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Comparative analyses between conventional Papanicolaou smear
method and the liquid based SurePath method in body cavity fluid
cytology

Takahiro NAKANISHI, C.T,, I.A. C., Gen SATO, C.T,,I.LA.C,,
Masako ITOYAMA, C.T, L. A. C., Junko NAKAMURA, C.T,, .A. C,,
Yoshitaka TORII, C.T., I. A. C., Takahiro WATANABE, M. D., Nami
NAKAGOMI, M. D., Yoshihiro IDE, M. D., Ikuo MATSUDA, M. D.,
Seiichi HIROTA, M. D.

Department of Surgical Pathology, Hyogo College of Medicine Hos-
pital

i SCRRIEERSE T 663-8051 JCEVLVGE HiREINT 1 0 1 JoH
Vg NG St T B S TR TN

SERE 30 4F 6 A 21 Haz A

SR 314E 4 A 23 Haz 8t
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WAEAITE, BRNICEET 5.

Liquid based cytology (LLF LBC) #:1%, T-&=SHALREE
MR B AARBIEREARORA 2 HI L LCTHZE - BA
SNTEEARVERTTETH Y, SurePath 7, ThinPrep i£,
Cellprep #, TACAS 7% B\ O OFEH D H 5. AFRMY
GHEAVEASTRETH B 2 &S, AE, RIS | HF
B Lo ARRARICHISH SN TETB I, Rk
WRETHLMEDREN TV AT, Slbhbhid, KK
AR Z T, BEDG ST AHEIT X L BHER
(conventional Papanicolaou smear #274, LLF CPfEA) &
LBC {#E»—>TH % SurePath % v 7z LBC A (DLF
SP fEAR) 12 B 2GR0 WG 217w, 2h T ToHl
HEDRFIZOVTHEEZINZ 7.
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Table1 Types of body fluid specimens used and their evaluation results
according to the Papanicolaou classification

Type of specimen negative malignant positive Total

Pleural fluids 469 45 207 721

Pleural lavage fluids 235 6 10 251

Ascites fluids 391 19 109 519

Peritoneal lavage fluids 187 11 31 229

Pericardial fluids 23 5 11 39

Total 1305 86 368 1759

Table 2  Method for preparing LBC specimens
1 Centrifuge (3000 rpm, 10 minutes)
2 Pour out the supernatant by decantation
3 Add CytoRich Red solution (6ml) to the sediment and stir, and allow to stand for over 30 minutes
4  Centrifuge (3000 rpm, 10 minutes)
5  Pour out the supernatant by decantation
6  Add deionized water (6ml) to the sediment and stir
7  Centrifuge (3000 rpm, 10 minutes)
8  Pour out the supernatant by decantation
9  Pour the sample (300 /) into the settling chamber with the pre-coated slide mounted on the slide rack, and allow to stand for over 10 minutes
10 Pour out the supernatant by aspiration
11 Add 100% ethyl alcohol (1ml) along the inner surface of the settling chamber
12 Repeat 10 and 11
13 Remove the supernatant on the filter paper by turning the slide rack upside down
14 Wetix after removing the settling chamber
. Table 3 Method for measuring the number of atypical cells
II. MREAFE
Category

1. & & A B C

2014 4 1 A 20 5 2015 4F 10 712 4B Thifr S 72 RIPER
MR 1759 Bl &2 H 72, MR o NERIZINAK 721 61, KpEdt
i 251 B, MK 519 1, MEIPEGEEHIE 229 1, (LFER 39 B
THY, Wike LTI negative A% 1305 %I, malignant 7% 86
%1, positive A% 368 #ITd - 7= (Table 1).

2. A &

1) BEARVERTFIE

R S N7k % £ 973000 rpm T 10 43+ (il A i HE R
kit 3 0 maO L, N7 4 —3— MFo5H
WERFIL 2 — N 25 4 F MAS-GP type A (3 RAS T T3 kR
&4t Osaka, Japan) Z# W, 7S any fefmiiin 2
B, 7T R 1R, PAS RUBEEAR 1L, ¥4
FYARER L OFF 5D CPREARZ L7, CPAEA(E
B RENIEDS L WSV T Ty Z IR % 5
L 72#%, CytoRich Red fRAFH (HARXZ MY - T4 v ¥ ¥
v v Rk &4t Tokyo, Japan) %L C 30 25 LA L&
L, h=%JATMAI4 F7L vy 7 (HAXZ L -
74 v F Y A &) & BT SurePath A 71 b a—

Number of cells constituting atypical cell cluster =5 6-10 11=
Point 1 2 3

WBNZHES T SPREARZER L, X auy iz iro
72 (Table 2). MFEfEOLEICIE CPEEAR, SPAEAL I
soR= an vy Pt AR 1R T HIRERGT L 7z

2) Ml o i ) ik

CP BEAC malignant & FZ N7z 86 Blod 95 &, HALH
Jii o I E A4 72 W 72812 malignant & 58 E 7z 15 B2
BT, CPEAL SPEATO MBI Z K L7z
Bk e LT, RIS Z & IS 2 A 5 M
BH (A) 1~5M 1KRA > 1), (B) 6~10M 2K~
K, (O 1MEME BRA V) O320HF T —IC
SELTAITY) v 7 L7 (Table3).

3) RIEMRALEE D S

SR L 222 Bl w72 PtfkiZ, Thyroid transcription fac-
tor (LLF TTF-1, clone 8G7G3/1, Agilent Technologies,
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Table4 Stainingprocessof
immunocytochemistry

1 Wash 4 times

2 Heat treatment

3 Wash 6 times

4 Primary antibody 15 minutes
5 Wash 4 times

6 Post Primary 8 minutes
7 Wash 4 times

8 TBST 5 minutes
9 Wash 3 times
10 Polymer 8 minutes
11 Wash 5 times
12 TBST 5 minutes
13 Wash 3 times
14 TBST 5 minutes
15 Wash 3 times
16  Peroxide Block 5 minutes
17 Wash 3 times
18  Deionized Water

19 DAB 5 minutes
20  Deionized Water 5 times
21 Hematoxylin 1 minute

22 Deionized Water 5 times

TBST : Tris Buffered Saline with
Tween® 20
DAB : 3,3'-diaminobenzidine

Santa Clara, USA), Carcinoembryonic antigen (UL F CEA,
clone II-7, Agilent Technologies), D2-40 (clone D2-40,
Agilent Technologies) ® 3 fliff THiat %47 72. SurePath
H7a ba—uiZito THERL72SPEARZ, 95% T %
J =105 Ll B L7z, 10% PG R LV~ Vil
HC 20 AR E L, 10 BB L 72 Bond Wash Solution
10X concentrate (Leica Biosystems, Tokyo, Japan) T
10 73 DL EFfiE L CA 5, BOND-II H B 5 et ¢ (Leica
Biosystems) % Fi\WC, RIS BUEE O B4 % Bt
L7z, PUEIRIGH & L CTid Bond Epitope Retrieval Solution
1 (Leica Biosystems) & Bond Epitope Retrieval Solution 2
(Leica Biosystems) # f\», HiluiStRiRH o ot
70 b I = It TYef L7 (Table 4). PusUR G AL
& —RYUR DTG FRIL RIE MR LA THH LT 5 508
IZHE U ATV, PURIRIG L O A7 M & Jeft 538 D T X
LR A IR L, Rl RSO 2175 72,

Im. #% S
1. SPIEAE CPIERICHEIIZEELMEE - MizH

W RED LB
1) B SPEATIE, B/ & &BBEmILEN %

#9 % CytoRich Red fR-F & 2 5 728, CPEARIZHA
EWRE RIS 5172 (Photo. 1a,b). CP REAR TR 1ML
TWOWAZ X BEEABD - OHBICTEE L 7ERICB W
Th, SPEARTIIE®EIIASNT, HERIWTIETH- 7.
F 72, SPEEARTIIARPER I3 L T 2 MiluES oI
RARELE SERER SN, CPEARL HTHINR
VAR HBLL T/,

2) #ERE : 15 Bk 12 B Tix, CPAEARIZILX SP A
DA T HE L, RUHBEIAE (p=0.0016) 2% < A
b7z (Table5, Fig.1). 72, 156095 % 6 FlicB VT
1%, SPAEEATIINES ML 23 CHE B i 3L L,
positive L E O AW HETdH - 72 (Photo. 1 ¢, d).

2. SPIZEARE CPIEARIZS I 2 BREDESMEZE DM
Fr R D EEEL

1) g (RTELER) BT RIS, 7u~xF 058
i U CRIIEAE 2 1) B+ L v ¥ GIEFg T % £
1L, MR % 32, CPAEAL SPEEARTIIRE o7
BigHa N h o7 (Photo. 2-1a,b).

2) B (BRfE): N/C asE <, IIME~HEoB %
AT A7 u~xF rofia LB AS, NE~ R o#
Jfedl & LCiBd b7z, SPEIARTIE CP ARk
BRRNUHE L TA LN, 703 F v OEERKGEDORED
HIr oz d - 72, F72, SPERTIIHIAFEICEILT
gt n, CPEEARLX D & FHFEAM A - 72 (Photo. 2-1 ¢, d).

3) HfifE (NRRE) : IMETN/CHBEDbOTEL, 7
T~ F e 5 R A /NMESLIRICRRD, A H AR
My b RO 5Nz, CPEARL LT 5L, SPEATIELM
FLEBEA AR RO SN D 72O EREAEL 20, KHIA
AEERCHI AR L CA SNz, F 72, CytoRich Red PR
OMBBIPHEVEHIZ LD CPEEA L D bfilaAs & b /NIIZHE]
Zah, MEEEDHEMHLAZHT I TRERD bR
(Photo. 2-2 ¢, f).

4) BEBEEE - iz sk oOMNZIE CytoRich Red FRAFH
2 & 2 MRIARE O 72 DB E D WG 2353 L <, SP £
RTIIH - ME & HISRAEM Z /R L7z, CPEEARTI,
TP P Rz R A L AR 7 hump BEZSEE S0 MR 215 251
BECADBNDDS, SPERTIXZENOVHL R %Y, M
T & B LEOAHABIES b NS 720, Mlafkix
AR I s 7z, 72, CPREEARCTHII MBI Z
LWk Tad o Td, SPEEATIZIENE < DM
PRI NP, % < ONEGMILS RN S W7EF T,
SPEATIIMIOEREAE L 20, FEM 2 Mz Elg 3R
#7286 b H o7z (Photo. 2-2g, h).

5) 3L#E : SPAEATIX CPEEARIZHART, HEHMILLY X
D ERIRRPEIROEILE LTALNZD, EriEd$56 LTH
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CP smears

background

the amount of cells

C

SP smears

d

Photo.1  Comparison of microscopic findings of the background (a, b : Pap. stain, x 20) and the amount of cells (c, d : Pap. stain, % 40).

