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RO RZH SN T LI L2 HME L.

FHE 201346 A2 5 2016 4 5 H F TR IZEB W TIERZ I LT EUSFNA 255611 S 7z 97 Bl %
e Lz, MR IEs, WERE @mERM/EO 3B, Mg, MEki% sk o
WCHGES L7z

BRAE ¢ RN 220 (2 B ST /B g, BISEIE 48.8%, FLEUIRAEILIL 86.6% DIEBIICA L7z, F 7-AlKk
PN R B JE AT L B AR 2 50.0%, 15 BE SR/ T CIIIHBE AR 2 70.5% & B MHRE IS RR 0 72, Ki-67,
P53 LR R /R T 22.0%, 34.4% &R RETER 2R L7z, SMAD4 (37 R /FERE D 19.0% TRk %
wL, R EpEETH - 7.

i&am - EUSFNA IZBIT A PERALDOZ M, MBZiAoi s, il MRREZT Tk <, RO
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Cytological characteristics of atypical cells in endoscopic ultrasound-
guided fine-needle aspiration specimens obtained from the pancreas

Shikine ESAKA, C.T.,I.A.C., Yoko MATSUDA, M. D., Yuri
HAMASHIMA, C.T,, I.A. C., Masayuki IMAIZUMI, C.T,,I.A.C.,
Hiroya KOJIMA, C. T, J. S. C., Yuri KISO, C. T, J. S. C., Hiroto SHIRA-
HATA, C.T,,1.A.C., Mayumi KINOSHITA, C.T,, I.A. C., Akemi
SUZUKI, C. T, I. A. C., Tomio ARAI, M. D.

Department of Pathology, Tokyo Metropolitan Geriatric Hospital
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ductal papillary-mucinous neoplasm : IPMN), ZERITZ 1
BEREATE £ 5. 2015 4F 4 H O KRERHILZ7#2 (Ameri-
can Gastroenterological Association : AGA) O M 5= [ 357
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DL BT BN, B 55 FEORSRBIZETIZEY X
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EUSFNA) 12k 2 flfat o EiEr R s hTna.
EUS-FNA #fRIZ & 2 BB W IS HD TR # 7§25
END720, SHERRERBOMEZRARICE BT 25
PR B EEZEZOLND.

BN B oMM AW I 2 a0 % <, B
WIS HREI R 2 T B ), EUSFNA Hifk T oMt
FIZEA ST TV, BEEMIEZ I, RS & ks
LIMETIIHHTHHA, A RHILEERIC & 22 MA
72, BRTNEEEIS < 7R 529,

IPMN 2 10mm Pl EOKE S 2863 588 L HEIES©
Y, BEENILEREENE (intraductal papillary muci-
nous adenoma, IPMA ; IPMN with low-or intermediate-
grade dysplasia) & B N FLECR I MERRHE (intraductal
papillary mucinous carcinoma, IPMC ; IPMN with high-
grade dysplasia) (258 SN DY, —J7, BEEVEEE O KE
b6 %ol E B  (pancreatic ductal adenocarci-
noma : PDAC) D% < IIA5HiTE, FEEMREZIEET 5.
[PMC IZ PDACICH L TTFHZAFLIVWESIN TS D
IPMC & PDAC %513 5 & L IZHE TH 52, PDAC D
—FBIL ST 1 X 2 B R Y R e RIS E D 72 8
Pz L, Wifg - IPMC & ORI HEELE 225 2 & o°
»HBY. bhbhOBETYH, Mgk TIPMC & PDAC
EBEDOBBNITTRE TH o 7285, FhEh oz HEET
Hodz. WLEWIEETEHZ (pancreatic intraepithelial
neoplasia : PanIN) (35EA1F12 X ) Low-grade (PanIN-1,
2) & High-grade (PanIN-3, FREZNHE) (258 S 595
mm BT OBMEGENHZE T % 75, EUSFNAIZ X - TH%E
RIS NS Z L2385, PanIN & IPMN O #5139
BEORESVULETH L7290, HEZHRARTOE NI
T D 507,

DLl XY, O EUSFNA BROZ Wik Bk, BEE
A EERMD Eo 3BT B 2 L ANEBE UL ED
TOIEETHD. 2 THubvbIUE, IEF, HEER
Rl RO 3EICOWT, WP R, EUSFNA (2
X BB HRSB L OV 7Ty 2 ko BB B
R L, 2o 3O EE M a5
L7z,

II. MREAE

2013 4F 6 A 2° 5 2016 4E 5 A F T MBI BV CTHG
22125 L€ EUS-FNA 28Hif7T & h, M B L Rk o
SHEASIRETH - 7297 Bl 2 WS L L7z Mkt ow ik
ML MR & IR IR S L, MR A E R B e K & &
OFRRBEB L O, NERE 7 B L TRV ) VEE

Photo. 1  EUS images of cystic and nodular lesions of the pan-
creas
a : Multicystic mass, measuring 25.3 X 25.0 mm in size
in the head of the pancreas, suggestive of intraductal
papillary mucinous neoplasm (IPMN). The cytological
category was low-grade atypia.
b : A nodular hypoechoic mass, measuring 19.8 X 18.2
mm in size in the tail of the pancreas, suggestive of pan-
creatic ductal adenocarcinoma (PDAC). The cytological
category was high-grade atypia/carcinoma.

L22bords (UTkVv7ay s e$5). ERIZEME
54 7, etk A3 BT, K 75.6 % (54~92i%) THo 7.
F 72, Wi{EFT R (Photo. 1) 2B W THEIRAIE, IR
56 5l WEARES 21 1, BERREES 20 BT, AT 30.2
mm (7.0~99.0 mm), FEN% B ERNL 48 B, EREE
PER & RO 7 HERNE 63 BITH o 72 (Table 1).

MR, T 6bLECTHRIERZERL, 95%
I % ) —)VIHEH, Papanicolaou Yefa % {7 L72. &L 7
Oy ZBRARIERO X WHER L7z, A~y YEE LR
WA B L WAL L2/ 2 Y vy P THED, —
BUZ L CUEMCTHEA TRIBL Y £ v MICARS. /NERRT O
AOBGEIT RN <) T LRI, NIRRT 2 ED
THECHBE 2y MCANS. BRIZ RS2 XFESIC
L, 2L Oli%x e L0 T 5. Wi, #Yk
Hematoxylin-Eosin (HE) 44ff, Alcian blue (pH 2.5)-Periodic
acid Schiff (PAS) et B X MR ERIR LA MR 21T -
7o B, MERTIZEIIRELE 2 4 TITo 72,

I AL - RO SSRGS, Sk A A I S 1 431,
[gG4 B E G SEE 1 60, AN RS 2 5, BN 1
%1, IPMA % PanIN 7 & OEEE2» & a5 EE R 10 61, P
81 %, M V- LieRE 1 BICTH - 72 GEEInIZEf U 7z 7] —
T &), EUSFNARICFHRA AT Sh7z0id 11 41T
Z OWNFULANREN - EE 161, B F B 16, IPMC
2%, PDAC7HITH - 7.

RO 97 Bl & Mk 0K R O IR, BERE, FiE
B/FEO 3T H T 72 IEEHIEE DR IR OV
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Table 1  Clinical characteristics of 97 EUS-FNA cases

Normal Low-grade atypia  High-grade atypia/Carcinoma
n=5 n=10 n=382

Age (years, mean=SD)  76.0+8.2 80.0+9.9 75.0+8.4
Gender

Male 3 (60.0) 6 (60.0) 45 (54.9)

Female 2 (40.0) 4 (40.0) 37 (45.1)
Location

Head 1 (20.0) 8 (80.0) 47 (57.3)

Body 3 (60.0) 2 (20.0) 16 (19.5)

Tail 1 (20.0) 0 (0.0) 19 (23.2)
Diameter oflesions 202+205  363%205 29.6=11.4
(mm, mean + SD)
Cystic lesion

Absent 2 (40.0) 1 (10.0) 46 (56.1)

Present 3 (60.0) 9 (90.0) 36 (43.9)*
Main pancreatic duct dilatation

Absent 4 (80.0) 3 (30.0) 27 (32.9)

Present 1 (20.0) 7 (70.0) 55 (67.1)

* 1 p<0.05, vs. low-grade atypia.

