25, b, x20).

WA 22 B/ ME S BV O EICHE I TH %25, BAMERT Lo
ATHREZENT 2DIERESTE %L, BAMEERMO
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BruxF UHICREE G2 Th SRS 5. B
OFFETHRIE N ERMD 7 a<F v o mkicon
THEESWIZ 7 v~ T v O EERAL R i L 3 1T R 18
W, 7T PEE, B NPEE IR 1 TR I R T
ZhRbEmroz L, FOREMIMLBEEICISs 707
F v OIS H B EIBRT WS, F7-, ERCP D&Y
HORADEERROBEIICR Y 9 510, BEe TRk,
TNT I VHERIML CTREBISEREIC L ) L2417 -
TW72%%, SPACE 133 AI OB % Z T R WIRIKTH ),
BN v 7 OB % IV 2\ 2 & R0 Ha 04 R o 1l
M loTRICEY, MBEEEIPRL, 2u<vF o
BUEIAEHTH 7212, Lal, EREEMASIE RS
WZFE E TOBMEZATH LEDXD D, B OB R
XA L ozl EnD, MIREMRIED ZRL T
FREEE AR 2 RN 5 R U7, I O M LB s
I & ¥ T F R R R e L oRnE =
Mz 2 HEHT6N5. @n#lZ2mz % )5k ME o E
WEOR EIZ B2, bhvbhd 7V 7 3 ViR Hlik
Feagi, MR —MA54 K79 2% WD 2 L THl
Fa IR D) E 28D T 58919 —J5 RALH I 2
(liquid-based cytology : LBC) X ERCP T 7' v #iai |z
BUWTH204ER & Y iRA SN TV 578, FREGINL Oz E<
FIEEZB LT 5 & & 12, LBC OPFHIC X W IESZ %R %0 1
L7z i SNTw 16~ 448 BERICEIT 5 LBC O
IS DT 2 LENH S ).
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Abstract

Objective : To examine the diagnostic significance of round cells with
a tendency toward nuclear eccentricity in serial pancreatic juice aspira-
tion cytologic examinations (SPACE).

Study Design : A total of 12 cases of high-grade pancreatic intraepi-
thelial neoplasia (HGPanIN) were examined. Microscopic examinations
of SPACE specimens were performed to examine the incidence, num-
ber, and architectural patterns of round cells showing a tendency
toward nuclear eccentricity. Then, the nuclear irregularity of the round
cells, such as increase in and uneven distribution of chromatin, variety
of chromatin patterns, and nucleoli were observed. The same examina-
tions were conducted on SPACE specimens obtained from 13 cases of
chronic pancreatitis (CP) as controls.

Results : Round cells showing a tendency toward nuclear eccentricity
were found in 10 out of 12 cases (83%) of HGPanIN, and 4 out of 13
cases (31%) of CP. In HGPanIN, the round cells appeared in moderate
to high numbers, and the cells showed nuclear irregularities and chro-
matin abnormalities. In CP, on the other hand, fewer round cells were
observed, and none of the cases showed uneven chromatin distribution,
and a variety of chromatin patterns were observed.

Conclusion : The uneven distribution and variety of chromatin distri-
bution patterns in the round cells with a tendency toward nuclear

eccentricity may help in diagnosing malignancy.
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B 79 3 VT BGHED T E SIS IS MBI 5 & S A MBENE AMRORRIEIZOWT, 753
U7 BRI RS R R b L IHGE L 72,
Fik - BRBMIEH AL reaktime PCR % (QPCR) T\, Kt 28 I & BaPE 30 1% b & 12, o SiEbiila

FZICALNLTHAROIERELENRZE L 7 T 3 Y 7Rz Hu7z il bdgetn (SaEdfn) 12X 2Mmatz
117z

BiA& @ qPCR Bkl - BPEpl & H 12, BRCRE A (ICD R#EMRIT R (CTF) 2% 20% (2@ s, Wi
IR A A AL N d o7z, BEIRFA (ND 1, gPCR BB OAIZGED Hiizhs, MBIEIE 7.1%
LILRTH o7z, qPCRGMEBID ) B, RIEdtt ThitE 2R L72611d 14.3% L ARETH o 72 3O AMHE
Han 9 b, R THEZRLEHAKEINIO—HBOATH Y, ICIB LU CTF IZTXTEETH - 7.
T72, WoPREABBIED 2 WELICZ LWHIIREIC S, SEiEdets TR 2 B IR s Blg: S h .

w0 7 7 3 VT RAYEO T ESEMIEZ IS MBI 5 &£ SN2 ICL B L O CTF 13, AREAYE SRR T
BWIEDPRREND. 77 I VT EGSIBIEEIISHREREOZLICZ L K, MIEE ToRMIZIZRS
BHoHEEZOLND.
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Specificity of intracytoplasmic inclusions appearing in uterine cervi-
cal cytology for chlamydia trachomatis genital infection——TInspection
based on the chlamydia trachomatis nucleic acid amplification test——
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29 3IY7 « b7 axF A Chlamydia trachomatis (7 7
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Table 1 Target cases (chlamydia trachomatis qPCR-positive 28 cases)
No. Age Gravi'dity Dept',Of Subjective Symptom Gonorrhea Findings of Cervical Cytology Immuno*#
Parity ~ Outpatient qPCR  Ec*1 SqM*2 TRe*s Neu®™ NI*5 [CI*6 CTF*7
1 15 GOPO Gynecology  Lower abdominal pain - + + + + + + + + + + + +
Vaginal discharge
2 42 G1P0 Infertility NC - + + - +++ - - _ _
3 33 GOPO Infertility NC - - - - + - - _ _
4 38 G1PO Infertility NC - + + - + + - + — _
5 41 GOPO Infertility NC - + + + + + + - + + - —
6 21 G1P1 Obstetrics NC - + + + + + + - - - +
7 21 GOPO Obstetrics NC - - + - + + + - - — _
8 34 G1P0O Obstetrics Pruritus - + + + + + + — - - —
9 19 GOPO Gynecology  Lower abdominal pain - - + - + 4+ - — _ _
Condyloma acum.
10 21 GOPO  Gynecology Vulva pain - + + ++  +++ - + + + -
11 30 GOPO Gynecology Genital bleeding - + + + + + + — - - +
12 23 G1P0O Gynecology Vaginal discharge - + + - + — _ — _
13 20 GOPO  Gynecology Leucorrhea + + + + - ++ + - — — -
14 28 GOPO  Gynecology Yellow vaginal discharge - + + + ++ + - - - -
15 17 GOPO Gynecology  Lower abdominal pain - + + - + + - - - -
Dysmenorrhea
16 19 GOPO Gynecology  Lower abdominal pain - + + + + + - - - -
17 37 G3P0 Infertility NC - + + + + + - + - -
18 35 G1P0 Infertility NC - - + - +++ - - _ _
19 35 GOPO Infertility NC - + + - ++ - _ _ _
20 19 GOPO Gynecology Vaginal discharge - + - - + + - - - _
21 27 GOPO Infertility NC - - - + + - - — _
22 24 GOPO Infertility NC - + + - + 4+ + - - - —
23 38 G2P2 Gynecology Vaginal discharge - + + + + + - - - +
Dysmenorrhea
24 19 G1P0O Gynecology  Lower abdominal pain + + + + + + + - - - _
25 23 GOPO  Gynecology Leucorrhea - + + - + + - - _ _
26 25 GOPO Infertility NC - + + + + + + + - _
27 28 G1PO Infertility NC - + + + +4++ - - — _
28 18 G1P1 Obstetrics NC - + + + +++ - - - -

%1 : Endocervical glandular cells (Ec)
%2 : Squamous metaplastic cells (SqM)
%3 : Tissue repair cells (TRe)

%4 : Neutrocytes (Neu)

%5 : Nebular inclusion (NI)

%6 : Intracytoplasmic inclusion (ICI)
%7 : Central target formation (CTF)

% 8 : Immunocytochemical staining using antichlamydial monoclonal antibody (Immuno)

=M, 77 I VT IRIYEOFEEIMIZ IC B VT, HE
B Z M B B ARASINE S % 2 & % Naib® A3is LT
DokiEH S, £ < 0B - ISR SN TED, L
ML, TONFERISETEIT, HAKOERLBHD Y,
FESHE M EAR B AL 2052 T T3 Y
T BAIEDHEENTRE L DRFARENL —HT, REL
E MM & DBIERZ BERI S 5 il b A 5N 51720,

ARlb DI AR A RICBIT 27 T 2
VT BERBETRERAAS R 2 b L0, FE TR M

ARIZH 512 ML NE AR DOTERESR) 7% & TN oAl
LIRS 21T, SRETHE SN TE &My 73V
7 FH AL OFFFIE DV THEGE L 72,

II. it ®
FIREEARRRBECT, 201548 H25 201843 HE T

D248 AOMIZ, FER - I AR R % & NSRS R
IZBWT, 773 V7 BRI 2 9206 L 72 1641612
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Table2 Control cases (chlamydia trachomatis qPCR-negative 30 cases)
No. Age Gravi'dity Dept',Of Subjective Symptom Gonorrhea Findings of Cervical Cytology Immuno*8
Parity Outpatient qPCR Ec*! SqM*2 TRe*3 Neu** NI*5 ICI*6 CTF*7
1 29 G1PO Infertility NC - + + - + + - — _ _
2 23 GOPO Gynecology Vaginal discharge - + + + + + — - - —
Genital bleeding
3 42 GOPO Infertility NC - + + - ++ - _ _ _
4 39 G2P1 Infertility NC - + - - + + - - _ _
5 34 GOPO Infertility NC - + + - + + - — _ _
6 35 GOPO Infertility NC - + + - + - _ _ _
7 43 G5P2 Infertility NC - + - — + - _ _ _
8 28 GOPO Infertility NC - + + - + + - — _ _
9 29 G1P1 Infertility NC - + + - ++ - + _ _
10 40 G2P0 Infertility NC - + - — + - _ _ _
11 33 G2P1 Infertility NC - + + - + — — _ _
12 21 GOPO Gynecology Dysmenorrhea - - - - + + - — - -
13 26 GOPO Infertility NC - + + - ++ - _ _ _
14 31 GOPO Infertility NC - + + + + + - - - -
15 44 G3P3  Gynecology NC - + + + + + - + + _
16 29 GOPO Infertility NC - + + + ++ + - - _ _
17 44 GOPO Infertility NC - + + - ++ - _ _ _
18 33 GOPO Infertility NC - + + - + + - + _ _
19 42 GOPO Infertility NC - + + - ++ - - — _
20 32 GOPO Infertility NC - + - - ++ - _ _ _
21 37 GOPO Infertility NC - + + - ++ - _ _ _
22 28 GOPO Infertility NC - + + + + + - - — _
23 34 GOPO Infertility NC - + + + + + - - _ _
24 33 GOPO Infertility NC - + + - ++ - _ _ _
25 35 G1P1 Infertility NC - - + - + + - — _ _
26 37 GOPO Infertility NC - + + + + + - + - _
27 33 G1P1 Infertility NC - + + + + - + — _
28 35 GOPO Infertility NC - + + — + - _ _ _
29 35 G1PO Infertility ~ Past chlamydia infection - + + + + + - + - -
30 34 GOPO Infertility NC - + + - + - — _ _

%1 : Endocervical glandular cells (Ec)

% 2 : Squamous metaplastic cells (SqM)

%3 : Tissue repair cells (TRe)

%4 : Neutrocytes (Neu)

%5 : Nebular inclusion (NI)

%6 : Intracytoplasmic inclusion (ICI)

%7 : Central target formation (CTF)

* 8 : Immunocytochemical staining using antichlamydial monoclonal

M OFHER & L7z,

0L, 773V T EBMIRERERETH Y, R
T ESHERAINLS 2 R L 72 28 1 (4D 15~42 7%, 35
26.87%) Zxtg & L7z (Table 1). [ U < fH4EMOHT,
77 3 VT EBEIEERERETH Y, o T ESERME
ZHEHE S L7 RER] & D BEAEZS (IR L 72 30 61 (4 21~
44 5%, T3 33.9 %) watEREEE L7z (Table2). 4B,
75 3 VT kBl 7 & N EER IR B O $ R T HPESSREBR
AL, 79TV 7 Btk 28 I AR 1161 (39.3%),

/1]

antibody (Immuno)

HEEREER 3 61 (10.7%), 27 T 3 V7 Bt i 30 B rp 4L iR
FEBR 10 B (33.3%), HEEREER 71 (23.3%) ThHo7z. F
72, 793V T8 HIM 2 6] (7.1%) (il o HEAERK
Yer B 7z.

ARG B A SIS MEEAER RS K%
1315) 7 O N EBREHREAE RS M AT B s ORGR

£
1 191fh-025) DR EFTHEML 7.
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Fig. 1  Cytologic features of the three types of inclusions, Papanicolaou staining, x 100.
a : Nebular inclusion : NI(arrow). The cell shown in this photograph was detected in Chlamydia

qPCR-positive case No. 1.

b : Intracytoplasmic inclusion : ICI (arrows). The cell shown in this photograph was detected in

Chlamydia qPCR-positive case No. 5.

c : Central target formation : CTF (arrow). The cell shown in this photograph was detected in

Chlamydia qPCR-positive case No. 10.

a: NI

c: CTF

Fig. 2 Schema of the three types of inclusions of the cytomorphologic observation.

a. Nebular inclusion : NI

b. Intracytoplasmic inclusion : ICI
c. Central target formation : CTF

nm. A &

1. 773 TIRBIERERE

7 9 3 Y 7 IR L multiplex real time PCR ¥
(quantitative PCR : qPCR) TH7- 72, IS CTIRILL 727
HHEHEAEMREL, BRbEy PR T F 2V —
“Rm-CT/NG (Abbott) % i JH. A% W& il i} iX Abbott
m2000sp™ [ BB [ 4 1 35 15 TA7 v, ST 121X Abbott
m2000rt™ 7 F F A H—Z Hw7z.