295 2 ETHRICARRENBIZE TE 2. SPEATIX
MBI R G L, o BERBIEAE S H o]
IZd o7z, SPEEARTIE CPEARIZHAHMILEI DK A VEA
e, Fz, HHAERSEONS 0D, GRS
X DB L THa SNz (Photo. 2-21, ).

6) FENIRMARE - Ml E ISR % A 3 2 R AENE o 5
AU S IRAEPE 258D S 7z (Photo. 2-3k,1). SPAEART
X, CPEARTALNIAMEND A L ¥ T G LD
AL ST WA D - 7225, PAS IRR T VT T ¥
T TR O BIZHI W HE T - 72 (Photo. 2-3 m, n, 0, p).

7) SRR (FRME)  BruxFraEL, BEA
DRI % 3 72 (Photo. 2-3 q,s).  HAAL R
% 5 & 3 % SurePath T, BEAYK & WHIKIL/IMER

KIMOMMLEIIIEEARIC R D 3L, FEBIZCPEARLD
b SPEEARTHIKILMEDSS  BIgE S, MTBESROFLIH
RiEED X DG I L TA SNz (Photo. 2-31, 1).

8) B o /RE B~ KA IR & A 1 RR
W7z SPEARTIIMIAE 254 T 57290, CPEEAK
0D BIAEEDIBL Ny — VBT, LR MRE L OfR)
CEHTH -7z 72, M4 oA EPRFES NS
e, ¥ b ETHLTHIET S I L THROUINAARR
Cas ) Bl E 72 > 72 (Photo. 2-4 u, v).

3. SPERICH 2 REMIEEDEGRET

RIEMBALETHHA L Cw A& EERE LT, ZnE
NOFRIZ B THRIZEMIBALFTIT 9 B D fiidi 7 IG5 1
EABUER A MG L7z (Table 6).
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Table 5 Comparison of the total score between CP smears 40
and SP smears in cases judged as malignant in CP
smears due to a small number of atypical cells
CP smears SP smears -
(5]
Case No.  Category Category £ 30
—— Total score —  Total score é
A B @
o
1 4 4 6 3 12 2
2 2 1 4 6 1 8 ‘é 20
3 1 1 1 1 £
4 4 1 6 12 3 18 =
o
5 6 6 15 2 19 2
6 7 1 9 13 5 4 35 5
7 2 2 10 3 33 S 10 ®
%) °
8 1 1 2 1 5
9 2 2 6 5 13 ® oo
10 2 2 4 1 6 e |
11 2 2 1 1 8 ol M ¢
12 2 2 3 0 10 20 30 40
13 1 1 1 1 Score of the SP specimen
14 2 2 2 4 3 19
15 1 1 1 1 Fig. 1  Distribution of the total score between SP smears and CP

A : 5 cells or less, 1 point ; B : 6~10 cells, 2 points ; C : 11
cells or more, 3 points

CP smears

squamous cell carci-
noma

a
adenocarcinoma of
the lung
(¢
Photo. 2-1

Pap. stain, % 20).

TTF-1 O REMI L= BV Tid, BUGLI Z fTh %
&, ToniemrREo Ny, BIGREE1T) 2 & TRE

smears in cases judged as malignant in CP smears due to a
small number of atypical cells

SP smears

d

Comparison of microscopic findings in squamous cell carcinoma (a, b : Pap. stain, x 20), adenocarcinoma of the lung (c, d :

RO Bz (Photo.3a,b). —7J5, CEA OfujEfil

BAIZ BV Tid, BT O A I A2 b & TEEHINE
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CP smears

small cell carcinoma
of the lung

(S
malignant mesotheli-
oma
invasive ductal carci-
noma of the breast
i

SP smears

Photo. 2-2  Comparison of microscopic findings in small cell carcinoma of the lung (e, f : Pap. stain, X 100), malignant mesothelioma (g,
h : Pap. stain, % 20), invasive ductal carcinoma of the breast (i,j : Pap. stain, x20).

BT AR S8, BRI A 1T b o 7241
i, WROKEMEANEYT 2 EIZH D, RIELH A 1T
) ETHEWLT RIS S (Photo. 3¢, d). D240 D
AL TIE, BRI 21T b b o 2 5A101, B
IS <, GBI Z1T) 2 & TRIF ARG LN
7278, BRIALELC X MR 720 C 4 MR g L
TWab EHIZALNz RIESGMERHNEEZE 2 CTRE
AT o 72785, MO ARGt SN AR IO N h o

72 (Photo. 3 e, f).

Iv. £ =

—#zlZ, SPEEATIX CPEARIZHN, HWHLRERI RS
NHZERINITOMEICETHHMEINTSE
DISIL KRG BT b AAROPT s S iz, Mg
DOHBIEERIL, SPEEATIE CP EEAIZ AN ARKE 38 O PRFF
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CP smears

signet ring cell carci-
noma

serous carcinoma of
the ovary
Calcified body (red

arrow) xO

q

I237
x
o \
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Photo. 2-3  Comparison of microscopic findings in signet ring cell carcinoma (k,1: Pap. stain, x40, m, o : PAS stain, x40, n, p : Alcian
Blue stain, % 40), serous carcinoma of the ovary (q, s : Pap. stain, X40) (r, t : Pap. stain, X 20) (red arrow : Calcified body).

KNSR BLT 5 2 & 25, HURISHINELZ < P
fa 7 & o1 w SRS DA O T b S 5kl &
NTWBUID - —J REERBARIC BT %708 =aa 7 g
AR L F AW RMOBEARE O L7oME TlE, SPREEAL
CPEEADHTH L 2 Miluf & M RICH B e E=d e
CEPHEINTWAED, T2, KMEHE Rk =
0 Yt B 1 M D A& 7 MET T, R g
WX SPEEARD I CPEALD BENTV L LOHMEND
DL ARHRES T b FREOE R S /.

SP AR TIZMIa T MBIk AT CPAEAR L 13 R % % 7
B, HEIIZEADSUETH 575, MBS —FRI5 A L
CP BRI AMESG MO MBI S Fv 2 &2 5@ %
BT o728 F 7o SPEEATIE CPAEARICHAN, Bk
AN &5, GFMIEROMHEICDHRTH 52,
CPIEARTIIATA FH T ADK 2/3 DHIFEICEEKE I T
BY, HEMHPAIL 8.75 cm? (25%3.5cm) L&D, YT
FohFcorosmau Yt IR 2 BIER L Twizo
T, 160124720 OFEMBPIIRAL17.5cmTH -7z, —F
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CP smears

malignant lymphoma

u

SP smears

A\

Photo. 2-4  Comparison of microscopic findings in malignant lymphoma (u, v : Pap. stain, % 100).

Table 6 Primary antibodies used in immunocytochemistry and their staining conditions

Immunocytochemistry

Immunohistochemistry

Dilution ratio Condition of heat treatment  Dilution ratio Condition of heat treatment

Primary antibody Source Clone

TTF-1 Agilent Technologies 8G7G3/1 X 400
CEA Agilent Technologies -7 X 50
D240 Agilent Technologies ~ D2-40 %50

20 minutes by ER 2 X 200 20 minutes by ER 2
10 minutes by ER 1 x50 10 minutes by ER 1
10 minutes by ER 2 x 50 10 minutes by ER 2

SPEEAR 1 MO AR T B3551%, HEE 1.3 cm OB
4 (1.33cm?) ASEEMHEPAICTH D, 1% 0 IHRFT 5 &
SP BEARDGFHMRAMPIL CPEEARD 1/13 DL F & o7 Hil
I SEMRA PR L AR A7 9 5 L b, SEMERE o Fi 1o
BRLLDEEZ ST

F 72, SPEEARTIE CPEARL D b BB A RIS
L, BEREmELZEWD L L DHEGEDR D 5 HT81L12)
AMFHZBWTDH CP A T malignant & S, SPZ
ATl positive L EDHIENWFETDH o 72EFI A SN
7o, ZOEME LTIE, SPEATIEIANLER BT 20RES
N, POMBENCPERLYILZVADIZ, XVEEL
TEI RO EZ LN

¥ 72, kit % CytoRich Red FRAFEICIRAE§ 5 2 & THuE
ML R BB T RERANDICH S EETH % H122-20, SP
A2 3BT B ML CPEADSA & 13 B4t
BERZ->TBY, 7074 F—¥KAEEORENIEZIT>
7oA SR AT AR L C R 2 Jefuib s o g, Bi
RICE o TIREELZFMIRFVPLELE 2 b/ FIC
D2-40 O & 9 Z MR Btk BSOS & R 3 PRI BV T,
SPEATITM SRS SN L) ICBlgs i &
DO E LTI, SPEARTIZ AR 22 BT RE O 4E )
BIFC, MEREoSm st I NG5I1EZ0 X ) 1ICAk

AB72DEEZLN, FHOREIZT TR BT HHIC
DEBILETH - 7.

SR 30 SEEE OB HIMGET Tkt v T ey 22K D
B AR AR AR BRIIGR S, AR ARIC B VW Tk
V7 ay ZEEIC X BRI A X )Tk
D, BT a7 BRE 72 SRR LR s TR
DL D ISNTWESD, ARG DRV THY 70O
VERE 2SI 72 35 121, LBC etk % v CHaEiiifafb s
HIEFMFED L Z 2 5N 5. HEEIZ CytoRich Red #1447
WAZRAE L 72 LBCHRIKTOBIZFMEEROBE S H
220 LBC Mk & F\ 7= S HEOMBE B O—B % %
LEzZ LN

V. #& B

S S F RMRBERRAR D SPEEAIZ BT B M A R kRS
A9 LB, RIEMIILA ORI 217572, SPAE
REFA DY 2 RS 5 LH 3D 5755, CPEEA & [
FOHEHIRETH o 72, REMIALAIBNTIE S 5%
B iR OGS HLEE T D B 7%, LBC I TIIBARD KR
HEREAROBRNPES THDHZ L b, LBC HEIZMAPERR
HROZWICBNTHHMTHY, SPEARLFHTL L
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with heat treatment

TTF-1

a
CEA

C
D2-40

(¢

without heat treatment

f

Photo. 3  Comparison of microscopic findings in immunocytochemistry of TTF-1 (a, b, X 20), CEA (c, d, x20), and D2-40 (e, f, x40)
with or without heat treatment (TTF-1 : Thyroid transcription factor, CEA : Carcinoembryonic antigen).

TETORENN L5 EEZ LN

FHOIE, RTINS ARPIREIZS ) TEA.
AL DT 54 M HABRRANL A SR & (P 27 48 11
A, &tiE) TRERLZ

Abstract

Objective : A comparison of the conventional Papanicolaou smear
method with the SurePath method, which is one of the liquid based
cytology (LBC) methods by using body cavity fluid samples, was carried
out to clarity whether the SurePath method is applicable to body cavity
fluid cytology.

Study Design : We studied a total of 1759 body cavity fluid samples.
First, we prepared the conventional Papanicolaou smear specimens

from the buffy coat of each sample. Next, the residual cells were fixed

with CytoRich Red solution and the LBC specimens were prepared
using the SurePath method.