Date are represented as the number of cases, with the percentages indicated in parentheses.

FREDABENCB W TIIIEEREIC SO 7. BRI
JED LSRR ZRTDOL L, BEER/FEHIRE
DERNZ Db & RS LR OEMRESE bbb DL
L7z (Photo. 2).

HNT O ELOMIRIE R (G, YRR, AT,
KREE, Blaofl, THRERROGE) Nkt AFL,
B, WERM SERM/EO 3BT OV TG L
7z

SR OMILEZ FESR L, 358, %58, WF LR b,
FLELIREES, MR OH Hd X Ol oW THERIC 3
T2 HOas L7z, M PRI R A BIC B VW T HfR & 7
Lfu xR, B, thi, BREo4@IcoE Lz &b,
ERIREIIRA L7 T 4852 B O MBI MG g4t & L7z
(Photo. 3).

7 ay 7iIZonTh, MDA, Alcian blue-PAS
EROORMERE, B X OREMBRILAYIIRIZOVWTY
[AIBRIC 3 #EZ LLE L 72, Alcian blue-PAS H 4t 1352 5B
BTk atzlkit, Ho, BHEO3EIHHL
72, SREERLMRL F AR 1Z, human Muc-1 core glycopro-
tein (MUCI : mouse monoclonal, clone Ma552, J A 71/%
4 F v A5 5 Xt HE), human Muc-2 glycoprotein
(MUC2 : mouse monoclonal, clone Ccp58, 1 # /354 F
¥ A5 4 A*L), human Muc-5AC glycoprotein (MUCS5AC :
mouse monoclonal, clone CLH2, 74 #/NA + 3 AT AL X
), HiaF v € 7 0 —F ik M-GGMC-1 (MUC6 :
mouse monoclonal, clone HIK1083, BB b2k A4k, W

), Pik b Ki-67 ik (Ki-67 : mouse monoclonal, clone

MIB1, Dako #k, H{3%), #iik b p53 Bz T-HEWE / 71—
F VUK (p53 ; mouse monoclonal, clone DO-7, #ka\&4k
ZFLANL AL A, K E), HiSMAD4 Pk
(SMAD4 ; mouse monoclonal, clone B-8, SANTA CRUZ
#L, Dallas, USA) D%t %47\, JWIEE 2 #2580
G OS=kr ) FTRIEEEZFML.

HRANME PEB I tEZMH L, pfE0.05 %K
WEAEAEDY & L7z (IBM SPSS Statistics 23.0).

AHGEHI R R R FER v ¥ — R F AR E
ROERD L LI L7z UKiEE 5 16-09).

. #% g

B OEIRNF % Table 1 1Z/R3. 3 HEMIT, 4,
W, IRETRGAL, K& SITHEARIIRO Lo 72, FHATER
280, R RAL/ERE T 43.9% DIERIZ A Sz DI x
LT, BRRESAURETIZ 90.0% DIEBNZ A S, fRatF %
AEAEZRD (p<0.05). TN % 720D %\ i BRI /A
TR 5L T 28 R0 JiR A 0 B I L 2 7230 72 (Photo.
1b). FEBAEPERIC O W TIZIEF#E 20.0% (20 LT, B
FRITE70.0%, =5 PERAY/FERE 67.1% DREFZFED b7z
M, HEAI R,

Ml 22T 7 %2 Table 2 12735, BBGILIEH S X O
JERAITE TR AR %o 7278, WERM/ERE T
48.8% DIEBNIC A LN, WAl FEWAEAEZROL (p<
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Photo. 2 Histopathological findings of the lesions from the normal, low-grade and high-grade atypia groups

a : Images of normal pancreatic ductal cells. Papanicolaou staining, original magnification, x40 (Inset, original magnification,
X 40).

b : Corresponding histologic image of the pancreatic duct in the same patient. Arrows indicate pancreatic duct. Hematoxylin-
eosin staining, original magnification, X 40.

¢ : Cytological image of low-grade atypia. Papanicolaou staining, original magnification, x40 (Inset, original magnification, x
40).

d : Histologic image corresponding to (c). Hematoxylin-eosin staining, original magnification, x 40.

e  Cytological image of adenocarcinoma. Marked nuclear atypia and irregular nuclear distance. Papanicolaou staining, original
magnification, x40 (Inset, original magnification, x 40).

f : Histologic image corresponding to (e). Hematoxylin-eosin staining, original magnification, X 40.
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Photo. 3  Histological findings of the normal epithelium of the duodenum and stomach

a : Cytological image of normal duodenal epithelial cells. Arrows indicate goblet cells. Papanicolaou staining, original magnifi-

cation, x40 (Inset, original magnification, X 40).

b : Corresponding histologic image of duodenal epithelial cells from the same patient. Hematoxylin-eosin staining, original

magnification, X 40.

¢ : Cytological image of normal gastric foveolar cells. Papanicolaou staining, original magnification, x40 (Inset, original mag-

nification, x40).

d : Corresponding histologic image of gastric foveolar cells from the same patient. Hematoxylin-eosin staining, original magni-

fication, X 40.

0.05). 29E, - ERALAEIC O W TIIRRI AN A EE%
Do Tz, FLHREHIZOWTRIEEHTIIEHRD
o T2H, WERAIRE T 80.0%, &IERM/JEH T
86.6% DIEFIZ A BN, MatFMAEEELZ RO (p<
0.05). HMBLPIRGHIEIEH B Cld 40.0%, BEEERARECI
100.0%, & EESH /R HE Tl 69.5% DIEBIIZ A B IL7=28,
AEAIRD Lo 72, B EUSFNA ORI ZHA T,
HARE AL I IR EERIBE O AR TR b NzA, thin, &
R IE S R/ OATHRON, AW RE
EEZ D (p<0.05) (Photo. 4~7).

Wiz, vz ay 7 2o THBOMHIRE & SICHETL
oo T uy 7 ORI B X OREMARM LR L A

Table 3 27”5, I IEHHE TlX 20.0% OFEBIIFRD 72
A%, BREEFAIREIZ 88.9%, 5 BESEHL/HETE TIX 96.3 % DBl
2R 72 (p<0.05). #EEUSFNA#MKoO V7w y 7T
&, HERRE ISR/ O AR TAHR LN, Mil#r
A EAEERED7Z (p<0.05).

K D SRR L 2 RER IS D W T3~ 10 JEfEE
B4 B X (AMERREAE) 12 MUCT Z MBI 12585 5
(Photo. 4d) DZxt L, & EEFAL/HERETIE MUCT % A g
MIZEFBLL Tw7: (Photo. 6d). 72, BRERAIMETIX
MUCS5AC AR P S5 L Tz, BEHAIITIEE
JiE LI /TR, BRPE ANEE & bl L C, MUCT S35,
MUCSAC I T 2 2o 72 (p<0.05). IEHHE &L gL T
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Table 2  Cytological characteristics of 97 EUS-FNA cases
Normal Low-grade atypia High-grade atypia/Carcinoma
n=>5 n=10 n=_82

Necrosis

- 5 (100.0) 10 (100.0) 42 (51.2)

+ 0 (0.0) 0 (0.0) 40 (48.8)*
Inflammation

- 3 (60.0) 7 (70.0) 68 (82.9)

+ 2 (40.0) 3 (30.0) 14 (17.1)
Squamous metaplasia

- 5 (100.0) 10 (100.0) 68 (82.9)

+ 0 (0.0) 0 (0.0) 14 (17.1)
Papillary pattern

- 5 (100.0) 2 (20.0 11 (13.4)

+ 0 (0.0) 8 (80.0) 71 (86.6)
Mucin

- 3 (60.0) 0 (0.0) 25 (30.5)

+ 2 (40.0) 10 (100.0) 57 (69.5)
Mucin color

Yellow 0 (0.0) 3 (30.0) 0 (0.0)

Orange 0 (0.0) 0 (0.0) 7 (12.3)

Pink 0 (0.0) 0 (0.0) 12 (21.0)*

Mixed 2 (100.0) 7 (70.0) 38 (66.7)

# 1 p<0.05, vs. normal and low-grade atypia.

T p<0.05, vs. normal.