2. MMRREAI AROREFZVER

qPCR 5k 28 7% & UNIZ qPCR F&tkxdIE 30 61, 71 58 41
DFEFHEMILZ LA (Papanicolaou ¥eth) % FEiM L,
79 I VT RGIEICHILIT 5 & SN DML NE AKo
HEEZRD B, TESER» S OMBIRIUI T —Xy

7 275 ™ (Rovers Medical Devices B.V) # v, i
BRI TR EARZ R L7, Ml ENE AROIEES
FIFREELE, T CICHRICE o THE ST 5 R0 3 FlSH
DE AL L7z,

a. EZIR$ A nebular inclusion (NI) : Shiinal® (2 & - T
RIESN, AT MF ) VIHEOZROHIZ 1 um LU D
HIBER 2 A5 2 HAK. FHAKROBEFIIAHETH 5 2,
HoTHEERLELTALNS (Fig. la, 2a).

b. FE#IRE A intracytoplasmic inclusion (ICI) : Naib®,
Guptal® 512 & ) i S, MIRREERNCIEY v H b
WIEAT M) IO SERCIRE A % #2905 (Fig. 1b,
2b).

c. ZMIRER R central target formation (CTF) : Gupta
Iz X s, MIREZERNIC A Y VIO
WEAMERD L. 79I V7 BRPBORLGEZ2RT &



102 R BRI Ml
%
60 —
B Chlamydia gPCR-positive cases
50 |- B Chlamydia qPCR-negative cases
p=Fisher’s exact test
40 -
30 p=0.23 p=0.99 p=0.61 p=0.99
’ w — — — —
olh 2L4%54 09 2L4%50 0%
10~ 7.1% 7.1%
3.3%
a b 0 . 0.0% . ||
a: NI b: ICI c: CTF a,b,c Total

Fig.3 Cytologic findings of the inclusions found in Chlamydia
qPCR-negative cases, Papanicolaou staining, X 100.
a : Intracytoplasmic inclusion : ICI (arrow). The cell
shown in this photograph was detected in Chlamydia
qPCR-negative case No. 27.
b : Central target formation : CTF (arrow). The cell
shown in this photograph was detected in Chlamydia
qPCR-negative case No. 15.

KhTws (Fig I, 20).

3. MRREAIAROREMIEEREES L UE%RE
BICLZER

TIEMBE LN G tt (R gefn) 12 X A BIZHC D W T,
B AN DOTEREF I BISSHE T %, qPCR B4 28 6 7%
5 U2 qPCR FEMEREA 30 51 0 i, Papanicolaou 4eff % 47\,
Vo 3I97 - F 7 a—Fudiki v st &
L7

HB, RERGIIEKE L SNLEEER) v —ikT
1w, TREURIEI 2 7397 - €7 70 —Fuiifk
MONS8004 (MONOSAN) %, 2 %k¥ifkiZ REAL™EnVi-
sion™/HRP (Dako) %, F@HEHIZIEZT Y TNVATA ~
AECHBW (= FLANL FH A TV R) BV kg
AR BIE I, 5% Ty / — LV TREEEONEZIT-
72®%, T3 Papanicolaou 44ft (J< L Papanicolaou 44ff)
ATV, BRI R & ORI 2 bk & 4T o 7.

7, Fskge & LT AMHINE (ICL, CTF) %#o7:
FEB D —FRIxF L, B Papanicolaou #:ff#4 12 periodic acid-
schiff (PAS), alcian blue, mucicarmine ® 3 ff® %t % i
L. ICI, CTF OEMREZTo72.

IV. & ES
1. MREAHAGOHIRE (MIETEFHERS)

gqPCR BIEBNC BT, 28 B 6 B (21.4%) (CHINRE
WE AR Z R 72, 6 BIDOE AKIIEEAR EOEREE55 # i

Fig.4 A comparison of the incidences of the three types of inclu-
sions in Chlamydia (PCR-positive cases and the Chlamydia
qPCR-negative cases.

BIEREN, 9B 51 2P0 (92.7%) 2% F L bAla L
4 H AT (7.3%) AYSHEFBAILICFRD Sz, HAKOPER
X, NIA 260, ICIZS6%], CTFA 261 Td -7 (Table
1). 72, qPCREETEFIZHB VT 30 B 6 61 (20.0%)
RN E B AR 2B 7. 6 BB AKIZEAR Eo&E
20 # FHICEIER S, 9B 18 AT (90.0%) 2%k P kAt
MBS, 2 » A (10.0%) ASSEMRAIRLICEED Sz FHA
KoM, ICIAS66I, CTF A 16T -7z (Table 2,
Fig.3). NI 22w T, gPCRBGHEBIDAIZRD A, H
BERIZ 28 B 24 (7.1%) LIKETHo72. 4B, qPCR
Btk Bl 9 5 ik o EHIEYe & 8 72 2 FINC IS 3t
AMEOWBLIL 2 Hr o 7.

qPCR Bk 51 8 & O qPCR B EFIIC B1) 2 K FEM B E N
HAKOMIEIIOWT, MEOHEEMEEZIT>72. M
EAEIE, 714 v ¥y —OIEMEMESERE L D RD. NI p
fili1Z 0.23, ICI TIZ 0.99, CTF T2 0.61 TV, qPCRF
P & qPCR BEPEE O3 AR BIER IS A 22 1370
SN horz (Fig. 4).

ZOMORFEST X EMBATR L LT, oPCR BRI T
ICI, CTF 28tHBlL7- 6% 561 (83.3%) 12, qPCR [tk
#1TlE ICI, CTF ASHBLL 72 6 Bl 4 1 (66.7%) (A58 L
e %72 72 (Table 1, 2).

2. HAKMBEME L RELEARS LUEREGBFR
()2dk 5

qPCR B PEBIIC BT 5 o et b 30k, 28 B 4 )
(14.3%) TdH o7z (Tablel). 46105 % 16 (qPCR ik
SEBI No. DIZIZWIR oML A 7 ) —= v 7 CHIRENE
AME (ICL, CTF) % #7275, Th o DE AKHNLIZ—5
L7z deta Mg 3o S e hr o 72, %3, qPCR
PERER) No. 112135038 et 12 B\ CHREIE NI S b 72 B

}
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Fig.5 An inclusion thought to be a NI (arrow) found in Chia- Fig. 6 An ICI (arrow) found in Chlamydia qPCR-positive case No.
17.

mydia qPCR-positive case No. 1.

a ! Papanicolaou staining, X 100.

b : Immunocytochemical staining with antichlamydial
monoclonal antibody, X 100.

‘We recognized clear positive immunocytochemical stain-
ing in the cytoplasm (b), and confirmed the cell as a NI
after repeat Papanicolaou staining (a). However, as it was
accompanied by a remarkably high number of inflamma-
tory cells, it was not diagnosed as an inclusion in the first
cytology screening.

a b

Fig.7 CTF and ICI which were detected in Chlamydia qPCR-pos-
itive case No. 10.
a : Papanicolaou staining, X 40.
b : Immunocytochemical staining with antichlamydial
monoclonal antibody, X 40.
We detected a CTF (red arrow) and an indistinct ICI (yel-
low arrow) amidst the cluster of squamous metaplastic
cells (a), but both showed negative results of immunocyto-
chemical staining (b).

%% %, B L Papanicolaou ¥efts CHSIMOKEE, #H A
KOREL D NI W L7z (Fig.5). LA L, FLWEIE
MWL 2o T2t bdY, WEOHMEE A Y

a ! Papanicolaou staining, X 100.

b : Immunocytochemical staining with antichlamydial
monoclonal antibody, X 100.

An ICI, shown with an arrow in the endcervical glandular
cell cluster, was observed (a), however, the result of CT
immunocytochemical staining was negative (b).

-V TERHBAKMBE LTHRIET 22 ETER
o7z,

gt THPE 2 7R L 72 M N3 AR I NI o — & o
& (NI 1x qPCR B1E5EB] No. 1, No. 26 @ 2 B GR0 7275,
gt /R L7201d No. 1 ©A) T, ICI% CTF
HAKT TR CTRIELRMENETH - 72, qPCR BEPEIER
No. 17 T3 §4 A LB ATES 5 ICT 2 3%
7275 (Fig. 6a), IO Egetii izt cd -7 (Fig
6b). [ U < qPCR FEMEER] No. 10 Thi P Rz LA M4k
BEMIZAAET 5 CTF &, R A 7 ICI % 52D 72 %% (Fig.
7a), R IROBEEER Lz (Fig. 7b).
PR E R L2 4609 B 3FIE, 6 2RE AKIE
AR D b & RIS IR 2 bR 2 7, 2
NS OMB OB 3 H & b Ik F EEILAMBTH -
7z. TFig. 8 1% qPCR FFMEJER] No. 6 IZFRD 5 N2 T
L. SRIERAONCORF R LA MBS & 2 2 Bk
%% 8% (Fig.8b), & L Papanicolaou 4eff 12 C [l &K % &
MBI L7225, WO 2 RH ARERRLME O H - 72
ZALIZERD SN - 72 (Fig. 8a).

B, Bt L7z qPCREEMER 30 HlIC BT 2 ey
s RIT T RTEETH o7 (Table 2).

ICI, CTF |2 3 fi D45k gstt (PAS, alcian blue, mucicar-
mine) % Jiti L 724%%1%, PAS et T AARTRIHIBRCAR D
R 2 ROz b 00, HFAOMIEIZ b F&ED 5 ik
XD IEOCHIBRCR OB PR %GR, B ARTBICBES - 725
P R Cld > 72, % B, alcian blue %¢f, mucicarmine
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a b

Fig. 8 Immunocytochemical staining-positive views (arrow) found
in Chlamydia qPCR-positive case No. 6.
a ! Papanicolaou staining, X 100.
b : Immunocytochemical staining with antichlamydial
monoclonal antibody, X 100.
We detected clearly positive immunocytochemical staining
in a squamous metaplastic cell cluster (b), but repeat Papa-
nicolaou staining showed no evidence of any inclusions or
any changes of the cytoplasm (a).

Qett 3Btk 2z R L 72,

V. £ =

7I3IV7 - bFAXRFRREFOXZOERBY, #MEICIE
WAMEE O b 73—~ (RGMBRAEIE) 25l SRE§
JER & LIRS N AEY Th 525, BUETIEH
BUEAE & L COMEGSEAE NI CRA 2 L 72 - T
WAL bENCB AR 7 3 VT ERGER R, H
SLEASEM eI DY — X4 5 ¥ 202 LU 20024, Eb
720 R BEGE WG 476 N2 ¥ — 21220124 F Tl
2 \SRAMEINC D o 7285, ZORIZIFHE GEHd
D O 7 M EGA W R 26 AHitk) THER L, 2016 4 DLk,
FROIEINC D 5. B L IIZ20024E 0 ¥ — 7 B Cld otk
DEYED 1A G Do 725, 2013425 X 0 2B E %
D, 2019 SFIEBUELS LR DI 2 B> T 5. s
A ZF VAT 20 ALHTF~30 FUETE AT, ki 20 AT
FAZHZVE SN TVEY ., RRETTH4 & L7z qPCR Btk
28 B DAL 26.8 W TH o 72.

V#2773 VT BRYGEDBARIER E LT, BUETIZRE
%, THTIESAEREREI T, IFICHEE 22 03tk
OEEEFHBEIERIZZLL, 79I DV T7HELRDOK 70% 70
MFERE SNTVWDHL I ETHBY. ZoOREL L TEYDS
FRELL, HBENSCEENORELZERLZD, HED
i R0 M B 5 C R MR IV E AR D R RIZ 22 5 &

ENH DY, F7z, WMERICHEEERG L, Hra %k
RRBROFEIRIC R 2 WHEED HBHY. 20X iy
SRR ARENKTIZZ SIVTREDAZ ) —=
TRENEBSND X HI2% D, 2011 45 S 13 il e
HFIRBABE LT IIVTHENIRY ANSh B
Eol B, FREFHONSLE L7 qPCR Bk 28 H121X
1461 (50%) (AW 520 HEFERAFRD S, £ONEIR
i TR M IEEE A Ao 72 (Table 1).

