ONLINE ISSN 1882-7233
PRINT ISSN 0387-1193

=
oy

=4

oA
J.Jpn.Soc.Clin.Cytol.

S







HARER AR S MEES
EE2AEE1S-5M5%F 1228 (2023 F)

L B X O

ST cvevenereseseen et JNE O RRE
(B &)
i ERARZE (SIL) 38 & OV 5 SR R AIESS (CIN) (2B 2 MU IR DR
............................................................................................................... ARSI P2 WGEE b fig— - fth ( 1 )
AR T N4 A (Trefle®) & VT, [FBIZH S M2 MEKES I & MBI R OR—HBI RS 2 et
................................................................................ JA Ei@i@%}@p‘:%%%fﬁ]}%ﬁ}i%&ﬁﬂ, =5p 5 ol ( 10)
WS SHA A K TS ERBATIRROY 4 b7 4 v 7 etz vt 294 SRl o f ik
--------------------------- W TTATBOE N KB AR BB RIS O & DAL > & — i BB W Kl ey - M (17)
HURER MALT ) > 7 S8 O M54 s ki
...................................................................................................................... I NSRS RR Ul T - R (25)
GE B
TESERSIT & 0 11 4R FT ORI ML & Bad C & 7o hF MR EMI R AL g Ha s o0 1 1
........................................................................................................... %%ﬂﬁ'ﬁﬂ“iﬁﬁ%fﬁfi%%ﬁf’l’ SH 2T (32)
HARIEARARMINGTS & T RAT L 72 AN 70~ O 0t % 48 HPV B 75 SARME LR, TAL Mo 161
................................................................................. *EEﬁjgf+ki1%@$+¢ggmﬁg$ﬁﬁif+ piREs - Al (38)
EUSFNA 2317 % ROSE THESE L 727 I 1 4 Nk & 4 ) A iy (f > 2/ —<) o 141
................................................................................. *EEﬁjgf,l,j:iﬁ'(@i}?gﬁmﬁakﬁﬁii} piREs - Al (44)
B B T +vvee e e s ( 50 )
AN L S o D seeeeeree ettt (60)
ANEFEE T AR - R RFTE T T BAGHEE] e (64)
%ﬁ%%ﬁ% .................................................................................................................................................................................. ( 87 )
Hﬁ%%%mﬂﬂi%%gﬁ*&*ﬁgﬁiﬁ%%l 7200 B S N PP P P O L PP L L PP P EEOPPPRRS ( 89 )
*
(FRMEEH)

TP BV e 70 308 e
(fo o8z aawiets, 47 FAWYt) (547 - B, /£ Fig. 2b, 45 Fig.2c, £ HI1234H)



CONTENTS

Editorial ...................................................................................................................................................................... Mizue Oda

Original Articles
Cytomorphology associated with squamous intraepithelial lesion and cervical intraepithelial neoplasia
Kenji Kita, et al. (Div. of Cytological Service, Kyodo Byori Inc., Inst. of Path., Hyogo) ««-ssssesesesesssesssisnnniiinnnn (1)
Discordance between the cytological diagnosis and histological diagnosis
in biliary tract cytology specimens obtained using the Trefle® device
Yutaka Nakamura, et al. (Dept. of Path., J A Suzuka General HOSp., Mie) ....................................................................... ( 10 )
Usefulness of rapid onsite cytological evaluation using Cyto Quick staining

in endobronchial ultrasound-guided transbronchial needle aspiration cytology

Masako Onishi, et al. (Dept. of Path., Osaka Habikino Med. Center, Osaka) ................................................................ ( 17 )
Scoring criteria for cytodiagnosis of MALT lymphoma of the thyroid
Junko Maruta, et al. (Dept. of Diagnostic Path. and Cytol., Noguchi Thyroid Hosp. and Foundation, Oita) «-+«---+-= (25)
Clinical Articles

Retrospective evaluation of fine-needle aspiration cytology for a thyroid tumor that was histopathologically
diagnosed as follicular carcinoma, oncocytic variant——A case report——
Hiroyuki Tsutsui, et al. (Dept. of Diagnostic Path., Japanese Red Cross Kochi Hosp., Kochi) «--eseseeesesesesesenecnennnns (32)
A case of stage I Al poorly differentiated cervical adenocarcinoma, HPV-associated,
with neuroendocrine features——Detected by liquid-based cytology——
Takashi Umezawa, et al. (Dept. of Clin. Lab. Sciences, School of Health Sciences, Fukushima Med. Univ.,
Fukushima) ....................................................................................................................................................................... ( 38 )
A case of pancreatic neuroendocrine tumor with amyloid deposition (insulinoma) predicted by rapid
on-site evaluation of pancreatic endoscopic ultrasound-guided fine-needle aspiration specimen
Takashi Umezawa, et al. (Dept. of Clin. Lab. Sciences, School of Health Sciences, Fukushima Med. Univ.,

Fukushima) ....................................................................................................................................................................... ( 44 )
INOLICE £O CONTIIDULOTS ####++++++sserrreerrsesnnreet ittt oL e e et et e e e e st e b s s s e e e a s s s et et a s e s e st ee ( 50 )
Cover Photo

Follicular carcinoma, oncocytic variant
(Left : Pap. stain, Right : Giemsa stain) (Hiroyuki Tsutsui, et al., Left : Fig. 2b, Right : Fig. 2c, p34)



E E
.
Mizue Oda

/N B B

ZZAREPSEOTRT I VIRARSESE

> SEOMRRELICKD 5 h 2REINOHATF

O, MEZBREORMI AL ) BEHSOMEEZTHEL T L
7o, HARBIKRMIFAZO5%O TR, HD EHITOVTEERT S
IHICEVHIFTLE, AREIKISE EMAELSB TRICHR S
n, BERE BB -l AFE - W8l - S6FF - WREFL - sifl 22
ELRR IS D) 3. TESESAMRZ ORI MEZIC X
BHAZ) ==V 7 TTOT, Al o THlRELOB XA LIS
MT2AREZIEELLTHH)TT. AHOMEZLO»2bY %
DR 725 SMBERAE L ORNRGISH T E2RA BRIz E BnFE

RHI DS AMEZ 2 v 7 —IC8F L7-0%, MilZIl#ba L ho/EonFTL
72, WHERDAMGG X v & — 3 BB B AMD L k% T % iRk, M
R LB b PR LT E Lz, PRI — s, PRIl E5HERTLTH
SEWATOREZMEHRLY, 74 —F I HOMBBEROFEREZ LTwE Lz IEW
ML D D5 e VBT L ol ARHELS, EBOARRLIREREHTOMAE—> LR T
2T NIBELEALBIGEO TS BT LA HIC 1A, it wH
B, EREDGZMT S INVERAIE— - #fifge - Mz oMmE T M adrd ) F L7z
HOOFROR TR THBLTWA I 2T A LRIEFICHETLE. ELW
ZWi % T 57 OIITMIERL, BIK, BER EHAMOBEERIEETHL I L, TN
R2ZICE—FIROREE LRERPA TG THNIRIKER L TV KA Y v ¥ — FTik
BVl n) ZEEZY, ThE CHRZRMBZOMEE 2R T2 HGE LT
WBHEA LD THY 3. T2, MAELRPWHEICLS>THIVFAIE—FRRED
IVWERL T A% MBI T, HIEI XY MHEIRICE VER T KN4 2 %25L#
FTHIENTEDLE) oz TwET. MlEZEZERCEIIAL EE T
BWEWZ AEET, MZEMEE FIACOEKZL I ENRNTEE L. LArLaW
5, MBZEMEICZ 7205 vo TRAILHSOZMREN AN LT 5 b TIdRLl, %
FOBRELSIACHEDL Y ZAOHEKRL THET2MHTLA. WEZIZAZ ) —=V 7k
NEPBVERAN, MRZEHEMEL L TRBEZREE ) BRI Z &0 TRAMICT F

NWARTELEHICRY, BOBREIMEN TV L2OTEEZVWRrLHALTWET
Papanicolaou #1:12 & D 16 F o 7= M2 3 ARHEIRA S IR E 0, FLERAY A [ T Il




[ay
EEB8

wr, FLBR, THALER, WJRER, DMER ELIRWABHICIBH SN, PAMRBOAZ ) =7
TR REEOB KR O e 2 SHWBI b Wi 20 F LA F72, 4T
AP ER TR R EAL, JDEBNTEBREOEVEATESL LI IR TEE

L7z, BRI TV 7 MEDSBRTWAS E bR TWETA, BEL DAL ZIEH L2
KNS IERTHA O DEAT L T 3. AT L 22 2 L 2 Th O RV
HMLLWERWETY, BHHEAIL LTHEHSNLHLEL 20O TIEZWTL )
A MR ORRIBELLOT, BEEORNICL > TBWRENICELD D, F-BI5
BHNRLBGHEMOBHES—E L 2w E W) MEER S ) £, B0 H & 1048150 H
SHBELFUB2ZT5bITTIEGWERWE T, FEHLRRIC L - TEWRE25h L+
PTHEICEAH B DIF SR T, AIZIE, HEICHER WAV —F YT —2
DRPTRFEL LB ZWHIOF v 72T 58, BHCRAIVFHTE L2026 ENIETE
DRV E BT, —F, AlOHELIC X > THlRE L O = — X255 DT RV
L, REEAGHT A HEOMETT. ALRESRLD 925, BR TR TEEIAMR
ZOMA T ESMIEE 2 5 HPV MRS BT Lo2o5H 0, 3 TSI 2 Bk BU 3R
LCWwWE 3. HPV HRZ CTIE, MlaiEtid 4 ) 227 HPV bptk#E ofilaz 2 e s
HDT, MR EZ DT 57217 T% < NILM & HIET HREN2k0enE 3. 72, M
NaFE Wi F D 53 HEW F R AR 7 EF B DI - BRI AnShTwEd. 4
TRERF OB CRMLERC N T 2 M2 oF 7 2 E b fr s h, REET [HBAT
J NI B S MR ORI RS ] SIER SN E L7z, Mkt oGO W38
T TETETHEE SN, SBROBEIAZ) ==V I OB R EEN LR E
BLirbOTIERWTL XD

FE S AMEE OGRS B H IS i i I A F R oM Be & 25, b L
CIIARF R OFEE % Z VT 7ML E MR &A1 A%EHE L T %2479 EHRi ST
WE gL MR X BRI O LA EAR AL T 5 b DT, TORELFEKL TV
BEARFEZDHAEMEBIIREZ VO TY. KEOMNEHA L D&M I Cytotechnologist &
- #%J% @ Specialist in Cytotechnology @ 2 #i7A3d% 1), — B ftiak Tl k2 1E Specialist
PRLELEINTVDLZE)TT. HRICZD L) RERPLEEDb2 ) TEADS, Ml
HLOKED —BHEMEIRO 5N L DFHEETTHL S, KEAOHCHIEIS L CEHl
ELTHBENDERDEH > THRVOTIE VL BvET,

B, [ HARBREMIZE MRS 12OV T TR, BOLEMOHRBE OB I S h
TwET., HHOV DL LTA VNI N T 77 7 —DHATELFEIIBITL TS E SN
TwEd. —7, Mgkt FCECHELSOHEMmIIHEMmL T, ZhiHCiED
AEE LCEMiisha 2 L BwE 3. 72, BGomELEALbIZEASE, HEXES
TBEICTARMTIIFRETLIELIIBZICLTWBE LW HT L. HRENHLTH
% 2 LIENS BEOBRBRBOWDZH BN LNUERAD, FITHDY 23 WICHETHE
HAENTWEEVIDLEHEICE>TRYARZELZERWET. RELFEEORS% R
et Loo, it - MEMEEICHEDL > T2V Tn L BREICEH LoD, #a5E
BATHRIZVWEBWE T,




J. Jpn. Soc. Clin. Cytol. 2023 : 62(1) : 1~9. j !
B =

V- LR (SIL) & & U

T e SEER BRI (CIN) (2 BEEEd 5 Al

It =D NI By
fils Ry I ERY
ANl BAEY ik 1R

NN

REOMGES

N

g oREED D

T I /[
B WD NVERRIEY

PR SALS FRBLESWERY, SR SRR BE R R R AL ALY, W AR

BHY : LSIL/CIN1, HSIL/CIN2, HSIL/CIN3 2o\ T, MiluEEORHMOZELIH LY 5 HIY TR %

117z

Fik 12013 4F 4 H~2016 4F 3 H oW, FESEBMINRE T LSIL, HSIL & #Wits, B2 Es 1T h
72 LSIL/CIN1 : 42 5], HSIL/CIN2 : 37 i, HSIL/CINS3 : 24 % kg L 7-.

F#& © LSIL/CIN1 (HSIL/CIN2) [(HSIL/CIN3) OadslR2nmd. AR EAMMLo MBI= (FH)
0.5% (9/1948) (2.9% (77/2671)) [49.7% (804/1619)]) Td -7z (£ p<0.01). FEHIERBIME D A »
b 71i1Z, LSIL/CIN1vs. HSIL/CIN2 : 2.0, HSIL/CINZ vs. HSIL/CIN3 : 9.0 2518 7=, V- L Ko % 5
I Mila D MBIEIZ (37.5%) &7 0, HSIL/CIN3 IZHFBIICA SN AR Th -7z (£ p<0.01).

FEER © AR TR SN2 213, BRI, RSP L2 5 ) Mifao Bl Th - 7.

Key words : SIL, CIN, Cytomorphology, Number of parabasal type atypical cells, Cells mimicking SCC

L U &®IC

T E AR OMERERNTH LN R 5T AT LT,

Cytomorphology associated with squamous intraepithelial lesion and
cervical intraepithelial neoplasia
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Photo. 1

h

a : Koilocytes with nuclear atypia (Papanicolaou staining, % 40) : b : Binucleation with sepa-
ration (Papanicolaou staining, X 40) ; ¢ : Binucleation with contact is indicated with an arrow
(Papanicolaou staining, x 40) : d : Binucleation with overlap is indicated with an arrow (Papa-
nicolaou staining, X 40) : e : Binucleation with compression is indicated with an arrow (Papa-
nicolaou staining, % 40) ; f : Atypical squamous metaplastic cells (Papanicolaou staining, X

40) ; g : Immature metaplastic cells (Papanicolaou staining, X 40) ; h : Cells mimicking SCC
(Papanicolaou staining, x 40).
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Table 1 Composition of different types of atypical cells among squamous cells
LSIL/CIN1 (n=42) HSIL/CIN2 (n=37) HSIL/CIN3 (n=24)
Total atypical cells 1948 2671 1619
Superficial 32.6‘% ( 636) 45,614) (1218) — #* — 13.00/? (210)
Intermediate 66.9‘% (1303) — == *51.5*0/: (1376) — #* — 37.40/? (605)
Parabasal

0.5‘% (

9)— #x — 29% ( 77)— #* — 49.7%) (804)

&k

The data for each are expressed as follows. Appearance rate (number of cells). LSIL :

low-grade squamous intraepithelial lesion ; HSIL : high-grade squamous intraepithelial

lesion ; CIN : cervical intraepithelial neoplasia

Table 2

* 1 p<0.05, ** : p<0.01.

Mean value of the nuclear area, nuclear/cytoplasmic ratio, and coefficient of variation

LSIL/CIN1 (n=42)

HSIL/CIN2 (n=37) HSIL/CIN3 (n=24)

1334 ( 55.0, 275.0)
9o§.2 (386.8, 1955.6)

Nuclear area (um?)
Cytoplasmic area (um?)

137.0 ( 769, 201.0) 148.0 (101.0, 193.6)
978.2 (353.8, 2087.7)****532.1‘ (311.7, 853.2)

N/C ratio O"l (o1, 0.6)

* 3k

0.1 ( 0.1, 0.5)—#x— O.?‘»( 02, 06)

CV of the nuclear area 33‘.5 (149,

74.4)—*x— 279 ( 165,  46.2)

%k 3k

25.5‘ (184, 35.2)

CV of the N/C ratio 70.0 ( 183, 110.0)

* %

719 ( 22,0, 110.0) 56.2 ( 25.0, 75.0)

The data are expressed as follows. Mean value (width of minimum and maximum values).

LSIL : low-grade squamous intraepithelial lesion ; HSIL : high-grade squamous intraepithelial lesion ;

CIN : cervical intraepithelial neoplasia ; N/C ratio : nuclear-cytoplasmic ratio ; CV : coefficient of variation

* 1 p<0.05, ** 1 p<0.01.