Date are represented as the number of cases, with the percentages indicated in parantheses.

[N
=}

R R/ BET1E, MUCSAC BB 2 3o 72 (p<
0.05). MUC2, MUC6 iz ¥ b IEHHTIIRHLA LN
¥, BREERAIN D X O R R R, A
AT o7

WIS, WIS 27 U8 HossBlicowTEL T
a7 #HWTHE L7z, Ki-67, p53 iXIEEH Cl3aplk
PEC, BERMEICBWTHRVEEREZRL, SEEEAY
WERETIE VTSR %2R L7 (p<0.05) (Photo. 4~7).
SMAD4 13 1EH B, B RMEE L L EPRHETH Y, &
JEE LR /HETE D 19.0% TREMEZ /R L 72

I

Iv. % £

AMENC T, EUSFNA I X 2 M8 2k CIRess 1Rz i
RN % HE T 2B, UTOFRFEETH S 2 L0
SN o7z, OO, QFLFUIRESL O B,
@Mkt ki 7. (Papanicolaou 3eft). -k 70y 7 #
RTIROFHF RN (Alcian blue-PAS FHetn), @MUC1
OMIBENTOEIEH, GKi-67 £ psb3 DI, @
SMAD4 Ot k. Th oLtz B3 584, HEERR
DLEOSRZE L W R TH 5. WA BT OWE X NEET
H LD, RO AAA SN HA4121%, EUSFNA o4+

Sp
W

WARTH > THIEEZRARETH - 72,

MYty —TER L7 EUSFNAD Y = — < 2 /R T
(Fig. 1). MIBAr RIS X 0 IEF, BREESAY RS /9012
T CHZE L, PDAC % IPMC & 3L LT v, F
72, W&o EUSFNA ICB L Cld, ZoREHZEREL,
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a b

Photo. 4  Histological findings in the normal group
a : Cytological image of normal pancreatic ductal cells. Papanicolaou staining, original magnification, x 40.
b : Corresponding histologic image of the pancreatic duct from the same patient. Hematoxylin-eosin staining, original magnifi-
cation, X 40.
¢ : Corresponding Alcian blue-PAS image from the same patient. Note the negative reaction in the normal ductal epithelial cells.
Original magnification, X 40.
d, e, f : Corresponding immunohistochemical image of the pancreatic duct from the same patient.(d) The pancreatic ductal
cell membranes showed positive staining for MUC1. Original magnification, x 40.(e) A few cells were weakly positive for Ki-67.
Original magnification, % 40.(f) Normal ductal cells were negative for p53. Original magnification, % 40.
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Photo. 5 Histopathological findings in the low-grade atypia group
a : Cytological image of low-grade atypia. The cytological specimens showed yellow mucin. Papanicolaou staining, original
magnification, X 40.
b : Corresponding histologic image of the same patient. Hematoxylin-eosin staining, original magnification, X 40.
¢ : Corresponding Alcian blue-PAS image of the same patient. Most cells showed a positive PAS reaction in the cytoplasm, while
only a few cells showed a positive reaction for Alcian blue. Original magnification, X 40.
d, e, f : Corresponding immunohistochemical image of the same patient.(d) The reaction for MUC1 was negative. Original
magnification, % 40.(e) A few cells were positive for Ki-67. Original magnification, % 40.(f) A few cells were weakly positive for
p53. Original magnification, X 40.
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a b

Photo. 6  Histopathological findings in a mucin-rich case of the high-grade atypia/carcinoma group
a : Cytological image of high-grade atypia. The cytological specimens showed marked nuclear atypia with irregular nuclear
distance. Many atypical cells contained pink mucin. Papanicolaou staining, original magnification, X 40.
b, ¢ : Corresponding histologic image of the same patient.(b) Cells showing high-grade atypia showed a weakly eosinophilic
cytoplasm. Hematoxylin-eosin staining, original magnification, % 40.(c) Most cells showed a positive reaction for Alcian blue in
the cytoplasm. Alcian blue-PAS staining, original magnification, X 40.
d, e, f : Corresponding immunohistochemical image of the same patient.(d) The cell membrane and cytoplasm showed a
positive reaction for MUC1. Original magnification, % 40.(e) A few cells were positive for Ki-67. Original magnification, x 40. (f)
Most cell nuclei showed a positive reaction for p53. Original magnification, X 40.
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Photo. 7  Histopathological findings in a mucin-poor case of the high-grade atypia/carcinoma group
a ' Cytological image of high-grade atypia. Arrow indicates a few cells containing pink mucin. Papanicolaou staining, original
magnification, X 40.
b, ¢ : Corresponding histologic image of the same patient. (b) The cells showing high-grade atypia showed a clear cytoplasm.
Hematoxylin-eosin staining, original magnification, x40.(c) Arrow indicates a few cells that showed a positive reaction for
Alcian blue in the cytoplasm. Alcian blue-PAS staining, original magnification, X 40.
d, e, f : Corresponding immunohistochemical image of the same patient.(d) A positive reaction for MUC1 was seen at the
cell membrane. Original magnification, % 40.(e) A few cells were positive for Ki-67. Original magnification, x 40.(f) Most cell
nuclei showed a positive reaction for p53. Original magnification, X 40.
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Table 3  Histological and immunohistochemical characteristics of 97 EUS-
FNA cases determined after processing by the cell block method

Normal  Low-grade atypia High-grade atypia/Carcinoma

n=>5 n=10 n=_82

Mucin

- 4 (80.0) 1 (11.1) 3 (37

+ 1 (20.0) 8 (88.9) 78 (96.3)
Alcian blue-PAS

Red-purple 1 (100.0) 4 (50.0) 4 (5.1)

Blue 0 (0.0) 0 (0.0) 55 (70.5)*

Mixed 0 (0.0) 4 (50.0) 19 (24.4)
Percentage of positive cells

MUC1 62.0+16.4 10.6+19.8 63.4+29.3*

MUC2 0.0+0.0 8.9+18.3 2.3+11.8

MUC5AC  10.0+22.4 87.8+£12.0 49.9+32.7*

MUC6 0.0+0.0 6.7+10.0 1.8+£6.8

Ki-67 0.0+0.0 3.3+7.1 22.0+19.4*

p53 0.0+0.0 5.6+16.7 34.4+32.0*
SMAD4

- 0 (0.0) 0 (0.0) 15 (19.0)

+ 5 (100.0) 10 (100.0) 64 (81.0)

T 1 p<0.05 vs. normal. # : p<0.05 vs. normal and low-grade atypia. * : p
<0.05 vs. low-grade atypia. Data represent the means = SD, and the per-

centages are indicated in parentheses.
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Pancreatic duct epithelium
*Small cube cells

Low—grade atypia

*High columnar cells
*Honeycomb appearance
* Yellow mucin

High—grade atypia/Carcinoma

*Hyperchromatic nucleus
and pleomorphic cells

*Necrosis

*Pink mucin

Fig.1 Schematic representation of the cytological features of EUS-FNA samples obtained from the pancreas (Papanicolaou staining)
From the cytological viewpoint, EUS-FNA samples obtained from the pancreas are classified into 3 categories : pancreatic duct epithe-
lium, low-grade atypia, and high-grade atypia/carcinoma. This characteristic features of each category are described. In the “normal

pancreatic duct epithelium” category, small cuboidal cells without atypia or mucin are found. Cytologically, this category is estimated as