77 3T T MM EER R, EIAYE, PUERAE,
BEMIELE 2 S0 0, BUETIRE - FRREICER, *E
OB EBIEIRES A S v 57— KLk, HiEHmEks
LTIESHWHEND X 9127 - 72267,

79 3 VTN T LA T & 2 W RPERI A AR
WThY, 77 ITVT7TRIFAOHGIR (developmental
cycle) 3 5. Thbb, FTEIMZ2EO753IV7
® elementary body (EB) 25 LRMIFICIRAL, Gtk
EB # W AAL X ) ICHAKDSMBENICER SNS. K
WTHE AR T EB 1316 PEL S 1 reticulate body (RB) (2
ZAt3 5. RBIFHOEB~E%MLL, EB & RB Ofic
X0 HREN OB AERITIEIE LRzt + 5. il s
N7z EB 3o LMK L TwL., 2Ly A2
V% A8~T2 BRI 2T THE D 3R §751D),

TESEHMEZIC L2293 VT H AR ORA L
1970 4EARIZ# % . 4512 Naib® & Gupta 519 25 & N A
fk& LTICI® CTF OfEfE & i L CUBRIEH S h, £<
ORFZEHIC X DB, METHA R SN TEZ0, TEER
M2 1231 5 ICI X CTF OB O R SR S i Tw
{HIT, ShiinaZFEEBA A TITHLTHS 73
T EJ 7 a—F VR E O 72 s LR - R
RELIIME 2TV, 79 3 VT IRYYEZ BT 5 LT D
ERLZOIEINITHLZ Ead Lz, 0%, ICIR CTF
&7 7 IV TIEGYE & OMRE BMBLT 252 H o X
Ik B, Clark 51713 252 Blo I ARHEHE 2 /57 5
IVTHIBECTHEL o/ 126 (4.8%) OTEHHAIHA A
TR LD, 29I VTHARERIET A &
BCTE LMozl l, 79I VTHEERUFAD S LD 5H)
(22%) WCHAKZBDZZ NS, FEETAATICE
%7 7 IV T EHAMBEEEBMEICRYT, FEEIC S T
RbBLDOTIEHRVERE L. 72, Henry S523FA
A& % chlamydiazyme test (EIA ) TRHPEB & BEPE5
W2, FESEEHA X7 TCIF & NLIZDOWTHE L724E
B, B AR EIA BRI S BEIC DB sz & L,
SHICEEWBEZMZ 72 2A, NIOAIZZ I VTH
Rz fBdizZ &hs, NIDANOH AR 7 397 ORfilE
KXo THERINAWREEH 2 D00, FREZRVWE
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HbNUbNOWMETIE, FEHSEHMEZICTY 73T 7%
PHEIC BT 5 & N5 ICI B X O CTF 1, qPCR Bt
BLUqPCREEMFI OB G L, 2T ICIBZD
FEALER D, TomBIERGE, 77 IV 7 qPCR Bk
B, qPCRBEPER & HITH 20%REETH D, WiF IR
HEAIEO Nl F72, YL/ 53IV7 - /)2
0 — VR E F 7 RE G2 K S RE T, qPCR B
PEBINC BT % B tEs 1% 28 B 4 1 (14.3%), qPCR Bt
TIEX 30 061 (0%) THY, Btha R L7233 Akix NI
D—EDHT, ICI B X O CTF 13 qPCR Btk - BatEpl &
DITTNTREEZR L. E5IZICI CTFIZx) L PAS,
alcian blue, mucicarmine ® 3FED Gett % 17 5 72 fE RIZB W
THHO DR RIERD NG h o7z TS OB
BRI, ICIBLOCTF XY 5 3 Y 7 Y & R AR
2RI TIE R L, FEERORER SN L7
NI E 2L TH A A . S RIOBEHINC
B MBHIZOWTAS L, qPCRBEESI T ICL
CTF 253l L7z 6 Bl 5451 (83.3%) 12, qPCR ST
(& ICI, CTF 28HiBIL 7= 6 b 4 B (66.7%) \ZA54E Rz
fazBdTBY, WId v RIEZ > T 7z REMES
RIBENS.

NI 2D W T Shiina IZ FESALTLA AT D7 T 3 V7 I&
AL O W TIN5 N 79IV 7 - €/
70 —F Pk e H v 2 B F RS 2 4T v,
Papanicolaou BEAR T 5 I V7 &Y L BT RELR T H & L
TNIPIRDEETH S LT 5—J5C, NIBHEANIEEEAR
FIZEbDTHRL, RELEINRTVWELTWS. b
bhoKFHIZBWTY, NIE qPCR BB RIZEED S
7oA, FomBEE 28 Bk 2 6] (7.1%) & IEFICKMET
Hotz 28109 H 1 ENIHRIEGAICBWT NI LT
WO REMGEZRLZERS, MBZICBITSNIO
M2 7 3 VT IRAYE R RIE T % ) A CHAIRIIR L%
5. oL, o 1 phdfEgaiattcdy, g
%5 D9 NI R BB EWS TH - 72 el .
WERICE X, NIOHERBIEZ L 0EZ A HETH Y,
M L 72D I3 HETH 5.

75 IVTREEMIBIZOWTHRES®IE, 253V 7%
J&Ye X &7 Hela Mg % B T BMEE M ICBIZE L, MR
DEAIZ 7 T IV TEH AR X AHTEHEZ RO 721300,
FE RGN HeBE U TR MR 123 L W IR REZ I3 RE D
BholzbdXTWs, bhvbiluiptr s3I 07 - €/ 7
0 — F ViR & F 72 0 Gt T 4 Bl o B 1R % 5 7:
A3, 4Bl 3 Bl ABREREZ RO, WL 2RMED
ZALA T b B T R AR oM = NS

IR 2 btk 2 o7, ZORRIGEIRSD 7 7 I VT
ML OBBEMMERRICHELL2bDEERD. T4b
B, 773V T7 G IZEE ISR R AL ICZ
L, ShzeFEsifiiies TR 5 2 L IZIZRADL D %
LEDLEDE ARG

RSO RIE L, BRT R EAIEHE 20,
AL OFFILH 59 | 0 AR EMB A SKIAS (B 12Tt
HL7.

Abstract

Objective : This study was aimed at evaluating whether intracytoplas-
mic inclusions (IIs) that are sometimes observed in uterine cervical
cytology specimens obtained from patients with chlamydia trachomatis
(CT) infection are, in fact, specific for CT infection.

Study Design : We enrolled a total of 28 patients with CT infection
(CT-infected group) and 30 patients without CT infection (non-CT-
infected group) as confirmed by real-time PCR (qPCR). Three types of
IIs were detected in the cervical cytology specimens : (1) nebular
inclusion (N1), (2) intracytoplasmic inclusion (ICI), and (3) central
target formation (CTF). To determine if any of the IIs were specific for
genital CT infection, we performed immunocytochemistry with anti-CT
antibody and calculated both the rates of detection of the IIs and the
rate of immunopositivity (IMP) for CT antigen in the cervical cytology
specimens of the study subjects.

Results : There were no significant differences in the rates of detec-
tion of ICI and CTF between the CT-infected and non-CT-infected
groups. NI and CT IMP were detected only in the CT-infected group, at
the rates of about 7.1% and 14.3%, respectively. Thus, but none of the
ICI and CTF, showed CT IMP. In addition, some non-IIs-bearing cells
with normal morphology detected in the CT-infected group also showed
CT IMP.

Conclusion : The data suggest that while the presence of ICI and
CTF in cervical cytology specimens may not be specific for CT, the sig-
nificance of NI needs to be further investigated. The diagnostic ability

of cervical cytology for CT infection may be limited.

X

1) &ML 773 V7. AR o 2014 66(3)
323-334.

2) &M% 8. Chlamydia trachomatis & Z DM 0 AR
WA MERE 2018 5 28 (2) : 77-82.

3) NIID E V. IEGSEN e RS ieZ s v ¥ — - h—xA( T~
. WE 27 9 3 V73BN, 2019. https://www.niid.go.jp/
niid/jp/chlamydia-std-m/chlamydia-std-idwrs/10202-
chlamydia-21jam.html (2021.4.1)

4) BIIsEz. YIEGWE, YRR T I VT OMBEE IR, EIRE



106

H AR AR AT 2 2 MRS

)
~

o
N

10

=

11

-

12)

13)

T ARHE 45K 2018 5 72 (1) @ 6-11.

O MRBPEE LT SIVT - b av T AEY
JiE D BOEOFE. E5 Y AT 4T 2019 65 (4) 1 6571
PEREGE 2 2. TEEGWERB W - A4 N7 4 > 2020, 1heds
77 IV TIRIYE. B L BEAE, R 2020, 60-70.

W ER—, NIHE—, MK T - 132 Real time PCR %
HOW72W, 79 3 Y 72oFHEORE, EA9iE MR
2011; 85 (1) @ 1-7.

Naib, Z. M. Cytology of TRIC agent infection of the eye of new-
born infants and their mothers genital tracts. Acta Cytol 1970 ;
14 : 390-395.

BIIT B, SeAOGH, R - 13 AIEARICBIT S S
FIVTIRPED A ) — =V VI E T oM RICO W
T. HIESHMIIE4EE 1991 5 30 (6) : 1068-1072.

Gupta, P K,, Lee E. F, Erozan, Y. S, et al. Cytologic investiga-
tions in chlamydia infection. Acta Cytol 1979 ; 23 : 315-320.
Bibbo, M., Wied, G. L. Microbiology and Inflammation of
Female Genital Tract, International Cytology Slide Sets, Vol. 30,
Chicago Illinois, 1981.

Boon, M. E., Hogewoning, C. J. A., Tjiam, K. H., et al. Cervical
cytology and chlamydia trachomatis infection. Arch Gynecol
1983 ; 233 : 131-140.

APRHEE—, IPN—5A, Wi+ = -3 29 I Y T EE

KOMMBEIZOWT, HERMMZEE 1983 5 22 (2) @ 235-242.

14) Borges, R. J., Carmona, O., Machado, H., et al. Chlamydia infec-
tion in Papanicolaou-stained cervical smear. Acta Cytol 1984 ;
28 1 471-475.

15) Shiina, Y. Cytomorphologic and immunocytochemical studies of

bl

chlamydia infections in cervical smears. Acta Cytol 1985 : 29 :
683-691.

HegagelE, MU, KIHEDE - 135 WARRXITICB
1+ % chlamydia &G ORINLE, MITPRILE & RZIRE Ako
BUEE & OBfR. HERNINL 2GS 1985 5 24 (3) © 487-493.
Clark, R. B., Schneider, V., Gentile, F. G., et al. Cervical chla-
mydial infections : diagnostic accuracy of the Papanicolaou
smear. South Med J 1985 ; 78 (11) : 1301-1303.

FHRAEW, WA, I - 132 Chlamydia &G D RE
HYMEZE, Chlamydia &R/ o BHBILRE.  H BRI &5
1987 ; 26 (1) : 49-56.

Sekhri, A., Le Faou, A. E., Tardieu, J. C., et al. What can be
expected from the cytologic examination of cervicovaginal

16

N

~

17

N

18

19

=

smears for the diagnosis of Chlamydia trachomatis infections?
Acta Cytol 1988 ; 32 (6) : 805-810.

Henry, M. R., de Mesy Jensen, K. L., Skoglund, C. D., et al. Chla-
mydia trachomatis in routine cervical smears. A microscopic
and ultrastructural analysis. Acta Cytol 1993 : 37 (3) : 343-352.

20

=




J. Jpn. Soc. Clin. Cytol. 2022 ; 61(2) : 107~115. j 107

4

L

I

(RN RS D IEAINC 6 0 2 R gl e O Ml &

BEORHBY AR BIED Al mAD e R
%R AR ML W TAD T
BoEp o OV R RSBV RkEE MY
IRKREHRBARTIBUTE - FEERD, M7 B ATBR A BB ¥ & — IR £ 74 4 2 5 ZBFFERT

B - ARGETo B, R hIcA SN D F7 [F3ETREL (epithelial mesenchymal transition : EMT) #l
JeDORNATEREIZOWTHRET A2 L TH 5.

HiE L bHIUIERIRHHEAIER & 2 S, KRR Z T - 72 33 Bl 25412, AR+ o
FaHIZB1r %5 EMT ¥~ — % — @ E-cadherin, vimentin 3 & UF Zinc-finger E-box binding homeobox 1
(ZEB1) %Bl% @4 L, vimentin*/ZEB1*% /R L7z EMT MMl RE % fead L 72

BAE - ARPER P OB O BN 7 — Uk, EBR 12 6] (36.3%), IVFEEERY 561 (15.2%) B & NRTE
7116 1) (48.5%) (2438 S 7z, E-cadherin FPEAHNE & 30 B (90.9%), vimentin PRI 6 1 (18.2%),
ZEB1 FptEAIa d 4 #1 (12.1%) (2&A 57z, E-cadherin & vimentin ZHUI MBI ¥ — VI % o 72
75, ZEB1 Z6BUIWH & A% BEVE % 80 % 2> 72, EMT M2 (vimentin* /ZEB1*) 1 4 Bl (12.1%) 12A5
n, BAREIT 260, FEMERIC 2 BIRR S 7z, (RIS o EMT ML, e, BT, &P
RESER 2T 5 EMTHIED A 517z

fEEm - ARPER P o EMT Mg, IEMEHTL R 2 2 BRI X 9 ZRIBUEREZ /R L, o
&9 R OMIRELZ RE L olz. LA - T, HRERRICBI) %5 EMT RO 2288 L T8
SUEND 5.

Key words : Epithelial-mesenchymal transition, Zinc-finger E-box binding homeobox 1, Immunocytochem-
istry, Pancreatic cancer, Effusion cytology
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Cytological features of epithelial-mesenchymal transition cells in effu-
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A B

C

Fig. 1 A : Cytological features of clustered cells in an effusion cytology specimen. The clusters are
tight and irregularly shaped. The tumor cell cytoplasm contains mucin.