Results : The background of the LBC specimens was clearer than
that of the conventional Papanicolaou smear specimens. The observa-
tion area in the SurePath specimens was narrower than in the conven-
tional Papanicolaou specimens. Tumor cells in the SurePath specimens
were observed to maintain their three-dimensional structure. In the
immunocytochemistry, relatively good results were obtained in the
LBC specimens.

Conclusions  In the LBC specimens, cell morphology and the
appearance pattern were a little different from those in the conventional
Papanicolaou smear method specimens. However, we considered that
the SurePath method is useful for cytological assessment of body cavity
fluid.
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BAY - A1 A 72 2L solid papillary carcinoma (SPC) OMMEAMEEICAEH & 2 5T RIZOWT,
invasive ductal carcinoma, solid type (STC) & ikt %47 7.
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FLAR solid papillary carcinoma (SPC) &, HLER&EMIIZHL
iR U 72 LB IS A6 A ik 2 P, ML BRI gl %
ARYIIEWO—ITH 5. 72, RN~ D5L
RLHEINNORH IR 2R 2L MENT VDL
(Photo. 1). —7, MBFEMIIHIFEOD LA EZEL,
OF ko M BL, @FFEMEMIBER, BAEEMo B,
QEFININT BT 2 RIS I E OffA A, @IEFEHMIIX
RARIDGG L, BRfEtE, iz uxF 26535, ®F
A b7 = VIO E &N PR O AFAE 19 3%
FohTwad, Lo L SPC &ML 2 i35 & A7 85
G, BT LDMRIEZ I o Lidvndiizwv, Th
5 O X O H T & ¥F#12 invasive ductal carcinoma,
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a

b c

Photo. 1  Histological findings of SPC. a : Low magnification : the tumor shows a solid and expansive growth pattern (x4). b : Fine
delicate fibrovascular septa are present in the solid nodules (% 10). ¢ : Extracellular mucin is observed (x40).(a, b, c : H. E.

staining)

solid type (STC) &M 5. MNEFEII A7z STC IZFE
MR SR R e R O Bl K213 Lo & LT SPC
CHEMLAHRERT AT, LA L, SPC & STC ##iia
FRNC K L 228 bbb SRR L2 &) B2 5
nwv (i PubMed-NCBI : 2000~2017 4E).

Llalb b, MBI A 7z SPC 2DV, STC &
XL, MEREHEE D 7 255 I AORGEE 1T - 72.

II. WREAE

2009~2017 4 F TIZ Y FEB X OB E R L T Al i 2R Al
Wi |RIBE RS 25 HEAT S, 2 DMEREE9IC SPC Ll S iv/z
11 %) (SPC in situ : 2 51, SPC with invasion : 9 %) % Hw
7o BBERIETI 65 0% (37~84 %) . B k. NEE
FOFYIE 24 mm (&N 7mm, &K 45mm) THo7z
(Table 1). J5FLRBRIEA 2 F v 72 Se s fARA LA et ol

2BIHER - PgR (+), HER (=) THbH, #kEN
WEE & L CoMREEA LTz (Table 2). ARG
FZORIIEFTEMELEBIISNTBY, SPC DMK
ENTHETDH o 725EBNE 7/11 1 (No. 1~7 : 63.6%). Hlitk
TIHESE LS\ 72 5 7 Ao 72JEBIE 4/11 ) (No. 8~11 = 36.4%)
ThoT-.

NS OFEFIOZERILE 2= A (Papanicolau #eft)
VT, O%EBLIOHRE Sy — 2 GyEfim ok
MILAE R, #RIMAERE, BAEtkMiE), O (BEAR
%, S8, B/ME), ORIEPNRTE, @O - MRS &

O'N/C It et # 47 - 72, MBIy — >, BB X
OSBRI D W T, 5 oMl E+HIck b,
(=) L, (+) Y ELTEHIGL7. BMRIZOWTIE
WL o ZA0RICTHMY DD OEFI L, €OHIMED S
R 15 um ZEHITRE - /L U7z 72, & - Mg
K&, N/C HLOIEHTIZDWTIE, 461 100 18 o JE 550 1 % 11
18T 351 (NIKON NIS-Elements ver3.2) % v Tl L
7o TNHOMEITIA, MKEICSTC LZkis /- 16
Bl g & LTl oM R &2 i U7, ETaEm
MEHIZ DWW T p2MisE, Studentt Mg % Hv, Th2h<
0.05%b->THESEDY & L7

. #% g

SPC Ol . % Table 312, %72, SPC & STC O H#
K5 9% Table 4 IZ7RF.

1. BESLUPHBRNN2-

1) B

SPC Tl 8/11 %1 (72.7%), STC ¥ 1/16 ] (6.0%) 1<
P b7z (p<0.001) (Photo. 2a).

2) FEFEEME

SPC Tl 10/11 %1 (90.9%), STC & 14/16 i (87.5%)
B 5N (p=0.782) (Photo. 2b).

3) BRifn %

SPC TliZ 7/11 %1 (63.6%), STC i 1/16 Bl (6.0%) I
sz (p=0.001) (Photo. 2c).
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Table 1

Clinicopathological profile of SPC

Case Age Sex Location Tumor size Hi.stologi'cal C}itologi?al Lymph no.de Follow up
(mm) diagnosis  diagnosis  metastasis
1 74 F Lt E 22x16x%13 SPCI SPC NT NOD (23M)
2 81 F Rt.CD 16x15x12 SPCI SPC NT NOD (41M)
3 68 F RtBDE 32x41x37 SPCI SPC NT NOD (12M)
4 77 F Lt. AE  45X30X20 SPCI SPC NT NOD (15M)
5 8 F LtA 18% 22 SPCI SPC NT NOD (17M)
6 82 F LtABE 45% 30 SPCI SPC NT NOD (77M)
7 74 F Rt.CDE 30x23x18 SPCI SPC NT NOD (40M)
8 58 F Rt. B 15x10%x5 SPCI STC NT NOD (94M)
9 37 F Rt. A TXT7x5 SPCIS STC NT NOD (67M)
10 42 F Lt ACE 15x15x15 SPCIS IDC NT NOD (48M)
11 41 F Rt.CD 15x15%x20 SPCI STC NT NOD (39M)
F : female Rt. :right Lt :left SPCIS : solid papillary carcinoma iz situ SPCI : solid papil-

lary carcinoma with invasion SPC : solid papillary carcinoma STC : invasive ductal carcinoma,

solid type IDC : invasive ductal carcinoma, non-special type NT : negative NOD : no evidence

of disease M : month

Table2  Immunohistochemical features of SPC
Case ER (%) PgR (%) HER2 Ki67 (%) Synaptophysin CGA CD56
1 >90 >90 - 5 + + +
2 >90 80 - 10 + + +
3 >90 >90 - 5 + + +
4 >60 >60 - 5 + - +
5 >60 >60 - 10 + - -
6 >60 >60 1+ 20 + - -
7 100 80 - 25 + + —
8 100 100 - 5 + + +
9 100 100 - 20 + + -
10 100 100 - 70 + + +
11 80 100 - 5 + + -
Table 3  Cytological findings of SPC
Diagnosable group (n=7) Undiagnosable group (n=4)
Total
Cases (No.) 1 2 3 4 5 6 7 Total 8§ 9 10 11 Total
appearance of form
mucinous background + + + 4+ + + + 7/7 (1000%) - - + - 1/4 (250%) 8/11 (72.7%)
solid cluster + o+ + + 4+ 4+ + 7/7 (1000%) + + — + 3/4 (75.0%) 10/11 (90.9%)
fibrovascular core + + + 4+ + + + 7/7 (1000%) - - - - 0/4 (0.0%) 7/11 (63.6%)
isolated cells + o+ + 4+ + + 4+ 7/7 (1000%) + + - + 3/4 (75.0%) 10/11 (90.9%)
nuclear findings
nuclear form irregularity - - - - - + - 1/7 (143%) - - - — 0/4 (0.0%) 1/11 (9.1%)
multiple nuclei - - - 4+ -+ - 2/7 (286%) - - - - 0/4 (00%) 2/11 (18.2%)
nuclei (>1.5um) - - - - - + - 17 (143%) - - - = 0/4 (0.0%) 1/11 (9.1%)
cytoplasm findings
intracytoplasmic mucin ~ + + + + + + + 7/7 (1000%) - - - 4+ 1/4 (25.0%) 8/11 (72.7%)
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Table4  Comparison of the cytological findings between SPC and STC
SPC (n=11) STC (n=16) pvalue
appearance of form
mucinous background 8/11 (72.7%) 1/16 (6.0%) <0.001
solid cluster 10/11 (90.9%) 14/16 (87.5%) 0.782
fibrovascular core 7/11 (63.6%) 1/16 (6.0%) 0.001
isolated cells 10711 (90.9%) 13/16 (81.3%) 0.488
nuclear findings
nuclear form irregularity ~ 1/11  (9.1%) 8/16 (50.0%) 0.027
multiple nuclei 2/11 (18.2%) 5/16 (31.2%) 0.446
nucleoli (>1.5 um) 1/11 (9.1%) 11/16 (68.8%) 0.002
cytoplasm findings
intracytoplasmic mucin 8/11 (72.7%)  5/16 (31.2%) 0.034
a b

Photo. 2 Cytological findings of SPC. a : A mucinous background is observed (x40).b : Large solid clusters of cells are seen (X 10).
¢ : Fine and delicate vessels are detected among the solid clusters (x40).d : Many isolated cells are observed (x10).(a-d :

Papanicolaou staining)
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b

Photo. 3  Comparison of the cytological findings between SPC and STC. a : The tumor cells in SPC have round to oval nuclei, finely gran-

ular chromatin and small nucleoli ( % 100). b : The tumor cells of STC show nuclear distortion with prominent nucleoli ( X 100).

(a, b : Papanicolaou staining)

Photo. 4  Intracytoplasmic lumina are also observed (Papanico-
laou staining, X 100).

4) AR

SPC Ti& 10/11 B (90.9%), STC i% 13/16 1 (81.3%)
2B b7z (p=0.488) (Photo. 2d).

2. ¥R

1) AR

SPC T 1/11 %1 (9.1%), STC & 8/16 # (50.0%) 2,
oY iiid  ONAH D EEMB A BIE sz (p=
0.027) (Photo. 3).

2) %1%

SPC Ti& 2/11 #1 (182%), STC 1 5/16 #] (31.2%) 12

2 Bl & 207z (p=0.446).
3) Bk

SPC Tl 1/11 1 (9.1%), STC 1% 11/16 %] (68.8%) I

L5 um P EOR/MEZ A 2 B30 b7z (p=

0.002).

3. MRRERE

SPC Tl 8/11 %1 (72.7%), STC 1% 5/16 (31.2%) IZ72
w57 (p=0.034) (Photo.4).