B, BRERREAF VAT LDONTTY) =1L, EREEREZR
BHNEHIS 2 S DTH S5, AEIZBEWT, NILM %
GO LR A T ) — 2 LKL, L2
Tl 2 O AR R ALAEMINE, REALAMNE, Cells mim-
icking SCC % £ BIEH LD & 5 25§ % » % Hin i
THILIEHDH., Lo THIEZICIE, F—HEARLO R
faeMEOBEARE IR L T, 72, 254 F No.
1~58 DA ITIEL & Lz, k RBEOHEBIZBETEY 7
k7 = 7 1% Excel statistics Bell Curve for Excel (SSRI,
i, HA) Z2MHL, 061 EZEEWII—H LTS E
Al L7z

4. FRETFAVERAT

AT F WA FEAEREIBITSY 7 MY = 7, Excel
statistics 2006 for Windows (SSRI, ¥ 5t, HA) ZfliH L,
85 A MY vy 7 MuEd: (Tukey D B ELEME) #2920 L
7o, BREKEEIEZ 5% (<0.05) & L7z, S5, AEAEDNA
NI RIZOWTIREE - FpREZ KD, Ri#Es v M+ 7
i % P T REFIICE, ZEEBERFEMME (receiver
operating characteristic curve : ROC Hi#) #1E% L7z, %
DOFE, ROC M CTHEI SN/ dh# T F: (area under the
curve : AUC) 12X - T, MBI X 249807 % LK
Miat L7z, FEAKHEX 5% (<0.05) &Lz, Y7 hoxT

1% Excel statistics Bell Curve for Excel (SSRI, HH{, HA)
AL 7.

1. #% g

1. ERAROERL (Table 1)

FRE R EAGHBL ORE LI (85 50 % S AL o 1 1]
\&, LSIL/CIN1:32.6% [0.5%], HSIL/CIN2 : 45.6%
[2.9%], HSIL/CIN3 :13.0% [49.7%] T& - 7-.

2. BEE /ARG S L UETEHERE (Table 2)

N/C I, CV-NA O &4 7 ) — O3l [/Ml, Kk
fiti] % Table 2 1Z7%9. N/C i3 LSIL/CIN1 3 X O HSIL/
CIN2:0.1 [0.1, 0.6 3 X 770.1, 0.5], HSIL/CIN3: 0.3
[0.2, 0.6] T#-7:. CV-NA I LSIL/CIN1 : 33.5 [14.9,
74.4], HSIL/CIN2 : 27.9 [16.5, 46.2], HSIL/CIN3 : 25.5
(184, 35.2] Th 7.

3. EAMRIOMIEAEHOHIRR & ERHRICRE
T 3O HIRR (Table 3) $ L UEEHILICRIET 241
fRNEIREEZLE (Table 4)

a4 ¥4 &, LSIL/CIN1:52.4%, HSIL/CIN2 :
45.9%, HSIL/CIN3 : 125% CTd - 72. EHT 5 2 i3,
LSIL/CIN1 3 X ON HSIL/CINZ (2B iic s bh, #he
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Table 3 The appearance rate and cytological features of atypical cells and the appearance rate of cells asso-
ciated with atypical cells

LSIL/CIN1 (n=42) HSIL/CIN2 (n=37) HSIL/CIN3 (n=24)

Koilocytes *! 52.‘4% (22) — * — 459% (17) — #% — 12.5% (3)
* %k
Binucleation *! 59.5% (25) 70.3% (26) 70.8% (17)
Total binucleation 178 126 78
Separation *?2 6.7% (12) 6.3% ( 8) 3.8% (3)
Contact*2 39.9% (71) 26.2% (33) 33.3% (26)
Overlap*?2 50.0% (89) 61.9% (78) 62.8% (49)
Compression *2 3.‘4% (6) 56% (7) — %% — 0.0% (0)
*
Multinucleation *1 28.6% (12) 35.1% (13) 16.7% ( 4)
Atypical squamous metaplastic cells*! 26.‘2% (11) — #* — 56.8% (21) 62.5% (16)
& %k
Immature metaplastic cells*! 11]9% (4) — % —595% (22) — ** — 91.7“’/0 (22)
&k
Cells mimicking SCC*! O.‘O% (0 0.0% (0) — #x — 37.5% (9

&k

The data are expressed as follows. *! : Appearance rate (number of cases in which the cells appeared). *2 :
Appearance rate (number of cells) .

LSIL : low-grade squamous intraepithelial lesion ; HSIL : high-grade squamous intraepithelial lesion ;
CIN : cervical intraepithelial neoplasia ; Cells mimicking SCC : cells mimicking squamous cell carcinoma
* 1 p<0.05, ** : p<0.01.

Table4 Inter-observer variation of cells associated with atypical cells

95% CI

K coefficient Standard error
lower limit  upper limit

Atypical squamous metaplastic cells  LSIL/CIN1 0.05 0.06 -0.06 0.16
HSIL/CIN2 0.21 0.06 0.09 0.32
HSIL/CIN3 0.06 0.05 -0.16 0.04
Immature metaplastic cells LSIL/CIN1 0.14 0.08 -0.01 0.30
HSIL/CIN2 0.09 0.08 -0.07 0.25
HSIL/CIN3 0.02 0.08 -0.15 0.15
Cells mimicking SCC HSIL/CIN3 0.82 0.05 0.73 0.91

95% CI : 95% Confidence Interval ; LSIL : low-grade squamous intraepithelial lesion ; HSIL : high-grade
squamous intraepithelial lesion ; CIN : cervical intraepithelial neoplasia, Cells mimicking SCC : cells mimick-
ing squamous cell carcinoma.

n34%, 56%TH-7:.

FER P LRz AU AR o B =R R L AR M T o0 B
1%, LSIL/CIN1:26.2% [11.9%], HSIL/CIN2: 56.8%
[59.5%], HSIL/CIN3:62.5% [91.7%] T» > 7. Cells
mimicking SCC ¢ {15133 HSIL/CIN |= FF LI 12 5 6 4L,
375%TH -7z,

FERUHANL B3 2 M o B ] — 3 [95% 8 HIX
i1 % LSIL/CIN1, HSIL/CIN2, HSIL/CIN3 ® i TR
F. %3, Cells mimicking SCC I HSIL/CIN3 0 & 0 ffi
THb. FRRTLEILAEMIE 0 0.05 [-0.06, 0.16], 0.21
[0.09, 0.32], 0.06 [—0.16, 0.04]. F£HALAEMA : 0.14
[-0.01, 0.30], 0.09 [-0.07, 0.25], 0.02 [—0.15, 0.15].

Cells mimicking SCC : 0.82 [0.73, 0.91] &7 b, FEEIWIZ
—HHIRENT=DIZ Cells mimicking SCC T - 7.

4. RETFRUEREMT

BRI ORI X, TR T OBEMICAE B2
H N7z (Table1). N/C Ltix HSIL/CIN3 23 b &5 <, At
DL DRIZH BN HA S, CV-NA Tld LSIL/CIN1 (2
BORPNDIED A LNL§ <, MO L ORIZAHEAED A
5N 7z (Table2). 24 a4 i LSIL/CIN1 25 b B
BREL, TRTOEMICAHRESEDS A LN (Table 3).
HEHET % 2 B%1x LSIL/CIN1 & HSIL/CIN2 (24539 & 5
M, HSIL/CIN3 & O H B 7054 b7z (Table 3). Cells
mimicking SCC & HSIL/CIN3 12558 I A S, o
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Table 5 Comparison of the sensitivities, specificities, positive predictive values, negative predic-
tive values, and accuracies of the five characteristic cellular findings
Sensitivity ~ Specificity PPV NPV Accuracy
Koilocytes*! 52.4% 67.2% 52.4% 67.2% 61.2%
Binucleation with compression*? 19.7% 100.0% 100.0% 26.7% 35.9%
Atypical squamous metaplastic cells*3 60.7% 83.8% 77.1% 56.4% 66.1%
Immature metaplastic cells *3 91.7% 67.1% 45.8% 96.4% 72.8%
Cells mimicking SCC** 37.5% 100.0% 100.0% 84.0% 85.4%

The data are expressed as follows. *! : Percentage of LSIL/CIN1 ; *2 : Percentage of LSIL/CIN1
and HSIL/CIN2 ; *3 : Percentage of HSIL/CIN2 and HSIL/CIN3 ; ** : Percentage of HSIL/CIN3.
Cells mimicking SCC : cells mimicking squamous cell carcinoma ; PPV : positive predictive

value ; NPV : negative predictive value.

Fig.1 ROC curves of LSIL/CIN1 vs. HSIL/CIN2 and HSIL/CIN2

vs. HSIL/CIN3 in terms of the number of parabasal type of
atypical cells. The utility of differentiation is expressed
using AUC as an index. The P values are also shown.
FPF : false positive fraction ; TPF : true positive frac-
tion ; AUC : area under the curve ; 95% CI : 95% confi-
dence interval ; ROC curve : receiver operating charac-
teristic curve ; LSIL : low-grade squamous intraepithelial
lesion ; HSIL : high-grade squamous intraepithelial
lesion ; CIN : cervical intraepithelial neoplasia.

L OMICHEAEDH BTz (Table 3).

DEDKERLYD, AREEDPRLNIPRIZO W TEE
pRIE] ZoRo7z, b, SHIMEO R EB R X -
THEENRALNIZN/CH & CV-NAIZR L2 S BERAF L 7.
#i A % Table 51277 3. LSIL/CIN1IZX 3 % 34 14 A
I :52.4% [67.2%], LSIL/CIN1 3 & OF HSIL/CIN2 |2k}
T AT S 24% 1 19.7% [100.0%], HSIL/CIN3 2k
% Cells mimicking SCC : 37.5% [100.0%] T&H o 7z. 5k
JE SR AU B D JEBE - FF 51, ROC HIFRIC & - TR 5

Cut off value : 9.0
Cut off value : 2.0

Fig.2 Calculation of the optimal cutoff values for the number of
parabasal type of atypical cells. The LSIL/CIN1 vs. HSIL/
CIN2 : 2.0 (sensitivity, 95.2% : specificity, 57.4% ; PPV,
60.6% ; NPV, 84.6% : accuracy, 64.1%). HSIL/CIN2 vs.
HSIL/CIN3 : 9.0 (sensitivity, 65.0%  specificity, 97.3% ;
PPV, 84.0%, NPV, 79.5% : accuracy, 85.5%).
LSIL : low-grade squamous intraepithelial lesion ; HSIL :
high-grade squamous intraepithelial lesion ; CIN : cervi-
cal intraepithelial neoplasia ; PPV : positive predictive
value ; NPV : negative predictive value.

N7fe#Ah vy PA7MEIDHEML, AUC 2 & L 7=/l
RIS & 2507 2 < Fig. 1, 212R¥. LSIL/CINI
vs. HSIL/CIN2 @ AUC : 0.75 [95% 12 #[X 4] : 0.66-0.85 -
p<0.01], f#EAH v b A 7l 2 2.0 [JREE © 95.2%, FRFLEE -
57.4%]1Cd - 72. HSIL/CIN2 vs. HSIL/CIN3 ® AUC : 0.97
[95% 2 X 4 : 0.95-1.00 - p<0.01], A v b F 71 :
9.0 [ © 65.0%, HFFEE 1 97.3%] Th o7
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SRERGHIIL S FAAR % R T 2 A, B L R B A g £ s
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B 7r o 7255, LSIL/CINT & iR L TED K/ A Z L
Hofz BRGSO ALAEM & RBAMTI IO BE &
i U C R DE £, Cells mimicking SCC A3 & 7z
JiE11Z HSIL/CIN3 Td - 72

UEXY, KWEICE > TRBEINAE D T T —04kF
oL - ORI ER ML, @Cells mimicking SCC
Thotz. T, OBOKNAH, OEHT 5 2810, #
72RO REED D - 72 b DD, HPV & DR 2 D
ANZALDOFHETHFET L LIITE LD 7. ZD
BN T RAYRE N, ®af a4 b+, @R
R ACAEME, REACAEMIEL, SRTREORMAD B
Fide L7, UTFIKO~OnEE2RT

INFTIZ, LSIL & 2 5N 5 DM R B & H
HLTwaiEf % LSILH & L TRkl S h 72 B 23 % <
HAE$ 519720 Hunter 512X % &, Hat L7z LSILH (89
Bl) & ASC-H (86 Bl) OWijZ V—7TDH b, b IMBUFHE
A VM A 8L, N/CHloOMINTH 5 LB
N2 Mg S 1%, LSIL C/NEL ST B A8 IR AE 3 % i B 1
ASC-H Tid7% < HSIL (CIN2~CIN3) D RELED S % & &
WO TWAD . FEERIZ, N/C Lo eliaitds X 0/ il
FAGIREEDO MBI X o> TR A 7 T — DR Mo % Bl
F72, Ay METEEREB LR Fig.l, 202&<

# v b 74l LSIL/CIN1 vs. HSIL/CIN2 : 2.0, HSIL/CIN2
vs. HSIL/CIN3 : 9.0 2" 5, &7 73 — O fEIE
LSIL/CIN1 : 0~2.0, HSIL/CIN2 : 3.0~9.0, HSIL/CIN3 :
100 LEASE XISz 2B, AWIRICE > TRH N
IR BB ENE, KA T T — DM OEZRT D
DTHY, TEOEBFBIZBVTHEOODOFH & H#IEs
5HDTIE RV,

N/C v BAHNC X - THEK S 115 HSIL/CIN3
i, EBNC & o THIBEIR, RBIR, B2 LRESE
T, BRLAZ7uxF rOREELIEEN»SO LR DOND
D, bbb Z OMlE K% Cells mimicking SCC & L
THE AT - 7. ZOKHE, HSIL/CIN3 I[HFBIIC A S
., LSIL/CIN1 & HSIL/CIN2 % 44§ 5 2 L ST & 72,
K REIZBVTDH 0.82 /o, FEEMII—-HIREN
2. REZAF TV AFL20147 bF AKX AL, HSILICH
B EEICAL LM A S oMlE, BRLZzZ7uxF
VORG LI, MlROESHE, WK, BIK, BoF
Cx < LIREELETH 2Mleo MBSy, 7
SHFRHGRCHR WS 4R (201747 H) 1BV
b, HSIL/CIN3 1281} 2 £ I E Glle o TR S
NTWEIY, EEITREMELT, BEYTROAES
ESCC LN %2 SZHICANTHEEICBIZET A Z LW
ECThY, EANELRGA (REZEITREAET S
HSIL] & % Wi [BiEmFELRFEE a2 vo 72l
eI iuE R S RwD,

BOKRNRFEIE, XREAFTATFL2014T I AL D
&, LSIL I3BEDOKRE 213L LT, HSIL IZBER O IX
ISILIZBWTHALNL DX ) ZDOBLDIEARKE W E
R EhTWwD. KiFFETIE, HSIL/CIN2 3 X OF HSIL/
CIN3 & i LT LSIL/CIN1 THDO KN DIEA K E L, @
LI RR 2 HERTH Y, LSIL/CINT O 4] Wi A50] 6 7287
MR TIEH 72000, HPV & OM#EMEICINE, Z0
AN ALTCTHET LI ENTERP 7. —F, EHE
T52BIEMINSICXL B L, ASCUS O A% 245
EARTHHB L7284, LSIL & HE T 5 2 L5 hE & fsamD
FTwa®, 22T, bhubhoiat & Wil S otz %
B9 L L, EPET 5 2HAAR L NERNIE ASC Tld 7 <
SIL TV, Zhid LSIL/CIN1 & % \»i% HSIL/CIN2 |2 [}
BEINLRTH o7 T2, EHET 5 2B A SN
BT, /N4 U A7 HPV 5 100% Btk ”$ 2 & b il S
WX o TEENTE Y, HPV &Gk - TEL 521t
ThHbHZ LiFMEVRWD, BAAEZOREN LM ADOR
BRI S RO Sk v, 72, RIFRICBW
TH AN ALDOBHFETHEREL TR W E, KN
19.7% (BRETESE  83.5%) TH Y, - L LT
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D 5720121F, SHRELLIMAEPLETH L. LoT
(B KA E LSIL/CINT, FEHES % 2 #13 LSIL/CIN1
& HSIL/CIN2 (24 2 IO R H 5 12k Lo /2
Wy,

LSIL/CIN1 # ¥ #2o 5 2t & s b a4 a4 4 b
&Y, MR 22 o B A I Tl R LR DR A, K%
A (BolEK, KARHE, BEORE, A<y I, 2
¥, 28) ZRdHiRe L, EREFPMICLCHETL L
LSIL/CIN1 DZ WA TH 5 & L7z L S oMo #HE
EB0Y, bhbhoifd, a4 a4 4 5 LSIL/CIN1
(52.4%) THROHEBVWIHBETH > 723 DD, HSIL/CIN2
(45.9%), HSIL/CIN3 (12.5%) THRDLFIATHY, H
oM & U< LSIL/CIN1 2523 2 i &3 5
DORIATHTHAE BHlEDILDODNIE, afuH A %
LSIL/CINT \Z4F ) 22t R E L TRIBT 2012, a1 ah
A4 b EBRER (BER, KADARE, BEORE Ay
¥, 28, &8%), BEALE EOMAEDEICHERITR
% R RV RETRTH B,

PR LR b, R AEMLo HBLIE, HSIL/
CIN2 3 X O HSIL/CIN3 (2 A 32 HBL9 2 f L C, Table 5
VRS & 9 IR, HREEE, IERERE L D12 60% DL AR S
N7z, SHEREORMA D HHH L L. Zob L
LT, HhisxeMAD R X 55MiA 7% Sh A5 E5%
, FMUSHETHIZZ2T 5 L IBIENCHBEEZ 25
NENPLTHAE., ZOFELDEKNIT, ¥4
SREHVERLTVDE EBbNS. FEFEHORPLEL
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Mo FE 2 DOAREE TR F BRI b L 72 a2 AE 5
%9, AHEGICE %L, BALAMBLONEH I X 5 HE
DHW AT o T24ER, & 18 I D ET—HAA LN
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KRB EEI L7z 25, LSIL/CIN1~HSIL/CIN3 |2 13
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BTk REPEWZ EAVREN. TOERELT, R
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A E NS R SR 2o k) AERIE HSIL
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O, BHRHWIEEL L) BT 22 E0kdoNh
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BEHZ oW TER 2R KBFEIC X - THEW £ TH)E
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FHEOHIE, BFRTRESALRMCRER D ) $EA.