B : Cytological features of isolated cells in an effusion cytology specimen. The isolated tumor

cells contain light green cytoplasm without mucin.

C : Cytological features of mixed cells in an effusion cytology specimen. The tumor cells are

seen as isolated or loosely clustered cells.

(Papanicolaou staining, x 40)

INRBE R ESEE R EE R LT 5. EMT Mgl
twist, snail, slug, vimentin & % \»iZ Zinc-finger E-box bind-
ing homeobox 1 (ZEB1) 7 & DGR T-RHEEET 1 T X
VINOFRBERZEDBDIK L, E-cadherin 7 & DML
MEAENTORIUE T MO TWw5Y, b MRS
R AL LR 0B & ORIERRR 5 HNRAE L TH S
NBHEHREETH Y, 0 L) RREMKEILE L EIE
TlE kb9 5 &9 % EMT B~ — 4 — D5 BT H
ENTWV 556,

R I A, B, R, B, BB X
OPNBICHR T B BEA R 2 HdTwa. R MEll
I EIDIE D B WIZILEEE O sy — v %
AL, RETEIBAEEICHBT 2D, ZhEFTbhbhvb
TSR T B ORI D W THGE L7259, (R
N2 81 % EMT M3 23 IXIEE A LR L, T
FRICEMT B~ — 77 — OFEBUH L TH A4 mh % v,
bbb I EREER I BT 2 BREo M sy — v &
EMT H#~— % —& L T & 1L Tw % E-cadherin,
vimentin, ZEB1 %3l & OR# 24 L, EMT Mzl
TEREIZ DWW TG L7z D THE T 5.

II. ¥&LUHE
2013 4E20 5 2018 4\ iR R PR~ 09 12 e B & B i &

n, RIS TRETE & e SNTER 235 & L7-.
AMEHC BT % EMT #lila1Z vimentin* /ZEB1* % /R L 72 3

Pl &g L, RERICEGRIEEE & 2 S vz 2 flofk
e s = w72 B, BRI, vimentint/
ZEB1* OB 2 sl L 7-.

RS 2 R L, R bR ML (liquid-based
cytology : LBC) I THHBDH A b v FL v Fif
171 (Becton Dickinson, fh7% 491336) THINL DR E % 17>
72. 183, BDH A bYU v F Ly PRI L 72
BD SurePath ® 7’1 b 2 W IZHt» T LBC A 2 {EHL L 7-.
FTRTOEARG = a g §efh & T L7z,
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7219 (Fig. 1). =38, /¥ 2 #oMakmt+ (YT - KM)
HSEEN L 7.
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Fig.2 Immunocytochemical staining of effusion LBC samples. Tumor cells with absent or weak staining intensity were considered to

show negative staining (A, D, G), and tumor cells showing moderate (B, E, H) or strong staining intensity (C, F,I) were consid-
ered to show positive staining (A-C : E-cadherin, D-F : vimentin, G-I : ZEB1, X 100).

00097) T<VY J = xkrEL, REMbEEZ -7

H Bt 2518 BondII (Leica Microsystems) % FH\» Tt
17 L7z, E-cadherin Hifk (1:200, clone NCH-38, Dako
cytomation) % JH\7z6uiEMIR L% 1E, retrieval solution
(ER) 2 (pH9.0) T 20 7 MIRIEALEE, —kbifk% 30 75/
RO & &7z ZEB1#ifk (1:200, clone CH419 Bethyl
Laboratories Montgomery) &, ER2 T 15 73 MERIGILE,
— kIR % 30 3 S X & 72, Vimentin $U/A (ready to use,
clone V9, Dako cytomation) (¥, ER1 (pH6.0) T 10 %+
BRIELTR, —RPUE%E 10 RBUG S 7. —RIUKRR
D 2 RPUKIL, Refine polymer detection system F v b (Leica
Microsystems) % J\ T 30 [ K& 24, 3,3 Diami-
nobenzidine Tetrahydrochloride (DAB) THJ#{k &t 7-.

FEBIEROMHTE, 1O LTV ¥ VIligE 7~ ¥ A1
5 HiE e L, Bthfila$% %z 72. E-cadherin {ZHIfaE/
%, ZEB13#%%, vimentin (ZHlllleE %8BIz & L,

Table 1 Patient characteristics, cytological patterns and immuno-
cytochemistry

Clinicopathological variables n=33

Age, mean (SD) 64.7 (10.2)

Gender, M/F (%) 20 (60.6)/13 (39.4)
Cytological patterns, clustered type/ 12 (36.3)/5 (15.2)/16 (48.5)
isolated type/mixed type (%)

Number of positive cases

E-cadherin (%) 30 (90.9)
vimentin (%) 6 (18.2)
ZEB1 (%) 4 (12.1)

PRI R & ik & W L7z (Fig. 2). FBEE (expres-
sion rate) X 2 ZOMBEMKAEL YT - KM) 25BOBOT
AL 72, FEIDSA—ETH o ZERNIFE 2 4 THREEL
T EDbEETo 7. EEEHTED 10% DL FIZFEBIA AR S
N7-ER % B (positive case) & L 7.
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Clustered type

Mixed type
Isolated type

Patient | Diagnosis | Age | Sex cell type E-cadherin | vimentin ZEB1
1 PIDC 47
2 PIDC 48
3 PIDC 63 ND
4 PIDC 69
5 PIDC 75
6 cPC 76
7 PIDC 78
8 PIDC 57 ND
9 PIDC 58
10 PIDC 65
11 PIDC 69
12 PIDC 67 ND
13 PIDC 63
14 PIDC 83
15 PIDC 49
16 cPC 76
17 PIDC 66
18 PIDC 72
19 PIDC 54
20 cPC 71
21 PIDC 74
22 PIDC 65
23 cPC 60
24 PIDC 59
25 cPC 64
26 cPC 47
27 PIDC 63
28 PIDC 67
29 PIDC 70
30 PIDC 80
31 PIDC 64
32 cPC 73
33 PIDC 44
% E-cadherin vimentin ZEB1
70-100
50-69
30-49
10-29
09

Fig.3 Comparison of the expression rates of the EMT markers E-cadherin, vimentin and ZEB1 in clustered, mixed, and isolated

types of tumor cells in effusion cytology specimens obtained from pancreas cancer patients.

Almost all clustered cells show positive staining for E-cadherin and negative staining for vimentin and ZEB1. Mixed and
isolated types of cells show more intense staining for vimentin and/or ZEB1 as compared to the clustered type of cells.

(PIDC : pancreatic invasive ductal carcinoma ; cPC : clinical pancreatic cancer ; ND : not done)
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Table 2  Expression rates of epithelial mesenchymal transition-related markers in various cytological types
Clustered Clustered Isolated
Clustered type Mixed type Isolated type I ustered type ustered type  Isolated type
p-value Vs. VS. Vs.
=12 =16 =5
(n ) (n ) (n=5) Isolated type Mixed Mixed
E-cadherin 100.00 [94.00, 100.00]  60.25 [0.00,87.20]  9.10 [2.00, 26.30] <0.001 0.001* <0.001* 0.006*
(median [range])
vimentin 0.00 [0.00, 0.50] 0.00 [0.00,50.00] 49.50 [5.74,87.50]  0.003 0.004* 1.000* 0.003*
(median [range])
ZEB-1 0.00 [0.00, 0.00] 0.00 [0.00,40.80]  0.00 [0.00, 50.30] 0.066 0.091* 0.121* 1.000*

(median [range])

* : Bonferroni-adjusted p-values
Variables indicates the expression rate of each marker

Table 3  Appearance rate of EMT cells in effusion cytology (n=30%)

imentin*/ZEB1*
vimentin~ /ZEB1 - WHTERE;CeHS> vimentin*/ZEB1~  vimentin~/ZEB1*

E-cadherin* n=27

Clustered type n=9 9 0 0 0

Mixed type n=16 14 2 0 0

Isolated type n=2 1 0 1 0
Total 24 2 1 0
(%) (88.9) (7.4) (3.7) (0)
E-cadherin ™~ n=3

Clustered type n=0 0 0 0 0

Mixed type n=0 0 0 0

Isolated type n=3 0 2 1 0
Total 0 2 1 0
(%) (0) (66.7) (33.3) (0)

EMT : epithelial-mesenchymal transition

*Three cases in which immunostaining for vimentin could not be performed were excluded.

3. IRETFAUBRART

EMT B~ — A — DRk & 8y — o B
JIANINV ) AREEREH L. £, FhERD
HWBLS Y — CHIOHEBIZIZY 4 vay 7Y ONEHIBGE
FHV, Rry7zu—o X W SEREHELL. 2B,
WELY 7 M = 7% Rversion 4.0.2 & H v, p<0.05 &%z
FCEEADHD & L7

EN TP AEY/ NP N 2 (L A S BNV S X h e ]
L7: (WF9edk5 : 18075)
. & S

BRI B A I\ R L Bl S, RIEGHI I 2 C Ry
P &R e S L RERIE 33 BIRED Sz, NI, B 20
%, 13 44T, EIERIL 64.7 K TH -7z (Table 1).
RRR DR B 2 WIS BE V& I S L7 E B A% 26

BIC, BRARAICEENE & HIBr S M ERNE 7 B Ch - 7-.

1. BEMROBE/ N5 —

RRE ORI O MBS 7 — 0%, #5EA 36.3%
(12/33 1), IMAEPETY 15.2% (5/33 Bl) 35 L ORAER! 48.5%
(16/33 1) T -7z, HLIAN BT 2 BERERI L, et
DRI SPRIE T L TB Y, HlaEMN O
EHEITRNZ { OFEFITRD Sz (Fig. 1A). IAEMER
&, B Z AR E LRSI % 07 BE 12580, 4
R O PEREAIAL A U, RSP AP B A L T 7z (Fig
1B). fiil % OJESEMELD N/C liddm L, tHEE A%L%
FEHIE 2 £ 9 ER b A Sz, RARIIEIEE L L O
IAEVEIC BT 2 i 2 5200, B X - THRIEE O
AR o Tz, BAETICA SN L EIREIE, S0
IZABND L) B RETHAEORCEIRS S AEOKT
R L) IR IS F T EEETHY (Fig. 10),
T L 7R O R TER OB XY —  TH o 72,
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Fig.4 Cytological and immunocytochemical features in effusion cytology specimens obtained from pancreatic cancer patients 32 (A and
B : E-cadherin~/vimentin*/ZEB1*) and 33 (C and D : E-cadherin~/vimentin*/ZEB1™).
Staining of the cytoplasm for vimentin (B) and of the nuclei for ZEB1 (D) is especially intense in the isolated tumor cells.
(Papanicolaou staining (A and C), X 40, immunocytochemical staining (B : vimentin, D : ZEB1), % 40)

2. EMT~¥~—#h—DOHEIH

E-cadherin, vimentin 3 &£ U° ZEB 1 Hifk % Hl v 72 5040
fa %o, H v b 7% W72 ERE R % Table 112K
. o F e, BIEBNCBUT MBI T — 5 % Fig. 312
R HEBEANT 12 Bl D § X TIZB W T E-cadherin B %
(100%) %7<L, vimentin GESI3, 8, 12 ZEx< 9f) &
ZEB1 (12#1) oFEEASNEr o7z, —T7, AR
IZ2BW T, E-cadherin FEPE2%2 B (40.0%) T, vimentin
Bithix 4 40 (80.0%), ZEB1 Fptkid 261 (40.0%) TH -
72 RAEFIZBWT, E-cadherin Bt 16 #1 (100%) 12
H B 1, vimentin & ZEB1 Otz zhEh 263>
(125%) Th o7z

3. HB/NEZ—2& EMT v—H—RBEOREE

Table 2 (2 B/ — > & EMT B# ~ — & — O3B R
#7R73. E-cadherin Z8lix 3 DO MBI/ Ny — ICBE %
% (p<0.001), vimentin IZIFEPERCHED & £ 7 12LEX

AR R o 7o (SRR vs. IAEERL p=0.004,
IAETER vs, RAER p=0.003 1 K> 7 = 0 — = P&
HA). ZEB1 ZHL L MBI N7 — V1%, WETENICH B B
PIZFED %2 h > 72 (p=0.066).

EMT #ifa (vimentin*/ZEB1*) %4 %] (12.1%, 36l
27, 28, 32, 33) A6, RIEANT 261, IMAEPERLC 2 41
Aoz (Table3). b 460i%, BH24%, ik
24T, FIERIZ 618 Th o7z, MMM 3 BIA%R
TP L WS TB Y, 1 BNZERR SRS & H
ENTIEBITH - 72, IFEETIC A S L7z EMT fiflg i,
HisEIE O RE 2 R S IR 2SI E M o M BUE R % 7R
LCw7 (Fig.4). F72, AEWEROFIZIE, vimentin ©
A% 2 U7z 2 61 (vimentin* /ZEB1-, 5EH1 30, 31) %,
vimentin & ZEB1 ®FH A S i WHEH] (vimentin =/
ZEB1-, JEBI29) LAFAE L7275, Zh S ORI,
EMT #ilfis & JE 0L L 2-fifa e 2 2 LT\ 7z (Fig. 5). {RAE
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Fig.5 Cytological and immunocytochemical features in effusion cytology specimens obtained from pancreatic cancer patients 31 (A and
B @ E-cadherin~/vimentin*/ZEB1~) and 29 (Cand D : E-cadherin*/vimentin~/ZEB1~).
Cytological features of isolated tumor cells in an effusion cytology specimen. The tumor cell nuclei show negative staining for
ZEB1 (B). Isolated tumor cells show intensely positive staining of the cytoplasm/cell membrane for E-cadherin (arrows) (D).
(Papanicolaou staining (A and C), X 40, immunocytochemical staining (B : ZEB1, D : E-cadherin), x40).