“negative.” Inthe “low-grade atypia” category, the cells show a honeycomb appearance or occur in papillary clusters. They also show
disordered polarity and irregular arrangement, high columnar cytoplasm and nuclear grooves, but no necrosis ; the nucleus-to-cyto-
plasm (N/C) ratio in the low-grade atypia category is lower than that in the high-grade atypia/carcinoma category. MUC5AC-positive

yellow mucin, suggestive of gastric mucin, is present in the cytoplasm of the cells with low-grade atypia. Cytologically, this category is
estimated as “indeterminate.” This category includes PanIN-1, 2 and intraductal papillary mucinous adenoma (IPMA). In the “high-
grade atypia/carcinoma’ category, various-sized pleomorphic cells with a high N/C ratio, hyperchromatic nuclei with prominent

nucleoli, drunken honeycomb are seen, with occasional necrosis. Keratinization and multinucleated cell infiltration are sometimes

observed. High-grade atypical cells contain MUC1-positive pink mucin, suggestive of pancreatobiliary mucin. Cytologically, this cate-
gory is estimated as “positive,” examples include PanIN-3, pancreatic ductal adenocarcinoma (PDAC) and intraductal papillary muci-

nous carcinoma (IPMC).
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Abstract

Objective : To improve the accuracy of histopathological diagnosis of
pancreatic neoplasms, this study was aimed at clarifying the histological
findings and the cytological findings of pancreatic tumors in EUS-FNA

specimens processed by the conventional cytological smear method

and cell block method.

Study Design : We investigated the data of 97 subjects who under-
went EUS-FNA for pancreatic disease at our hospital between June
2013 and May 2016. The specimens were divided into three groups
according to the cytological findings : normal, low-grade atypia, and
high-grade atypia/carcinoma. The cytological, histological and immu-
nohistochemical findings, as well as the clinical background, of each
group were examined.

Results : Necrosis and papillary clumps were observed in 49% and
87%, respectively, of specimens from the high-grade atypia/carcinoma
group. Gastric and pancreatobiliary mucus were frequently observed in
the low-grade atypia group and high- grade atypia/carcinoma group,
respectively. Immunohistochemistry revealed a high rate of positivity
for Ki-67 and p53 in the specimens from the high grade atypia/carci-
noma group. While 19% of the specimens from the high-grade atypia/
carcinoma group showed negative staining for SMAD4, all the cases
from the other two groups showed a positive reaction for SMAD4.

Conclusion : These results suggest that evaluation for the presence/
absence of mucus and expression of cancer-related proteins is as
important as that of conventional cytological features, such as the back-
ground, cell structure and cellular atypia, for the diagnosis of pancreatic
disease using EUS-FNA specimens. Comprehensive analyses using
cytology and simultaneous immunohistochemistry using specimens
processed by the cell block method enable precise diagnosis pancreatic

neoplasms.
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Condyloma acuminatum of the urinary bladder that was diagnosed
by urinary cytology—A case report——

Sosuke HASHIDA, M. D., Satoe FUJIWARA, M. D., Yoshito TERAI,
M. D., Masahide OHMICHI, M. D.

Department of Obstetrics and Gynecology, Osaka Medical College
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Photo. 1  Urinary cytology (Papanicolaou staining ; a, b, X 40)
a : Atypical cells stained by orange G with nuclear
swelling.

b : Squamous cells with koilocytosis.
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Photo. 2 Cystoscopy findings
There were white protruding lesions in the urinary
bladder.
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Photo. 3  Histological findings
Papillary squamous epithelium with koilocytosis (HE
staining : a, x4, b, x1).
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Abstract

Background : Condyloma acuminatum (CA) is a warty lesion that
commonly affects the external genitalia and mucocutaneous junctions.
CA of the urinary bladder is rare, and often manifests with symptoms
such as hematuria, pollakiuria and enuresis. Herein, we report a case of
an asymptomatic patient with CA of the urinary bladder, in whom uri-
nary cytology led to the diagnosis.

Case : A 37-year-old woman suffering from SLE encephalopathy was
in the habit of self-catheterizing because of neurogenic bladder dys-
function. She had a previous history of cauterization for CA of the
external genitalia. Four years after the cauterization treatment for CA of
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the external genitalia, urinary cytology revealed atypical cells with
koilocytosis. We performed cystoscopy, which revealed white protrud-
ing lesions in the urinary bladder, suggestive of CA of the urinary blad-
der. We treated the condition primarily by resection of the lesions.
Since then, there has been no evidence of recurrence of CA of the blad-
der.

Conclusion ' This case suggests that urinary cytology can be a useful
non-invasive test for the diagnosis of bladder CA. We propose that peri-
odic urinary cytology might be useful in patients at risk of developing
CA of the bladder, such as those who are in an immunocompromised

state, practice self-catheterization and/or suffer from genital CA.
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Photo. 1

f

Features of this tumor on crush cytology (a-d), liquid-based cytology (e), and immunocytochemistry (f).

a : Densely packed cell clusters composed of numerous spindle-shaped cells are observed. At the periphery of the clusters are
numerous projections composed of fibrillar cytoplasm (Pap. staining, x 40).

b : Spindle-shaped cells occurring in clusters containing granular eosinophilic cytoplasm and atypical nuclei. Note that some of
the cells show intranuclear cytoplasmic pseudo-inclusions (arrow) (Pap. staining, % 100).

¢ : The tumor cells are present in a background of sparse fibrovascular stroma and chronic inflammatory cells (Pap. staining,
X 40).

d : Pleomorphic spindle-shaped cells with large atypical nuclei and prominent nucleoli are observed in a background of chronic
inflammatory cells and mast cells (Giemsa staining, X 40).

e : In this liquid-based cytology preparation, most of the atypical cells show prominent nucleoli (Pap. staining, % 100).
f : Immunocytochemically, the tumor cells are strongly positive for CD34 (x40).
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Photo. 2 Cut section of the resected specimen. A relatively well-
defined solid tumor with a yellowish fleshy appearance
is seen in the upper dermis to the subcutis.
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Photo. 3

Histology of the tumor

a : The tumor is composed of spindle-shaped cells
arranged in fascicles or in a haphazard pattern, in a
background of sparse fibrovascular stroma (HE stain-
ing, X10).

b : Tumor cells with pleomorphic nuclei and abundant
granular cytoplasm are seen in a background of chronic
inflammatory cell infiltration (HE staining, X 40).

¢ : Tumor cells are arranged haphazardly or in fasci-
cles, with some cells showing intranuclear cytoplasmic
pseudo-inclusions (HE staining, x 40).
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Abstract

Background : Superficial CD34-positive fibroblastic tumors are a
novel type of soft tissue tumors that are of intermediate malignancy
grade. Herein, we report the cytologic features of this tumor arising in a
young male and discuss the differential diagnosis of these tumors.

Case : An 18-year-old man presented with a subcutaneous mass in
the right thigh that measured 9 cm in diameter, and underwent surgical
resection. We prepared crush, touch imprint and liquid-based cytologi-

cal smears from the resected tumor ; in all of these smears, numerous
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atypical cells were observed as single cells or in clusters in a back-
ground of fibrovascular stroma and chronic inflammatory cells. These
atypical spindle-shaped cells had granular eosinophilic cytoplasm and
pleomorphic nuclei, with the cells also occasionally showing intranu-
clear cytoplasmic pseudo-inclusions. The cell borders were indistinct,
necrosis was absent, and there were few mitotic figures. Immunocyto-
chemically, the atypical cells showed strongly positive staining for
CD34. The diagnosis of the tumor was confirmed by histological exami-
nation.