Abstract

Objective : To clarify the cell morphological differences among low-
grade squamous intraepithelial lesion (LSIL)/cervical intraepithelial
neoplasia (CIN) 1, high-grade squamous intraepithelial lesion (HSIL)/
CIN2, and HSIL/CIN3.

Study Design : Among the patients who underwent cervical cytology
between April 2013 and March 2016 and were diagnosed as having a
LSIL or HSIL, we examined 42 patients with LSIL/CIN1, 37 with HSIL/
CIN2, and 24 with HSIL/CIN3 in whom the diagnosis was confirmed by
histological examination of biopsy material.

Results : The cytological findings of the specimens from patients with
LSIL/CIN1, HSIL/CIN2 and HSIL/CIN3 are listed below. The appear-
ance rates (numbers) of the parabasal type of atypical cells in LSIL/
CIN1, HSIL/CIN2, and HSIL/CIN3 were 0.5% (9/1948), 2.9%
(77/2671), and 49.7% (804/1619), respectively (p<0.01 for each). The
optimal cutoff values of the number of parabasal type of atypical cells
were LSIL/CIN1 vs. HSIL/CIN2 : 2.0, HSIL/CIN2 vs. HSIL/CIN3 :
9.0. The appearance rate of suspected squamous cell carcinoma cells,
characteristically observed in patients with HSIL/CIN3, was 37.5%
(p<0.01 for each).

Conclusion * In this study, we estimated the number of parabasal
type of atypical cells and the appearance rate of suspected squamous

cell carcinoma cells.
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3 Department of Pathology, University Hospital, Mie University

FnSCRIRIEESRSE T 513-8630 = EULERIE T 2R M 1112 4E 1275
53 JA ZFEIEAES R h ISR SR B S R A B

M348 H 4 HeAd

44 8 H 9 HH

Bile duct stenosis, Bile duct biopsy
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INA ATH B,

ek DMHHHNLZ D REEE X 30~60%3~9, 75 48
flaig im~m%*“kﬁiéhfﬁb ML 7V EFW
THRI S 2RI 2 1% 70~85% Hif #2149 & & 1% 1) |
LTWwWb., ZoZkix, PL7VEFEHLTESNLHN
DEDS, HEROMAMIBZ I HRTE L, P OEIEKRE
ER BN NI ENFOHBEEZ LN TWAETY,
—%, MREZHEOWEERR, F—7 /31 ZIZBW»
T, R ICERILE N7z AR W & MU S I O Bk R 2%
B DIEBIDHEAET 5. 2 THEDbIbIIL, MlLZH
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Table 1 Investigated cases in the present study
Intrahepatic 8
Bile duct ca.  Proximal 21 86
Distal 57
GB ca. 13
. Vater ca. 6
Carcinoma
P " Invasive ductal ca. 88 92
ncr .
ANCrealC A 1 vasive IPMN 4
HCC 3
Others Metastatic colonca. 2 9
Unknown 4
Malignant total 206
Benign 46
Total 252

Fig. 1  Trefle® bile duct biopsy device. This device consists of one
long wire and two small wires. The former is mainly used
to obtain histology samples and the latter is mainly used to
obtain cytology samples. Reprinted from the official web-
site of PIOLAX MEDICAL DEVICE Co., Ltd.

II. WREAZE

STREEF] - UPEITBWT 2014 4E 11 A2 5 20194 12 H
O, L 7T X ) RIS N7z RS2 2E 252 61 (R
PERREARAEAE B 46 5, FEVENRETPRZ2AEB) 206 B) % % GAE
%) (Tablel) & L CTHGTZ1To 72,

MRS & R IS ERI S 72 ARRIR DA — 3 & 7 % /X
y— 2 2iE, OMINEZ 28 RV THE A VEED S ©
(Cytology : Negative, Histology : Positive : I FC—-H+),
QML AT TR BEYED H @ (Cytology * Posi-
tive, Histology : Negative : LT C+H—-), LLED o753
Fohas, L, Zofie LT, RERIERILS AR
ZWH AP O TV LRWnb R, KETH-72b00%
P, MRZH AP BEEOS GO T A EEZ LN
5. TOH, OMBZARMETH Y, [FKIERILL 724
TR WA, & 2 WITHIRAR DA #YETH - 7205, i
Wb E e 2 DM J7 P02 & B R & COBWEMET
o725 ? (Cytology : Negative, Histology : UnKnown :
PTF C-HX) IZoWTOME2Mmz 7.

INHDZDDNRT = IZBWT, E0 X9 MR
BT L7 WIIBIT 5 EWAEEZ I & MBS O R DA
—H Lo TV DLDOPKH %17 72,

ERMERSE AR, PL 7 VEHW OSSR

Fig.2 Tissue specimens collected in test tubes.
(arrows)

R L2 %m o7 4 ¥ —v—7 (Fig. 1) Z iUk 7:
EHICAMEEKCHREL, &En 288N (Fig.2) 28
TARAVTY L, MERZWEREKE Lz, 2ok, &
D DA% 2000 rpm T 5 4G LiLEEZHCWT, 904
b v L3 LBC (SurePath ) 12X 0 A % /8
L, "z auvwiariEl 7.

MM ZEARDBHRICOVTIE, MBEZHA o4 VI2H
A AEIERHENE, $20%, BWATIEAS < A%, B
MR, ZFOM, LREEINTBY, NEIEERICET S
WA 2 FEHE X A WI0 . 207z, Rl S DILHES 2 53 (2
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A, 10 DL oMl & 0 ik S v b 55077, 3 I E
BRI N2 b0 MIERA, ThUTEAMEIEREAL L
720 122U, DL RV E TS, WIEAIHE L T
BEZ b DILBIEREA L L7z, 72, Mg IETH - T
b, mOMRZEe, MleoWHK 2% E 2R L L
TR LA 1 EAEIEREAR & L.

L. BRiEsLURR

252BIDH B, WEICEHEL TWARWVWEEZONDL D
20 B & M2 O A B IERERB] 16 Bl 2 4 &, EMEREANIZ 170
B, BYERERIL 46 TH o7z, ZIHh 5B E M I N4k
D, ML 7IVHIIEZOKIEIX 80.5%, FFE)IEIL 97.8% T
otz TOHEHMT, MIEZHE & MRS WS R —3
TholMKF 21 RED Y, 055, C-H+I12 114,
C+H-121061d -7z (Table2).

1. C—H+OWER & E 4 Mk

C-H+ &t %72 1161095 % 8 BIsH LT NRHE & i
INTBY, HEEI6H, BEF2HTH-72. F/22
B2, [EREICERIL 72 b L 7 VHLRRAERRIC B3\ C BIlIN &
W STz, BIlIN & @S h7z ARG i 2 6l
& H 12 WHO 73345 5 Wiz 31) % BilIN, High grade (27
YL, 1BHEBERD? L, BEOBOREGEEZ/RL, WK
BR/MREA LTV, F2, b9 160k, BoZREes
HAHN, BOKNAFRRHEEDE D H S 7.

C-H+IZBIF 5, FhfEEMERLHRI L2 E»0%
2N 5 FEAEAE B L O 0B oWNFRIZIEEE (B9
LRIBRAE) 256 61, BFMEBARE R (P LB~k k2)
MBI, BEEAS 461D B 1L, IRED S DERD7-D,
IPNB (intraductal papillary neoplasm of bile duct) & W &
NTW7z28, Filio#EH IPMN (intraductal papillary muci-
nous neoplasm) RO IRBIPRHE TH - 72, FEEIBALIT 0
PhOSTEEOMBM L LTI ERRZED, B bR
31 B 9 Bl & DTz,

2. C+H—OWER & E LG

C+H-D 10 6lH 6 IR TH o7z, T HDREHIT
15 5 NAARICIZ I O A5 L7 v BRI O AsBigs: X
n7zas, MEZEARIZIE, BREEEZONS Y — RO
ARSI MBS 5 eI, AEEER 2R3 SEAHN
BB 3B H A SN Twiz, s O BAIRLIZN/C Lbas
El, BIEAE, suvFroErsAon, mEEE
B METH o7z (Fig.3).

10 B 1B, IR TR E BT L7228, &
WD R L7 & T RERE L 2 I S I REfl 23
otz TOREBNIA SN FAMIEIRIZIE, BEOE

B2y, N/CHAFREL, BORNMEBALNT. F
72, M RA/MEE R L, 2a<xF o hHMETH - 72720,
EHEEENOBW & 7o 72 (Fig. 4).

3. C—HX OWER & =L ME&

C-HX 1340 81d by, MESHRNTE Loz, HDH W
IR EN2H00MAEE LTABIETH 725 DH15
B, RYEE G SN2 b DA 25 Bl -7 (Table3). Zh
LIV NOEMIBWT O HERAEZROTBY, HE
AHRZEICBWTIRFIRE L D00 b ) ZiEET 59 2 T
DNTERITH - 72, NS 40BIoHIZIE L 7 Vil
BV TH LR L HIWT i CHIBIC R DA Sk
W — MR LEMBER O A (Fig. 5) 5N TH Y
HONITREIZFHEL TV Ao EZOND 0N
0B EENTH, 20D 2HNIIHERETH - 7
A5, 18 BlIZIENE, FHHIIEHNE 20 L O R A S L <3N
HERE T - 7.

&0 @ 20001213, BEAA < ROBEZAL & & 2 5 Bk
EWPEINTHE LA LN (Fig. 6).

DL B ROGLNEEARIZIE, FEARE 2,
EUS-FNA, M7 812 X o T LRE & 2 s h
TWb L0 11 HlE&EFN Tz (Table 3).

Iv. # =

FLZVTEHRIENTI V=TT A ¥ — Ok %175 724
Wazs & MKW S E G S MmO S B, 21 Bifk (8.3%)
TAR—HSBALNTz, R ThD, MIEE CEME LS
72b 00, [ARFICIRIS NZHRES W BE & B s e
JEBIAS10 Bl 0, 2095 LA 6HETN T 2o
BWA—FO—2DFEK E LT, KEIZH D KL RE
LR HARRAA E LCIRIB SN, FOBETICH L EEHIL
AR X 0 FERICTRIAENICE TN LE 2
Shiz (Fig. 7). i, PL 7V —TT74 X —Dkk
PEE, PLEOMEEORWERO L2 & Lz B
BRI SRR E LT SRR T L, —T, 74
T — ICEEHRE IS N2 KR O T PEES 55 12 1E O
BRI ERICHAREEEDREL, 207D, REE2DHD
FHMR MR L LM E iz S was, Wi L L 22
ezl LTSN 2 EpESND. 20720, Hub
RIS, YD 2 RS O M- B A SRR T & M 0 AT
filie 72 275, WEBEAN — 7 OHNIERER T, MRS
WAL L TE 9 BAaITiE, MBI O AR A
INsnbEwH sz ohs 2F), PLT7VE
Hn72560 C+H-TlE, BEE & OIS RIS
ZRZTW DR SFICHEZ D T LEND S
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Table 2 Summary of discordant cases between the cytological diagnosis and histological diagnosis
Final diagnoses Cases (Histology)
. Proximal bile duct ca. (mod-por 1)

Bile duct ca. . . 7

Cytology negative, histology positive (C—H+) Distal bile duct ca. (wel 6)
Pancreatic ca. (wel 2, Invasive IPMN 1, wel-por 1) 4
Total 11
Benign (Reactive atypia) 1

Cytology positive, histology negative (C+H-) Proximal bile duct ca.  (wel 1)
Carcinoma Distal bile duct ca. (wel 2) 9

Pancreatic ca. (wel 6)
Total 10

* wel = Well-differentiated adenocarcinoma
mod = Moderately differentiated adenocarcinoma
por = Poorly differentiated adenocarcinoma

C

Fig.3 a: Benign and malignant cell clusters observed in the same field (Pap. staining, % 20).

b : Benign cells cluster

Benign cells arranged in sheet-like clusters. The internuclear distances are equal, the nuclear sizes are even, and there is no con-

densation of nuclear chromatin (Pap. staining, X 40).
¢ : Malignant cells cluster

The malignant cell clusters showing irregular pile-up, irregular boundaries, uneven nuclear sizes, and increased nuclear chroma-

tin. These cells are obviously malignant (Pap. staining, X 40).

d : Histological sample obtained at the same time as the cytological sample. Monolayered columnar cells not showing features of

atypia (HE. staining, % 20).
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Fig. 4 Clusters of reactive epithelial cells showing mild nuclear
stratification. Individual cells show high nuclear/cytoplas-
mic ratios, anisokaryosis, distinct nucleoli, and coarse
nuclear chromatin (Pap. staining, X 40).

Fig. 5 Sheetlike cell clusters not showing features of atypia. The
cells are slightly concentrated, but the internuclear dis-
tances are mostly equal, the nuclear sizes are even, and
there is no condensation of nuclear chromatin. These cells
are obviously benign (Pap. staining, x 40).

Table 3 Summary of cytologically negative cases with indeterminate histological diagnoses (C-HX) in speci-

mens obtained using the Trefle® device

Final histopathologic diagnoses

Insufficiency/Uncollectable ~ Benign Total

Number of wel

Intrahepatic bile duct ca. (1) (0) (1) (1)
Bile duct ca. Proximal bile duct ca. (0) 2 @3 4 3 6 (@ 2
Distal bile duct ca. (1 (1 (2) (0)
Gall bladder ca. 2 4 6 3
Vater ca. 1 0 1 1
Pancreas ca. 9 16 25 5
HCC (1) (0) (1 (0)
Oth 1 1 2 0
e Metastatic colon ca. (0) (1) (1) (0)
Total 15 25 40 11

% wel = Well-differentiated adenocarcinoma

LEZLND.
ZLTED—)/iTC-—H+THo7211 6 8Flid =1L
Mg TH Y, MERD 6 B, W28 TH o7z, it
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DM WEEE 2 ), BMA—BZR2WREPFEZZON
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72 C—HX 40 Bl OKiES 217 o 72, 40 Birh 20 B RAL A
59<, MG 5IZBOSEZEIL L Z 2 55 TR AT
HHNTH, ThH 206109 5 11 #1113, EUSFNA %, dif
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Wi o oA 21T, HERZA ) —=Z Y IR0 5
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Al MR TIT D N BAARERIU 12 & % Trefle® Al
FZORKEE, 80.5%, FREIX95.9% THo7z. ZOHTF
FRICREEN TV AT L IZIZNHSETH Y, ZhFTo
WEERELEIRAONZ WO T2 ML 7LVEHW
THYNTE AL 7 7 S EEMEZ L) b4 <, A
EBRDL D7) 75 U2k B IEDOEMRIEZD L D
AL WZ L HEDTY, — O/ THERM A L Mg
MAKOW 2 T 5 2 EA5TE B L7V, MIKZER
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a

b

Fig. 6
ing, x40).

a : Sheetlike cell clusters with slight pile-up and mildly conspicuous nucleoli. These cells are apparently reactive atypia (Pap. stain-

b : In contrast to Fig. 6a, the pile-up of cells is more conspicuous in the upper half of this Fig. However, in the lower half, the cells

are arranged in sheet-like clusters and show features possibly suggestive of reactive atypia (Pap. staining, x 20).

Fig. 7

The black line points to the wire loop of Trefle®. The blue and yellow lines represent non-cancer-

ous biliary epithelium and submucosal tissue, respectively. The red-colored area represents can-

cer tissue located under non-cancerous biliary mucosa. The parts of the device used to obtain
histology samples can only be used to obtain tight non-cancerous biliary mucosa, while the part
of the device used to obtain cytology samples can be used to obtain loose cancerous tissue.
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L, BEITYEET, L7V X BRG] 24T -
2ok, BELENV—TIA4 XY —D®EDOREITo 72T
FRRELTBY, BEOKED, RREBWETICH D,

LBPORMMENRIGFTHo 720 TH D R
DATA). %72, TOJEIC X o TS R BE 2T
BT B L, MlEZRA L L ToMEICIERE 22

D, KA LTRHET 22 212X, BRNCHRE T
b, EHIC, HRBEOERMKICL L oMl insg
728, MIEZHIRET5 2 L12X DRIRO RORED T2
LLEZD.

SRIOMFHNI BT AR, WRORIUTEIC X 558
HELERTLULENH LD L. LALERS,
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WHEIZITOATELT, -3 Twirnwl bbb
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Abstract

Objective : The aim of this study was to clarify the significance of dis-
cordance between the cytological diagnosis and histopathological diag-
nosis in biliary tract cytology specimens obtained using the Trefle®
device.

Study Design : We investigated the results of biliary cytology in spec-
imens obtained using the Trefle® device from cases of biliary tract ste-
nosis between 2014 and 2019. Specimens were collected from a total of
252 cases, including 46 cases of benign bile duct stenosis and 206 cases
of malignant bile duct stenosis. Cases of mismatch between the cyto-
logical diagnosis and histological diagnosis in samples obtained at the
same time using the same device were reviewed.