AZA SN/ EMT ML, Hh 5/ RO E£JL K % 7~
TIELHD, ThooMBEEMRICENTH EMT B #
~— 7% —T& 4 vimentin X ZEB1 2SHBIZ3EBL L Tz
(Fig. 6).

Iv. £ =

EMT (&0 ] $225 % 7R3 b BN 23w B o0 i o ) 32
SAEANZILT 5BLTH D, 1980 £40IF LoIZ, Hay 5
WX o TIRBENAZY, EMTIZ b Y A7+ =3 V7K
AT (transforming growth factor : TGF)-8 7 7 3 V) —IZ
BT 524HMNFICL>s THFESIND I EHFAMBNTW
HBW TGF-p AT /K, Y V-2Vt = - FF—
CRIZHEREELL, MIBEND Y 7 F MEE % T
W o EMT MEgZE KF 7 7 2 —Tdh 5 snail, slug,

/1

ZEB1 R twist 2 LD S F IF RGN T2 L T <.
ZORR, LERWEZRET 50 FImEHH S, W
ERBIETHORHZ L L EMT 25475 %%, 2o
L IIWCEMT i, LE-HERIC»2DE ST ST REET
VAT HDS, ARHTIZEMT O b - & b EEAR BN
D—2 L ENTWw5 Ecadherin & T D70 E— ¥ —FHEO
Ebox IZfEG L, TOWME AHI#M L T ZEB1W, B X
RFEW L MER—H—D—>2TH 5 vimentin IZHH L
THRPER O EMT Mg ORI B A G L7z, £ Ok
2, E-cadherin & vimentin S8BUIINBI N Y — BN %
R 72H%, vimentint/ZEB1* %7k L 72 EMT flfgix, 984
PR OAZ O TEIIRTOMBIL, HimEo X5 M

SREIEA LN Dol L7eht> T, HRIERANLZ 0L
BlE O AT EMT MlaO M & WEETd h, EMT Ml of
U EMT B~ — 7 — SRR Th - 7.
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Fig. 6 Cytological and immunocytochemical features in an effu-
sion cytology specimen obtained from pancreatic cancer
patient 27 (A and B, E-cadherin* /vimentin*/ZEB1™).
The tumor cell cytoplasm shows positive staining for
vimentin (B).

(Papanicolaou staining : (A), x40, immunocytochemical
staining : (B : vimentin), X 40)

R OPEEMIIZ S F TR RE S OEHEBIK
L, TOWIVY =V IZEHTH A, DL OMET
FFLIRMIBL S 6 LU A A S N7 SE B % IO e ¥ 7 —
VEEFRLMET R MED T WIS, Bk L7z & B0 R
WHIRRO MBS — L 3Z K TH L7120, ARG 758
DL A & N7 e B 2 430000 & IAEE R D X 9 1ITEFR L,
EMT #4580 & 57 L 7. 2490 EMT MU I IAEER o
BRI O ABIEES NS LHELE L T 7278, 16 BIORFE
ANZBWTH 2610 EMT Mg Z B2 L 72, Abadi 57 Ot
BT, AR o RIEI, IFEEED 2 VIR R
MEGERTEME LTHIT L ERBL TS, 7,
il 2 ORI ED» S EMEEZ R L, BAELET 5 28
REMMBARDOLNTBEY, bbb PR TEL
EMT i X O IR L 2z GRS s & JH 9 % AR
RTHh o7z BERENZ &2, AR o EMT M35
B DAL ST, EHABKL Tz, BERIICB)
% EMT #iffa® E-cadherin ZEBLIZ 5840 2 Tld 7 < FEBLK
YT o72720, UGB LEWEREZMHERL Tz LE
2 %. F72, Giarnieri 5®91%, EMT MIBIZEB W T ERZRH
DFAEHEANTTH 5 E-cadherin DN & [, fpfgse
5 R DM M A 125 LT b N-cadherin O3B
EWERL, B FAY YO FEEIRAGED bz P LT
W5, REREZALE RS EMT MEE, RESE T & v 5
B 72 B335 F C E-cadherin ® & 9 % FRHH GO AR 5T,
BRREAE R EDSFE ST MRS 2 HE L 25 Tl
LT AU RN D 5.

ZEB1 53U W ARHE O PRI 538 5 v 13 s v BE i

THRBZRT I EPMESNTWEMY PEEFICB VT,
ZEB1 563113 25%, vimentin F831Z 25.7% DIERF I A S
LM INTHE IS0, KEFHIZB T 2 KRR o
ZEB1 & vimentin OFEHFIIRLEHETH -7z, & L
7oBRTE RO 1L, AR IRRTE R & I ShvTwiz
729, SSRGS U CE IS E A 7RI (%
Tholz. —7, MERCTREILEEE LB Tw
72IER] 28 1%, JEISHEEIE C vimentin — #5957, ZEB1 k&
PAERLTEBY, EMT HE~— 7 — O3 A B LI
WML 72T REPEDSHESE X 7z, Vimentin & ZEB1 13~ —
B — OFEBRFIINE W AYH ), vimentin (& EMT @ gy
BINCHB L, ZEBLIZ EMT BN T 5 2 L hHuE &
NTW5BED, L7zh > T vimentin IZB3ER~—H—& LT
JRNART MR SDY 87 ThhbD, TR OB
M vimentin*/ZEB1~ & W ) BEBUERIC R o720 b L
N7 WA, vimentin 88 & & 12 ZEB1 Ao Bl EMT
< —H—HEG LTV WREE D BETE A&V, Yang 59
DB ITBWT, EMTIZEMEIBEMO AT v 72 &%
T ERRANE Y & BZERMENE 2L, BOBODOER
THBT L5 7 RHMETED R 5 Rl LTwa5.
%7z, EMT Ol 12 TR2 > TH Y, Tran 5
EFLREE TV~ T A Tld SNAILL OFSH L E L 72984
JEOARICHEBLTHBY, SNAILLOREIE /) v 777 MY
5 SR OISR SN2 LTwb2, F/2Xu b
WX FARIZE T IV~ 7 A C Twist 1Z SNAIL % SLUG, ZEB2
DFEBE IS ED & & H ISR R 2 T S
52 EHEHLENITLTNAY, —JF T Krebs HIZETF IV
7 A CTHREMIBL D213 ZEB1 OFBATKE L EE5 L TH
), SNAIL % Twist IZIRfEFL T AwZ & 2L Tw
W, ZOXH)ITHEIZE > TEMT Y — 7 —OFHR
EMT DX A = A LN % L% 2z 5N 4. Vimentin X
ZEB1 I EMT B0 F i & L CIR K fEH SN TWwW 5B &%
R HNBD, 4k, EMT#Milflae EMT B~ — 7 — DO B4R
IZ2WT, EOLRMAPLETHLLEZOLNS.

V. #&

b1
il

bbb IUIABIZED F THREER H @ vimentin* /ZEB1*
ZoR L7CBEMIE # EMT Mg & g L, A0 2 574
7o 7. T EMTMRIZIVEE RO A% 55, H5L
Bl 8T SERMB Ny -V ERLTW Lizdo
T, WER KPR © EMT Ml oz, Sk
b ZEB1 % vimentin @ X 9 7 b7 3R~ — 5 — 294 0]
RTHo7z.
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Abstract

Objectives  The present study was aimed at clarifying the cytological
features of epithelial-mesenchymal transition (EMT) cells in effusion
cytology in cases of pancreatic cancer.

Methods : We examined the features of EMT cells in the effusion
cytology specimens of 33 cases of pancreatic cancer. We analyzed the
immunoreactivities of the cells for EMT-related markers, such as E-cad-
herin, vimentin, and Zinc finger E-box binding homeobox 1 (ZEB1),
and also the cytological features of the vimentin- and ZEB1-positive
EMT cells in the effusion cytology specimens.

Results : Pancreatic cancer cells identified in effusion cytology were
classified as the clustered type (36.3%), isolated (15.2%) or mixed
type (48.5%). The EMT cells showed positive staining for E-cadherin,
vimentin, and ZEB1 30 (90.9%), 6 (18.2%), and 4 (12.1%) of the
effusion cytology specimens, respectively. Immunoreactivity for the
EMT-related markers of E-cadherin and vimentin, but not for that of
ZEB1, was closely related to the types of cells. In four of the specimens
(12.1%) examined, including 2 with mixed-type cells and 2 with iso-
lated-type cells, the EMT cells showed positive immunoreactivity for
both vimentin and ZEB1. The EMT cells in the effusion cytology speci-
mens occurred mainly as isolated, round, and or loosely aggregated
clusters of cells.

Conclusions : The EMT cells in the effusion cytology specimens
appeared as isolated or loosely clustered cells, and did not exhibit
fibroblast-like morphological change. Therefore, it is of importance to
understand the diversity of EMT cells in effusion cytology specimens.
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B 2 2 BGED 72 O K AERHIIA R B AlfarE ) > SiEo 1441

WHOBWD EA WTV SNART S BT
SREBRD MR FA? AR SED  pHE

FE 7K S AT K2R SR R I B 2D, [l s iRk

BE  AEBEMRIBNERRPZMINER YA T 256 LIENRN GG 605 575, SEbhvbiug, i
HIERIE IR (2 CEEMBA S BUL BT 2 e R 2 Mg 2 7R L 72 OV F AR B Mt > X)E
(diffuse large B-cell lymphoma : DLBCL) @ 1 % #E& L7-D CTHET 5.

FERB] 0 10 A8, B 2 2 ARNCAESEOER 2 A5, = —RATl, SO R PRI 5 R 2
Sy BREARNEIE % 300D, AR 2N E R AR E 7 S AsBE b . RIS [ AR TIE, B A AR ER R 10
BUEOZEEMRESZEBBE L TBY), —EBoMIE 2 » 738k emperipolesis HAT AEED H 7z, §d
) Y OSEIER A AR O T R AR W T, S ROMBERo MBI A, MBEZEE ) Yk
emperipolesis FRFT WL 2 588, 1) »SHREVESE & MBI S 7z, RARHEZEITIX, TRICKETEREAR
Br g 5 CD20 i ERALY) Bk O F ARG % 58, DLBCL &3S h7-. %8B, $100, CDla Ik
HWTH -7

fEam - MIRZE o2 MEMBOZ KN ERIIAMICIETE L, 7. L L, DLBCLEMICBWTL L
¥ DS R Rosai-Dorfman 3% 12818, L 72 emperipolesis BT W %2 7R M E MBS BT 5 Z L 29K &
nz:.

Key words : Diffuse large B-cell lymphoma, Multinucleated giant cells, Rosai-Dorfman disease, Emperipole-

sis, Case report
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A case of diffuse large B-cell lymphoma with a large number of multi-
nucleated giant cells

Miho YOSHIDA-TANAKAY, C. T, 1. A. C., Ryuko TSUKAMOTOV,
C.T, L A C. Naoko IMAGAWAY, C.T., ]. S. C., Aiko KYOUTAKEY, C.
T, I A. C., Takao NITANDAY, C. T, L A. C., Masato KOMATSU?, M.
D., Maki KANZAWA? M. D., Tomoo Ito?, M. D., M. L. A. C.

DDepartment of Pathology, ¥ Department of Diagnostic Pathology,
Kobe University Hospital

aSCRURIEE R T 6500017 #hAHRXAERI 7 D502 EK
S N AR R AR R o B B 75 FH S

A2 9 HEAT

AM24E11H 9 HEZHM

FZWOFDNY b Lbd b, —HIUIIZFRYT
v, HREZEARICHBLT 2 2B E MO KEH 53k
MR TH Y, T4 NV RE e SREGAE ) SoENE, B
Wy MR & 2 IR o RO, ACEHE R IE S 2
EWH B,

Slalbivbiuid, RTINS MRS 1 TS REMA
SZRMBT 2 5 R MBafg 2 R L 72 OV F A B
Fatk1) 3§ (diffuse large B-cell lymphoma : DLBCL) @
1B %R L 72D THAGT 5.

. fE £

JEBNG 10 A8, B BRI, A OB e e Lot
L Fontan FiIEDSH 5. FKIFREIZFFLHHZ L. 2 » HHi
AR OMER % HE. R ORIRLMRIIEDSND D
PRI <, SBE/NERHTE AR B ISHAZZ L o



F61% 27, 2022 4F

| 2Y

Photo. 1  a: Neck ultrasonography of the enlarged cervical
lymph node. The mass showed a linear blood flow sig-
nal.

b : T2-weighted MRI : The enlarged cervical lymph
node measured 55 X 42 mm in size.