4. 1% - MBEEES SO N/C LEOHE

1) Bimif

SPC TiE V-3 48.6 um? (3 K 100.7 um?, #iz/h 21.0 um?),
STC 13F34 66.7 um? (K 169.4 um?, #2/I 20.5 um?) % 71
LTw7 (p=0.235) (Fig.1).

2) R R

SPC Tl P4 111.8 um? (5t K 234.0 um?, #ie/142.7 um?),
STC 123 123.7 um? (3K 338.0 um?, ¥/ 39.7 um?) %
ALTw7z, (p=0.389) (Fig.1).

3) N/Ckt

SPC TIE¥3413 0.46 (3K 0.84, /)1 0.21), STCIEF
¥0.55 (%K 0.79, 1%/ 0.29) #mpRLTwW7 (p=0.002)
(Fig. 1).

Iv. # =

SPC 1%, 1995 4E(Z Maluf 5V & - TR S 72958 Bk
ZTHY, 2012 4FLET O WHO 454 T3 Papillary lesion @
— DI EMT HNTWAEY . FEEHEIL, 2O 1%
K CHREBORKHEICEZ{, FRIELEKPWREITFE Sh
%50 HIRESARCE, KSR O EE ML TR S Iz 7
FEVEFLBRICHIE T 2 E & Bk S T b, TGRS
VA 70 A B AS A S, BB AR R K PR A M B 2
BRI N5, REMRALARIE, AN A~ D7)
b2 bar vt 7y —=»Hte 2219 I
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Fig. 1 Comparison of the nuclear - cell area, nuclear-cytoplasmic ratio (N/C ratio) between SPC and STC.
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Abstract

Objective : The aim of this study was to classify the cytological fea-
tures of solid papillary carcinoma (SPC) of the breast in comparison
with those of invasive ductal carcinoma, solid type (STC).

Study Design : We studied the cytological features of 11 histopatho-
logically confirmed cases of SPC. For comparison, we also examined
the cytological features of 16 histopathologically confirmed cases of
STC. These cytological specimens were studied to evaluate the cellular
background, cell arrangement patterns, and individual cellular findings.

Results : The cytological findings of SPC were as follows : 1) muci-
nous background, 2) solid clusters, 3) a fibrovascular core, 4) isolated
cells ; in regard to the cellular findings, the cell were uniform in size,
with round to oval nuclei, and abundant cytoplasm, with intracytoplas-
mic mucin. On the other hand, the cytological findings of STC were as
follows : 1) solid clusters, 2) isolated cells ; in regard to the cellular
findings, the cells showed nuclear distortion and prominent nucleoli,
with high N/C ratios. Significant differences between SPC and STC
were observed in 1) the presence of a mucinous background, 2) pres-
ence of a fibrovascular core, 3) presence of intracytoplasmic mucin, 4)
the N/C ratio, and 5) the appearance of the nucleoli.

Conclusion : The important cytological features for the diagnosis of
SPC are the presence of a mucinous background, a fibrovascular core,
and intracytoplasmic mucin. SPC was also characterized by a slightly
higher degree of nuclear atypia than STC.
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Malignant tumor of follicular cells

Follicular carcinoma

STI pattern

Papillary carcinoma

(=)

(etc.)

Yes

Solid variant of

papillary carcinoma

Follicular carcinoma
(solid growth pattern)

Typical papillary carcinoma
nuclei throughout

Presence of at least one
of the following:

1. convoluted nuclei
2. mitosis = 3/ 10HPF

3. necrosis

Poorly differentiated carcinoma

Fig. 1
criteria) . WHO classification, 2017V

Flowchart of the algorithm for the diagnosis of poorly differentiated carcinoma (Turin consensus

Table 1  Clinical findings of each group
Histological types
Non-PDC, n=19
PDC,n=17
PC,n=15 FC,n=4

Age, mean (range), years 64.1 (20-89) 44.7 (10-78)  31.8 (19-51)
Male/Female 5/12 0/15 1/1
Size, mean (range), mm 35.2 (13-65) 19.3 (8-61) 33.3 (22-50)
Lymph node metastasis (%) 2 (11.7) 9 (60.0) 1 (25.0)
Distant metastasis (%) 2 (11.7) Lung, Bone 0 (0.0 0 (0.0)
Ultrasound diagnosis (%) PC 6 (35.3) PC 11 (73.3) 2 (50.0)

FC 6 (35.3) FT 2 (133) AG2 (50.0)

FT 3 (17.6) FC 1 (6.7)

ML1 (5.9) AG 1 (6.7)

AG1 (5.9)

PDC : poorly diffrentiated carcinoma, PC : papillary carcinoma, FC : follicular carci-

noma, FT : follicular tumor, ML : malignant lymphoma, AG :
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Table 2  Histological diagnosis according to the new 2017 WHO classification (4th ed.) and cyto-
logical category/presumed diagnosis

Histological diagnosis

Non-PDC,n=19
PDC,n=17 (%)
PC,n=15 (%) FC,n=4 (%)
Cytological diagnosis ~ Benign 5 (29.4) 0 ( 00 1 (25.0)
Follicular tumor 7 (41.2) 0 ( 0.0) 3 (75.0)
Malignant PC 1 (59 15 (100.0) 0 (0.0
PDC 4 (23.5) 0 ( 00 0 (0.0

PDC : poorly diffrentiated carcinoma, PC : papillary carcinoma, FC : follicular carcinoma

FURISHIIEZ Rt 2 & ¥ 2 7 22128 W TR S R A
IETH 7236 B (5L 17 51, FERLHE 19 B1) % xF
G L L, STI XY — &R gk l3 2 /i i,
DML A E N T, VRN L o 72 3FT RO MBI
DWTHE L7z, %8B, NRL L7236 HORIKTH%
Table1 I2F L o7,

MMZ oM EHB IZBEOMESTE2SEICLEZUTO
14 3HH T, AEZEOHEIZIZ Pearson's yMEZ W72 (p
<0.05).

Meat i A

1. MURERIE &35 5

OM R (BB E2)

Q@ESLOAE (EIFHbLR)

@auAf FofFE (&EZMbEV)

2. MREOWMBIY—>

@STL /8% — v OFHE (FFEME, BER, RIK, 2wl

(B MIIE TPR £ 7o R R)
G Mg 75 D A 41t
©ERMED B 5 ML EIL O A 1
DREEE GREILESLLRBED 13D R I A O &
o)

3. A

@BOKES - KRR B Lid 2B Lok
DA )

OB GEMIER W LIZA D #LA ZE 04 1)

% - MIfE (N/CIt) (80% L EZEFELET5)

@y a<F v (Ze v Ui, o4 i)

@ - BN B Ak o 4 4

EK L 72 A% /MR o A5 48

WESZGOFE (BiZMbiw)

1. #% g

1. $FWHO S5 ( ) /&%) (CBI - - B ERE
LI &R I S T 72 48 B, T R 5,
ks 22 B, FEMCMLHE 26 B (FLEFERE 21 61, I8HaE 4
B, KAbdE 161) (ABIE Sz, FUEE 21 Bl ki
FLUREOBFT A A S, R 4 I 3 AT (A D
AT, #57%%=3/10HPF, #i58) &K%, KoL
1BNCIZZIEMIEATH .o 72 RIS, YEE Tt
FEDFEAEFIL 24% 705 1.1% (22/1995 Bl) (2 L 7-.
AIFFE T, MBLEBHARDSHEIE Td - 728510 17 B,
JARLHE 19 ) (FLEESE 15 B, J8HRE 4 B1) 2xfZ e L
7z ARSALNE 17 B, ML 2 Bl AT, 2 H0I21F 20~
709\ FLEEREDNRAE L, 13 BICIE 1~70% A2 1S I e 7
RIELTALNT. 1ZEAEDREBIMELEESTH -
72085, FLERE S OIEGILS 161, IR E S ORERFHS 2 5
Hot:. B, EKHLHETL DT Hho/NEKREE BT
B, TOFFHMPHRLIN TR W0, SHOKGT
W&, /NI E DS R K 1 B DL R OB AL IR KRR S &
WL 72, KA biE &N 5245 (=3/10HPF) 572
OHN, XHIT5HFNIEER, 3HNCADMAZENRALNR

72, 3T R Z& IR IZRED BAERNE R 02 o 7.

FLIE 15 B, #F WHO o @V ICHEw, 1ZITLk
(90% LI E) % STI /8% — ¥ 55 @ B ST FLIANE AT 8 5
W (90% A) (\FEFERIZLIENE O P HL % A 5 FLEE O
40, T LR AbE ) FLEHE S 3 FITH - 7.

2. R CMRRZOHEX S b L UHEE BT

xtg & U7z 36 B oMM T, MBS E X 58 L O
HLFEI % Table 2 127K

HIRLEHE X 55 B 2\, e AR 1 B 6 1 (16.7% ),
UEHAVENESS 10 90 (27.8%), FLEUHE 16 1 (44.4%), K51k
4 (111%) ThY, AR E -7 MlLs
TR ZHEE L T\ 7z 16 ik 15 BASHLEEZ W< FLUHE



252 A B PRl 25 2 e

Table 3 Comparison of the cytologic parameters of each histologic type

Non-PDC, n=19
PDC,n=17 (%)
PC,n=15 (%) FC,n=4 (%)
(DHypercellularity 11 ( 64.7) 9 ( 60.0) 2 (50.0)
(@Necrosis 0 ( 00 0 ( 0.0) 0 ( 0.0)
3)Colloid 3 (17.6) 3 (20.0) 2 ( 50.0)
(DSTI pattern 17 (100.0) 15 (100.0) 4 (100.0)
p=0.005
\ 1
p=0.045 p<0.001
\ I \
(5Microfollicular pattern 3 (17.6) 0 ( 00 4 (100.0)
(6)Three-dimensional clusters 17 (100.0) 15 (100.0) 4 (100.0)
p=0.035
\ \
p=0.047
(DLoosely cohesive 17 (100.0) 15 (100.0) 3 (75.0)
p=0.022
\
p=0.036
(®Anisokaryosis (pleomorphism) 3 (17.6) 3 (20.0) 3 (75.0)
p=0.005
(8)©@Uniform small round cell/nucleus 13 (76.5) 4 (26.7) 2 (50.0)
(9Convoluted nuclei 0 (0.0 0 (0.0 0 (0.0)
10High N/C ratio 14 (82.4) 14 (93.3) 3 (75.0)
p<0.001
(DHyperchromasia 15 (88.2) 2 (13.3) 2 (50.0)
p<0.001 p=0.018
\ I 1
DFine chromatin 0 (0.0) 10 (66.7) 0 (0.0)
p=0.035
\
p<0.001 p=0.036
\ If \
(Nuclear grooves/Intranuclear pseudoinclusions 0 (0.0) 12 (80.0) 1 (25.0)
p=0.004
3Enlarged nucleoli 3 (17.6) 0 (0.0) 2 (50.0)
9Mitoses 1 (59 0 (0.0) 0 (0.0

Pearson’s y? test
PDC : poorly differentiate carcinoma, PC : papillary carcinoma, FC : follicular carcinoma
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Photo. 1  Cytological feature of the solid pattern : crowded clus- Photo.2  Cytological feature of the trabecular pattern (Papanico-
ter with dyscohesive cells at the periphery (Papanico- laou staining, % 40).
laou staining, % 10).