Results - A total of 21 cases (8.3% of all cases), including 11 cyto-
logically negative and histologically positive (C—H+) cases, and 10
cytologically positive and histologically negative (C+H—) cases were
reviewed. Among the 11 C—H + cases, 8 were cases of well-differenti-

ated adenocarcinoma, and 2 were cases of high-grade BilIN. In contrast,

among the 10 C+H— cases, 6 were cases of pancreatic cancer with
submucosal invasion of the biliary tract.

Conclusion : Mismatch between the cytological diagnosis and histo-
logical diagnosis may be observed in biliary tract cytology specimens
obtained using the Trefle® device. Attention must be paid to pseudo-
negative results of cytology in cases of well-differentiated adenocarci-
noma of the biliary tract. In addition, in C+H — cases, one must take
into account the possibility of pancreatic cancer with submucosal inva-
sion of the biliary tract.
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Key words : EBUS'TBNA, ROSE, Cyto Quick stain
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JEXFE MBI 2 BEBRAEXETA FTHER
(endobronchial ultrasound-guided transbronchial needle
aspiration : DL EBUSTBNA) {7l D4 > 44 b i
Jl47% (rapid on-site cytologic evaluation : L F ROSE) T3,

Usefulness of rapid onsite cytological evaluation using Cyto Quick
staining in endobronchial ultrasound-guided transbronchial needle aspi-
ration cytology
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D,M.LA.C.
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Bronchial endoscopy room ( performed by a pulmonologist)

1. Discharge the entire II. Separate into tissue fragments and
aspirated specimen cytology specimens.
onto the glass slide.

:> :> II1. Histopathology

The specimen is fixed in 10%

neutral buffered formalin.
Two-slide method for

CQ and Pap staining.

Negative Positive

Repeat biopsy

Department of Patholo Tentative report.
Next day Final report . Screening and final report.

Fig. 1  Slide-making procedure
We compared the diagnostic agreement between Cyto
Quick specimens (purple squares) and Papanicolaou
specimens (green squares), and compared the histological
diagnostic agreement between Cyto Quick specimens
(purple squares) and histopathology (pink squares).

BT LHEXTO—BFRL LU, CQ LMAEARDHE EHM
A & [ Rp L PRIL S 72 BEAHLER RS O MLRAL 0 — FR (12D
WTHRE 21T o 72D THE T 5.

II. WREAE

1. MR

2018 4 4 AH 5 201947 A 16 » AMT, Yt & —
B W TR XM % 1T L7z 637 Bl 9, EBUS-
TBNA Jitif 7l 12 ROSE 7255 it & 4172 94 B35 BLALRR 2 12
TEW e L7289l 2 xtge b L7z, Yty —TEBL
Tw% EBUSTBNA Tid, 1 AOBEZTL » o) ¥ 3
b L 3 DL E oI5 [ A3 S LR T OB 2
% LT ROSE AT E TV 5. ATl 1 ADBFITH
LA LA CTHEAT S 723 _XT O ROSE BEA % 16 &
L CaFlfi L 7z

2. A&

1) BEARVERD M HE - fRHE IO T

EARVER D SHE RIS £ TOFMZ Fig. 1 IIRT.
EBUSTBNA TR S NZBKIETRTATA FF T A
IR E 729 (Fig. 1-D). KICZF 22 SRIEEE 5 % & Tt
WA 10% P PEEE RV~ ) I TRHEE LR k%

Table 1  Histopathological diagnosis of positive cases of ROSE at
our Department of pathology

- Adenocarcinoma

- Squamous cell carcinoma

- Small cell carcinoma

- NSCC, suspicious of adenocarcinoma

+ NSCC, suspicious of squamous cell carcinoma
- NSCC, NOS

- Malignant others

ROSE : rapid on-site cytological evaluation
NSCC : non-small cell carcinoma
NOS : not otherwise specified

W%T%(mgnlnn MEBHIZIEAT 4 FAT AL

V25% o 72 BB LA O MK 55 % 3 0 A RS CREAR
WE47H (Fig. V1L, IV). ) bk CER L A2
B9 b 1M EEREFEZEH#IC ROSE JH & LT CQ ZHifT3
%. CQIEARIZEE LHFMRAE PN TIPSR EHE 2
SEMMEE T CIES L OB E2ERT 5. TOH CQIEERMD
BT SR S, 2 B OMBRAE L E 2T WE
FANT EREHREZ T 5. 5RD O 1HIE 9%y /) —
THEE L% O Pap % itifT3 %. # H Pap B4R Z HEHAIC
B L, ZofER L HAERE Lz CQ BEARDHRE R %Ml
DHMEDSHERL, ZThENOKREEET VT ISR
5T 5.

2) CQEEA - Pap BEAIZ BT B EEADFHIZOWT

A TR IR BRI A5 8 MU [HETI D12 U TR A
DI FH %2 47 o 72, BOARAS #8550 5l LR %

BD BN YFOF R ERE, OB E D 2w
,%Zlit L7z, IR 3 i Bl e B 45 8 Wit [HET i ™
WU TR (negative), %Rtk (suspicious), Bifk
(positive) Zf#JH L 7z.

3) Yty — THINERS HIE RS BERE LT v 2 HfE e Al
Iz WT

%ty9—Tﬁﬁtfwéﬁimﬁﬂuowawml
VR R DFFRATIH S A R B A IR IR A 5
8hi [HHETMIVICHE LT, M, Fﬂ?J:EZ#E, /NHIaE %
R L7z b 254 22 36/ Be i (non-small cell
carcinoma : LT NSCC) IZPATF? 4 D25 L7z, OlE
%589 I/ asE (LR NSCC, suspicious of adenocarci-
noma) @J V- LR HE % 565 /MR (BLF NSCC,
suspicious of squamous cell carcinoma) @NHE =k 1%
WOWTNORE D Z L WIEMIERE (NSCC, not other-
wise specified : 2L NSCC, NOS) @l Td 5 7% Dt
ORI T 2 2O E W 72 FEPEESS (malignant oth-
ers) & L7



$62% 517, 20234

Table 2  Five cases of discordant diagnostic categories between CQ and Pap staining

Diagnostic category on

Diagnostic category on

Case . . Histopathological diagnosis
CQ staining Pap staining
1 negative suspicious Squamous cell carcinoma
2 negative suspicious Adenocarcinoma
.. ositive .
3 suspicious p . Adenocarcinoma
(Adenocarcinoma)
4 .. positive S 1 .
suspicious . quamous cell carcinoma
(Squamous cell carcinoma)
ositive .. .
5 p . suspicious Squamous cell carcinoma
(Adenocarcinoma)

CQ : Cyto Quick

Pap : Papanicolaou

4) MRt HE

CQ HEAR & Pap BEARIZ BT % HIE X 55O —HED LR,
CQ FVEREA O s AR AL & 7] I L2 RN S 729 PR RS
DOHFEIL & O B 217 - 72.

KIFZEIE, XX OE#EYE Y ¥ —HHERE A CREE S
iF7z (1114).

Im. #% 2

1. CQIEXRE Pap BADHERX D D—EHRD LR
ROSE % Jifif7 L 7z 89 BHr, @IEMARIL 88 TdH - 7.
ZD9HH CQEEARL Pap BEADHEXGA—H L7z DI
94.3% (83/88%1) TH»72. FOWRIZENETIX90%
(18720 B), BEBZYETIX50% (2/4 B1), Btk Tl 98.4%
(63/64 B1) Tdh o7z, FMNEMAE LD -7z CQEEAT
DAGREHRE T & ML Z B MR O e OfG R =R 1T %

otz

A—=HIE5HITH 72, FAHREHEZ ORFHEDL b
T Table 2 127”3, CQREEARTRM:L L7z Casel, Case2 T
&, Pap BEARTIZEERGME & L72A3, retrospective (ZHiaET L
TH CQEARIITEAMILITED SNtz MAREEN
121 Case 1 13J~F IR, Case 2 IZE & Bl S 7z,

CQEARTEERGME L L7 Case 3, Case4d ® 9 H, Case3
TlE CQ BEARICAHMEFEENLIHBE L T2 500,
VIR LD 72 O Gt Mk A8 < BUGEAS N i 2 AR TRER 1 &
LA TERVEERTH - 7275, Pap BEA TN EHRER,
Jefh & HIHEITHE L7 TH Y btk (e &oHbe
T&72. Cased Tl CQ BEAIT MM 5 FAHHIE 722 /N
BRI B % T4 (Fig. 2a), #5i#EEAINL= N/C @
NS T RASIR SR IS BIRBIL TB Y (Fig. 2b) &
Bt & L7z, L7 L Pap BEAR CILIBSEMETT Bl k% iR g L 7
BRI R 2 B O F LR fE A L <B Y (Fig.
2c, d) Btk ORicELBeE) &g &7z CQIEERTHM:

& L7z Case5 Tld, HRIGIILIZ VI TH - 7203 WAL IE
B L B ORIEMEIN % B 72 720 Btk () & HE
L7:%% (Fig. 2e), Pap HEATIZIRIMIBREA T LRTH
DOEFEICHEE L CTB Y Bt L7z (Fig.2f). ZOfEFO
FHREIZ DWW TR BLHLRE S (< T F LB HE & B S 7z,
2. CQSMZEADHEMRBE & B IR S h 2RE
RS DR & D tEER

CQ FEMEZ 64 BITH o 7. 64 BloOHEE KRN % Table 3
IR CQ Rtk 64 B O e MLRETY & i BLALER S & DML
B — 513 89.1% (57/646]) TTIHOA—EDH > 72
(Table4). Zho 7HONFTITOWTIL, WIS T
LR & W S NER 2 CQAEARTIIIEE L7236l
(Casel, Case2 (Fig.3a, b), Case3) & NSCC, NOS &
L7216 (Cased), JHHEAFRZ CHE & B & WmERl %
CQ A TIE NSCC, NOS & L7z 2% (Case 5, Case 7 (Fig.
3c, d) &/hNMIBuRE S L7216 (Case6 (Fig.3e, f, g) T
Hotz B, MM - 72 CQ AR TOMRBEH,
R &ML EM R O il ORI ER T o 7o
MFRRTU NI T 5 &, CQEEARTIIEE L7227 B0
LI ELALRR RS Tl 24 BIASRRE & B S, HLRRAL— B
88.9% TH-72. CQEATRFEEIE L2560 bk
PHMRZ IS BT H &P LR & W S, HLRA
—HFEIX 100% TH -7z, CQEEART/IMRENEE L7 19 6
D9 B 18 BIHREALREZ /NG & B S, HLRRAL—
BRIZ 94.7% TH o 7. P LR, NIRRT O
(s & V= ANY T D s Y

Iv. £ =

HAE ROSE 1AWV BT B R gen 21213, DQ4~9,
75 Ultrafast Papanicolaou ¥¢ 8, KL Z JH w7z
Hematoxylin-Shorr 4¢faV | Gill-Shorr Je910%33 5. Ky
WEDOPTEREH 22 5 CICEEROIMA T v T, Jhig
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Fig.2 (a,b,c,d: Cased: e, f: Caseb)

. Cluster of small cells thought to be atypical squamous cells (CQ staining, X 40).

: Pleomorphic (yellow arrow) or spindle-shaped atypical cells thought to be atypical squamous cells (CQ staining, % 60).

: Small atypical cells and necrosis suggestive of squamous cell carcinoma (Pap staining, x 40).

: Squamous cell carcinoma consisting of polyhedral cells (yellow arrows) and spindle cells (red arrows) (Pap staining, % 60).
: Small clusters of squamous cell carcinoma showing peripheral nuclei (CQ staining, %40).

[ B e I = P e B o

: Diagnosed suspicious because of the dry appearance (Pap staining, % 40).

BEZ LB L7z (Table5). He@BERIZOWTIE, HBRREE D—HRIT 94.3%, CQ Bk DHEEALRRAL & 0 BEALER
%179 CQ % DQ %% Pap Fifo> 3 M > Gt i & W LAY DORAEI — BT 89.1% TE IRV RV L N7,
/4 L. 2512CQ & DQ D TIE, CQ A gt DQ # M7z ROSE Ot & HB§ % &, DQEEA & Bl
W, A7 v 78EHITP% GRS X TORMA R D H HREZ DML O —FERIZO W THAE 5913 86%, B
MTEHIEWbholz EHI2CQDIEIZODVTDOR 1393.1% EBNTH AR EHPO—FRTH -7z, Dk
DO TIE, CQAEEA L Pap BEAZ L L 72 H & X 70 DT &b CQ IR HAIRIED MM TRRIE T T2 5
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Table 3 Histological diagnosis in cases with positive CQ staining (N =64)

Estimated histopathological diagnosis

Number of cases (%)

Adenocarcinoma 27 (42.2)
Small cell carcinoma 19 (29.7)
Squamous cell carcinoma 5 (7.8)
NSCC, suspicious of adenocarcinoma 3 (4.7
NSCC, suspicious of squamous cell carcinoma 2 (3.1)
NSCC, NOS 6 (9.4)
Malignant others (Malignant lymphoma 1, Seminoma 1) 2 (3.1

CQ : Cyto Quick
NSCC : non-small cell carcinoma
NOS : not otherwise specified

Table4 Seven cases of discrepant diagnosis between CQ-positive cases and histopa-

thology
Cause of discrepancy Case CQ staining Histopathology
1 Adenocarcinoma  Squamous cell carcinoma
. . 2 Adenocarcinoma  Squamous cell carcinoma
Peripheral nuclei i i
3 Adenocarcinoma  Squamous cell carcinoma
4 NSCC, NOS Squamous cell carcinoma
Overlapping cluster 5 NSCC, NOS Adenocarcinoma
Abundant necrotic background 6 Small cell carcinoma Adenocarcinoma
Overlapping cluster 7 NSCC, NOS Adenocarcinoma

CQ : Cyto Quick
NSCC : non-small cell carcinoma
NOS : not otherwise specified

B2 b <, 222 DQ L ABOB VB —HE S
NROSE \CH® Yt Th b EE 2 bz, —gmiE
JEIZBWTIZBETE D Pap 135740, DQ TIZERM L7
MRS DT IARM & 2 2 &, BAERMBE O
oM LW &, MOBEBICEHIDLERZ LA
WESINTHBHIY, CQ THHMED I LDV 5.

KN W OHE EHRRINC O W T, IR B 8 K
CHRETRR] D TG O FE AT 5 % T2 W45 1213 NSCC,
NOSIZE &5 & ENTWAD. FRIGHEAT- 412 X %
A BRI R MBS DG, 2 OB RN MR
fbrgetahskeo HTH Y12, WHO 7785 5 IiY Tla s
ALt Ok R % B ¥ 2 C NSCC, favor adenocarci-
noma X NSCC, favor squamous cell carcinoma 7 & D Wi
LI N TS, ¥t ¥ —Tid ROSE % & 72
TRMIRE S DI MR 2 % 2 BB, Ml Tl
HRALFER B 2 EE L TV AR WO IS OS5 I3
LTwZw, L2*L NSCC, NOS Ofli i % #/NRIZT % 72
DTNt vy — A OHE MR Z LT3 (Table
1).

CQHEAR L Pap EADH THERGDA—FHTH o725

# (Table 2) @9 b, CQEAHIIMNIEA T IZHRNS
T2 0boTHEXDHPA—HTH - 7HEhIL 2
] (Case3, Cased) THho7z. WMETH LI CQERT
Btk & H5g T & %o 72 Case 3 TlE, RS T 5 FAl
MR FAZTHFON/CHRPIREVZ EFHHTE S
DHRTHoTz. THIIEZBRFHART &0 TH - 7.
DOV T X Giemsa Heff 12D W TEGEICH
SHD I EDVHEET, BRI ZNTTEL ERE0H
RN AR DT A % 4 OB L ATEHR LD & W) &2 7R §
TEEREL TS, CQ D Giemsa Feft & [AlRR I H2E:E 2
Td 5 72 DEEARVERIG IR L AR Z QIR S € 5
CEDVLETHA.

LR TH o7z Cased (Fig. 2a-d) Tld, CQEEAZ
s R B R D 55N 0T O BAHBa 2SI BL L T 72
A3, EBLERE (BUEEE 20 R x50 4ELLE) THo722 &
EHBRMOMFEH LT LE 2720, INSoMilins R
B LR A &\ L C L E o7z S 5ICARRDS
SIFFE L7283 E % Rk L LTwizZ & S HEX SR
—HE o FHNEE R ZDEIZOWT, Cameron
593G H L EBUSTBNA % 47 - 72354, DQ Tl
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Fig. 3

(a,b:Case2:c,d:Case7:efg: Caseb)

. A cluster consisting peripheral nuclei. Adenocarcinoma was suspected (CQ staining, X% 40).

. Squamous cell carcinoma cells histologically showing peripheral nuclei (HE staining, x 20).

. Overlapping cluster. Adenocarcinoma cells with centrally located or eccentric nuclei (CQ staining, x40).

: Adenocarcinoma histologically showing centrally located nuclei and abundant cytoplasm (HE staining, % 20).

: Bare nuclei and many crushed adenocarcinoma cells (CQ staining, x40).