7o, Ta—ReAETE, ASEEE TIEIC 55 X 42 mm THE
SHBIAR, PNSHBEDDR, NSHERARICIE S 2 BT BN 22 o R
KEATRD SNz TERNERICIEHIRO M > 7+ v % 3R
W, WL 2 — 3K ~KTRENORMIEA SN o
7z (Photo. 1a). MRI o T2 i Mi{RCi&, AFEBICERE 5
#R, NEENRE L T2 (Photo. 1b). MM 5
S, BV CoshE, ARSI DSEED LS. MRS
REMAE 2 BT L7225 & 2 2 B 2D 5 g, Wi
e —uaAfFr2L+t7%— (soluble interleukin-2
recepter : sIL-2R) 13 378 U/ml TdH - 7z. A SHHFEIRE 22
W5 RS S HiAT S, Z 08k, TER OB AN AT T
I,

Photo. 2 Cytological findings of fine-needle aspiration cytology
(Papanicolaou staining, objective, % 10).
The specimens showed numerous small- to large-sized
lymphocytes admixed with a large number of macro-
phages and multinucleated giant cells.

. #MiEFHRR

RIS B HREEAR T, bR, AE~KE O
BIAERED ) ¥ NP LGHIBLL Tz, h~KAD) &
IRERD—EBOIGNZ K U7 E ORI % 380, 1~2 D
BMEZRATS B8 DSERABBLL Tz, ThHICR
L, ML 10U oL BEEMBIE BH s iz
(Photo. 2). 10 BLL EOZE ML 1 LA 122 8 H 3
LTw/z Thsofilao—ioMBEIZE, V¥ 3Eko
emperipolesis T 2529 517z (Photo. 3, 4). ko
FrR &Y, IR, atypical lymphocytes & iy L7-. B
IETRE LT, WEFEMZELOWREN: b BT TE L WVdsR
Bz chy, ) v SHoMBER» LI NG &
FRLL 7=

IV. "IEFF R

i S N SEIR ) o /S ERR O AR AL, PRI I %
WY e B LENFE, WK TH 7.

1. FURFRIBMERE SR

1.0cm A OBAARIS M S 7z, BETHEARRE A T,
F~KIID ) VSERPE—IZ O FAEICHALTBY, &
SUSIITARALREIR R 2% BRI T 2 0o b
7z (Photo. 5a). F 7z, —# ORIk & 28 E Ml oMl &
120, ) v 788k @ emperipolesis BT A0 5 v 7z
(Photo. 5b). LALE@FTH. LY, U o Sudgatks 8 & s
W s sz
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Photo. 3  Cytological findings of fine-needle aspiration cytology
(Papanicolaou staining, objective, X 40).
Intermediate- to large-sized lymphocytes showing weak
karyotypic irregularity and conspicuous nucleoli.

a b

Photo. 5 Intraoperative rapid histological findings.
a : Infiltration of middle-to large-sized lymphocytes
admixed with macrophages and multinucleated giant
cells (HE staining, objective, X 20).
b : Multinucleated cells showing viable lymphocytes
within the cytoplasm (emperipolesis) (HE staining,
objective, X 40).

2. KASRIBIBREESHT

0.5cm f & 1.0 cm fi ORARAFEH S 7z, 7k AN B R
AT, V) 3@ oA EEITHLLTE), H~KE
TEEAEY 2T 2 BAMBES O E AICHEL T
(Photo. 6a, b). fIEMMRILF 4t (Immunohistochemis-
try : IHC) T, ZTh o oREAHNLIE CD20, CD79a,
CD10, BCL6 Bz, TdT, BCL2, MYC, MUM1, EBER
(in situ hybridization : ISH) K&1%, Ki-67 (MIB-1) 25%) 80%
T& V), DLBCL, non-double expressor & & I S L72
(Photo. 6¢). #EWIBWIE LTiX, N—Fv MY 28R E
YRR BAIREYE ) 2% E (high-grade B-cell lymphoma,
NOS) s8R & % %25, MBIEEBIEN—Fy MY VoSfEE

Photo.4  Cytological findings of fine-needle aspiration cytology
(Papanicolaou staining, objective, % 40).
Multinucleated cells showing viable lymphocytes within
the cytoplasm (emperipolesis).

a C

Photo. 6  Permanent histological findings.
a ' Diffuse infiltration of intermediate- to large-sized
atypical lymphocytes with nuclei containing prominent
nucleoli, admixed with macrophages (HE staining,
objective, x20).
b : The intermediate- to large-sized lymphocytes
showed strong karyotypic irregularity with nuclear con-
striction and conspicuous nucleoli (HE staining, objec-
tive, x40).
¢ : The tumor cells showed positive staining for CD 20
(Immunohistochemistry, objective, x 40).

KRESEZY, RRLBMEIGR . T2, RHITIE Ki-67
(MIB-1) DB AR 80% & /¥ —F v b v /8 EIZ T
<, DLBCL 2%z b #4 &% 2 7=. F72, CDla, S100 i
BEETH Y, 7270 v AHBEERAE R Rosai-Dorfman %
5% &7z (Photo. 7a, b). A £ 2 H v 72 FISH
(fluorescent in situ hybridization) #:12 & ) BCL6 #{5¥ I
Dk VoA E, IGH-MYC #iaFIid@s s 7
DEBEZ RN, BRES 7 FNVEEOON o7z, —
77T, PCR (polymerase chain reaction) T3 IGH # 1%
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Photo.7  Differential diagnosis (Immunohistochemistry, objective, X40) (a, b, d : permanent sections, ¢ : intraoperative rapid frozen

sections).

a:S$100 (negative), b : CDla (negative), c : CD68 (positive),d : CD68 (positive).

F B X O"TRB (Twcell recepter S chain, T Mg 251k B §4)
= 15F @ monoclonal 7 FFE K ASEED B L7z, BRIV &
2, AAKEARTIZ CD68 (PG-M1) [k osfikek % 26 5
OO, BAEARIZHERTEEEMBO MBI %R ho 7
(Photo. 7c, d).

V. £ =

—HICEBEMIE D% TR & Sh, HERERE
LoORED B VIIEMEIRICE VS EET Y.
TR ZEMBOREZ RTHEG S H 205, Ablo%
BEMAZIE CD20 (1.26) i Z "L, CD163, CD68
(PG-M1) MRt TdH o 727280, FEMEGE, MRk & %
ZoN7z. WHRIEIAYTDH 2208, HEHEMIOBIE L &I
) EYMREMIETH - 2 TREMED S 5.

B 2N THRIEER DS R B 2 AL, T
el /ML ER 5 AU A B AN ) > /80, oY APERHN
Ha 24 B ML) > S, ARASTE T M) > 3, Jgfatt )
> 3JE (Grade3) % EZF S5V, T il MRS =

BIRHINOE B ANE Y > /S IEOS 0L, HIRERR T MM
) OSBRSS FIRBLT 5 e AR O B MR
INERDSVVEMBLT A1 % 29 559, REIO K AMBGES
THC Jeta i RICIZ A% L v, ZofioRl &g, Mg
IHC Fi A28 4:{ 7% 5. DLBCLIZILKRE ¥ 2% 2L )
HEITIED A%, ABID X 9 12 emperipolesis KEFlF 7 % £ 9
LR EAIIE % B B3 2 IERNI B S Tn b0
ATHD. REIOY 8@l M E2LE 2 oh
DRI, SUSHEY v SERRIEK, IR EEIE
VU8 (35 - BEASE), WEFIETE) 2o8Hig, N —
¥ v 1) ¥ ¥, Rosai-Dorfman JRA3ZFHN 5. FARS
DT, FBMEY SRR THIT 5 ) L8k
&, ANBLY) DRERAS80.3%, FHELY) L oXERAT15.1%, K
V) URERDS3.7%, FOM0.9%E, AN ORERPSTFART
SHEBRERETDEIEIFHESNTED., Ko »
NERO B AL, A 50.5%, HIAY41.7%, KIS
6.7%, TOMA11%TH Y, RAFEMIEAL T &Hh
SIEEE MW S N 5. HRRERVMEEIIEYE ) >S9 THERL
17 = H HROBR AR IMBIL, W) >3
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Table1 Immunophenotypic markers

Our present case DLBCL Rosai.-Dorfman T-cell/histiocyte-rich LarTg(?rhans .cell Burkitt lymphoma
disease large B-cell lymphoma histiocytosis
Other CD20/79a/10 + CD20/79a + - CD3/5+ Langerin + CD20/10/BCL6 +
CD20/79a+ IGH/MYC +
TdT/BCL2/MYC — CD3/5~- BCL2/TdT -
CD68 Histiocytes + Histiocytes + Histiocytes + Histiocytes + Histiocytes + Histiocytes +
MIB-1 High + High + Low+ NA NA High + (=95%)
S-100 - - + - ++ -
CDla - - - - ++ -

B 98 TR R LRI R 5 » 77 v AT E IR 13 R0
LT, INHIEH/ESNIZ N—=F v MY Io8JEF, B
Bl o EARASH IR CIFEREOMBE LA L, FAFG
BTREBOERERD L. BHEUFR TR b= A h%
LR, TR =Y A% LMl rsigskicga s
N5 starry-sky 2B TH 5. /2, IEGME T CDI0
B, BCL2 Bk, Ki67 (MIB-1) BatkA%95% Ll LT
HoH. AENL, BIREIZ L) &K - BEEZICRE SN
Tedriom oy PR LAMERLTE ST, FAFY
BRERTOELRIITE Lh o7, AENIHILE O Papa-
nicolaou Heffs L TH AW N —F v b)Y IoVEIZIERL
TEMEDM L, B aEMkko MBlizd w0,
N—=Fy M) YEIZEZDH WG TS - 7.
Emperipolesis % 2§ % B & L TH# 59 X & Rosai-
Dorfman 5 {3 J5 KA B @ IS R AR SR AR T D,
20 %8 TOLEF TN, MEEOSHERY Vo HiE
ELTHAET LI ENE L, FEBUIN AR R, WEY
YA PR AR Bk OSBRI B L, LR ER o M B IS
emperipolesis ##2¥H 5 Z & TH 5. Emperipolesis & 12,
FHARER DML AR IC & o T— R ¥ 3Bk Ek oMl
HWNIZADRAALZDPD X HCAZ DI REVIY. KBEID
A2 emperipolesis £ i & 7% 7278, Rosai-Dorfman
I OFMRER1E S100 Bk, CDla BEMEAUFE L S, Rl L
A LAV (Table 1). F72, RHEITIEFROY Vo88k
ICERMZEDLI DD, MERIIREINS.
AREICHIREGED - 72 i, MIZ CTIIBEETH - 125 B
ELMI N A3 R AR A TIE R 3B A Z i U T BB A 74
Mol b ThBH. 72720, AHEBREATI, MiLZFE
FRICHBEER D2 S RO SN2 720, HEkEko MBLUZ R
BHTRTH - W ietEA D 5. ABITIZ, RG] L7
KREZBDOAT A AT ATEL T AbE TEAER X
72, Lopes b ®#ii5 Tlix, emperipolesis i& Rosai-Dorfman
WHICIRESNTIER Y F ) VR E2 G0 MOEET
DROOLENDLZEDNHDHEINTVBIO, FhIzHEME) »
NIEFEFNICBWT RO 5N LY, MEERICI Y A 7

V) U OSIEHRIC B O R W 2 A8, BT HMEE
VTR SN TR0, S OMRE T, LRMHEER
OBV IIBHEIRTH D, TN SIEHIRO 221305 1H /Mg
HEV VY —LIZEATE) RYOFEIZHG L Tnwa L
ENTWBW, REIDOMILGE T A 5 17z emperipolesis BT
R RTHBRERNICI D AT T 5 ) ¥ 23 ERIZ/NEITH
SN EIIRD Loz, @RI, KB THRLNLH
FORR IR ORIRRIR T, SIEICHE W E S N-L 8
HHRER Tdh - 72 B A 2 G b, ABITIE B AN
BTHHIZD 00D 5T, TRB (TCR : T cell receptor) &
{&F ® monoclonal 7 FFi§ 2 #2972, PCRLETIE, T A
VAR EIC X ) THIRRORIZEIREIEEL T2
&, BEEL 2 EL DA LSREShTwS. &
7z, TCREZFTFEIE T HIIRINC IR L2 BlR CTld e
{, BHIKMENEE TDH 2~10% DHHE TR 205 2
I N TV BB, KL, EBER (ISH) BHETH D
B 5 27 Epstein-Barr 7 £ v A Edefifa iz ido S nd, &
DELLOBMZL200EAHTH L. MBENIZEHKE
M AL S M BFEMNEAS IRAEL TWizZ & 205 13H)
ZoOHM, $T7%bH PCREFIZBIT BHEMEOTREMEA LY
Ll EzZ b

b

VL. #& B

DLBCLJEFIZ BWT D LD L EEAMNE S Rosai-Dorf-
man J5% (23, L 72 emperipolesis BT i 2 7R 5 2 8% E I
WHET A DL EDTREINT.

RESCZBIE L, BRSNS FIEACREICS 5 KR EEH D
THA.

A SO EEIX L 58 [a] H AR AL - S £ (2019 4 11 A,
) THEL.
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Abstract

Background : We report a case of diffuse large B-cell lymphoma
(DLBCL), in which fine-needle aspiration cytology revealed a large
number of multinucleated giant cells showing emperipolesis-like fea-
tures.