Conclusion : Although the pleomorphic nuclei and occasional intra-
nuclear cytoplasmic pseudo-inclusions in this tumor are reminiscent of
high-grade malignancies, the lack of necrosis and low mitotic index
underscore their differences from typical high-grade sarcomas. When
considering the clinical features and CD34 positivity along with cyto-
morphological features, it may be able to suspect superficial CD34-posi-
tive fibroblastic tumors in the practice of cytology.
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Photo. 1  Findings of computed tomography (CT) and positron
emission tomography (PET).
a, b ! CT shows atumor mass, approximately 4 cm in
size, in the right thyroid lobe, invading the isthmus
(arrows).
¢, d : PET shows multiple metastatic foci with exces-
sive uptake throughout the body.
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Photo. 2

a-1

a-2

Photo. 3

d

Aspiration cytology of the thyroid tumor.

a © Anaplastic carcinoma cells with highly atypical, bizarre nuclei are seen in clusters of vari-
ous shapes (Pap. staining, % 20).

b, ¢ : Rhabdoid cells with eccentric nuclei and abundant cytoplasm, occasionally containing
round inclusion bodies (arrows) (Pap. staining, x40).

d : Tumor cells with abundant cytoplasm showing densely blue stained, round inclusion bod-
ies (arrow) (Giemsa staining, % 40).

b-1 c-1

b-2 c-2

Aspiration cytology of the thyroid tumor and Immunohistochemical staining using the cell
transfer technique (a-1, b-1, c-1 : Papanicolaou staining, x40, a-2, b-2, ¢-2 : Immunohisto-
chemical staining, x40). The same tumor cell showing a “hyaline-like” inclusion body
(arrows) showing strongly positive immunostaining for CAM5.2 (a-2), vimentin (b-2) and
TTF-1 (c-2).
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differentiated carcinoma), #7%r{b## (anaplastic carci-

Photo. 4  Sagittal cut-surfaces of the resected thyroid tumor. The
tumor included anaplastic carcinoma (red broken
lines), papillary carcinoma (yellow broken lines), and
necrotic tissue (green broken lines) components.
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Photo. 5 Histology of the thyroid tumor.
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(A)

(T)

(P)

The majority of tumor cells show marked pleomorphism and contain abundant eosinophilic cytoplasm (a, b). A part of the

tumor shows features of a well-differentiated papillary carcinoma (c, d). Transition (T) between anaplastic carcinoma (A) and
papillary carcinoma (P) isseen (e).(a, c : HE staining, % 20, b, d : HE staining, x40, e : HE staining, x 10)
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Photo. 6  Immunohistochemical findings of the thyroid tumor ( x 40). Both the anaplastic and rhabdoid
tumor cells are positive for cytokeratin CAMS5.2 (a), vimentin (b), and TTF-1 (c); the MIB-1
labelling index was approximately 20% (d), and the percentage of cells showing positive stain-
ing for p53 was approximately 40% (e). In the papillary carcinoma component, fewer than 1%
of the cells are positive for p53 (f).

Photo. 7  Ultrastructural findings of a rhabdoid type cell in the thyroid tumor. The cytoplasm contains
abundant intermediate filaments (Bar : 2000 nm).
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Abstract

Background * Anaplastic carcinoma of the thyroid with a rhabdoid
phenotype is extremely rare. Herein, we report a case of this tumor,
together with the findings of aspiration cytology and immunocytochem-
istry using the cell transfer technique, as well as the histologic, immu-
nohistochemical and electron-microscopic findings.

Case ' An 80-year-old man noticed a subcutaneous mass in the left
elbow. From the biopsy findings, the lesion was suspected as a meta-
static tumor. Computed tomography demonstrated a large thyroid mass
extending from the right lobe to the isthmus. In aspiration cytology,
loosely adhesive, pleomorphic tumor cells with bizarre nuclei were
seen, along with rhabdoid cells with eccentric nuclei possessing “hya-
line-like” inclusion bodies in the cytoplasm. Immunocytochemistry
using the cell transfer technique revealed positive staining of the tumor
cells for cytokeratin and vimentin, and the “hyaline-like” inclusion bod-
ies, in particular, were strongly positive for both. Histologically, most of
the tumor cells consisted of anaplastic carcinoma cells, admixed with
rhabdoid cells. In addition, typical papillary carcinoma was found in a
part of the tumor. Electron-microscopically, the tumor cells with eccen-
tric nuclei revealed aggregation of abundant intermediate filaments in
the cytoplasm, confirming that they were rhabdoid cells.

Conclusion : Immunocytochemistry with the use of the cell transfer
technique was useful for the diagnosis of anaplastic thyroid carcinoma

with a rhabdoid phenotype in the present case.
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A case of SALL4-positive adenocarcinoma in ascitic fluid cytology,
suggestive of peritoneal dissemination from AFP-producing stomach
cancer

Yoshitaka ARAKAKIY, C. T., . A. C., Eiko TOUBARU?, C.T,, L A. C,,
Manami ASATO?, C. T, I. A. C., Iwao NAKAZATOY, M. D., M. . A. C.

DLaboratory, Okinawa Prefectural Nanbu Medical Center and Chil-
dren’s Medical Center

?Laboratory, Okinawa Prefectural Chubu Hospital

3 Laboratory, Okinawa Prefectural Hokubu Hospital

ODepartment of Pathology, Okinawa Prefectural Nanbu Medical
Center and Children’s Medical Center

FOSCRIRIEG RS T 901-1193 PhARUR B FUAR e RS T 5297 )1 118
1 M ESERY Y — - S ERY Y Y — R FrEE%

IR 29 4F 4 H 28 HA

SR 30 4 3 H 28 HZ 3

IREEJ % 3D 72 (Photo. 1b). T SHINLEIIZ 1 EB~2 @
THER STz, ERNITHR DX RS 5720
PAS JUt & Giemsa et % JtifT L 7225, B 5 2 7Rl iﬁﬁ
BEINLh ol BEIAR~FHAE TEEOMEIZZ L
, BERUNARL EOBTEABEIZIITILAEALN )
7o, B u=F VIIMMBRLR, RO AIMEE 1~2
FED 72 MHEIZS 4 b7 — ViR TH - 72 4l
BT Ml EROH T, FFIZY — MREJUIZREIZZ L
<, iR R B HHAL L T 72 (Photo. 1b, inset).
F2ABTIEDB05, WO KRIARFERLERE, AL
TBAME, 2R 2 A5 A b Rl S e,

Iv. 7oy 7R

HE M R B MR e PR~ 7 5 R ST A BEAI 9 5 He
Z2f 3% T & - 72 (Photo. 2a). HRIEMAR LA T MOC3],
Ber-EP4, CK7, p53, SALLA 2Kzt (Photo. 2b), Ki-67,
EMA 25— 1%, o M B s i 3 _CTBEETH -
72 (Table1).

V. BERFR

FREOERD S, RO PR ET T LR
0, MRS TIHE O —ERIC AFP B X O SALL4
hatt e /R L7z

VL. & =

SALLA ISR IS oS ICE e~ —h — L LTIk
HENTwa2s, BETOEHAIFEINTE, BELe
fRD 15%, AFP AR TIX100% D EER L 5 5. AFP
FEAEBROTTH IR CEEEICHIEL 2D, AT
#MNadE (aggressive phenotype % A ¢ A A~ B ) &
DEHNAR & SN TVBIY,

Arlal, BEARHIZ S B ORISR > — MIRESE % A
722 e, BE hRMRE, EMEPRZE, benign multi-



§57% 5475, 2018 4E J 231

a b a b

Photo. 1  Cytological findings of the ascitic fluid. Large-sized, Photo. 2 Cell block findings.
tightly packed cell clusters are observed. In addition, a : Ahollow structure with a monolayer of flat to cubi-
papillary-like protrusions are seen from the cell clus- cal cells is seen (H & E staining, % 20).
ters (arrow) (a : Pap. staining, %X 10), and sheet-like b : Tumor cells showing positive immunohistochemi-
clusters are also seen (b : Pap. staining, % 10). The cal staining for SALL4 (Immunohistochemical staining,
cells in the sheet-like clusters are morphologically % 20).
similar to mesothelial cells (Pap. staining, X60
(inset) ).