/g

N\
Photo. 3  Cytological features of the insular pattern : crowded Photo.4  Numerous dyscohesive small cells with uniform round
clusters surrounded by fibroblasts (arrows) (Papani- hyperhcromatic nuclei are one of the characteristic
colaou staining, % 40). cytological features of poorly differentiated carcinoma

(Papanicolaou staining, X 10).
Table4 Frequency of the 3 findings prerequisite

for the diagnosis in the histological and A LN DIRTH o 7 (Table 4).
cytilogical specimens

Histology (%)  Cytology (%)

Iv. % %
Convoluted nuclei 3 (17.6) 0 (0.0)

Mitoses 17 (100.0) 1 (59 . . . .
Necrosis 5 (29.4) 0 (0.0) B WHO 3 OTFATIC X » T, &L O 2 W i HE D5 HE
VEANY, BREOFELHETE Z2WMllE ik, Ky
1L & STI XY — 4% 9 JENadE - JENaRE & o3
niz-. ODTHEELZ N LIIATREE E 2 o b, Ko {bEoOMES
S, FRIER L3R (ADMAZEE, BoZis, Wi MARZ W CTITb N B RETH 525, 2018 FIFTEN
WAE) (1, MRMEARCIIB 2SS (=3/10HPF) 25441, 72 “The Bethesda System for Reporting Thyroid Cytology”

ADMATEREDS 3B, HEHEHS 5 BIZFED S zhs, Mileis 2P T, M2 IC B 2 Lol kEL LT, &
TIZIENIE DY 10% RAET HRATLD 1 BIAL 245 18 MINEYE, STI 8% — >, MBI Z Lvig— 2 i (i



254 |

H AR AR AT 2 2 MRS

2, TEMIRER, R OTERE), e ORE ORI
2R N/CHOFEWHIE, aaf FiZZLw, 7R M=
AL EG, LI LRI T LI 2P Tn
5. oM, ERMEODHHMIER, IOLHAEMEME (8]
LAY, BHERR 7 0= F v, BiOKIRE 1 & %%
TR D H 53D,

Ll O TR ERE & STI 87 — > 249 JHEML
¥E (FLUENE, JRMRE) AR 720, &I STI N — 7,
ABUN 2 ERENE, B AME, S N/CH2SERICBIEE S
N7z (Table 3 #ZM). FHBMBICHES IR, Ih
5 OFTRIZ STL 28 % — 7 & 7R3 HUIRBRIE S (2 a5 2 B L
LEZoN5, 304 FORMIEELFET, bhivbh
OREERH S, Tu A FHRM L 72 EMBEEEAILACE
FEOTWRENE 2 ZB T 22 bR TH o7, Ll
MITBERICE T 2R R AT ORI D AL S NS 720, §F
filis#E L WK TH 5.

o b & FLBRE O MBI ICH BEOH LT HIE, H—
/AN PEAING, 7 a~<F OB, Bl 2 Sk 2 o
<F v, K- BNMIREE AR TH - 72, Tl 2 FIFES
1LIEICZ L, AR OFT R ERERICHN T2 LICk - T
b OMEICHER R R EEZ bNE. 72, Hh2H
VI FLIERE DR 2 B LT, AR DT DB 5.

—7, AR & IR ER T A MBI RS »
B, NEROBRLE, BRAAEAM, BOKNAN, Bk - %
WA E B AR CH BN A LN, BT S -EIE o
FEBIEII A0S, — i 1R s b, NEROHR
TERB D K/NA HY H SO BN IR & X 0 /RE§ % Pt
REeEZON5.

o bsiE & STL 8% — & & A5 FLIENE (AP L2 © 851
WHETH 525, LG & STI 87 — ¥ & 4E 5 I o8
MIEEETH B L Z 2 bN7z. SROMRETY, Wil
HEJE & AEB I S T 72 16 BIFp 15 Bk STI 8% — v 72
W LIRS ERACAE 2 01 9 LEE T, K bRE & HiRa
BTz 1 BNIFLERE R % £ ) IR bE TH - 72, —
75, ARSALHE 17 BlOMBLZ RN, 7 PIASIEREES;, 5 6l
AR, BROILEREA 1 BT, MR & OE A EE T
HBHIEDIDNZ D, MlaE TR HEE TE 24
Bk, 04 F2REMREEAT, STI VY-, i)
SEHRAEEE v L ISR B 08 W ER O B M ESL, A%
AT 5 N/ClOFEVE— 7/ NUEM M2 &, K51k
FECHIEDOB WO B s h .

F WHO 78T, 0L 0Bk 1 c L ES M LT
Mboz3lHDI L, L—XUEEHESNE “ADHM
ARG 1F, MREAR T 3 BICEHMETH - 7225, MRS
AR TII B L HW Sz, ZoFtiid, AD#A

O MBI 2 EABE SN TR VWO T, HED
BN 7 B REYEASE . HERBITIE, 2~3 # ficih
RBD B BN DB STz AR 25 0 F
BRI & 3 2 M A0 134, HMARMEAR TRl
ENLFTROWHENED D 5. BisrEig (=3/10HPF) i,
FLARAE AR TR O & BNZFB D SN2 A, RN T
Hotz. TOFTRD BB BTHREEEH Y, TRy M2
Ay PTI0EHBLLE2HZ 5 1 EORENLE L Bbh
5. Sl OMBZER OGS LR 161 1838
DHENIZDORT, BAZUEHRIRFTNTHS Z L& ML T
whrEzoN5. $72, [=3/10HPF] oBER, Mifao
GATNCED B B BB AR ILBEIS T X v, B8 56
DFARGAEAR P GED SN FzA8, MBS EEAR Tl 2 A3tk
Thotz. NSHREHEIIFR ST, RERBERYE
IR TERERM E LTI SR b 720 Ll S h
5. SIOMETHER Lz 3FTHIE, Kobi & i %
FAT 5 9 2 TEELMMRFWITRIC R 225, HERBIOM
Jap AR Tld, Ba2ier 16 1 HED SN0 AT
B o7z, Purkait 59, BB &A% 2SO WBUHUE X IEH
W EHRE LT 5. Rl O LR S O w5
2, SIS OFT RAEAES B YA AR & 08 < Y
LRI 575, 21O OFT RO KRMAMRSLHE O 7] REE
HHET HBRBITIE R S .

SO FEDO—DTH % H WHO 75 AL bHs oMl
DM RATTHEIZOWT, N REOBW T VT X
Lo TihR% (Fig. 1, Table3 #Z%M). 7u—F v —
MZIE3AFiDF vy 7RV BBV, Hi2 5D STI
285 — v b FLEEIE OB B A 1338 WHO 03 DA 2 &
b LWk, Mg cLRMRITETHL. T2, HER
BICTh, MBEZE S AFREICBES N8IV IN b I
S L MR ST Y, B WHO 4IRS bE oA
TEZMIEEL TV ARWEEZ D, R’EDTF v 7R L~
MZBH 725 3FTROADH WHO S ICH 7212 hb - 723
WL HE 2234 R OMRF TIXITE A LB SN o7z M
BT IEFICEE R TH 2 4%, Ml TId B
FEASTEF AR 7280, 5 WHO 28 23K b o ML 25 1t
WCHZ BRI rwEEZbNA. FEEE, |HWHO %5
WSV EHRBEMEZ N 2T Y 2T AW &
WHO 473 (b)) 2 3E#) 20 A7z 22128\, M
Fapr B9 550 B L UBIREEIZIZE A EETHINT
WhEWZ ER S, H WHO 585 L DML 5 W7 12
FEALEEL T RWI EBMTE 5.

LRI L BAR D Y, Tk oot
(I HaE, FLUENE) CIRAEL CTALNAL. HERBI 17 FI T,
ML 2 FlOAT, 2 FNCFLIEE, 13 B IERRE D IAE L



#58% 567, 2019 4

255

THEY, ElEROKMUEIZVEEZ 5N, K51L
FECTH/NERDSRAEL D 20T, /INERARIET 50 %
LR OFFAHIPA & 5 % 7%, Kb & IBHuE O RAER
& F 2 D MIBIEE OHWT I A O WHTLZ Il 2 X
7o RN D .

HERBIClx, K5LRED 17 Bl 5 B2 TR, 7 B2
[IS I PERE: | & M E ST wiz, —iRIS, Kb
ZWMECZ LOWESHNE2 52 5 N RIEECcH Y, Ml
ZCERBEOFEEZHBCEWwI L ddHoT, FEICSTI
XY — VRN TIENIRE - 8RR & ORI L 2 5.
LR DML E W IR DD 0, BB I LR
WCHERBRETH D, WMEWRMAI I X 2R OH
HERBEIITHIEILI ST, MBZOEZRIZNET
bHEEDbINS.

V. #& B

SRR T, EMat, au4 FoXa, STI/ V8 —
¥, MOEEAENE 2 LIS & 055 W ER O 5 2 Ml 452,
YA E AT 5 N/C DI — 2 /INRURE P RH L 23
AL R MY 2T T, Sh o oFr A
VAR S MR ERA TR L OHEE D T HE & & 2
5N 5. B WHO 53O EEE 4 > 72 3 B il 2 F
W (BoziR L 350) PHRSEARICRD SN E0R
FIIRE VD, ZOMBUBZIZIEHR AL, # WHO 778
HMEALHE DML S T B BER & 2 b7z,

FHH O IBIR TS AEMLIID D TRA.

Abstract

Objective : The influence of the diagnostic criteria (Turin criteria) in
the new WHO classification 4th edition (2017) on the cytological diag-
nosis of poorly differentiated carcinoma (PDC) was examined, focusing
on the three findings that are prerequisite for the diagnosis (convoluted
nuclei, necrosis and mitoses), as well as on the cytological differentia-
tion from other thyroid tumors with the STI pattern.

Study Design : We reviewed 48 cases of PDC diagnosed between
2014 and 2017, and included FNA samples of 36 cases in which the cyto-
logical diagnosis is satisfactory for this study. The findings in the 36
cases were reviewed for rediagnosis according to the criteria, and the

cases were divided into two groups based on the findings : the PDC

group (n=17) and the non-PDC group (n=19) with a STI (solid,
trabecular, insular) pattern, consisting of 15 papillary carcinomas and 4
follicular carcinomas. We compared the cytological features between.

Results : Hypercellularity, absence of colloid, the STI pattern,
crowded clusters, dyscohesiveness, and increased N/C ratio were
observed in both groups, but the incidence of uniformly small round
nuclei and hyperchromasia was statistically significantly higher in the
PDC group. The three prerequisite findings were not observed, except
in one case.