: Adenocarcinoma with scant cytoplasm (CQ staining, x 100).

: Adenocarcinoma histologically showing hyperchromatic nuclei, scant cytoplasm, and extensive necrosis (HE staining, % 20).

R = o a0 T ®
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Table 5 Comparison of rapid cytology dyeing methods

Time Number of steps

Stain name (seconds) after fixing Stainability
Cyto Quick 20 4 Similar to Giemsa stain
Diff-Quick 30 5 Similar to Giemsa stain
Ultrafast Papanicolaou 110 16 Similar to Papanicolaou stain
Hematoxylin-Shorr 120-180 10 Similar to Papanicolaou stain
Gill-Shorr 180 16 Similar to Papanicolaou stain

T2 X B SIS R RN & B & o8R0 A3EE Lwv
WENHBHZ L EHRE LTS, X512 Thiryayi 519 (131#
WWER ARG 2L T2, A0S D L
EMELTWA. RENIBWTY, BRERIERT 57200
T RO E LI ML, BEAEOERE, &
FOBIOFEIIET T IRETH o EEZTVD.

AT CHMRII A~ TH - 72 7 Bl % BB AT A
% & (Table 4), DM DRILMIA 2S5\ 72D (2T P LB 9
% Wi & RRHE L7, O RS & O RO
S o & /NI & AR L7 ER], OAHHIE
FEPESEIDSZ BARI S T\ 7272 0l % NSCC, NOS &
L7ZEBI 0 3 IS/ 5 2 AT E 72, ORI A
BOWIGEICIIIEEZ 25 2 e S, LIRS IR RE
FiH 7 & OESLOREER LIS S OB O ZEMFICHER L
M 2 MR T HLENH L EBbI. BRICL RO
TEWVE DD B YA, BREYE AR O % 35 5 RN
R, YERX G OPEDREEN 2 ) Btk btk 2 2 L
PRI VAR EE T EELMEDN I N TV BHI0BI0 -0 jE A3
VETH L. ABHAERBEERDIZEIRM SN TV 256
X, BIRDEL ) R L EBEARO 2012t AMCF
LTLE) D, R L OBIgIZREIC 2 ) £
HROAKRTHEZITDOES % 2 THBEM 2R HINIC R S
LEZLND.

AHFRILHN A B & P R D—BCRD IR b Fro 72,
iV B 034 HGE Giemsa Yo T, L RO L K
BB MBL, ARSI ERICRD L EHiF ST
B, SHOKETH CQEA TR R L Hw L7z
5619 RTTELEORBEI & RN BREG 2 iR 5 2 &
MHTE. CQ THIMNRELYI DAFTE % MfEsE T & I T
LR LIfEET AL THDL EE L. T2
Giemsa %4t THALZ M 9 FRIHNL OB T H 2 Ml g A3
% &3l % By B O P (translucent robin’s egg bule) 18 % 2 L
7o AL CQ T b - R 5 Bl 3 I CHERE T & 7=

Z DM OFFRIIN DT 232 BT 5 EBUSTBNA T
R A 2R LS D ROSE IXERITH 0, BRI
FVaAf K= ZAHhEEbN SR~ EBUSTBNA Tli#

WrkEEE 1L 70% & M5 SN TWABY, RIRFHTH 16T CQ
AR B LS L TR D BWNCEH TH - 72,
F MY oSIE L RENE & OB FIAREE 2 2RERD 1 6]
Holz. CQIXEMY Y NER LY VSERRICEIT 518
DHPHES T, BEL OENIIEHTHELLEEZS.

V. ¥ & &

CQHEAR & Pap BEAOHINZHZEX 50— L7z b Dl
94.3%, CQ FaTETdH - 72 64 HIOHEEMMRAL & [FFFERICE
N7 BIALAR S & OMMRAL D — BT 89.1% & RAF 25 R
TdHh o7z CQEEARTHIE X5 MME OHEE 21T ) BRI
&, SRR 2 BB LT 2 2 L, R
DEFEWE 2 EBRCBIET L2 L, S HITHEARERIRC
HWCBRIKRLBE IR S ELLEDNDH L. % DRERIHE
fRF7SAOVBARE IS X 0 R EDE T 2 BUIRIZ B\ T,
BRAR BRI > JE S5 O A i 2 L L O 2 I3 HE T H
%219 ROSE %179 T LM OB Wi LMW o A2z &
¥, BIATREZAT) 720015 il ORI S EX
R TE DR,

A ORI RSP IEH ) THA.

AR SCOE B 60 [0 H A AN - SRS (2021 4 11 1,
B TRELL.

WEE ARERSCOERIZERL, Rl 2B 2 & o TRV 72
T Loty s —RENHER - BB ICRE V2 L
S

Abstract

Objective : We examined the usefulness of rapid on-site cytological
evaluation (ROSE) using Cyto Quick (CQ) staining in endobronchial
ultrasound-guided transbronchial needle aspiration (EBUS-TBNA)
cytology performed at Osaka Habikino Medical Center.

Study Design : We evaluated 89 patients who underwent ROSE of
EBUS-TBNA samples at our Department of Pathology between April
2018 and July 2019. The concordance rate of the results of CQ staining

with the results of Papanicolaou (Pap) staining and also with the results
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of histopathology of concurrently obtained tissue specimens was deter-
mined.

Results : The concordance rate between the results of CQ staining
and Pap staining was 94.3%. In addition, in the 64 patients who were
labeled as positive by CQ staining, the concordance rate with the
results of histopathology of concurrently obtained tissue specimens
was 89.1%.

Conclusion : CQ staining was easy to perform and could be per-
formed within a short time, and the concordance rates with the results
of Pap staining and histopathological examination were also good. CQ

staining is a useful staining method for ROSE.
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PRI MALT Y > 7 SHE O 5 i e

U EFD HRARTY AR Y Bl gD
N
BFLU B S TR, [ SRR

B9 © HAREE MALT ) > 28 JEOMIBEE WA 2 e 2 e 2 5w L, IEZ R olh) b & BlgH A B oA
5.

FiE  MALT V) o) 23 ) & P2 P HARIR 25 22 Bl O ET 45 Bl x4 & L7z, s pic s S oA H
% TR EE, TOEREWMILL, BAELTREZ AT RIC1E cutoff % #E L 72,

A& : MALT U > 28ELEIRIREESE, lymphoglandular bodies, #%#R, BEIAEE + E R /ME, #5804
K, 1BPEFRBR S T8N R M AR, RHERLRR T O MBS o 72, HIS TR E AT — (+1),
B2miE (1) &95&, MALT ) ¥ 3@ 23 Bl PIHEFIA a7 —id (+2.7), 1BVEHIRIE 2% 22 B1%
(-08) THote. AitRAa7 =220 1% MALT Y V8, O LT 2EEHRBERETLHE, ek
HEC 39/45 WIASIERS TE /2. F/z, BEBERORL Mt 3 AL 2 X a7 —fLhitkoHETS, &
FAHOIEBATRA L, EZEHIML 72,

f&&m - MALT ) > N EOMIBZENCIE, R 7 ICEH T2 EPEETH L. eI EN IS
O I & BISEHE M EER OO R - 7.

Key words : Thyroid, Aspiration cytology, MALT lymphoma, Chronic thyroiditis, Scoring criteria

PSR OHITE AR ) > /S ER R BLERBR B Mg 7 & & Ak

L U &®IC (2, AN ToRER, TREMIE, & SIS Rk & Bl

A VORERARAEL, OVF AL USRS 7t i 1

FLIRIR ) > 7 S ORI IE S O 1~5% % D, 13L& BiARTE SN TWDY, RABEAY ¥ SHRASHBT 5
Ao EDMEVERVIRIR I % B ) KGRI 1) > SRR AL B A4 a2 DLBCL OMIMEZ W i3 E S TH %75, RMPEIZZ L w

4V~ 73 (extranodal marginal zone lymphoma of mucosa- MALT Y v OB HHINEETH 5. FI @M HIRR
associated lymphoid tissue, LA'F MALT ') ¥ /¥Jifi) & 0% RKEDFHAEEE 1), ZORKEEI 32~95% & HiEH 12
ATERANNER B VU /8 (diffuse large B-cell lymphoma, FoTHELVEND LY, WRBOBMICHHE EhD

PLF DLBCL) W LIidmi#EoRE&RTH 5. MALT ) ~ AT RIB RIS WME SN TV B A, FTROZ% K 25T
BUCHBLT 20 ReMEDSH 5277,
o], bbb MALT Y Y NEOIEZ RN E e 5 O8N

Scoring criteria for cytodiagnosis of MALT lymphoma of the thyroid

Junko MARUTAV, C. T, I. A. C., Yukiko ITOY, C.T.]. S. C., Kana BRI ETI O % HIWC, W oA 2 it
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Table 1 Examination findings in MALT lymphoma and chronic thyroiditis
Cytological findings Definition Cutoff value Score
1. Cellularity of specimen hypercellular 0
2. Follicular epithelial cell clusters™* number of clusters with 10 X objective (Fig. 1a) =5 clusters/10 fields -1
T . . R «
3. Mountain rangelike clusters*® be?t 111.{e overlapping .lymphoc.yte clusFers exceeding a field with 4 even one +1
objective (=5mm) in a specimen (Fig.2)
4. Fibrous tissue fragments™ present in a specimen (Fig. 3a) even one -1
5. Lymphoglandular bodies* noticeable at hot spots (Fig. 4) +1
6. Stringy crushed nuclei* noticeable at hot spots (Fig. 5) +1
7. Plasma cells noticeable at hot spots 0
ber of fields with lymph havi luted lei
8. Irregular-shaped nuclei m_lm ero l,e S with even one lymphocyte having convoluted nuclel =5 fields/10 fields 0
with 40 X objective
9 Prominent nucleoli number of fields with even one lymphocyte having a total sum of nucle- >3 fields/10 fields 0

olar size exceeding 1/4 of the nuclear diameter with a 40 X objective

10. Irregular-shaped nuclei with prominent number of fields with even one lymphocyte having both Irregular-

nucleoli *

=4 fields/10 fields +1

shaped nuclei and prominent nucleoli with a 40 X objective (Fig. 6)

11. Nuclear diameter*
uclear diameter objective (Fig. 7b)

average nuclear diameter of all lymphocytes in one field with a 40 X

=7.0 um +1

*findings used for scoring

HURB g & LChlbR s, i oy #lilaz 5 & 0v)
B AR o0 95 BLALRR AR A 3 T o 172 MALT Y > /8 Jifi 23 1) (4F:
Wi 45~92 %, HOME 71, BRI 6:17) LRI
2% 22 1 (4EHG 50~79 7%, HULfE 60 ik, B 2:20) @
Fras ARG L L7z, Zd, EPEHIRIESE 22 1213 2 4
D IgGA WK AN EIN T WA, F72, "YU U NEEEW
DIEBNIE, MR EH W70 =94 b A MY —
(7TAAD fEFTRAY) & ettty (G N> Fi) dirbhre.

BEPMRAETY Y 8lEZREEI IR E LT, BTz a—0
B 2 AE ) R R AW AR 2 v LIZOVE ATEIEX,
BHE AR, BMGM KL ENH -7

MR RICE LTI, FTCoRBBIUBEOH
D 2B E LT, MALT ) > /8E & 121k ORI 2 o 85
SICAHRE BEbN s 1T RICOWTHE L. Bkl
AL 3% (A, B, CORBIERIZZNEN 204D 1,
84F, 44F) TATo 72 PMifisE (77— R <, —BK
A350~60% LR WHTRD H o770, iROEHRE TE
L2 HEIC L7 (Table 1). A®WEBTIX, &by
THEBLL 72 2 DA Z Papanicolaou 3¢ttt & Diff-Quik 4+
x24T 5 TV AED, FriZift—7 5729 lymphoglandular
bodies (LLF LB) ® &% Diff-Quik JetafiAR, Nl
Papanicolaou Jefa A % TRl L 72, B k25wl fE 7
5FThl (Table1 ® 2, 8~11) 1Zi% ROC it & v THlj#e
B O cutoff i % #% L7z, A EAEMIE 1L Pearson's X2
Bz vz (p<.05 HEEDD).

WA 34 1L HEHE O—RREHRE L, SEIch
M7 7R (Table 1 o> 2. %8s bRz 4ESE (Fig. 1),
3. WIRIRSEHE (Fig.2), 4. MMEMALH (Fig.3), 5. LB
(Fig.4), 6. ## (Fig.5), 10. BIEAE + E K/ IME
(Fig. 6), 11. #f%%Z®INL 2. 2 a7 —1Licid, MALT VY
UONEICZ S TR (UIRIREESE, LB, Biff, B+
JERBIME, Bifk) % +1, BHEFRBREZICL - 20 (8
Mo bR MR sEIE, MAERERR) 2 -1& L, KEHOEE
AaT7—%=HIBL7.

s, Mt 3 4 X AR E 2 a7 —
LRIt TR L, HEkEOF M2 RE Lz, 72721,
Z a7 —biZ X BHEXSE, HEEBICHE L TEBNE
2= (HEl) 2o T 7.

L. 5 g

1. 237 —{tRIDOMAEZ DHEX S

A a7 —AbHi ¥ E X 55 (Hifaked1: A o¥)5E) % Table
20T, TR 28N, [EHAW] 20 [EE] 2B
TET2E, EE100%, FFIEE 68%, FmlkiHas 77%,
FEPERg = 100% CTH - 72. MALT V) v 83l % Bk & H %
L7z REBNE 7 o 728, 12 PEHUIRI 4% 22 fildp 2 61 % Bk
(MALT V) ¥ /8Jif) & 38HE LT,
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Fig.1 a: Cytological features of chronic thyroiditis. Follicular
epithelial clusters (arrows) and lymphocytes are admixed
(Papanicolaou staining, x 40).

b : Histologic features of chronic thyroiditis showing atro-
phic thyroid follicles and extensive lymphocytic infiltration
(HE staining, % 10).

2. MERBICHTZ5MED cutoff @& 11 FREDHEIR
SERE

B U7z 5 L (R Rz iR 4e 3, BOEAEE, K
/MK, BIEAEE + IERAEG/MAE, B88) @ cutoff fii % Table
3ITART. IR BRI ARSI IS VE IR 2122 <, cutoff
fl1Z 5 #30/10 HEF Th - 72. MR, HWAB/ME, #
AL + A /IMEIE MALT ) > NECTHEICE L, &
cutoff fifii 5 #1¥7/10 HLEF, 8 HEF/10 HEF, 4 BLEF/10 BLEF
THo7z (Tablel, 3). #HFEIEMALT ) Y 8ETL D K&
{, cutoff ffilZ 6.80 um T, B KD cutoff i % 7.0 um
WZikE L7 (Fig. 7).

Cutoff fiti % % J& L 7= &AL PT 7. o> BUBEE % Table 4 12
AR MR L7 11 i Roh TR 2 B < 10 TR

Fig.2 Cytological features of mountain range-like clusters seen

Fig. 3

in MALT lymphoma (Papanicolaou staining, % 4).

a : Cytological features of fibrous tissue fragments seen in
choric thyroiditis (Papanicolaou staining, X 20).

b : Histologic features of choric thyroiditis with stromal
fibrosis (HE staining, % 20).
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Fig.4 Cytological features of lymphoglandular bodies (arrows) Fig. 5 Cytological features of stringy crushed nuclei seen in
observed as granular bodies between lymphocytes in choric thyroiditis (Papanicolaou staining, x 20).
MALT lymphoma (Diff-Quik staining, x 40).
Table 2  Former cytodiagnoses of cases of MALT lymphoma and
chronic thyroiditis
MALT lymphoma Chronic thyroiditis
(n=23) (n=22)
Benign 0 (0%) 15 (68%)

Undetermined significance 4 (17%) 5 (23%)
Malignancy/Suspicious 19 (83%) 2 (9%)

BAMED K 2 a7 — LR E L.
3. X7 —EIC& B

MALT V) ¥ 78I W IIRIREIL. (F), LB (%),
(%), BIAEE + ERB/ME (=4 8187710 B18F), BifEH
K BifE=7.0um) ®Z 37 —% +1, BYEFRIEZEICS W
U E R RS (=5 4310/10 BLF), #MEFMiE (F)
Fig. 6 Cytological features of MALT lymphoma showing irregu- -1, L7 THROYEYEFTAa7—1%, MALTY ~
lar-shaped nuclei with prominent nucleoli (arrows) (Papa- ONIE 2.7, TEVEEIRIRS —08 T, A7 — 2 DL EoEp:H
nicolaou staining, >100). RIRAS £ U237 — 0B F O MALT Y > /i 72 o 72
(Table 5). 227 — 0L T&B&ME 10 EZEY (MALT
WCHEENA LN MR IR, LB, ##E, VSR NLIZZOWRED D) &5 5 EIEE 100%,
MAEE, TERB/ME, BTEAEE + TR /IME, BEERR FEE 87%, BmlERyrh=s 92%, FEVERIH=R 100% & 7% 1),
& MALT V) ¥ 28JEI2% <, NS LRI SRR & kAR A a7 —ALH OFEX 5 & O FREREE & BER R B L

TR W R Th - 72 ElfatiE MALT ) 7.