Table 1 Summary of the immunohistochemical staining results in the cell block and stomach biopsy specimens

Antibody Clone (Sale manufacturer) Cell block Biopsy (stomach)
CEA CEA-609 (Leica), COL-1 (Nichirei) - +
ERA (Epithelial-Related Antigen) MOC-31 (AT) + Positive in part
EA (Epithelial Antigen) Ber-EP4 (AT) + +
Claudin4 3E2C1 (Thermo) - -
Calretinin Calretl (AT), SP13 (Nichirei) - -
Podoplanin D2-40 (AT) - -
HBME-1 HBME-1 (AT) - -
BAP-1 C-4 (Santacruz) + +
EMA E29 (Nichirei) Positive in part +
AFP 7ZSA06 (Nichirei) - Positive in part
SALLA 6E3 (Abnova) + Positive in part
OCT3/4 NINK (Leica) - /
CK7 OV-TL12/30 (Nichirei), SP52 (Roche) + +
CK20 Ks20.8 (Nichirei), SP33 (Roche) - -
Ki-67 MIB-1 (AT) Positive in part (<1%) /
CA19-9 C241 :5:1:4 (Nichirei) - /
Desmin DES-DERII (Leica) - /
Vimentin V9 (Leica) - /
TTF-1 SP141 (Roche) - /
PSA 35H9 (Leica) - /
WT-1 6F-H2 (AT) - /
p53 DO-7 (Nichirei) + /
ER SP1 (Nichirei) - /
PgR A9621A (Nichirei) - /
CD30 Ber-H2 (AT) - /
C-kit Polyclonal (AT) - /
MUC-2 Ccp58 (Leica) - -
MUC-5AC CLH2 (Leica) - +
MUC-6 CLH5 (Leica) - -

% AT : Agilent Technologies
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Abstract

We report a case of SALL4-positive adenocarcinoma detected by
ascitic fluid cytology that suggesting peritoneal dissemination of AFP-
producing stomach cancer in a man in his 60’s. Large-sized, tightly
packed cell clusters were observed. In addition, papillary-like protru-
sions were seen from the cell clusters, and sheet-like clusters were also
seen. The cell clusters consisted of 1 to 2 layers, and the sheet-like clus-
ters, in particular, were morphologically similar to mesothelial cells.
Immunohistochemistry yielded negative results for all markers of
mesothelial origin, while the results for some adenocarcinoma markers
and SALL4 were positive. A proportion of the adenocarcinoma cells in
the stomach biopsy specimens was also positive for AFP and SALLA. It
was difficult to determine the primary lesion from the cell morphology,
however, the SALLA4 positivity provided a useful clue.
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A case of malignant mesothelioma detected by pleural fluid cytology
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Photo. 2 Histological findings of the pleural biopsy specimens
a ! Pleomorphic tumor cells with bizarre and eccentric
a b nuclei (H & E staining, x 20).

Photo. 1  Pleural fluid cytology
a : Isolated round to elliptical-shaped atypical cells
(Pap. Staining, x10).
b : Tumor cells with multiple and eccentric nuclei
(Pap. Staining, X 40).
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Abstract

A 64-year-old male underwent bullectomy for right pneumothorax.

b : Immunohistochemically, the tumor cells were posi-
tive for D2-40 (Immunostaining, % 40).

¢ : Small area containing spindle shaped-tumor cells (H
& E staining, X 10).

During the operation, a bulla and pleural plaque were found, but there
were no other abnormal findings. Seven months later, he presented
with exertional dyspnea and imaging examinations revealed right pleu-
ral effusion and pleural nodules. Cytological examination of the pleural
fluid showed isolated round to elliptic-shaped atypical cells with multi-
ple eccentric nuclei. The diagnosis of malignant mesothelioma was
established by histological examination combined with immunohisto-
chemical analysis of pleural biopsy specimens. Early cytologic or histo-
logic approaches should be considered in elderly patients with pneumo-
thorax, especially those with a history of asbestos exposure and/or
pleural plaque.

X

D FilifhsE, fEH B, PR RRIIUTRE, A B, K
WIS 2 & % o 7B R i o> 1 6. H IR 2SR
2006 ; 44 : 807-811.

2) AEHEAESE, AT, U T-BH, BEHPRD, SAFHLE, ER
Wn - 13 B RE O R R OMET. HIEsb Ak
1993 7 : 14-17.

3) MEE—, MIEFRME, NEE—/R, A =2 JRE 285
W S NV R R o 2 B, H ALK 2005 5 19 ¢
566-570.

4) Mannes, G. P, Gouw, A. S., Berendsen, H. H., Verhoeff, A. ],
Postmus, P. E. Mesothelioma presenting with pneumothorax
and interlobar tumor. Eur Respir J 1991 ; 4 : 120-121.

5) WEEAE, B — Pl BARE EL — KOk
Y NERES/ *ﬁa’)ﬁﬁ §76 W & N7z 5 & K 5 ASEE Ik o 22
P& o PR > 1. H AN B MR 1991
29 1 477-481.




§57% 5475, 2018 4E

J 235

B AR PSSR TRARTE

1. BiEER

FHIE U CHefif i3t # o HARERMA & 2R
2.

2. 1BER

1) G X ORI, FEE, TR, B, R
W, HEOFETH .
) PR ORI E O ICHF S L) 20T, il
ERICEEIN TRV H DI S,
3) MSERICER LTI, 794 Ny —RiEEOBLE DL &0,
ANVY UYFES (e MIBIF S biomedical FZEICH#ED S
ER D720 OEh ) 72 & ONCERIRITZEIC B 3 2 e 1 (=
ASrEE CE154E7 A 30 H, “FRE 16 4F 12 A 28 1
SEERERIE, PR 20 4E 7 H 31 H&e#gE) 2 sh T
Wbk,

XINHOIEEN, FEEE 1 TSR
4) WXDOFHEIARFRZIRE L, FHINFRICLD
BTAWEZRFETHIDET D, EVT - T—h AT
(AHDOFR—2X=Y FiEEHOV RS MY L) 2B
WTIERE, FTiE, FE 4, NEWFHO AR FEREOR
TORIZED LN,
5) miX#RcEL, FHEEBOMSMKACHESE (B
XN2)2HRMNT S L. B, FRXT http://www.jscc.or.jp/
memberhtml 225 %7 vy u— FLHWS., ZokRX 20
NEEG SRR, XMOBEMOBIICESNG. HEs
=R PCIRE DS 22 W51, AR, TEEHE LIS,
PR T REFRSHFCRBIED ) TRA. R EDOLEE A
nas.

Do

3. KR
1) EHIE LT "Er8em &35,

2) BTEROBIZIE, DTOVAL M7 72 AT 5.
https://www.editorialmanager.com/jjscc/

4. HEEIR

1) ek

(1) HFEIMLERELET5.

(2) ¥R%A, FHET BRREIrwEHws. 7272
L, BALFARL—MBICHV SN T WA EINHEELZ

DORY TlE V. ELTOEMEROLE LD
WAl 5.

(3) Eaff¥Aricm, mm, um, cm? ml [ g mg
% E CGS iz v 5.

(4) MEING, BERAMAORVESY, fEB XU
Weda, 3R ES, PRI BRI W
TIEEEZ WS, KXCFEEAAFB LR Y
i DA DYH IR .

(5) BEAHGRE H AR 2fE o [l R EE%
SR WS A2k, T2, FOBGEEH VT
Bw2s, Lo liftEs, UTICHKEL
HwbZ2zWHL2IIT 5.

2) ERoEET (BIEAETROEGS
FERE 7 —7ax v, AHMECRGEE S L, 14T
257 T2Tx 1BICBE®D S, L FALIC30mm 2
BEofRHE LY, iz e$5d XTFE128L Vb
B EZACDOHNRET L\,
3) BF774W

UToET7 74 VIEXZHERET 5.

Word, WordPerfect, RTF, TXT, LaTeX2e (3D ),

AMSTex, TIFF, GIF, JPEG, EPS, Postscript, PICT,

PDF, Excel, PowerPoint.

%B, GEOMGEL HIEEEEY A X T 300dpi
UEDHZTH 5.
4) RBE R - AR - SEBIHRE - G OB

(1)
¥4 PVR—T NS F5 G (key words),
A, FIERHABCRREDBIR, SCibsk, 0K, B
M, Z0ONEE$%. FERCGELEE %55, ¥
A PV R=Y AKH) 21, HBERZITBT 515
IERREE (B0, A1 1 2 &), fsCofiy] (53
FEGIHRE, B ), MXozE (50 TLW), &
B4, PRI TE SRR RS, H DR
&R AR T A REE LT 5.
2HHEICIINEDS, REIVHGEZLEKT 5. KX
NE &R L 1ZNIED 5.