Conclusion : The most frequently encountered findings in PDC men-
tioned above had been known since before, and the three prerequisite
findings were absent in almost all cases. Consequently, the new WHO
classification seems to have had limited impact on the cytological diag-

nosis.
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Fig. 1 Response rates to the questionnaire in indi-
vidual areas (%).
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Hospital : hospitals and clinics. Laboratory : registered clinical laboratories.
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Fig. 4  Actual numbers of cytotechnologists working in individual areas.
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Fig. 6 Numbers of screening cases by region in individual institutions.
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Abstract

Objective : The purpose of this report was to clarify the significance
of a questionnaire survey conducted by a fixed-point observation con-
tinued for 15 years.

Study design : From 2000 to 2014, a questionnaire survey was per-
formed to determine the numbers of screening cases, cytotechnologists
and board-certified medical doctors in Hokkaido, Miyagi and Kuma-
moto prefectures, and the results were aggregated.

Results : The total number of screening cases in 2014 was higher, at
9.8%, compared to the number in 2003. In particular, the increase in the
number of registered clinical laboratories was significant. Although the
number of gynecological cases increased, that of respiratory cases
decreased significantly. The number of cytotechnologists and board-
certified medical doctors increased whereas that of full-time-clinicians
decreased. The daily number of cases of cytotechnologists per capita
decreased from 15.4 to 13.6. The difference in the ratio between cyto-
technologists and board-certified medical doctors among facilities was
significant.

Conclusion * The changes in the numbers of gynecological and respi-
ratory cases were synchronous with those in the rates of cancer screen-
ing by the Ministry of Health, Labour and Welfare. The results sug-
gested a substantial contribution of cytology to cancer screening, how-
ever, several problems associated with facilities and cytology employees

were identified.
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Photo. 1  Aspiration cytology (A-C : Papanicolaou staining, D : Giemsa staining). A : The smear showed loosely cohesive clusters of
haphazardly arranged tumor cells, with some small lymphocytes in the background ( X 20). B : The cell borders were indistinct,
and a binucleated cell was also present (arrow) ( X 40). C : The nuclei were round to oval, with fine granular chromatin, delicate

nuclear membranes and prominent nucleoli. The cytoplasm was abundant and vesicular (x100).D : A few basophilic granules

were seen in the cytoplasm (X 40).

fa i TIEMER A DN S b HMBA O E TS
¥, SRR AT ATREAT S e AR R AR A 12
QT RN 2 ORI INEAY L i 2R - ok A il i R AMPAY T E 3T
rsEn S hzz.

III. #MREEAIFR R

RIS [MBEES - WA EOZ L W HEAR L 72 A
FHAPMBLL T 7228, IMEZHEAEEOMIE S A5 h 7z
(Photo.1A). H 3 CAMINBEILNICIZ DL A3 SN > 7%
BRofEZ O 7. ML OIS A T, —&F
WIS E B oM S A 517z (Photo. 1B). #MillaE1iZ
BECERREZEL, BMIEME~KEIE TR S
0, B3 2 5 72 (Photo. 1C). #4727 1~ 7 » I3#iM T,
RESTHE 2 AP RV IMEZ 1A LTz, F A 5em

TS FR AR T, MR EHEEEICZ L <, Mg
EPNCIZHE & 20 7% A 55 13380 22 A2 - 72 (Photo. 1D). 24
IR TS S8t b T w2 e s, e
RRAL & U CMER S 0 T L & IR, F
7o LR HRONER e LA MR L7z LA LRSS
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Tl HEE & L7z,

FEBEEARIEES © 15 B TR SR AR 1 X
RO/ VOSERANRAE L TB Y, MBI o NER
B L OTEPICIZIMAE S SR AN AE L T 7z (Photo. 2 A).
FEAETEDZ L ERFE AR L 72 M 430 <2 A7 B Mk, &
EHIT, XSO ROHITERD A SN, e
ORI HS, FIRESLTHILL T 72 (Photo. 2B). *
72, I ZIROBESE 2R3 HRILD 28 5 17z (Photo. 2C).
BIIRAEOZ L WiEls MBS FART, RIS



268 |

H AR AR AT 2 2 MRS

C

Photo. 2

Imprint cytology (A-C : Papanicolaou staining). A :
Small lymphocytes and a vascular stroma were present
in the background and admixed with the tumor cells
(x20). B : Cohesive clusters of spindle-shaped cells
arranged in fascicles (x20). C : The tumor cell clus-
ters, arranged in whorls, showed overlapping of the
nuclei (x40).

PED RO HUIRGEILEL 55 TG ~ AR ERTH -
73, HMNBHE, B #ru<Fr, BMER EOpT R
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Photo.3  Histology of the tumor arising from the lymph node (A-C : H. E. staining, D : Immunohistochemical staining). A : The lymph
node structure was largely replaced by the tumor cells, with the tumor sharply demarcated from the residual lymphoid tissue
(arrows) (loupe). B : Epithelial-like cells with abundant eosinophilic cytoplasm, and round to oval nuclei with finely granular
chromatin and prominent nucleoli are seen. Numerous small lymphocytes are also observed (x40). C : The spindle-shaped

cells are arranged in fascicles and whorls ( x40).

D : Immunohistochemically, the tumor cells showed positive staining for CD21 ( x 40).

b, Ei, BEMEIEIEH  BVEBLIREI SR 2 4
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Abstract

Background : Follicular dendritic cell sarcoma (FDCS) is a neoplasm
derived from the dendritic cells of lymphoid follicles. Because of its rar-
ity, cytological diagnosis poses a challenge. We report a case of nodal
FDCS, focusing on the cytological findings.

Case : A woman in her sixties was admitted to our hospital with a
mass in the cervical region. Fine needle aspiration cytology showed
clusters of loosely cohesive tumor cells with indistinct cell borders. The
cytoplasm was abundant and foamy, and the nuclei were round to oval,
with fine delicate chromatin, prominent nucleoli and delicate nuclear
membranes. Initially, the findings were considered to be consistent with
poorly differentiated carcinoma, and it was difficult to make further
cytological diagnosis. Histologically, the resected tumor was found to
be a tumor of the lymph node composed of proliferating epithelial-like
cells arranged in a coalescent nodular pattern and spindle-shaped cells
arranged in fascicles and whorls, admixed with small lymphocytes. In
addition to these findings, the results of immuno-histochemical staining
(CD21+) confirmed the diagnosis of FDCS.

Conclusion : The cytological findings in our case appeared to be
characteristic and sufficiently useful to suggest the diagnosis of FDCS.
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Presumptive diagnosis of large cell neuroendocrine cervical carci-
noma based on cervical cytology—A report of two cases——
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before treatment

after NAC

before treatment

after CCRT

Photo. 1  Abdominal MRI (T2-weighted sequence) before and after treatment. (a) Case 1 : A tumor measuring 40 X 50 X 30 mm in size is
visualized in the uterine cervix (white arrow).(b) Case 1 : After 3 cycles of NAC, the tumor is no longer seen.(c) Case?2 : A

tumor measuring 42 X 37 X 29 mm in size is visualized in the uterine cervix (white arrow).(d) Case2 : Complete response was

noted after CCRT.

MRI AR 2E CF- 5 SHE AT 1 40 X 50 X 30 mm D A% 70 Jif #
Zil, BEICHERE L Tz (Photo. la). CT A THS
W) YRHIERE L OCEBERE 2 BO Lo 7 Bk
5, EBEE, REEEMECREITAZEO R 7.
Human papillomavirus (HPV) MAIZKIEITTH - 72.
AEERRE - S IB2 ] GHLERA! - LCNEC) @&
T, Mini{b&#P: (neoadjuvant chemotherapy : NAC) &
L C dose-dense TC ###: (Paclitaxel : 80 mg/m?/week x 3

[o] + Carboplatin : AUC5) % 394 7 )VitifT UNES; 32
Z#fi/ L7z (Photo. 1b). JA U5 &4 Al B X Ol
IS Al & AT L, SIEAR TR A 2 R0 T,
BRI SE RN DB W T o 72 (ypTONOMO) . HHEHEHL T
58 HMREML, WO HEL X EREREZED
TV,

TESEMMITES « MV, BIZEMIE T, HERCIR
ZuaxF v E/NRNT IR 22 B ME & 459 % SR
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Photo. 2  Cytological findings of the tumor (Case 1) : Cervical cytology showed atypical cells with coarse granular chromatin and distinct

nucleoli forming clusters, with a palisade arrangement at the margin. Immunocytochemically, the tumor cells were positive for
synaptophysin (a : Papanicolaou staining, x 10, b : Papanicolaou staining, X 40, ¢ : Synaptophysin, x 40, d : Chromogranin-A,

% 20).

DI AAFNAARELS 2 R AN ARBL 2 T2 L T BL L Tw
72, EMALZTY 7 F 7 4 ¥~ (synaptophysin :
SyN) 25k ¢, 7 @25 = A(chromogranin A : CgA)
X TH - 72 (Photo. 2) 2%, HIEIZHAIIITE 2 T other
malignant neoplasms, &% 1 LCNEC & L 7-.

FESEMAER RO EM AR s u~TF >, It
BRIRIA WA E 2 B 3 5 RAMIE A IR, © — MR
BAE Lo, Bodigx L 560, Tl TR OMEIR
BeH) % 7B 72, SadEMMRILY T D SyN 2551 T CgA 12k
PETdH Y, LCNEC &#ZWi L7 (Photo.3).

TERI 2 1 36 %, 24 1.

FEEF ¢ Pk,

BEAERE © 29 7k, ¥ 55 SHER R BE RN 0k LB 229 i
fAT (fteb) .

R © RS, M INIDs3 » H Mk 5720,
AR SYEHCRBAE o7z, IVRAIE—RAETT
EEEB IR I EIR S, HIIYETH o 7z RRIEEE
WA T ESHMICRE 45 mm ONFER 280 7. i~ —
B — KA CNSEA319.3ng/ml & EAH L Tz, H#EEF MRI
MeAE C 18 SR IC 42 X 37 X 29 mm O AN IETEIERE % i85 72
(Photo. 1c). PET-CT M2 CH Y » /3l L OB KRENR
) YOSHIZ FDG OEEDA L7z, Bk, EEE R
BB CTREI L E RO Lo/, HPVY L ¥V 7k
AT I8 MM S 7z,

BERB  FEYN IBOZW T, FELY S
#: (concurrent chemoradiotherapy : CCRT) & LT, &%
BHAGS - BEREIIR ) > Ei 0BRSS 61.2 Gy/34 fr, JEN
M85F 27gy/5fr BX 'Y A7 5 F >~ (Cisplatin : CDDP) 40
mg m?/week & 6 %4 7 VAT L7z, WHEEHE T %O MRI T
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Synaptophysin (+)
Cytokeratin—7 (+)
CA19-9 ()
CEA (+)

Chromogranin-A (=)

Cytokeratin—20 (=)

Photo.3  Histological findings of the tumor (Case 1) : Histological examination showed proliferating adenocarcinoma cells with medium
to large nuclei arranged in sheets. Immunohistochemically, the tumor was positive for synaptophysin (a : HE staining, X 40,

b : Synaptophysin, X 20, ¢ : Chromogranin-A, X 20).