Case : The patient was a male in his second decade of life who pre-
sented with a mass in the left neck that he had first noticed two months
earlier. Findings of MRI and neck ultrasonography led to the suspected
diagnosis of malignant lymphoma or schwannoma. Cytological exami-
nation revealed small- to large-sized atypical lymphocytes admixed with
a large number of macrophages and multinucleated giant cells. The
multinucleated cells showed intracytoplasmic inclusions containing
lymphocytes, a finding that was considered as being emperipolesis-like.
Similar to the cytological findings, intraoperative frozen section exami-
nation also revealed diffuse infiltration of small- to intermediate-sized
lymphocytes admixed with macrophages and multinucleated giant cells.
However, on permanent-section histopathology, while diffuse infiltration
of lymphocytes was observed, histiocytes and multinucleated giant cells
were indistinct. Immunohistochemically, the background atypical lym-
phocytes showed diffuse and strongly positive staining for CD 20, while
the histiocytes and multinucleated giant cells showed negative staining
for CD20, S-100 and CD1a, and positive staining for CD68 and CD163.
Based on the findings, we made the final diagnosis of DLBCL with reac-
tive infiltration of histiocytes and multinucleated giant cells showing
emperipolesis-like features.

Conclusion : Multinucleated giant cells showing emperipolesis-like
features is a rare, but possible finding in DLBCL.
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A case of combined small cell carcinoma of the lung with carcinosar-
coma
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Photo. 1 Chest CT image showing a hypovascu-
lar mass with inner heterogeneity in
the right upper lobe, measuring 10 cm
in diameter.
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Photo. 2 Imprint cytology of the right lung tumor. Tumor cells are seen agglomerated clustered or scattered in a necrotic background.
The tumor cells contain hyperchromatic nuclei with a high nuclear cytoplasmic ratio (Pap. staining, x 10) (a). Some cells form-
ing glandular structures (Pap. staining, <40) (b). Loosely cohesive polygonal cells and spindle-shaped cells (Pap. staining,
% 100) (c). Tumor cells showing polynuclear and hyperchromatic nuclei (Pap. staining, % 10) (d). Tumor cells show eccentri-
cally located nucleus and abundant cytoplasm (Pap. staining, x80) (e). Some small clusters of small atypical cells showing a
high nuclear- cytoplasmic ratio, containing nuclei with a fine granular pattern of chromatin. Some of the tumor cells show
nuclear molding (Pap. staining, % 100) (f).
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IR DR % Table 1 128 L7z, FIE S & A
WER 5 O 512, CK (AE1/3), TTF-1, S-100 & » /87,
Vimentin, EMA, CD56, Neuro filament 25F1% % 7% L,
CK20, chromogranin A iZEVETH - 72, FENER G DM,
CK7, CK (CAM5.2), Synaptophysin, E-cadhelin 25F1:C
H o7z FRI/NHRERE % % 2 5L TlE, Synaptophysin,

Photo. 3  Histological findings of the lung tumor biopsy showing
both carcinomatous and sarcomatous components.

There is gradual transition between these components
(H. E. staining, x20).

d e

Photo. 5

Neuro filament 2MEMAZFEMEEZ R L, MRS RIZE %
AL 72, WO —121E, Desmin, Myogenin (2
P& IRTERNMLA D ), FESE HE Jeft CHURUTG W IE 2 % 2
LER & —3 L7z (Photo.5e, ). JENERS & WHERE S D
BATIRNOL T, MEIER 72 5 RIER s~ OTEREE L L & b
2, ERRY— A —0FBET L, HIERY - — D%
BB EA L THBHIRTH -7 (Photo. 6).

SR MRS BT AEETH S5, /ANIEHE D153 23
AT LI LaEML, B Hrid NSCLC DS % 9 A

Photo.4 Macroscopic findings. Tan-to-grayish colored solid
tumor in the upper lobe of the right lung.

* S
r Ad
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«
C
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» «
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*
f

Histological findings of the lung tumor : Formation of gland-like structures is seen (H. E. staining, X 10) (a : arrows), prolif-
eration of tumor cells in a solid pattern (H. E. staining, % 10) (b : arrows), and a sarcomatoid growth pattern (H. E. staining,
%x10) (c). Note the transitional zone between the carcinomatous (Ad) and sarcomatoid components (Sr) in the tumor. In
addition, the tumor shows a chondrosarcoma component (H. E. staining, x20) (d) and a rhabdomyosarcoma component (H. E.
staining, % 20) (e).The striated rhabdomyoblasts specifically show positive staining for myogenin (IHC, Myogenin, % 20) (f).
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Table1 Immunohistochemical analysis results B &3 HRERUNITENE Lz, BiEEnzY U258 /ilcix
Antibod Adeno Small cell ~ Sarcomatoid WO, EBEBIERO Lh o7, JPHRE, RS E
ibody carcinoma carcinoma  component R d, ) SRR A FHIRE A R 7
CKAEL/3 * /- +/= UICC TNM %1% pTANOMO, pStage A T - 7‘:.
CK7 + +/— _
CK 20 - — _
CAMb5.2 + +/- - V. % =
TTF-1 + +/— "
ig‘sag“’physm i i N AN G 0 15~20% % i, 209 5, REH
+ + +
Neuro filament + + + INRTLIE L 2~5% & VWbl AY. Al Z & A ZHEENIE X
Chromogranin A - - - bOTEINTH S, ThFEFTOHRETIFDY, dFEENR
5100 protein * - +/- Y, RHIRNC b7 2 BEEE A 0, EACIEMiTK X 0 i
EMA N v N FHICS CBIEL TV, % < OB 2 4 DRI
Vimentin + + + . .
E-cadhelin + FOHIZE ST D, FRICET AR & LCi3E
Desmin - - +/—* PDRE S 6cm Db, BBOIAE, SEUROH A
Myogenin B B /o Fohtwa, F7-, BEA/NMIEDO FRIE, HiKZ/h
+ ! positive cells>5% ; +/— 1 5%=, >0%:; — 0% HISE & DA ERT 0 E DO V)6,7)’ BIHEEIZO N

* positive reactions only in rhabdomyoblasts

TIEDHIEHEICHE LTV Y.

a
* %
*k %k
*
C
Photo. 6  Transitional zone between the carcinomatous (*) and sarcomatoid components (**) in the tumor.

(a) H.E. staining, %20, and IHCs, X 20 :

(b) Vimentin, (¢) E-cadherin, (d) EMA. Note that the expression patterns of the

epithelial and mesenchymal markers change from the sarcoma to the carcinoma component.
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Abstract

Background : Combined small cell carcinoma is the generic term
used to refer to small cell carcinoma occurring concomitantly with
NSCLC, and small cell carcinoma occurring concomitantly with carci-
nosarcoma is rare. Herein, we report a case of combined small cell car-
cinoma of the lung with carcinosarcoma.

Case : The patient, in his 50 s, presented with bloody sputum and
cough, and imaging chest computed tomography (CT) a 10 cm-sized
tumor in the right upper lobe. Biopsy suggested the diagnosis of sarco-
matoid carcinoma, and lobectomy was performed. Histopathology of
the resected tumor revealed the diagnosis of combined small cell carci-
noma with carcinosarcoma. Imprint cytology revealed adenocarcinoma
cells, spindle-shaped mesenchymal cells, and a small number of small
cell carcinoma cells.

Conclusion It is difficult to make a diagnosis of combined small cell
carcinoma by cytology alone. It is necessary to accumulate cytological

data from these rare cases to enable cytological diagnosis.
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Photo. 1  Computed-tomographic image.
A mass lesion showing inhomogeneous contrast
enhancement is observed in the prostate.
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Photo. 2  Urinary cytology (Pap. Staining, * 100).
Tight aggregates of small atypical cells containing
hyperchromatic and round nuclei, with scant cytoplasm.
Some tumor cells arranged in a rosette-like pattern.
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Photo.3  Urinary cytology (Pap. Staining, X 100).

Tumor cells in small aggregates with a molding pattern (a), single-file arrangement (b), isolated, scattered pattern (c), and

loosely cohesive arrangement (d).
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Photo. 4  Histological findings of needle biopsy of the prostate (HE ;Staining, a, X 20 : b, x40 ; ¢, X60 ; d, x40).
The tumor cells show necrosis (a), a trabecular arrangement of the tumor cells (b), mitotic figures (c), and cell forming rosette-

like patterns (d).
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Photo. 5 Immunohistochemical findings ( x 40).

Tumor cells showed focally positive staining for chromogranin A (a) and diffusely positive staining for synaptophysin (b) and

CD56 (c), but negative staining for PSA (d).
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Table 1  Fifty-six cases of small cell carcinoma of the prostate reported in Japan from 2008 through 2017.
Histological L. Changes of the serum . Interval from diagnosis
type of the Metastatic site Hormon  Interval Urinary
Age . .. PSAlevel (ng/ml) X of SCC to death Treatment
prostatic cancer at the first visit resistance  (month) cytology
. (month) (month)
at the first visit
1 76 Adeno bone 403—0.172(34) 34 27 endocrine therapy
2 84 Adeno high level—0.843 (115) 93 17 endocrine therapy
3 51 Adeno bone 295.7—4.68(2) =+43.35(8) @] 2 12 endocrine therapy
4 74 Adeno 48.53—0.01(31) 31 1 endocrine therapy
5 72 Adeno LN 13.2—0.07(13) —2.40(33) 45 Class V 5 endocrine therapy
6 69 Adeno bone, LN, seminal gland 352—0.2(8) 25 41 endocrine therapy
7 72 Adeno bone, LN 9140—34.4(7) O 7 alive at the 22nd month  endocrine therapy
8 80 Adeno none 8.5—0.06—0.524 (21) 21 3 endocrine therapy
9 71 Adeno 226—0.021(19) 34 alive at the 9th month endocrine therapy
10 59 Adeno none high level—5.61 14 25 endocrine therapy
1 78 Adeno 5.2—0.07(3) O 3 7 endocrine therapy
12 72 Adeno 79.4—1.552 O 22 alive at the 8th month endocrine therapy
13 73 Adeno none 40—1.536(6) —increasing (10) O 50 0.5 endocrine therapy
—3.637(50)
14 78 Adeno bone 65.9—0.14—0.09(65) 65 4 endocrine therapy
15 78 Adeno none 16.13—1.04(43) 43 3 endocrine therapy
16 74 Adeno none 112.58—stable 34 alive at the 7th month endocrine therapy
17 53 Adeno LN 256.9—normal range 18 13 endocrine therapy
18 59 Adeno bone, lung 5.61 not described endocrine therapy
19 60 Adeno bone 11.5—0.01 28 6 endocrine therapy +
surgical castration
20 72 Adeno bone 56.4—5.592(70) —2—+4.04 87 alive endocrine therapy +
surgical castration
21 62 Adeno bone, LN, lung 69—0.036 69 not described
22 66 Adeno bone, LN, lung, adrenal 10.4—0.026 128 not described
23 64 Adeno bone, LN 15.2—5.8 16 not described
24 75 Adeno lung 20.6—9.2 23 not described
25 71 Adeno LN 128—12.1 41 not described
26 53 Adeno bone high level—0.32 17 13
27 76 Adeno bone, lung, liver high level—0.46 17 15
28 68 Adeno bone high level—1.75 9 5
29 78 Adeno none 51.941—0.1 39 alive at the 15th month
30 76 Adeno +SCC LN 26—0.61(2) alive at the 10th month  endocrine therapy
31 61 Adeno +SCC bone 0.42—15(5) Class I 38 endocrine therapy
32 65 Adeno +SCC bone, LN, liver 176.77—decreasing (3) alive at the 12th month  endocrine therapy
33 55 Adeno +SCC bone 7.8—0.6(7) 46 endocrine therapy +
chemotherapy
34 63 Adeno + NEC none 4.5—4.8 not described
35 66 Adeno + NEC LN, lung 7.5 not described
36 66 Adeno +NEC bone, LN 397.8 not described
37 66 SCC liver alive at the 3rd month chemoradiation
therapy
38 68 SCC bone, LN, lung low level alive at the 9th month chemotherapy
39 62 SCC none 2.76 alive at the 36th month chemotherapy
40 68 SCC bone, LN 61.61 17 chemotherapy
41 58 SCC LN 2.54 alive at the 6th month chemotherapy
42 84 SCC bone, seminal gland 0.018 alive at the 3rd month chemotherapy
43 78 SCC bone, LN, seminal gland 1.45 25 chemotherapy
4 69 SCC LN 1.72 7 chemotherapy
45 23 SCC bone 1.38 5 chemotherapy
46 54 SCC bone, lung, mediastinum 2.21 1 chemotherapy
47 65 ScC LN 7.44—0.10(2) alive at the 17th month  surgical castration
48 76 SCC none 11.4—0.058(1) alive at the 6th month surgical castration
49 58 SCC bone, lung, liver 16.384 1 endocrine therapy
50 69 SCC bone, LN 0.91 not described
51 61 SCC bone, lung, liver 0.5 Class IV 1
52 79 SCC brain 13 class unknown not described
53 68 SCC 5 not described
54 72 SCC none 1.26 alive at the 18th month
55 69 SCC none 1.72 8
56 70 SCC bone, LN, lung, liver 1.39 1

Interval : Interval from the diagnosis of adenocarcinoma to the disgnosis of small cell carcinoma

adeno : adenocarcinoma ; SCC : small cell carcinoma ; NEC : neuroendocrine carcinoma ; LN : lymph-node
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Abstract

Background : Small cell carcinoma (SCC) of the prostate is a rarely
encountered entity, and it is even rarer for tumor cells to appear in the
urine. We report the case of a patient in whom SCC of the prostate was
detected based on the findings of urinary cytology during endocrine
therapy for adenocarcinoma of the prostate.