UEIZZ WITR (p<0.01) Tdh - 7225, 1E@PEFIRER %I 4. WwERE

bEINLSTHESN (10/22 61, 45%), MKLIRICE D4 ML 3 Ik B 2 a7 —LHi & 2 a7 — Lk oH)
B WEEARTMALT ) Y S EOZWIIIT ) RETIE e EX 5% Table 6, 7123, ZhEih, MALT ) v/ E
W BUEA S, BRI MALT ) > 8 lE22Hd 5720 BPEHIRIR R 2 IE2 3 2 B 2, [EFEAW ] ORER
DUIHEFMEE L, A7 —ALOMEFREIE L kb o7z, BhsmA L7z,

T 72, B, ERBME, BIEAE + EABAMED 3
PRI L Tid, B - FFRED L) MBI + R



$62% 517, 20234 j 2

Table 3  Cutoff values for MALT lymphoma and chronic thyroiditis

MALT lymphoma Chronic thyroiditis Sensitivity Specificity

cutoff value

(n=23) (n=22) (%) (%)
Follicular epithelial cell clusters 3.4 17.3 5 78% 91%
Irregular-shaped nuclei 7.0 2.8 5 83% 7%
Prominent nucleoli 8.2 2.3 8 78% 95%
Irregular-shaped nuclei with prominent nucleoli 6.5 0.8 4 100% 95%
Nuclear diameter (um) 6.80%0.99 5.94 +0.90 7 61% 7%

THOOLN, ZZEFPEEFIRREZ > Tnb, Kl
BRI >V SERASHHELT 5 DLBCL OMIBZ M3 ES Th 5
A3, FHPEIZZ Ly MALT V) > 2 SJE oK 25 07 13 TR i,
HH %G CIXBERIRREL L OBICHET L2 0%
VL MERIZB T BT MALT ) > 28 JE & 484 IR % o
HMITBEZ WO, JEEE 100%, FFILEE 68%, FmlkRyHas 77%,
RePl iy dr# 100% C, MALT V) ¥ /8EOM/NEW X ) 18
PEHUIRIR %€ 2 MALT ) > /S & BRI W3 2 HI0ICDH -
72 (Table 2).

RO R % 2 3 A OB+ TIT - 72 Fhikiat i
B, 1 ARG —BERPIEF I A D - 72
720, RORFZWMICL, BMEILH i 2 RICIX
cutoff i & 51} 72. S OMES T, WEEICBIT 5 11T

b OB A5 L, TREMIEE % B < 107 WA 2%
BHY, TNOHFMEEOEINHM L E 2 517z (Table
4). MALT V) ¥ 8EIZZ Wit e U CTEMEYE, IIRIRE
B, LB, B, BB, EAB/ME B + EA
AME, BERIKSH D, BERIRRZICZ VIR E LT
o PR HR SR I & MHERLR R 0528 hS - 7o, BETRAVEE L JiEK
B/MRICBI L T, BMTHWE X0 b, BIEAE +EXR
B/MEDIZ) DX VAN TH - 72 BEOHETH,
MALT V) ¥ (& R"E T 5L LT u~F v ORY
Lo, A%AR, LB, 1BMEFUIRIR 2 RS AT E LTl
FREATAERD T SN, SRIORKED BB @i
HELZFEL TS, fliooWED T, IIRRESIZ ) ~
SR Y 2 ERIR H RS (V@ 5 follicular colo-

Fig.7 a: Cytological features of chronic thyroiditis : lympho- nization) ZHE L, £ S/FEHIED 4 20 CEAE SR B
cytes with a nuclear diameter<7.0 um (6.39 = 0.61 um) are . - = CHE e ) -
3 Y e ) 7 Z 7" b
observed (Papanicolaou staining, X 40). AL L E%é NTna. [:I‘f’EEF'«IkEikE Bz
b : Cytological features of MALT lymphoma : lympho- EEINTVDA, HERBITIMEMERRREZ 26 (9%) 12
cytes with a nuclear diameter of=7.0 yum (7.71+0.91 um) ASNTz. bhvbhuk, WK 2B 2 5 EROD 550
are observed (Papanicolaou staining, % 40). RO U HRENE £ L7-0T, HBMERRA RS L

RO R R 2 7B EDTH B 25, MALT Y ¥ /8 (2

DECHRRITREZ 2 . BIAE + R/ MEOT R

Iv. £ = WCELTI, @S2 3Znk )%y v 358kE 20% 54T R

HMALT ) Y N EDHEICHEHTH S LA L TV 5. 4

HURIRY U XEDIZ E A EIX MALT Y » 28 & DLBCL B OMETIX, 1THEFHIZ1IMETD ASN06 % B
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Table4 Frequency of each finding in MALT lymphoma and chronic thyroiditis
MALT lymph Chronic thyroiditi
Cytological findings (cutoff value) ymphoma romic tyroidits p
(n=23) (n=22)
Cellularity of specimen 21 (91%) 10 (45%) <0.01
Follicular epithelial cell clusters (=5 clusters/10 fields) * 2 (9%) 17 (77%) <0.01
Mountain range-like clusters* 9 (39%) 2 (9%) 0.02
Fibrous tissue fragments* 0 (0%) 7 (32%) <0.01
Lymphoglandular bodies* 14 (61%) 2 (9%) <0.01
Stringy crushed nuclei* 8 (35%) 0 (0%) <0.01
Plasma cells 17 (74%) 14 (64%) 0.46
Irregular-shaped nuclei (=5 fields/10 fields) 19 (83%) 3 (14%) <0.01
Prominent nucleoli (=8 fields/10 fields) 18 (78%) 1 (5%) <0.01
Irregular-shaped nuclei with prominent nucleoli (=4 fields/10 fields) * 23 (100%) 1 (5%) <0.01
Nuclear diameter (=7.0 yum) * 11 (48%) 2 (9%) <0.01
*findings used for scoring
Table 5 Total score of each case of MALT lymphoma and chronic thyroiditis
Score -2 -1 0 1 2 3 4 5 mean
MALT lymphoma (n=23) 0O 0 0 4 6 7 4 2 2.7
Chronic thyroiditis (n=22) 2 15 3 2 0 0 0 0 -08
Table 6 Cytodiagnosis by three cytologists (A, B, C) before setting the scoring system
Classification Begin Undetermined significance Malignancy/suspicious
Cytologists A B C A B C A B C
MALT lymphoma (n=23) 0 0 0 4 7 8 19 16 15
Chronic thyroiditis (n=22) 15 9 6 5 12 13 2 1 3

Table7 Cytodiagnosis by three cytologists (A, B, C) after setting the scoring system
Classification Begin Undetermined significance Malignancy/suspicious
Cytologists A B C A B C A B C
MALT lymphoma (n=23) 0 1 4 3 4 19 19 19
Chronic thyroiditis (n=22) 16 15 12 6 5 7 0 2 3

RELTOWAOEEZ B TE 20, [F—HIENICH
A + R /IMRE RO BT RIE, U » 23N E 23 4
(100%), TEEEHARIRZE 16 (5%) &) ¥/ SJECEsEE LS
Ao, MALT Y Y MEZ 5D HELRITHLLEEZD
Nz FRHEERR A BRI 76 (32%) 12 AfiEE
BN, WENRD EEOMMEILE D 1gG4 HIRRE 2 WL
ERRHERS P AR T - 7. REERIYIC, MALT ) /X
JEIZIEE A EHMALZED W E0 5 b, HHERRR 1
TEPEHIRIR 2 R T 2 EELTREEZ 5.

WEt L7z LT R o<, TREHIEER % B < 10 AT

MR OEMICEH R TH o7z LaL, HBUHEEL
FEEICEEHLDOD, 3L A LD RAWRZEIZ B
L, &% 237 — (b LA 7 f e 2 s gl b %
AoN I, THTREZ 2T ko EL, &
FtAa7 =232 Ll k% MALT ) > /80, 0 BUF 28 R
Mgl TE7- (Table5). T DHEHLIETIZ, 2D EE [E
P, 1% [E#AM], OUTZ TR £45L, MALT
1) > oSNE 23 B 19 61 (82.6%) A% [HEME] 461 (17.4%)
A TEHRAY CHEWEE) | oW EXSEro7. —T, 18
PEHVIRIG 25 22 0 20 61 (91%) A% TEMEL 261 (9%) 7%
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[EHRAYW CHEWE) | OHEXSTHo7z. 2Bl 87%
(39745 B1) S MALT V) > 787 v Ui AR 5 & IE
ZEN, 13% (6/45 1) 2SHEREE (GEFAW) ZfEd &
Zolz. TOHEIETIE, MALT YV >/ SEASH & Kk 7
JEBI L U CROBBIZIC 2 Rt b & 5 78, IKEM: RIS
D7HHFE MG RS RwWEEbhs, F72, RRERE
BORL LMt 3 % TIT - 72 2 3 7 —Lhi& oM
W T, [ERAW] OEMIWAL, TRME] Z2wnlLid
[EVE] EIEZ S NERSEMLTBY, 237 —(LoH
A2 RTHERTH -7 (Table 6, 7).

MALT V) ¥ /8JEOMHT I IL, B, Mg
ZRMBEH W70 =94 P AN =R ENDHL. T
O—H% A M XA M) —OEEPRDIVEEDbDRATWVS
A ERIZERMEO 7T —H A4 8 A ) —Z2fToTW
LfisiEdhne Bbh s, 2l fifi, HAiEETITZ5%
ML A D — e TH 575, MilEZIlc X 5 MALT Y > /%
EDOMEEZWNIIE S TlE v, T OHEHRENMALTY ~
SO L ERE B EB OO %D T & &
LTS, 72, AL (artificial intelligence : Al) %
FVZ-HRIR Y v 8 oM Z ICB 3 % ik oY ©
iE, MALT ) Y NEOEBINIEZEINTEY, BWiaH
7z ML AT W % 2 BRI HI W5 2 AT MRS 0 41212 b 1
RS D 5.

V. ¥ & &

MALT V) ¥ ]EOMINEZHIC I, SRR DZ WEEART,
HIRIRAESE, J8Ma bRz MR AR, MRAfE3FAle, LB, B#
BIEAEE + JEKB/IME, B KICER T4 2 L PEET
H5. MMZORT, MALT V) > 7S & 20 H R % % 1F
TEDEINIHWEE 2565 b 228, Milai o 2 a7 —1kic
X BHEREPIEZRON L EREMEBH ORI IO %
o7z,

FEH ORI REFBMEEH ) TRA.
AL OFEFILHE 60 M H AREARANE SN K4 (2021 4F 11 H 7
KFil) ISTHREL.

Abstract

Objective * We attempted to improve the correct cytodiagnosis rate
and interobserver variation by setting criteria for MALT lymphoma.

Study Design : Twenty-three cases of MALT lymphoma and 22 cases
of chronic thyroiditis who had undergone both preoperative cytological
and postoperative histological examinations were included. Useful find-

ings for differentiating between the two were selected. They were
strictly defined, and cutoff values were determined. Then, the findings
of MALT lymphoma were assigned the score of +1, while those of
chronic thyroiditis were scored as — 1. Finally, the total score in each
case was rated on a scale of —2to +5.

Results : The five findings of mountain range-like clusters, lympho-
glandular bodies, stringy crushed nuclei, irregular-shaped nuclei with
prominent nucleoli, and nuclear diameter were significantly more fre-
quent in MALT lymphoma, while follicular epithelial cell clusters and
fibrous tissue fragments were significantly more frequent in chronic
thyroiditis. The mean score was + 2.7 in MALT lymphoma and — 0.8 in
chronic thyroiditis. Scores of =2, 1 and <0 were considered as corre-
sponding to the cytological category of Positive, Undetermined signifi-
cance and Negative, respectively. Based on these criteria, 39 out of the
45 cases were correctly diagnosed.

Conclusion : When diagnosing MALT lymphoma, it is important to
focus on the 7 findings mentioned above. The scoring criteria improve

the correct diagnosis rate and interobserver variations.
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ffEE @2 & 0 11 F-aif O 2Rk [MileR2 & B ¢ & 7=
e R VRN e B ey oD 1 14l

figE EATY BE BEY O OKE TV Rk &Y
FIHA D Sl f—2  JeE e
RV A BRI, AR SR AR 8 — B R

EE  HFIRBEIER OB 8 B (2019 4F) THRM ST A F M R 8z X, BB R IR 12
DA e TR YERIB RS E L i S, Z2020METIIMEZENTE L2V E SNTVRE D,
ZINEMET LM LI TTE TS, Y CRIDRER L 72 iR fa A8 g o 1 Blo 22 flngs a2 2 6
MR 2 RIBCTE D, BEOWMLOL Y 2 — %8 U T L7

FEG 40 W ACHT o2k, BB AS 3 0 R\ ok L C IR AR FORIRE & U CEEE T 10 BB s h
Tz EEEISMZT2em A58 6em 720, ¥4 ora7) JEbE, PRHBTYRICHA L 2
0, AEBEGIBRER O 9 BLES TC R RR MM R T D R & BB S 7z, MBET LLAERINC C OIRE DG RIS |2
JEIEDS I B T EHMBIRHBIL, £ DML HT RS RV AT BEE % ERICEBIMBLLTB Y, &F
PEMINEIC 4 8% F TOEHE, TEREB/ME, KEGHISORK % i, FHMN % @3 5 M5 b i 7z,

FEER - IFER RN R R DR N & RE 2 B RIS IR TlEH o 7225, BRRHT R D PR TRATNHI§ 2 2

Bhbb.

Key words : Follicular carcinoma oncocytic variant, Aspiration, Case report

L & U &®IC

FRCDR I SR CHI A ER EATIE. (oncocytic/oxyphilic cells)
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Retrospective evaluation of fine-needle aspiration cytology for a thy-
roid tumor that was histopathologically diagnosed as follicular carci-
noma, oncocytic variant——A case report——
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C., Keiko MIZUNOY, C. T., J. S. C., Kaori YASUOKAY, C. T, J.S.C.,
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DDepartment of Diagnostic Pathology, Japanese Red Cross Kochi
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2 Department of Diagnostic Pathology, Izumi City General Hospital

FOSCRIESRYE T 780-8562 ML AITIZRRNT 104 @ 63 D 11
FEIAR TR e RS R o B

44 1 H 25 Hefd

A4 6 7 HZH

WRETHIL, I hary P T EELME T, Bika
FANRCIRIC Rt SN D DTN RS E LT AY,
TP MR 2 4R & 3 2 HIRIRIESE S, HAROIUTOHIK
PGB B 45 8L (2019 4F) (BLF, HAOHH)?
T, HURIBEE O RN 2 MR T b 2 IR iRE, 18k
3, FLEERE ISR L C, ZRZICHBA & L ChFsEinia
ORI ONTWS,. SRbivbiud, ke TR IR
WRIE & L C104E ik mBlg & 2 0, AVRHYBI BRI Tk
M RSB IR OBWNCE - TER 2 B L, ZOWRED 11
ERT ORI IS AE R (PR 55 2 %85 ) %18
KRBz, PR PER R IE N &, LI, DR, PR
T B 2L 3 R 0 3 I o0 4 ET 62899 BT R L C 3311
(5.3%) EHEDRWIELTH DY, 11 /T OLERIES |4l
Hfg % il c & 2R E LTHELEZ ONZ. BEDOE
I HIES BT 2 & I Bt A BL e i &2 B85 2 L A3 T
700 %E, BHIEOMAZ @ L TRE L 72



$62% 517, 2023 4F

i 3

Fig. 1 Macroscopic and microscopic findings of follicular carcinoma, oncocytic variant
a : Grossly, a demarcated mass with capsular invasion (arrows) was observed. b, ¢ : Micro-
scopically, the tumor shows capsular invasion (arrows, b) and consists of mononuclear to multi-

nuclear oncocytic cells arranged in sheets (c). Scale bars are shown in the images. b and c are

Hematoxylin and eosin-stained sections.

. fE 151

1. BFRAR

40 RACHT O 2ok, HARBRIES; O R EIE 1E 7 <, e s
NP . 12 4R AT O WM 2 A IR I &
s, ACHB CEEOWE 25, EETR 10 4
], 7o BRI 2o L CREBBIZE ST/, BEWZ
REONERFEIL 2.0cm TH V), BT CHLIE R IRMRE &
LCRoBBIg sz, BRISRIE R R EmZRL, 54
HIZIEBS AT 2.8 cm O W i CEERIEE KL 2 A3 i T S
7225k (negative) OFTRTH -7z, # 2 EAjICIEE
MNdem &% 0, TORIMEY A vra 7)) YEXHO
THH & L 790 ng/mil (FEH#EAE 33.7ng/ml LLF) TH - 72.
ERETIIREDOR AN 6.2cm £ 2D, MEFAfarar
) ili1% 2131 ng/mi & IS AR D, IEHL IR IE R 98N o W]
REVEASEE DAL, VRO B CTHBRISRIAN L o7z 4
B CIEEA A L DO EFIEH 5D OB LR L, MM
AClE, FT3, FT4, TSH WL d IEHH#PHN T, Mo
WA TR TR EFRIE o 72 BEFERAE TR
RIRAEHEIZ 5.2% 3.1 % 2.3 cm DOBEFIIBE 2 R A A S,
WEB T 2 — (X5 EE 2 SR CAY—Th ), ik 7
FUDRD SNz FoHRBARE THICIZA 5 mm OB
FAIR R AN 22 /NG I ASFR 0 Bz, AT o CT
BRI IR ATEDONERI L 5.9%2.6X25ecm TH Y, WEL
HARY =R ENTE Y, FILHERIRI 2 » 8§

MEKIE 7% L, IR DD ah o 7. HEO/NERIZCT
WS CTHIH S N o 72, HURBRAT 3R 0D /NG B 1 1
BHTRICCTHRMIRZE L% 2 5, WErRZ 3 T s v
Mo 7z FEHRIRIE S 26 U U o w] BEVE S 8
TE Wz, LEREYBRHAT Sz, Wi 1 » HTH
4azua7) i3 125 ng/ml (FEHEAE 32.7 ng/ml BLF) &
KF25AR BNz, WMBHRERO%, BEIIMBE T oM
2HINh, TNUBEOREHRKIIAHTH 5.

e, MBOFBEBE ORI, 11 4727 BRI 12
9% LRI I O TR E A Y bR B Wikcd 5 = &
AMESRHIA L, Z OKIEF I IER D 1.9em LIRS
Tz, BRMO AV T35k Twiewnizd, TEEFEA
DFERIIAYTH 5 7.