JE#E7Hd L7 (Photo. 1d). AWM THEDS 1454 2 H
PREML, WO HEREB L OERRBERZEDOTOR W,

FESEERMIEES SIS TR S F e A R R 2 Al
NSRS A STz, BRI CIEIBIEMED SHEME, ¥
UG LR, 7 a<F JBHERCIR, /MR R
HEETH - 7. ML T SyN, CgA 2FtkTd -
72. %13 other malignant neoplasms, #E#Z 13 LCNEC
& L7 (Photo. 4).

FESREMERE - KO RAMN O 22 %2 320, K
SACEDOIT R TH - 72, SIS T b feisiilu b &
FEkIC SyN, CgA 23k Ta ) (Photo. 5), Rl & [k
\Z LCNEC &2 L7-.

m. = =

T ESHEB DA 5w EE; (neuroendocrine tumor :

NET) i 1972 4£1Z Albores-Saavedra |2 & - TH)& THRE S
N TH Y, BAEBEMRS, LIELIEZWNICEERSS
%V, NET X SCNEC, LCNEC, #VvF /4 K, BilH v
F /74 P2 ENnb., SCNEC & LCNEC (2 HGNEC
BL, B SIMiTHEEE &30 TPHARTH 5.

Ishikawa 51375 S8 -IB ¥ HGNEC 93 5 % s L
TV, FHEERO T 39 LT A746.2%, 40~59 &
M38T7%TH Y, WEIMAEFIZZ . KIS 36 & 47
WMTHY, IWEEMITIEL TS, HMERAEIL SCNEC 28
87.1%, LCNEC 28129% T& 1, SCNEC DHEME\ &
WO RERTH 5 72,

NET & HPV j&4e & OB HE SN TWD,. 40, i
Bl 2 O A HPV ¥efk % AT L CB 0 AER] 2 13 18 T o> ARk
THo7z. Castle 52L& %L, SCNECDH B 8%/ A
) A7 B HPV EGenisx s, HPV V= /2 7 4 TRl HA S
L 16 W F 721 18 DO VTN D HETH - 7 IEBIE K
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Photo.4  Cytological findings of the tumor (Case 2) : Cervical cytology showed atypical cells with round to oval nuclei, coarse granular

chromatin and distinct nucleoli, forming loose clusters. Immunocytochemistry showed that the tumor cells were positive for

synaptophysin and chromogranin A (a : Papanicolaou staining, % 10, b : Papanicolaou staining, X 40, ¢ : Synaptophysin, X 20,

d : Chromogranin-A, X 40).

D T8% & H5HT WY, 161, 18 BIHMEE LRIz Zh2h
10%, 51% CTd - 72. —J5, LCNEC I, 41k 88% 3 HPV
R LTHY, 168 F 1318 VTAr AT
B o TIEFNIERD 86% T - 7=, 16 1, 18 Al H Ak M:
BlE %% 29%, 30% Tho7-.

LCNEC offifaizir ik, OmuEEETR, @uty
MERRCAY, OMHR, AKHAAIRES, @FEHEETAE ()
YRERD 3~51%) OB, GHIERCIR, TR o<
F v, OBMEDSELD, OBMOETE, O52%, ©
HEEDS LAIZEEZME 2 L% 1F 5 b, LCNEC
AR N C & RO MR L IRET 2 2 L HL T
0, BT R L B S AL v,
LCNEC # & & NET & B LRz, B & o izdy
R 2 M EOF LK, B2 a~F v
ThbEENLY, HZ T, LCNEC DZWiIZB VT,

TIER P IEFICAEMEEZSNA. NET Tit, SyN 72
X CeADEL LN DR ED 80%ULETHETHD,

CD56 78 80~100% bk T 5 &\ 9 #Hiii %, SyN, CgA,

NSE, CD56 @) 64 7% &b 2001 TH % & Dl
bH 55V, JERF 113 SyN a1 TH - 7245, CgA 1dketk
THoDITHR L, JEF 21X SyNBI U CgAD e b2l
PTHhotz, AMFO28I2BVTY, MEZHA»S
LCNEC #5t\y, #MAkA T A4 F2Z23Th <, MilgZicBw
THOREPMEBINT L 2 L THEDBWIIWo 72, TE
Jh R LT 2 ikMile® (Liquid based cytology,

LBC) Ti&, fitki:d X 912 LCNEC DYFELIY 7/l B 22 i
RAsA 5112 < <, high-grade squamous intraepithelial
lesion (HSIL), squamous cell carcinoma (SCC), Adeno-
carcinoma & ito> THESINL Z ENL Vv I LD H
A0 —J, LBC TILBMOREREIES L SNTW5D,
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Histological findings of the tumor (Case 2) : Histological examination revealed dense proliferation of large atypical cells. Immu-

nohistochemically, the tumor was positive for both synaptophysin and chromogranin A (a : HE staining, x 20, b : Synaptophy-

sin, X 20, ¢ : Chromogranin-A, X 40).

LCNEC DiRFEIZOWT, TESHESA NI 4 2 20171
X % &, Stage IB - Stage I1 12xf L Tl s U155 44 Hi Al
T CCRTAEE S NS, LALAR2S, NETiZEhi
W5 T B 720 HI TR DS T EF Y APZ L
<, WXL L 72BN o2 BUIRTH 5. KIE Society of
Gynecologic Oncology @ Clinical document Ti%, HGNEC
DEBICOVTUTOL I ICHERL TS, Thbb, 4
cm A O E3F TR PLIE T 5= & WA 2 17w, ki
Etposide/CDDP (EP) ##E%# %83 4. 4cm Ll EOJEE;
IZIE 75 F F AR — 2D NAC 217\, FRAREHHE
LTV R EICIE TR 2 EORIELITH. —F, #17
B PATAFEBIC AT L CTld, EP ¥ CCRT "% E X h
%9, Ishikawa 5%, T-E S5 Stage I1IB @ HGNEC 93
DI B, 94.6% (88/93) (IR IUMET-F A di il & § A7 L 72
EHUE LT A, fb&EREE CCRT 17 1, NAC 19 #1,
adjuvant chemotherapy 62 BIZHEfT L CH Y, HLEMHHE

DOEEWZIRBL TS, F72, Margolis 51%, NET I2xF
T LM BB RIE RO FHEANDOFGIZ LV EBRRTE
D, WEEEIC OV T S EEMBHRITHEL L T awnD,
ARPETIZ 1B HIZ NAC B X Ot 2R L, 2613
T ERHEE LT CCRT 2 JifT L7z, i E NAC S #EARI L,
Wi DI HEEAR TR A AL 2R & 15872, BIRRIT 2
Bl L b FRMEE BD RS, HETEHI OV TIER
EICEHBICHM§TRELEIONS.

LCNEC i Rlicmfr ki 2 2232 L b FHARN
T L E8NTW5S. Embry 51%, LCNEC O 4471 (over-
all survival : OS) O FRF YLl id 75 $HH% Stage 1 36 5, Stage
I10BTENRZENII» H, 175 A CTh o7z HiE L7212,
F 7 HEATH & W IRIGIRINE AT L 7o AL 0 G A5 72
LT 2 LR T WS, Stage 1-IV 54 Bl 70% (38 )
THELZROTEY, BIFHEI TR TH 7225609
%, Stage 12560% (15/25), Stage I %% 28% (7/25) %5
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T2, Ishikawa 5%, OS @O yefix 111.3 » H, 54
AR 54.9%, A AEHIR (disease free survival :
DFS) O Jefiild 47.4 » H 5 AR AAF 3L 49.3% TH o
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L, U v/ DFS @%&%EIJIZ:I%T‘&) o7z FERE
49.5% (46/93) THA BN, HMIHED S T TOHE O
houitiid 134 v HTh o7z 45.7% (21/46) S5 HENTH
38, 67.4% (31/46) 25 - HFlg % &g HETH Y,
13% (6/46) 3B MENDB X OBV ERHRZL 2 R 7.
LE O 2 BIOMBEFIOME TIE, WIS IRE R R
BN 7z, LCNEC I L TiE, BWHREHRIZOWT
FHCHAL729 2T, B CT A% &I X %k
EBO7+0—=7 v THRLEELEZ Sz,

Iv. & B3

LCNEC B ENLREETH 5720, 1IEMEZMIEZH E X
WL E b A, SR Lz 26T, SEZMBE
BB 2/ ME, #ETEofRWERZ L, R 7Z
MlapT 2 # 2, SyN, CgA Zx LR zBINg %2
L TLCNEC LHEET 5 Z LD HRETH o /2. ABREILIE
BWOMLL TOLRWTIRARGIRETH ), HL %DM
D) 2T, TR, AEfiks X OGR4 LR
HRIEHEEAT ) LED D 5.

5L, RS REFMCREIZH ) FEA.

Abstract

Background : We report two cases of cervical cancer that were tenta-
tively diagnosed as large cell neuroendocrine carcinoma (LCNEC)
based on cervical cytology.

Cases : Case 1 : A 47-year-old woman presented with vaginal bleed-
ing. Per-speculum examination revealed a bulky tumor in the uterine
cervix. Cervical cytology showed atypical cells with coarse granular
chromatin and distinct nucleoli forming clusters, with a palisade
arrangement at the margin. Immunocytochemically, the tumor cells
were positive for synaptophysin, suggesting that the tumor was a
LCNEC. Histological examination confirmed the diagnosis of stage I1B2
cervical cancer, LCNEC. Radical hysterectomy was performed after
neoadjuvant chemotherapy.

Case 2 : A 36-year-old woman presented with persistent vaginal bleed-
ing and was found to have a bulky tumor in the cervix. Cervical cytol-
ogy revealed atypical cells with round to oval nuclei, coarse granular
chromatin and distinct nucleoli, forming loose clusters i. Immunocyto-
chemistry showed that the tumor cells were positive for synaptophysin
and chromogranin A. Based on these findings, a presumptive diagnosis

of LCNEC was made. Histological examination confirmed the diagnosis
of stage IIB cervical cancer, LCNEC. The patient was treated by con-
current chemoradiotherapy.

Conclusion : Cytologic diagnosis is possible if the cytomorphologic

features of LCNEC can be identified in the cervical specimen.
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Key words : Plasmacytoid urothelial carcinoma, Urinary cytology, N/C ratio, Case report
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T O R & 8 H TR 1523 (urothelial carcinoma,
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Primary plasmacytoid urothelial carcinoma of the urinary bladder
—A case report——

Aiko NATSUME, C.T, L. A. C., Yuan BAE, M. D., Koichi NAKA, C.
T, L. A. C,, Kozue MATSUO, C. T, I. A. C., Kenichiro TOMITA, C. T,, L.
A. C., Tamiko TAKEMURA, M. D., Toshio KUMASAKA, M. D., M. I. A.
C.