(2) ##
FRGTEEWRICHED S B ORICRET . F
FRIEILDToLEBY L L, TRUAMNOBEREIIARL
KITHERE LT azw,



236 |

«

/> Es e
RHE Bty

H AR ARAT

RS
5

2 0 10 &L
A 8 44 LAY
FEFIHE - 8 £ LAY
Tk AN
B 1RZENET
(3) W
S BT 500 FRANICF &, LT X9 Bk
HHELZDT5.
JG LA B, R BORE, e
FEGIECE R, ER, W
ML R BSOS UGl RS
(4) FE5IHGE
i L DOWNE E RS 5 FEGEO HiEE (Key words) % 5
FELUNTERT A, BHIE LT, 413 s, &
2FEIE, EITEUTIRNAZRRT A HEE ¥

5.
key words 1 :
NEZEZ2 il 5 R o —NH 289 4 B oM & Mk
B—

Gallbladder, Aspiration, Cancer, Morphology
FFIRE IOV T o 1 £52
Hepatocellular carcinoma, Morphology, Review
e P L 2 BR B R B M e s L S 7o E oz
11
Clear cell adenocarcinoma, Cytology, Sputum,
Metastasis, Case report
(5) AB X OBELHIBR
a. B - - A
AR, CHkE A 10,000 F-LAN (A4 H) 20 H)
95,
M-% (BERZEET) & 108DHNET 2.
BEEOBENHIRIE 228, LR ROME

L9 5.

b. SEBIH
AR, SCHkE A 6,000 T LA (A4 H 12 EHELRW)
L9 5.

M-% (GEA2EEY) 3, 5HLUNET 5.
GHEOMENHIBRIE v as, BB R BROBEL
L9 5.

c. JHik
Wk L2sh) 2 HMUNE T 5.
BHEAL 2 PN GRA S DRI K % 2 BUHN),
HZEIEFF I ETET 5.
HHE2BERE LIRS A 72EORL (1.
ZU®IZ~) & THkiZ 1,500 FA2EE (A4 4 3 H)

wHELT 5.
O3/
ARILE IR, FEOERB Lo —<5>20)
DFEELY, BOEL L, BLUOWHNELZT.
FHRHDD LI, LT OMG %2 HTEhEhoRk
T b VITERKENLT 5.
<R : M.D. M.D, M.ILA.C. M.D,ELA.C.
piFHZERS © D.D.S. & L, EhDAOMEH B n»
BT EER & FARISARL T 5.
R A M. T, C. T, J.S.C.,, C.T,, LA.C,,
C.T,CMLAC,CT,CCELAC ZE%lis 5.
PERNATIZIEFET 200 FEDAN (7272 L FKE, #FH
%, EAEOZEL) L, DFo L) /R
LEDITELDS.
i35 & JAL LIS © Objective, Study Design, Results,
Conclusion
JEBI A - Background, Case (F 721 Cases), Con-
clusion
KREL  FRSCOWNAEIIS U CEE RS
L AN L 22T 100 FEUINICE L B
(7) SR
a. TEOLDIZMS.
B - B - SRR 30 ML
SEBIERE - 15 Hi DA
(GRS TIVNG
Al - BRI O TR % D 2\
b. FIHNHIC R &R, RXHIIRM EHF 5247,
c. XWHRERIINY 7 —nN—- 27 LV EL, ik
BEFELS D W THRISCCHR I R A RS TIAT 2%,
Bk E Index Medicus (ICH#E3° 5. BH L L
TUTFICH 2L T 5.
VderE o 3is
FHE FBIE TV A — LT, BCAIIED A
EITNVANRN, ZOMIES =2 v VOAT 6%
FCKRRLL, 6/ E I ZHLETIZFOHRE ©-
13A", “etal” LBEFLT A). EHE (I sy A b
VR GEH) . MEREA ZEATAE (VR % H - H.
[HATARDYE]
HS. FOE. FATH AT BATAE (V).
7B, TIHPHATERO—EHTH 5 LEICITFRE
DOWRIwE L, WATROFEEZLL, FIT4E.
H-H.
fE DFVEY DX 2 G L TEHT 235671,
JEEE (HDVIERE) L) EfRmEETA
M35 LEBORHHEPLET, INEFEH



§57% 5475, 2018 4E

I 237

T HERERMNT .

) K-%-5HH

a. [, RIFFELTERT 5. B, X, % Photo.
1, Fig. 1, Tablel1 2 &ED X H IZFNFNDOFHT
O, AW LO S A MV EFAZEANET 5.

b. AXHFICIREHE, X, KOWHATREEZH
Y 5.

c. BMEBETEIIMEREEMNT S, LHEE (M
%, RIS OREFRIIHEEREONI L v X5
ZHVDD, BEANDOAT —VOHFEANGFE L
V. BIHBEICOW TSRO/ 2 FoRT
A0, FREIEEIZAT—VEANS.

5) FEEF LR
—DODFT—<DH LB OmIL FF R LEH)

PO S NS, FEREAEHT L, FFEEROFRE R

BLOEY) BIOREOBRE (WX I2HY) 2 1,200

FUNICE LD, FEROKRBRIZFEE - RILICHEL 5.

6) FH DM
PLEDFERMEHRLICES L v b DT, KGRI

BT 2 HA, RESOEERLMWHENCET 2 EA, R

Mt lc BT 2 B RAEIRT 5. 22U RIS Tw

VL DIZRS. BFIIUT o EDENX - FIHIC X 5.

(1) FKEIAL50T DN E T 5. KEIHLT LD
W25,

BAT L CTAL 2R T 5.

KRICEHRY CEHDME), IEitis, FEfo

LB LR E KL PITICEET. EHF1LAZHE

32 CIECRICED DL N TEDLH, K-

BHE -M2HWAZ LI TERV. ThH0ETE

1,000 FLN (A4 ¥ 2 HBIN) 1I2F &b,

(2) BROVHKIIMEZHIICTRET S, &b,
NAICBE L CHFHE 2w LEZHEO B LD
VETH D EARZREINVROIHEITZ, ALRER
XD ELHITHELRFEL, PFILCRETLZ L
V5.

7) EXHEROYE
MBI TNV AR—ZATI0 HUNET 5.
MXEEEN L, | - RZOMIZFLOREICHET .

5. &l il
B2 RS 5 & &1, BIERHSE B BIRC L CH LA,
6. WMLDER

BRI ERH R TORRICLVREZHREL, €
DGR FIHFF\WIT 5. FAIZH 72 o TN %

LD, FEROMAEE, HMFIRERERKICTET 5.
7. K 3

FHHBIEIZEH & L ToRICBWTIT ). i A» 5%
NI, 29 3 HEIPIRES 5. BIEHYSFE )
FHEEB DI ORZ, BRIEOFEEHR L %D Joz ik 12
LY A, RIETIRHECZETIET 2RELE L, ERFIZRw
IEERLETIEIZAT R 3\,

8. 5 # #

MOk LAt 4 HETRIRE L, BBEHOBIREHIES
PR E 5. RGBS & O 5 — BRI
HET B, 20O (OB, 33K
BRI EH S § 5. 72 BRSO SRR
BIRIAIZ D TR & L, 3630 o o B
% b TR & TR T 5.

9. KRR

BRERGIL, BRI EFORAE L, el
Y, FEBIEZIT.

HHE R OFE# I, AARKRMREZXBIZRS 2w,

cEK - HRIZHLTIE, AIXTOERZRFET S, %
7P R L CII e & 7 %.

10. AREDIE

BABERISET LI LD 5.