2. FHRAEDRIERR

RN VEEROFIRBAREICE, EEOIIZEAE
BT 5 6.0x3.3%x22cm KOEFA RO S, EHHH
ARBRAHLHR & OB R UL TSI FRFEN TH - 72, D
IR A FH O L K A B OFIEABIRIRA L TB
D, HORIMEREIEZRE S H T d %200 72, JER
D PFFE TR AR S, BB 28 b I
7o (Fig.1a, b). FEHRRRIE T TREARGER L 72, HERIT
e LT, BEDSELBOFMEERE, HBARZME 4F
WML 2 4 9 2 AR S, SRIRD D ARENE TR L
L, /NP CUgRatRI I 2 505380 b7z (Fig.
1c). BHa5IZIEE A LD SN 72 (0~1/10HPF).
FLIR OREPT R 7% <, FRUFMRIEMIIE A © 70 2 S5



| H A B R 2 £ ek
a b
c d

Fig.2  Cytological findings of fine-needle aspiration of the thyroid tumor performed 11 years before lobectomy

a, b : Papanicolaou-stained cytological smears showing cohesive and discohesive ovoid to polygonal cells at low magnification (a)
and pleomorphic oncocytic cells with single, double and quadruple nuclei (inset of Fig. 2b, x400) at high magnification (b). Dis-

tinct nucleoli are present in the oncocytic cells (arrows, b). ¢, d : Giemsa-stained cytological smears showing pleomorphic and

discohesive oncocytic cells, including trinucleate cells (arrow, c) at high magnification, and blood vessels (arrows, d) transgress-

ing an irregular sheet of oncocytic cells. Scale bars are shown in the images.

FEED LN ol B Rh ol W TR
2R 5 » 7, IREREEZ 1 2ROz, SEEEE L
THFERVEA N B8 Nl & oM N BB ARG 2 250 F, S0
AUk gt % fifT L, WEEMNE L TTFL, +furua>r
) 20 F APEICEEYE, chromogranin A, synaptophysin,
CEAZREME 22 Y, IR R RERRNE & & L7z, Ki67
FEtEsRIE A Yy P ARy M T8% L HIINL Tz, AFEETER
NI Q8K & W L7z, BBl IRt cdh - 72,

3. 11 FFIOAERREEEZOZERES 2R
sz au—%efts (Fig. 2a, b) & ¥ 254t (Fig. 2c,
d) b TBY, MEEOMBBITRE LT, Ml
R IR ZE AL % 7 I IRV R AS IS BT & AT Z 8K
R 6N, BEAEMEEZAT A EREMLD A 5h, Ml

TRAERNE 2 <, 5EBEYE (suspicious) CHFERYERN N IEY; % &
R AT (N QRVANIYSE: 27| S g NOT B EA R e
AR AT L2, R0 kot a8 7 (Fig.
2a-c). JBMMPTR & U CIEIRMF M iea Rl aa A4 F
FIBEAELRL, BRICKEMBRELIZLEALRED R
oz TR, MR KA ERL, 71
~FrofEERL, FHIER SEMEOBBAED L
HRVEDS TS 4METROON, 1w LERD
JEK L 74%/ME D 3B /e (Fig. 2b, o). FLEESE OB
R 3R e o 72, MG ERCIR T, KRB oML
FEEMARENEZRL, B 2/E 0D KE RIIZESIC
ooz, JENZ@ERT AI0% (transgressing blood
vessels) I IO 5Nz (Fig.2d). "NtAF T AT
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2 (2017 4F) TR ATF IV —N, ERMEEE D 5 WIZiE
PEREES DB & E T E, GBI AL o mg R Vs % 5t
)T EHNEETH 72,

. # =

40 FRACHT T O 2L @ BT O B IV B 8 i % 11
FEER L 72, WP e B g e 1%, BiAT 0 WHO 208 554
it (2017 4F) TIZIFRRTEIR IR ZS 1S B\ CTHRRIY 2 #s
TZEALH 2 E sz 2 & H 5 Hiirthle Mo & 58 I T
WA, ETH O WHO 53545 5 MU T, Hiirthle AR
2 5 oncocytic carcinoma ™~ & ZHNETE I NS FE L
ToTWwWh.

LR L 7z HURB RS (2o0f LT, UBe & afR CTaEr 2 Il
ZERL S RIS A AT SN CTHB Y, wikE ThiifT X L7225
W5 | B 5 O s S 2SI e R IR NEE <2 e 1k R ek s % 55
IR TH - 72D0h, FEOHMBEBZEAREZ L -1
7o MR & ARRER S AR TH 0 Il b iZiz & A L%
{, NEVF) VRERE L LR SN S HERER R AR
MR D 720 <, DB AR FH R AE <2 0 e A R R8s & 5 O M
BTIE o7z FIETOZRIS HNERE Y b THllles
AT o 7RI L CTirbCB Y, ERMURE TR L
FEFEMUIRE LR SN TBY, [iEOMILE TS 20
HHTHEDOMIEAIT L A RIS N TV e o 721 Fe
A,

LR LL, BRHERREIRERAE, AGAHE, Warthin fE45
FRFLIENE, = MM B LU, AR M 28 0 e B i
IR e S g e, BRI, RIHTIRBORZ L S $ %%
WREICHIT 22 LB NTWDE, Zo70n, Hilgs
TEFERMEMRR SR L 72561, LiEo X ) LB RwiE
RN DD 5. GF R R 8 R I & 0T
PERIF AL R RN 1%, T OBV DSIRE R D L 3R
HoFMTHESINTBY, Mlez Tl TR
PEEOWEEXDH S, LOFRIETLEEZLND
A, AEOIHRE D L2, 11 Fa OIS M2 1k L
TEDORE T CHMMZH (v LIZEMEE) 13852 &8
TE20%, MitemzsbZ el L.

9, HRBMREZ TRDMHSN T EXREX STV X
T AKX A58 T, HEREMRAEEE I ED L) &
LEA E R BRI, XREZAY T AT 4 (2017 4F)
12 X % RIS Tt 2 F v 72 2020 4@ Ren B OAF5E
T, 23 BlOMFERVEIIA I O 5 5, Rl Mg
WCTHEME, BRI SNEMIZI% T, £IER
EHOBINIEES T, 9% LB & HE S h7zD, 2020 4
D Na 51, 6 BIOuERI AN IE Rk LT, 2ERIKE|

MM Z R EREZF Y 25 A (2017 4E) ZHWTRIE
L, B TR EHE LERNI R d o 72 2 & 2
LCWw3Y, F7:, Ren S, ZEHILEHIIEZS TRk
D 75% % W2 B BOWFBIEM AL L, ZoB%MkE
FEAT S N7 131 Bl H 5, MkZ TEM L 2 S Lz hEs)
1 21% T, AFERVEAII AL e 1E 10%, FLEEREDS 9%, #
FEREAT0.8%, WEIIEAT1.5% EMHFL TV AED, 51
2016 4E O Ito S, FHIKG HIEZICTRER T T AT A
(2008 4F) %l L CHFmRMEMNIE RS & H)%€ L 72 998 Bl
A5, AARHYICEIBR S ARSI A3 % S 7z 426 B & IRE)
L, H#kZ CHEME L HE I N/ 2DX 15% T, BRI
TN 12%, ENEHELDY 2.8%, FLEHMEAY 1.2% &5 L
729 TNOORENS, GFERVENIRAEL L, Rk
5 MRS CUF e I E 55 % 2 L 72 9EB o W T 10 2%
RREEL 207 <, WS il B 8 a8 D i 9 C & Ml 22
TRELDPEELHZE I NV (TERWV) BRP DS
EWbhrb. ZOLHIZ, VHENLERXELAYT VAT A
(2017 4F) 2 X 2 HARBEMIIa et pRal g, MR ke
RGN /NGl s h a2 L &), ZOZEIZHAD
BRI B 2B b kL Bbh s,
Z D728, WFERVEIEL N 2 L TERTE LD
A, IR B i & RO U A MR oA 12
&, FTOMRETomReREEME L2 Auger 1
2014 4FD L ¥ 2 —C, IR MTiEES & a2 A S
LINEEIRE 2 T A M2 e i EMicE LD TH
D, KO H TS ZRR T 20 & L CO YT
PREFGE DD, @KWK ChERIK, SREIR,
FR) MR, QRGO Z L/ IAEVERE, @B 224/
1R, GONUEN % i3 % M4 (transgressing blood vessels)
D5 EEZFTFTW5Y. 2021 4ED Wong 5D L ¥ 2 —TliZ,
BAVEIRZE 0 & 0 B PR N BY g s 2 $ 3 2 \fE T & 5
MEET R & LT, /b iEhatRig, IEvEfe, Jali 28
MBI, IuA FICZLwZ E2ZBF w5, 2020
EIZHIE SN2 Na 50T, ZERI0Ls TS Chf
FEPERI N B R O g & 0 b e kAl B g N D 13 ) TF
BB T M5 L LT, BERB/MEROIEK & KT
N (large cell dysplasia : D 2 £ & 0 K & 2,
RAERG T IR I\ 2T IE KA MR L i DR 2R T) &%
FTWaY, SEOTFERMEMBICE L Cid, 2808 5T
FRPERINEIE S T <, IRIE AR FUIRIRIE LA AR IZ A H s
FEMESS M O UF I MBI IER A TIRwE ShTB Y10, 2
ORI O BBV I MR 12 B 1) 2 B SR O
EINCHE MRS 5. —) T, RO
MLTIEREROEINIIAH TR o7 T2HEDDH
LW, ZOmLTRIZEOMBORLIRIT R L, 2B B
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Table 1  Comparison of the cytologic features between oncocytic cell tumors and non-neoplastic oncocytic cell lesions * !
Cytological features FCOV *2 FAQV *3 Non-neoplastic oncocytic cell lesions Present case
Oncocytic cells  Cellularity High High Low to high High
Non-macrofollicular arrangement * 4 Present Absent-present Present Absent
Macrofollicular arrangement Absent Absent-present Present Absent
Single/discohesive cells Present Present Absent Present
Binucleation Frequent Frequent Rare Frequent
Nucleoli Prominent Variable Inconspicuous Prominent
Nuclear atypia Present Variable Variable Present
Small cell dysplasia Absent-present Absent-present Absent Present
Large cell dysplasia Present-absent Absent-present Absent Present
Transgressing blood vessels Present Absent-present Absent Present
Non-oncocytic follicular cells Absent Absent Present Absent
Colloid Absent Variable Variable Absent
Presence of lymphocytes Absent Absent Variable Absent
Hemosiderin-laden macrophages Not helpful for distinguishing non-neoplastic from neoplastic lesions Absent

*1summary of references 1, 5, 7, and 9. ; *2FCOV, follicular carcinoma oncocytic variant ; * 3 FAQV, follicular adenoma oncocytic variant ;

*4Non-macrofollicular arrangement including microfollicular, syncytial, or trabecular arrangement

BEBITFBEMBOERICIOVWTOERIT . 3L
DUFERERNE O B BLASUF P B B I8N e 2 /R 5 % L AR
WEDd->TEM LWL HRD LN, MldZIicBlT5
TR B 700 08 i 0 48 W2 3 B LB D Z RS I R i 7
HHATH 20D THREESBEE B s, DL, i
VR T 8 Ha i % 0 72 A IR PRI % & T A o LS
B9 2 M2 % Table 112 F &7z

KRG OZEFIWES |2 B, (2RI O & 5
7 % JIEMINEAC Z L HIB R 2 © fF E VR I 5 2 58 5 &
LIETE, IAEMEMN, SARLFRRVERIR, B ICER L7
MK, av 4 Foxkiu, KEHRIGERK, RENZfE
T 5 IME O R % RO 72, 11TERICERNICER D 5
N7z OMNEE DI R TIRZEAENE T b 5 1 REVEIZ R
b LN As, GFEREH IR 8 R o ] ik 2 f54 L <
b IEEZ IR CTH o 72, IFEETE T L8 Kk % € 1Y
IR T E 2RI RIEF S ICBVL T STV
Wiz, SHRLIEFOERIILELEbNS,

Ren 5% Ito 525G LT3 X 91279, 22l s [
BT EMIEAYS < B L 72356 C b A MM R 1 8
FaHfElx & D 108 % FEEE IS 3 &9, AN L8 B 4 1)
3 2R E R 2 ML A2 WBLIR I, G 7Y
WERLHE OB B ORI Z MEZ DA THET 5 2 &1k
TER\. 2016 40 Tto H DIRET T, 426 B O IFEEVENE
B (PRI AL D8 R 66 B, hfmePEM R B 8 Ru i 360
Bl) ZMRET L, IFERUEAI AL & e T & B RN
TL LT, dom % W2 B NEHRDL L BN CH BAES
LN EERLTVAY, 7 A A RRIEESE, M
ZICCTRIEMEN N2 4 cm 28 2 5 EE 20 L Tidsh

BB L TB Y, ZoEREEIL, G
JEB R L CH BYAREETH L L BbND. T2l E
DAV, APk R R & 0 fF Rk R 7 3
FEDIEH A, MG A a7 a7y EA 500 ng/dl BLE &
BT REEDE BISE W E SRR IO ORI NTS
D9, fiEi A v 7)) SEEEEHEET AR L L
TIZBEICLEY I b0 Bb s, AENIME OMEEO
KRPRIE 6em T, ATRT 2 4F BT OB 5 CREV IS e K5 4
cm THA T 7 a 7)) MEAI790ng/dl TH-72Z &b,
ML\ TR TEMI I 2SS S T iU, SR R R 8
JafeZ5E) S L I3 CTEERE b 5.

Iv. #& B3

11 4E T D225 DRI AR & BFAli 9~ 2 & & 25T & 720 IR
PRI AL g e 2 1 BUREER L 72, MBS |2 CRFR IR I 2
RO L NBICIE, BURE L CTHFRIEMIES (D%Ev)
CEHERE D 2RV, IVEEMIE, av A4 Foxa,
RIS S D AR R THBL LR T v
ENBIROFEHEICOWTIE, SHROMPLEIN5.

FH ORI RS FRRARE S D TEA.

AEE AN L CRHMRRA, FRBN, SIRHRI & AT L
72, AR TSR O W E AR A EATREME LA, 2o
W) TRER DB TR ERT 5.
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Abstract

Background : Follicular carcinoma, oncocytic variant (FCOV) and
follicular adenoma, oncocytic variant (FAOV), included in the histo-
logical diagnosis of thyroid tumors in Japan, are also called Hiirthle cell
carcinoma (oncocytic carcinoma) and Hiirthle cell adenoma, respec-
tively, according to the World Health Organization classification (2017).
As FCOV and FAOV are classified based on the presence on histopath-
ological examination of capsular invasion and/or vascular invasion,
cytological differentiation was considered impossible ; however, recent
studies have shown cytological differences between FCOV and FAOV.
We attempted to review the cytological differences between FCOV and
FAOV and to evaluate the fine-needle aspiration cytology findings of a
thyroid tumor that was histopathologically diagnosed as FCOV 11 years
after the initial cytology.

Case ' A Japanese woman in her 40s was referred to our hospital for
surgical treatment of a thyroid tumor. She had been under follow-up for
a thyroid nodule for 10 years at a nearby hospital, and the nodule had
recently increased in size from 2 cm to 6 cm. No metastases were
observed. Surgery was performed and histopathology confirmed the
diagnosis of FCOV. Fine-needle aspiration cytology of the thyroid tumor
performed 11 years ago at our hospital had led to the suspicion of an
oncocytic neoplasm, because oncocytic cells (discohesive, multiple
nuclei, distinct nucleoli, large cell dysplasia, and transgressing blood
vessels) were predominantly observed. Some of these cytological fea-
tures are seen more frequently in FCOV than in FAOV, according to a
literature review.