Case : A male in his sixties was diagnosed as having prostatic adeno-
carcinoma based on a high serum level of prostate-specific antigen
(PSA) and imaging findings. Thirteen months after the initiation of
endocrine therapy, the serum PSA decreased to within the normal
range, and both the primary and metastatic foci decreased in size. How-
ever, 24 months later, SCC was suspected based on the findings of uri-
nary cytology and confirmed by biopsy of the prostate. Urinary cytol-
ogy showed isolated or small aggregates of small atypical cells with a
high N/C ratio in a clean background. The tumor cells contained
hyperchromatic nuclei, inconspicuous nucleoli and scant cytoplasm,
with nuclear molding and formation of rosette-like structures.

Conclusion : When urinary cytology shows atypical cells with a high
N/C ratio during or after endocrine therapy for prostate adenocarci-

noma, it is important to consider the possibility of SCC transformation

of the adenocarcinoma.
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Pediatric meningeal melanomatosis with the presence of atypical
melanocytic cells in the cerebrospinal fluid —— A case report ——
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Fig.1 Tl-weighted MR image showing spotty hyperintense lesions on the brain surface (a). The
lesions are isointense on T2-weighted MR images (b). Dilatation of the lateral ventricle is also
seen. Gadolinium-enhanced T1-weighted MR image showing diffuse leptomeningeal enhance-

ment (c).

Fig.2 The brain surface is covered by black-colored lesions.

MEDOPRDIEHM SN, FREEAIKIEICI 2L
% Z, [ HEHEZ 247, MR ICRERHIILZ 2 32 L 72,
APBE 13 H HiZiZ Cushing JRIEDSSHB L 72720, B2 TS
YRAX—VHF—N—RREWN LTI ERD, &b
WA ITb Nz, ARIEHERZ /AL, MR+
YZEMAZRBE L2225, 7 BETICHURICEA S B
WEDMER S (Fig. 2), BMARZERIL TR Lz, #iiK
M2 B L ORAERTIE X S = v BE2 &4 T 5 IR
WA SNz BEHFHI X 2 RE DRI TIE R 5 O Ek
BRI G A S ) — Y A ZRET S L) hERKME
PEREBEIZRED o 7. AR DAMC R 2 589 &9 &
WAL 7 <, PRI SR TS O Rl R A A & 2 7o, i
BAANEREOME . SN EHFEIE R, IRKEEMEZKD 9
A, TRFEOMAHED D ) EMBAEOHBFICHE LT T,
TIEF v 7 KA v MHESIC X AR A B L7z
RIEBIAR D IRBUIRERNICHEIT LTV E, AP ALT
HENICHE TR /IS X9, ABifk 105 H B Ik
Bt o o7z WEERSR 1 » Ak, WEOME T L
%5 IRERANI T bR o 72,

a b

Fig.3 Cerebrospinal fluid cytology shows atypical cells with
enlarged nuclei, prominent nucleoli, and occasionally mel-
anin pigment (a : Pap. staining, x40 ; b : Giemsa stain-
ing, x40).
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Papanicolaou Je i TIIBEME R RLHTEAEE, R AR 2 4%
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T\:7z (Fig. 4a, b). MEIFZEPINC B IR JEH5 ML 25904 Pk
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Aoz, BRI HIEG Tl S-100, human
melanin black-45 (HMB-45), MelanA 3k (Fig. 5a-c).
Ki-67 Byl 1d 10% F25E (Fig. 5d).
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a b c

Fig.4 Histological findings of brain biopsy. Tumor cells proliferating under the arachnoid (a : HE stain-
ing, %X 10). These cells contain oval nuclei, prominent nucleoli, and occasionally, melanin pig-
ment (b : HE staining, % 40). Invasion of the cerebral parenchyma is seen (c : HE staining, x
40).

c d

Fig. 5 Immunohistochemical findings of brain biopsy. Immunopositivity for S-100 (a, x20), HMB-45 (b, x20), and MelanA (c, X 20).
The Ki-67 labeling index was about 10% (d, % 20).



F61% 27, 2022 4F

139

V. & =

AR E S O BT I F e B T, MBSO e lEE
DHH0.05%FREE LD LI TWD, BlilECcoRME
ML OO F AMERGE CH 5 B BANERE X, FRI/NEICE
WTIE, EHICEDbOTEINREBTH LY.

RENE BB 2 eI T 7245, WG R Tk X 5
J =Y A%&Eebh, BEHIGS B X ORI C R R iR
HEDBWIN N T2 o 72RERITd 5. Bl E A I 5E O RE K13 Ik
FRRIYT, SERPMRA - MR, S - WEE 0, K
BEEZ 1T Lo L 2 MRERDHRE STV 52,

T {57 S 2 B I A S VR 2 B AL B 7R S T s,
MRI Wi O—BIC 2 5 & SNTWAD. X T = VIdREA
CLTOMEEZALTWA 0, WA T1 M4 <
EETERL, T2HMANGTRES P SSEETZEL, &
F1U = 2355 MRI Tl S 513, KBl H MRIFTR T
WX 5 ) — 3 AR EEDNIZ EDBM O E 725 7.

BB ORI 5 3 R s S A R A O e /2SS T MO BRAE T H
D, REICIROBOEMRGZ T T = e T AE
BN AR S M7z hs, BEBHINER O &K<, Mle®
TEE R ELETNTIE WY, BB % & W
S, BN OBGHIIEE T b 272 S 3R BN AE M
ENFLMESNTVEY, ATV BESHRD
DI FEMEENE B A EE T, MRI TR AR L
<, BEHHNLZE T BAMIIIC A 5 = Y mFEDZ L WS
A1, HMB-45 & S100 (2 & 5 S getts oA H VLS H
ENTWBHSD,

AR SE D 2 7 = R PEIES; (&, NEICB W TiX
MR E A T ) — T A L OR#EED RN EBMSENT W
L. REMREAS ) — Y ARE KD BV EO LKA
T ERERE &, BMEdD B WIZEE o PR D X 5 =
MRRYEES 2 503 2 TNREETH S, BEREREAR
HMMAVEREBEDS 50 AR S 2 AT AE S, £20HHD
2.5% 75 45% ICHIFEIEE X 5 ) — Y AR SNL E SR
TWwaY, FMBERANED EZ O 25%I1CFRIERMERE
PERBEZ A LTk SRTWBY . RKEITIRAREOMRE
TR I8 O HEVE AR LI X 7 ) — ¥ A& IRIET
5 &) REROEEBIEIED 20 72, FEERO Hiis
X OHEE CT A D b Nz, AR LI R 38 %
I &) BIREIE R, KRR IR S o Rl A i & R
7z.

RENIBE I A T = VO FE 2 SHT 5 RAIE % 720
TR BRSO 1B CTh o 72, BEBEMAEEIZ X LD T
FNGPEET, FERCERAI L IIRRERY TR &L

OEHIHSWEEZ: Z 03D Y, BEEAIEZ BB W THE
Kzl zHo Twb. BRMIES ORIz, #
D& L OWRAER AN L REROEZFNT 2 2 LR o
WiZo%bEER 5.

FH 5L, BFRTRESARMCREED ) £EA.

Abstract

Background : Meningeal melanomatosis is an extremely rarely
encountered condition in pediatric practice. Herein, we report a case of
pediatric meningeal melanomatosis in which atypical melanocytic cells
were detected in the cerebrospinal fluid.

Case : A 4-year-old boy was admitted to our hospital with a history of
dysstasia, vomiting and altered consciousness, and was suspected as
having encephalitis. After admission, the findings of MRI suggested the
possibility of leptomeningeal melanosis, and cerebrospinal fluid (CSF)
cytology and brain biopsy were performed. CSF cytology showed atypi-
cal cells with intracytoplasmic melanin, and brain biopsy revealed atypi-
cal cells containing melanin proliferating under the arachnoid mem-
brane and invading the cerebral parenchyma. Finally, the diagnosis of
meningeal melanomatosis was established.

Conclusion : Meningeal melanomatosis is extremely rare. Neither
the symptoms nor the imaging findings are specific, and it is often diffi-
cult to distinguish this condition from other diseases of the nervous
system, like meningitis. CSF cytology has an important role in the diag-

nosis.
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Immunocytochemistry
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Fig. 1 Histology of TBLB specimens showing atypical glandular cells with enlarged nuclei and eosinophilic cytoplasm. Some atypical

cells contain intranuclear cytoplasmic inclusions (arrow) (A) (H.E. staining, x40 ; inset : x 100).

Cytology of touch smears of TBLB specimens showing cohesive aggregates of atypical cells exhibiting nuclear enlargement and

formation of acinar structures (B) (Pap. staining, % 40).

C

D

Fig.2 Cytology of thyroid tissue specimens showing sheet-like clusters of follicular epithelial cells in a background of colloid
(A-C). A few of the cells showed intranuclear inclusion-like structures (arrow) (D) (A, B : Pap. staining, x40 : C :

Giemsa staining, x40 ; D : Giemsa staining, * 100).
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Fig.3  Cytology of lymph node specimens showing clusters of atypical cells with enlarged nuclei and small nucleoli (A-C). Intranuclear
cytoplasmic inclusions are observed (arrow) (D) (A : Pap. staining, X 20 ; B : Pap. staining, x40 ; C : Giemsa staining, x40 :

D : Pap. staining, % 100).
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Fig.4 Immunocytochemistry of cell-transfer materials showing positive staining for TTF-1 (A), thyroglobulin (B), and PAX8 (C), and

negative staining for napsin A (D) (A-D : x40).
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Abstract

Background : The cell transfer technique is a useful method for per-
forming immunostaining when the amount of cytology material is lim-
ited. We report a case with a metastatic tumor in which the primary
lesion could be identified by immunostainings performed using the cell
transfer technique.

Case ' The patient, a woman in her 80 s, had been diagnosed as hav-
ing lung adenocarcinoma two years prior to the present consultation.
During the course of radiation therapy, a swelling was detected in her
left neck. PET-CT scan and ultrasonography revealed a mass lesion in
both the left cervical lymph node and the left thyroid. The cytological
findings of the thyroid lesion were interpreted as atypical follicular epi-
thelial cells of undetermined significance, because of intranuclear
inclusion-like structures. Cytological examination of the lymph node
specimens showed some atypical cells with intranuclear cytoplasmic
inclusions. Metastatic thyroid papillary carcinoma was suspected, how-
ever, the patient had a past history of lung adenocarcinoma, cytologic
features of which could overlap those of papillary carcinoma. To iden-
tify the primary site, immunostainings were performed using the cell
transfer technique. The tumor cells were positive for TTF-1, thyroglob-
ulin, and PAXS, suggesting metastasis from papillary thyroid carci-
noma.

Conclusion : We reported a case of metastatic tumor in which the
primary lesion could be identified by immunostainings using the cell
transfer technique, but failed to be diagnosed by Papanicolaou staining

alone.
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NOTICE TO CONTRIBUTORS

1. Authorial responsibility :

The first author and the corresponding author of this
journal must be members of the Japanese Society of
Clinical Cytology. In case of editorial committee’s permis-
sion, they can be non-members of the society.

2. Categories of articles :

1) The categories of articles which can be submitted in
this journal are review articles, original articles, investiga-
tion reports, case reports, special articles, brief notes, letter to
the editor, and reader’s voices (requested articles will be
mentioned later).

2) The submitted articles should contribute to the
advancement of clinical cytology and must be submit-
ted exclusively to this journal.

3) Authors must observe the Declaration of Helsinki
(recommendations for physicians conducting biomedical
studies in humans) and the Ethical Guidelines for Med-
ical and Biological Research Involving Human Subjects
(Ministry of Education, Culture, Sports, Science and
Technology, Ministry of Health, Labour and Welfare,
Ministry of Economy, Trade and Industry, Only Japa-
nese text available), including privacy protection.

* These guidelines appear in the first issue in every
year of this journal.

4) Copyright for articles published in this journal will be
transferred to the Japanese Society of Clinical Cytol-
ogy, and the authors must agree that the articles will
be published electronically by the Society. The authors
are permitted to post the title, affiliations, authors'
names and the abstract of their article on a personal
website or an institutional repository, after publication.

5) All authors will be required to complete a conflict of
interest disclosure form as a part of the initial manuscript
submission process. The form should be downloaded
from http://www.jscc.or.jp/coi/ and should be signed
by each author. The corresponding author is responsi-
ble for obtaining completed forms from all authors of
the manuscript. The form can be downloaded from
http://www.jscc.or.jp/coi/. The statement has to be
listed at the end of the text.

3. Submission style :

1) Manuscripts should be submitted electronically.
2) For initial submission, please access the site below.
(https://www.editorialmanager.com/jjscc/)

4. Instructions for manuscripts :

1) Text and writing style

(1) Manuscript is to be written in Japanese or English.

(2) Manuscript written in English doesn’'t need a Japa-
nese abstract.

(3) Weights and measures are expressed in CGS units
(cm, mm, um, cm? m/, [, 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 234, 2019)
(Partial revision September 24th, 2019)
(Partial revision November 21512020)
(Partial revision April 17t 2021)
(Partial revision February 12th. 2022)

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 Biological Research

Involving Human Subjects(Only Japanese text available)
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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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