(1% 4 4F 6 H—#Btk
(F1% 6 4F 6 H—#Btk
(1% 9 4E 6 A —#Btk
CERE 11 4E 6 H —#8dk
CERE 21 4E 5 A—if
CFRE 21 4E 6 H—if
CPR 21411 H—EB
(CFHE 22 4F 4 H—
(CERE 22 4E 9 H—#8dk

%
®
4
®

— O O O

6 & & & & & & & &

(ERK 23 4F 3 H —#k
(CERK 23 4F 8 H —#ek
(SERE 24 4F 4 A —#Bek
(Fik 26 4E 5 H—EBtk
(CERE 26 4E 11 A —#Fk
CPI% 26 48 12 A — 8tk
(FRk 27 4E 3 H—#Btk
(PR 29 4 1 A —&Bk
(CERE 29 4E 11 A —#Fk

RRABERED DR

#&ft 1 Acta Cytologica ~DHFiIZDOWT

Pefri 2 1 www.karger.com/acy ICHHRE E TV E T
TN TTF . JEREFEINTORGEZ T TV
L7278, EEERLTWAZ iz
A2 DT 2HBIIEED 1 5I2HIRT %

CANVYUREE
c NG L § BEFRIEICE T 2 MBI
SERE 26412 H 22 A



238 |

NOTICE TO CONTRIBUTORS

1. Authorial responsibility :

All authors of this journal including coauthors must be
members of the Japanese Society of Clinical Cytology.

2. Categories of articles published :

1) The categories of articles published in this journal
are review articles, original articles, investigation reports,
case reports, special articles, brief notes, and reader's
voices.

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

3) Authors must observe the Declaration of Helsinki
(recommendations for physicians conducting biomedi-
cal studies in humans) and the Ethics Guidelines for
Clinical Research (Ministry of Health, Labour and Wel-
fare, July 30, 2003, Revised on December 28, 2004 and
July 31, 2008), including privacy protection.
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4) Copyright for articles published in this journal will be
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are permitted to post the title, affiliations, authors'
names and the abstract of their article on a personal
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5) All authors will be required to complete a conflict of
interest disclosure form as part of the initial manuscript
submission process. The corresponding author is re-
sponsible for obtaining completed forms from all
authors of the manuscript. The form can be down-
loaded from (http://www.jscc.orjp/member.html) The
statement has to be listed at the end of the text.

3. Submission style :

1) As a general rule, 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) Hiragana, daily use kanji and contemporary Japa-
nese syllabic writing should be used, except for
proper nouns and generally used technical terms.
English manuscripts should be prepared essen-
tially in the same manner as Japanese manuscripts.

(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
language. Upper case letters should be used only
for proper nouns and the first letter of German
nouns.

(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 using a word proces-
sor on vertical A4d-size paper, with 25 characters per
line and 20 lines per page. The top, bottom and side
margins should be approximately 30 mm, and para-
graphs left-justified. Twelve point or larger font size is
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3) Electronic files
The following electronic file formats are recommended.
Word, WordPerfect, RTF, TXT, LaTeX2e (English
only), AMSTex, TIFF, GIF, JPEG, EPS, Postscript,
PICT, PDF, Excel, PowerPoint.

A minimum resolution of 300 dpi size is required for

photographs 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, English
abstract, references, photographs, figures and
tables. The pages of the manuscript should be num-
bered consecutively. The number of revisions (ini-
tial submission, first revision, etc.), the category of
paper (original article, 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 trans-
fer 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 be-
tween the abstract and the start of the text.
Authors
Authors will be limited to persons directly in-
volved 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 10

Investigation reports : no more than 8

Case reports : no more than 8

Brief notes : no more than 5

Review articles : just one author, as a general rule
Abstract
The text of the abstract should not exceed 500
characters, except for brief notes, and the headings
should be comprised of the following.
Original articles and Investigation reports : Objective,
Study Design, Results, Conclusion
Case reports - Background, Case (s), Conclusion
Review articles and special articles : headings are to
be selected according to content.
Key words
No more than 5 key words indicative of the content
of the paper are to be supplied. As a general rule,
the first term usually indicates the subject, the sec-
ond term, the method, the third term and beyond,
the content.

[Titles followed by examples of appropriate key
words in parentheses]

Examples of Key words :

— Gallbladder aspiration cytology — Cytological
and histological findings in four cases of gallblad-
der cancer — (Gallbladder, Aspiration, Cancer,
Morphology)

— A review of hepatocellular carcinoma (Hepa-
tocellular carcinoma, Morphology, Review)

— A rare case of ovarian clear cell adenocarci-
noma cells detected in sputum (Clear cell adeno-
carcinoma, 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 char-
acters (20 pages of A4 size), including text
and references.
Figures and tables (exclusive of photographs)
should not exceed 10 pages. There are no re-
strictions on the number of photographs, but
the minimum necessary should be submitted.
b. Case reports :
The manuscript should not exceed 6,000 char-
acters (12 pages of A4 size), including text
and references.
Figures and tables (exclusive of photographs)
should not exceed 5 pages. There are no re-
strictions on the number of photographs, but
the minimum necessary should be submitted.
c. Briefnotes :
A brief note should not exceed two printed
pages.
No more than two photographs (or combina-
tions of no more than two photographs) and
one figure or table can be included.
If two pictures and one figure or table are in-
cluded, text (1. Introduction ---) and refer-
ences should be approximately 1,500 characters
(3 pages of A4 size).

(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/ qual-
ifications are to be written after their names using

the following abbreviations.
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For physicians : MD ; MD, MIAC ; MD, FIAC.

For dentists : DDS, with other degrees or qualifica-

tions abbreviated the same as for physicians.

For clinical laboratory technologists : MT ; CT ;

JSC; CT, IAC ; CT, CMIAC ; CT, CFIAC.

The text of the abstract should not exceed 200

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 ac-

cording 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 investigati-
on reports : no more than 30 titles
Case reports : no more than 15 titles
Brief notes : no more than 5 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 In-
dex 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 6 authors spelled out, with
initials for the rest of the name, and other
authors' names abbreviated “er al”). Title
(full title should be given). Name of the jour-
nal (space) Year of publication : Volume :
Page numbers.

For books :
Name (s) of the author (s). Title. Place of

publication : Name of the publisher ; Year of

publication (If a citation is just one part of an
independent book, the title should be followed
by the name of the editor, the title of the book,
and the year of publication). Page numbers.

If figures and tables from another author's
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.

(8) Figures, tables and photographs

a. Figure and table titles are to be written in
English. Photographs, figures and tables are to
be numbered thus : Photo. 1, Fig. 1, Table 1,
etc. Provide simple titles and explanations in
English.

b. Clearly state where the photographs, 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 photograph was taken will be
used as the magnification for photomicro-
graphs (photographs of cells or tissues).
Authors are recommended to use scale bars in
the photograph. For electron micrographs, the
magnification at which the photograph was
taken should be stated or scales included in
the photograph.

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 spe-
cial 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
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 pa-
pers already published in the journal, the operation and
activities of the Japanese Society and Clinical Cytology,
are also published, but only if they have not been pre-
sented elsewhere. Submissions should be in accordance
with the following prescribed form and procedure.
(1) The title is not to exceed 50 characters, and a corre-
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sponding 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 af-
filiations 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 nec-
essary to also publish the opinion of a person
referred to in the manuscript or a third party in re-
gard 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 10 pages.

A Japanese abstract should be provided, and figures, ta-

bles, etc. are to be prepared in the same manner as the

Japanese manuscript.
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 edi-
torial 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 photographs. However, authors
will be charged for plate making for figures other than
photographs, English proofreading and reprints. In addi-
tion, half the charges for English proofreading and re-
prints of Japanese articles will be waived, and the
publishing fees, including plate making charges, for Eng-
lish articles will be waived.

9. Revision of these rules -

The rules for submitting manuscripts may change.
(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)

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
Editional Office for preparatory review has been abolished.

Appendix 2. The following 2 items will appear in the first
issue of every year.
— Declaration of Helsinki
— Ethical Guidelines for Medical and Health Research
Involving Human Subjects
March, 2015
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