Conclusion : In the present case, FCOV could have been sus-
pected ; however, decisions on the clinical management of FCOVs

should not be based on cytological evaluation alone.
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TR BRI RS 2 O U 22N o0 D 73 & 1 5

HPV BEE 15 S LA, T AL Mo 1 4l

CiTaC S v R | | I = 20 | [ NI~ < - N S
A F—?  REn Y

it S UL R A RS2 PR AR 2 BB R AR A A LD, BRI T S A 2 & o i e B2 AR

BR RCRAEMIEE 2 72212 X 5 FEEHMIBZ TR L7, NS R~05 Lz ) HPV
B - SR L RBRE, TALMO 1812 i 97 5.

FEMI - 50 AR, &K LBC I X 5 FHEEMIEE Tid, Mldo N/C AW, JIFE, AR,
SO/ REGHIR AL AR ISHA S N7z, By u<F Y aMBRIR oA L, BAMEPSHILS, —#8
TR ERT -y AR & RO U R & HI % L7z, 15 SHARH SRR AT O MR A T U, iRl
OMNBE % b o 72 ML X 2 FTEEMRI T, AP 6 mm ORIPHL TH o7z, —EIZZ ) v MRD
A BRI 2 G2 7. BRI 7 o= F AL, B/MERIIE T, BO2R T R b=V AN HIL -
72, BRRWROBES AR —HAETH Y, HENERE 3 mm LN & HIE L7z ek s detn Cigs
#EMEIE INSM-1, CD56, pl16 23K 1E T Ki-67 fEak=1% 90% UL . Th - 72.

faam - m R O 2 A LI AE N 0 & ol 2 2 L7z,
MRS - AR R T RAZ DWW THe L7z,

I A1 o1 STER 0L BUBE

Key words : Uterine cervix, Poorly differentiated adenocarcinoma with neuroendocrine feature, Stage I

Al, Check-up system, Case report
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A case of stage I Al poorly differentiated cervical adenocarcinoma,
HPV-associated, with neuroendocrine features——Detected by liquid-
based cytology——

Takashi UMEZAWAD, C. T, C. M. L. A. C., Kana TATEKAWA?, C. T,
L. A. C., Yoko YAMAMOTO?, C. T, I. A. C., Eiichi HAYASHI?, C.T, L
A. C., Nobukazu YAMAMURA?, C. T, I. A. C., Jiro KUMAGAI?, M. D.

DDepartment of Clinical Laboratory Sciences, School of Health Sci-
ences, Fukushima Medical University

2 Department of Pathology, Yokohama City Minato Red Cross Hospi-
tal

aSCRURIEE R T 960-8516 fRESARE KA 10 ® 6 fRE R
R R A IRAER MR A R MR R

A4 4 4 HAT

444 6 H23 HH

SHESOINE R S R & N B S, AT OB e
XA ED SHIR S N7z, FEERmEIRVHRE 4
2BV TH Y A M SHHEIBRS L, MR ISR 2
BWNEREZROEE, BEOBRIPEBIEEBELY 5
mm DROFHIMETHNIE TA O L2 shs, #
D7z, TAMORIE, ZHEHEKFHN) -2 a3
EELTWAUWEEEND 5.

4l Ky 72 oAb R 2 (liquid-based cytol-
ogy : LBC) 12X % F = SHMMNEE CTHLAIE & H e
L, TESEHAH#EYIERM (loop electrosurgical excisional
procedure : LEEP) |2 & % #lfkiZ TN WA~DMEbr
I EY 27 e FEEEE Y £ )V A (human papillomavi-
rus : HPV) B85 SRR b RGE, TALMIE2HL
THEBI % FEBR L 72 D T 5.
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Fig.1 Liquid-based cytology by the BD CytoRich method.
Small tumor cells with are scattered singly (Pap staining,
% 40). Inset : Abnormal mitotic figure (arrow) (Pap stain-
ing, X 60).

0. fE 151

B OF 50, ik BIEL 2R 2 R

BRE  ERRMAERORR T NEHIII L . 20XX
i, TESHPADAZ ) —= v 7k HIC Ny 72
ZIF7:. A VKA -—TIREETRAEIASNE 2o
oo TEFHMBETZE, RNGRCY—Xy 727530
(HAXZ b - 54 v x oy v Has) 28w, BD
AT RIS, T (HARZ by - T v F 0y B
A&xth) X L IR AR LBC Td % BD CytoRich™
(ARRZ b v - 514 v F 0y At TEME LIKRSL
RIPRIE & 3R L 72, LBC RERARDTZ L Wiz D @EZIFED
LBC AR5, M5 X 2 g by gt (immu-
nocytochemical staining : ICC) %17 7z, MRS X H
IN—I1 T AR, BEDFLETITo 72, ICC DRERLD
I B b e N 7 s 9% (large cell neuroendocrine carci-
noma : LCNEC) Otk d & x b7z, ERTITMzo
N/C WA WA L 72/ NSRS A o NS Z D&
WX THT, BREAUERYLENRE EDN:. 201k,
LEEP | X 2 #i#%& THREN A~ D % £ 5 HPV B
T E S LI E, TAL LBl S /e, SRRkt
Z2yeft 1%, Synaptophysin (Clone : 27G12, NICHIREI),
Chromogranin-A (NICHIREI), CD56 (Clone : MRO-42,
NICHIREI), Insulinoma-associated protein 1 (INSM-1)
(Clone : A-8, Santa cruzbiotechnology), pl6 (Clone :
E6H4, Roche), ki-67 (Clone : MIB-1, Leica), p40 (Clone :
BC28, NICHIREI), Estrogen receptor (ER) (Clone : SP1,

Roche) % 7 4 /1 BOND-MAX CTHfi L 7z. itk Mz
X BREEBIEDITON TV DAY, 1D FREE L FFEIE A
CY1%3%)

. #MiEFEHNRR

WHRHIPHO 13 mm FPICIE, KB X ORI R
Ml & & HISHITE D N/C leAsE wINEL o lE 55 M & 957
BV ICZ BGRD 72 (Fig. 1), —#RIE 2% 7 R b —
AN EENTW: (Fig. 11Inset). JEEHMILIE, FE, 50
ME, @R —SZaEs 2L w7 (Fig.2). &7
o~ APHBRRICAA L, BAMERHEY D, MRREIX

SR CH S 2 R HOE AETE ORI RIEA SN o 72
(Fig. 2). ZHMRZ LA, 284 4B o EEMILOR
EAHM DS (Fig.3), 94 7)) — itk oy % 4
WD, AL, FLBURMIAESR, EIREEE, AR
FALNGD o208, —EBIZa ¥y RS % 30 7 (Fig.
3Inset). LL oM R & 0 ARG LRI & e L7z, il
By — Rl 2 o Mt A5 LCNEC 2 BRAb T & 7%
olzla, MG TICC #1{To/o & 25, BN
DRI INSM-1 25kt % 7R L (Fig. 4), LCNEC O uJ gtk b
ZE L7

IV. fE#PRIRR R

LEEP 12 X % 12 7 OMBFEARIER SN, 1 FH O
ARIZOARKFEF I 6 mm OFFEZ iBo7z (Fig. 5). Mk
B O N/C Le v v /NS BEH I 0> 78 F2 4 B gili A
5 5WET, WH»RILIERK - B - G RA LN
o 2. TSI #% Tl nuclear palisading A3& & L7z
(Fig. 6). MEEMIRLEMIERIIE T, ZISHEE, 5 &
WKL, 7u~F VBRI L, B/ SHIEE
TR 3 h &SR CTIFBIETh - 72 (Fig. 7). BoEg=
TRMN=YZANHND, —HICHE o Tz, FERE
MEOMEEERBEANICIE, 2 v MROBERRE 22—
R 7z (Fig. 7 Inset). FLECEE T o I - NI SEhE MR R
AR A B (Fig. 8), MufEddE LB & 2 70 [ B IR
AN Do Tz —HBOFEEBLLF AR AN [ A5 T
AERAZRLTEY, BEEME 3mm BLN &I L7 (Fig.
8). AV v MROBERMEE TIZ (Fig. 9a), PAS Kt & 7
VT v ER THu R NI O MBI & e Bk
Z 7z (Fig. 9b, ¢). H-EEARTIZ I AL IO LRR
G & L7z,
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Fig.2 Liquid-based cytology by the BD CytoRich method.
Multinucleated tumor cells are seen (Pap staining, X 60).

Fig.4 Immunocytochemical staining using the cell transfer tech-
nique.
Immunoreactive naked nuclear component characterized
by strongly positive brown nuclear immunostaining for
INSM-1 (Immunocytochemical staining, X 60).

V. SEHs R

JEE B B L XA RN W~ — B — @ INSM-1 & CD56 23K
< (Fig.9d, e), Synaptophysin & chromogranin-A 1ZF&
PCTdh o7z ple FEEMILOEE X OCHIRE I E AN
Bt % B L (Fig. 9f), ER & JHIl ~ — & — o p40 (Fig.
9g) FBEMTH -7, Ki67 fFHEikFIEZEHEMT 90%LL 1
T# o7z (Fig.9h). PLEX D, MENGTWADOMLE D

Fig. 3 Liquid-based cytology by the BD CytoRich method.
Round or oval and tall columnar tumor cells are scattered
(Pap staining, % 60). Inset : Rosette-like structure (Pap

staining, X 60).
T— 6mm ——»

Fig. 5 Loupe image for LEEP.
An early lesion measuring 6 mm in transverse diameter is
seen (H-E staining, Loupe image).

HPV 515 SR bR, TALM & 2L 72,
VL. £ =

ARBNTHREFEC TAl o RWH A THB L RF LT
W7eds, Ny 7 EZoFESBMEZ I v T, RIEE
=Ry 727530 FHWTBY, HoroEEMm
AERICT &, LBCIC & V) GEMlZ2 M i o5t &7z, Mila
Fi A 5 LCNEC O gtk b % 2 5 LBC O ) Mifk X 1
EBIEARZVEH L, ICC TINSM-1 2501 % £ L LCNEC 2%
FERNIET SN

FESHT ORI RIHRE TH 5 LRI (adenocarci-
noma in situ © AIS) 1ZEFERTH 5720, HMEBITL S A
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Fig. 6  Solid growth pattern.
Solid growth of tumor cells with severe cytological atypia
is observed (H-E staining, % 20).

Fig.8 Minimal stromal invasion.
Part of the margin of the basement membrane is irregular
in the direction of the stroma, and the depth of stromal
invasion was judged to be under 3 mm (H-E staining,
X 40).

)=V FTRRBEND ZEDL 02, BIENEoRE
LI SN TR0 FRTHIILZ I X 5 ALS OREEE DMK
WENIE sampling error 23% W E HE I N TW 549, 3
TN, SHEHE D © OMBLERIAI §8 %
F—Ry P ATITVOREDT T VHHEREINTEND,
LBC Y AT AIZX D EA—EICEBEINERTHOR
s == r7d, BMBEORRICE Y EEE Bbh b,
M T ESEMIRE L ET 59 2 T b HELME
AL, SR OIES IS FLECR, B RS, MRRA

Fig.7 High-grade morphology for histological architecture.
The tumor cells have eosinophilic cytoplasm, and the
nuclei contain coarse granular chromatin and prominent
mitotic or apoptotic figures (H-E staining, %40). Inset :
Gland-like structures are also seen (H-E staining, x40).

&KL, D% < 7 hyperchromatic crowded cell group
OETHET L2 L TH LY. L L, RN
HINZHAEED MBI Y — VZ R LTz, MERAHE
ENWHETH o 72, TOBHE U TR Fe TR
DIRETH o 72720, MIEH TR EAEEOLI s —
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Fig.9  Special stains and immunocytochemical staining.

Gland-like structures are observed in some parts of the tumor nest (a), and PAS reaction and Alcian blue staining are positive (b,
¢). Immunohistochemistry shows positive staining of the tumor cells for INSM-1 (d) and CD56 (e). The nuclei and cytoplasm of
the tumor cells show positive staining for p16 (f) and negative staining for p40 (g). The Ki-67 index was higher than=90% (h).
(a : H-E staining, %20 : b : PAS reaction, x40 ; ¢ : Alcian blue staining, x40 : d : Immunohistochemical staining (IHC), % 20 :

e f g h: IHC, x40).
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Abstract

Background : A case of HPV-associated poorly differentiated adeno-
carcinoma of the cervix, stage I Al, with neuroendocrine differentia-
tion detected by cervical cytology during a comprehensive check-up
system.

Case : The patient was a woman in her 50 s. Liquid-based cytology of
the cervix revealed small round or oval tall columnar multinucleated
tumor cells with a high N/C ratio, that were scattered singly. The tumor
cells had coarse granular nuclear chromatin and prominent nucleoli,
and some cells showed mitotic figures or rosette formation. The find-
ings were considered as being consistent with poorly differentiated
adenocarcinoma. Tissue specimens obtained by cervical conization
showed an early lesion measuring 6 mm in transverse diameter, with a
solid growth of tumor cells containing eosinophilic cytoplasm. Gland-
like structures were found in some parts. The tumor cell nuclei had
increased chromatin, prominent nucleoli, and mitotic or apoptotic fig-
ures. The basement membrane at the margin of the tumor nest was
partly irregular, and the depth of stromal invasion was judged to be
under 3 mm. Immunohistochemistry showed positive staining of the
tumor cells for INSM-1, CD56 and p16, and the Ki-67 labeling index was
=90%.

Conclusion * The cytological/histological findings were suggestive of

poorly differentiated adenocarcinoma of the cervix, stage I Al, with a

highly malignant morphology, that required differentiation from large-

cell neuroendocrine carcinoma.
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A case of pancreatic neuroendocrine tumor with amyloid deposition
(insulinoma) predicted by rapid on-site evaluation of pancreatic endo-
scopic ultrasound-guided fine-needle aspiration specimen
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a b
Fig.1 ROSE of EUS-FNA specimens of the pancreas by the rapid CytoRich™ method.
a : Light green staining showing poorly cohesive neoplastic cells with deposits of dense amorphous material in the background
(Pap staining, X 10). b : The neoplastic cells are embedded in a thick, dense, and homogeneous stroma (Pap staining, X 20).
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ROSE of EUS-FNA specimens of the pancreas by the rapid CytoRich™ method and by immunocytochemical staining using the cell

a : The tumor cells are dispersed as isolated cells. Round, small naked nuclei with fine granular chromatin and unclear nucleoli are

seen (Pap staining, X 60). Inset : Immunoreactive naked nuclear component characterized by strongly positive brown nuclear
staining for INSM-1 (immunocytochemical staining, X 60). b : Tumor cells are arranged in rosette-like structures (arrow) and
trabeculae (arrows) (Pap staining, % 60). Inset : Tumor cells showing small round or oval nuclei with granular chromatin (Pap
staining, % 100). ¢ : Spindle-shaped nuclei with vascular component for branching structures (Pap staining, X 60).

a b
Fig. 2
transfer technique.
a b
Fig. 3 Histological findings of cell block preparations.

a : A few tumor cells showing a low degree of atypia, scat-
tered in an eosinophilic, amorphous and homogeneously
dense stroma (H-E staining, X 10).b : Cells arranged in a
trabecular pattern within the eosinophilic, amorphous and
homogeneously dense stroma at higher magnification (H-E
staining, % 40).

a b

Fig. 4 Histological findings of cell block preparations of the EUS-
FNA specimens.
a @ Congo red staining showing positive reaction for amy-
loid deposition (Congo red staining, x10). b : Polarized
light microscopy after Congo red staining revealed the
typical apple-green birefringence of the amyloid deposits
(Congo red staining, x 20).
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Fig. 5 Immunohistochemical features of the cell block preparations.

PanNET (G1) with amyloid deposition (insulinoma), component with strongly positive nuclear staining for INSM-1 (a), and strong
and diffuse reactivity for chromogranin-A (b), synaptophysin (c), CD56 (d), and insulin (e). Diffuse reactivity for amyloid-A (f)

(a-f : immunohistochemical staining, % 40).
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Abstract

Background : We predicted a PanNET with amyloid deposition by
rapid on-site cytologic evaluation (ROSE) using the rapid CytoRich™
(CR) method in EUS-FNA cytology of the pancreas.

Case : A woman in her 60 s was detected as having pancreatic duct
dilatation by abdominal ultrasonography during a health checkup. As
part of further detailed evaluation, pancreatic EUS-FNA with ROSE was
performed. ROSE using the CR method revealed light green-stained
amorphous material, small tumor cells with naked nuclei, and branch-
ing/tortuous vessels with spindle-shaped endothelial cells. Based on
these findings, the patient was suspected as having a PanNET with
amyloid deposition. Sections prepared from cell blocks revealed depos-
its that showed orange-red staining with Congo red and apple-green
birefringence under polarized light microscopy, indicative of amyloid
deposition. Immunohistochemistry showed positive staining of the
tumor cells for INSM-1, chromogranin-A, synaptophysin, cluster of dif-
ferentiation CD56, insulin, and Amyloid-A, and the Ki-67 index was <
1%. From these findings, we confirmed the diagnosis of insulin-produc-
ing PanNET G1 with amyloid deposition.

Conclusion : In EUS-FNA cytology of pancreatic tumors, the cytolog-
ical findings of amorphous material containing small tumor cells with
naked nuclei and branching/tortuous vessels should raise the suspicion
of PanNET with amyloid deposition.
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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 initials for the rest of the name, and other

(7)

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.
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

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.
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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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