Division of Pathology, Japanese Red Cross Medical Center

aSCRURIEE R G T 150-8935 WHNEAXINE 4 D1 D22 HA
Rt EREE vy = EHET

SERE 31 4E 3 A 10 Hazf

AMIIEAE 6 H 26 Hz8t

EDWIETH 72 1 FIZREERL 72D THET 5.

0. fE £

& 80k, Lk

5 WHRMGIIR, PEIRINEE.

TERE ST, ERERRE, 2R T B B A

KIRFE  RERt gz L.

TLIL¥x—: L.

B2SERE : 2 L.

HTERE ALAA, GRS OBEFE R L.

IRFRRE - 3AERT X Y HRB L OUaM R 2 HEE L C
Wiz 1 AR & D BRI IRIINR & PER IR AT H B L
7oz, MBEWMRERI A S B L7z

28 D o g A A C A i 7 I R I e & PR B AR A2 %
R7z. 5 CT A TR RE O — B % Bt I 72 58
WASARBE L BERLE DS A S, T B E kS 2 IR 2 52
7z (Photo. 1). ¥ 723&5 MRI Mids TIXTHERIZ =45 51828
oLy (Al

& H



280

H AR AR AT 2 2 MRS

Photo. 1  Computed tomographic image showing diffuse thicken-
ing of the urinary bladder wall.

VRIS % AT L 727, TEVENESS A & 588 5 1K
AT R T [RAMIE] &He L7,
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HZWOKRPUC TH ) WAME E TR L Tz,
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THIFLD N/C L l5E 21T\, ZREORMEZ LK L7, &
PENZOWTIE, HIEOMILZE 5 FEDE, [ R ],
[EMESEC, D LT TEM] oH@ss i TwavwiiEs %
BN L7z, N/C oille Jiid:id H AR RS S0 74 K
FA4 UINZHERL, BBIUOHBEORKERZNY, #
DILTHRL .

DP2-SAL (VY ¥ 8 AfkXaxth, WREEMHHEIX) = Hw
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Photo. 2 Histology of the tumor. a : The tumor cells diffusely invading all the layers of the whole urinary bladder (HE staining, X4).b :

The tumor cells with small round and localized nuclei are visualized (HE staining, X 4). ¢ : Immunohistochemically, the tumor
cells were positive for CK7 (x40).d : Immunohistochemically, the tumor cells were negative for CD138 (% 40).
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Photo.3  Urinary cytology a : The tumor was composed of small round cells, showing the scattered and clustered pattern (Papanicolaou

staining, x40). b : The tumor cells showed mild anisokaryosis and thick cytoplasm. Although the N/C ratio is high, the

nuclear protrusions from the cytoplasm were absent (Papanicolaou staining, * 100). ¢ : Immunocytochemically, the tumor cells
were positive for CK7 (x100). d : Immunocytochemically, the tumor cells were negative for CD138 (% 100).

T2 RAGHNE N/C M o 72728, ) /3N &
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Fig. 1

p<0.001

p<0.001

PUC Benign Malignant

Boxplot diagram. The N/C ratio of PUC was lower than
that of conventional urothelial carcinoma (p<0.001), but
higher than that of non-neoplastic urothelium (p<0.001).



#58% 567, 2019 4

28

RO VWITN RS TH 7. —HTLEME~——
TH5HCKT IZnTNbBEHETH -7z, PUC & ZDMHDE
PERES: OREMINE 2 &) 2805 281 LEErGR 20
HEFNIVEETH Y, ZO0II3REYMIZTCKT %
EO LY = — DB R 2T A EHEHE R
birs.

VIL ¥ & ®

PUC O 5B C EERICB W CHEBT 28451
DS, UC KD S FHRIARTHBLED R R 2700%
BN B0 SRV T RETIE RV, ABIOLH I~
BYERE Ml & Wl - 7218 2 B3 556 T, BT
R N/C 7 E&RE LEKNIC PUC LBy 5 2 LAYH
PEEZ LN

B O EPIR TR EFEHBCREED ) T-A.

AEE ASEBTHAT L 72 SR IS O Wik, Yk (Bl
SRS DRl A 2R R R A 2 R R OR M S F FE 22 ) o0 B iE L IR LS
TRV W, SIS S,

Abstract

Background : Plasmacytoid urothelial carcinoma (PUC) is a rare
variant of urothelial carcinoma, and the diagnosis is often difficult
because of the low-grade cytological atypia. Herein, we report a case of
PUC.

Case : A woman in her 80’s consulted our hospital for hematuria and
dysuria. Cystoscopy revealed marked edema of the urinary bladder and
urethral stenosis, and computed tomography showed diffuse thicken-
ing of the urinary bladder wall. Although cytology revealed some atypi-
cal cells which showed mild nuclear swelling and slightly dense chro-
matin, it was difficult to determine whether the atypical cells were neo-
plastic or non-neoplastic. The tumor cells showed diffuse increase of all
urinary bladder layers on histology, and immunohistochemical exami-
nation revealed epithelial differentiation of the tumor. A review of the
cytology showed that the N/C ratio of atypical cells is higher than that
of non-neoplastic urothelial cells. Statistical analysis revealed that the
N/C ratio of the PUC was lower than that of conventional urothelial car-
cinoma, but higher than that of non-neoplastic urothelium.

Conclusion : Measurement of the N/C ratio is useful for definite
diagnosis of PUC.
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NOTICE TO CONTRIBUTORS

1. Authorial responsibility :

All authors of this journal including coauthors must be
members of the Japanese Society of Clinical Cytology.
However, except for whom (within 2 authors) involved in

the diagnosis, treatment, and so on.
2. Categories of articles published :

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

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

3) Authors must observe the Declaration of Helsinki
(recommendations for physicians conducting biomedi-
cal studies in humans) and the Ethical Guidelines for
Medical and Health Research Involving Human Sub-
jects (Ministry of Education, Culture, Sports, Science
and Technology, Ministry of Health, Labour and Wel-
fare, March, 2015), including privacy protection.

* These guidelines appear in the first issue of the
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, authorsnames
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 part of the initial manuscript
submission process. The corresponding author is re-
sponsible for obtaining completed forms from all
authors of the manuscript. The form can be down-
loaded from (http://jscc.or.jp/coi/) The statement has
to be listed at the end of the text.

3. Submission style :

1) As a general rule, manuscripts should be submitted
electronically.
2) For initial submission, please access the site below.

(https://www.editorialmanager.com/jjscc/)
4. Instructions for manuscripts :

1) Text and writing style

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

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

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

(4) Names of non-Japanese individuals, drugs, instru-
ments / machines, or diseases that have no proper
Japanese terms, academic expressions and scien-
tific terms are to be written in the original
language. Upper case letters should be used only
for proper nouns and the first letter of German
nouns.

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

2) Manuscript preparation
Manuscripts are to be prepared using a word proces-
sor on vertical A4-size paper, with 25 characters per
line and 20 lines per page. The top, bottom and side
margins should be approximately 30 mm, and para-
graphs left-justified. Twelve point or larger font size is
preferable.
3) Electronic files
The following electronic file formats are recommended.
Word, WordPerfect, RTF, TXT, LaTeX2e (English
only), AMSTex, TIFF, GIF, JPEG, EPS, Postscript,
PICT, PDF, Excel, PowerPoint.

A minimum resolution of 300 dpi size is required for

photographs for publication.

4) Style of review articles, original articles, investigation
reports, case reports and brief notes.
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(1)

(2)

(3)

(4)

Manuscript format
The parts of the manuscript are to be presented in
the following order : Title page, abstract, key
words, text, conflict of interest disclosure, English
abstract, references, photographs, figures and
tables. The pages of the manuscript should be num-
bered consecutively. The number of revisions (ini-
tial submission, first revision, etc.), the category of
paper (original article, case report, brief note, etc.),
Japanese title (not exceeding 50 characters), name
(s) of author (s), authors' affiliations, address for
reprint requests, and agreement of copyright trans-
fer and early publication must be clearly written
on the title page (the first page).
The abstract and key words are to be written on
the second page. There should be a separation be-
tween the abstract and the start of the text.
Authors
Authors will be limited to persons directly in-
volved in the research. The number of authors is to
be as follows, and other persons involved should be
mentioned in the Acknowledgments section at the
end of the paper.

Original articles : no more than 12

Investigation reports : no more than 10

Case reports : no more than 10

Brief notes : no more than 6

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

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

Examples of Key words :

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

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

— A rare case of ovarian clear cell adenocarci-
noma cells detected in sputum (Clear cell adeno-
carcinoma, Cytology, Sputum, Metastasis, Case

report)

(5) Text and page limitations

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

(6) English abstract

An English translation of the title, authors' names
in Roman letters, authors' affiliations in English,
and English abstract should be given on a page
separate from the text. The authors' degrees/ qual-

ifications are to be written after their names using
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the following abbreviations.

For physicians : MD ; MD, MIAC ; MD, FIAC.

For dentists : DDS, with other degrees or qualifica-

tions abbreviated the same as for physicians.

For clinical laboratory technologists : MT ; CT ;

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

The text of the abstract should not exceed 200

words (exclusive of the title, authors' names and

affiliations), and the following headings are to be

used.

Original articles and Investigation reports : Objective,

Study Design, Results, Conclusion

Case reports - Background, Case (s), Conclusion

Review articles : headings should be selected ac-

cording to their content.

Brief notes : abstracts for brief notes should consist

of no more than 100 words and no headings are to

be used.

(7) References

a. Only major references are to be listed.
Original articles, special articles, and investigati-
on reports : no more than 30 titles
Case reports : no more than 15 titles
Briefnotes : no more than 5 titles
Review articles - no limit

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

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

For journals :
Name (s) of the author (s) (full names for
Japanese names ; for European names, sur-
names of the first 6 authors spelled out, with
initials for the rest of the name, and other
authors' names abbreviated “et al”). Title
(full title should be given). Name of the jour-
nal (space) Year of publication ; Volume :
Page numbers.

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

publication : Name of the publisher ; Year of
publication (If a citation is just one part of an
independent book, the title should be followed
by the name of the editor, the title of the book,
and the year of publication). Page numbers.
If figures and tables from another author's
work are used in the article, permission for
publication, including electronic publication,
must be obtained from the original author (or
organization), and the documents certifying
this permission must be attached.
(8) Figures, tables and photographs
a. Figure and table titles are to be written in
English. Photographs, figures and tables are to
be numbered thus : Photo. 1, Fig. 1, Table 1,
etc. Provide simple titles and explanations in
English.
b. Clearly state where the photographs, figures
and tables should be positioned in the text.
c¢. Magnifications are to be stated for micro-
graphs. The magnification of the objective lens
at the time the photograph was taken will be
used as the magnification for photomicro-
graphs (photographs of cells or tissues).
Authors are recommended to use scale bars in
the photograph. For electron micrographs, the
magnification at which the photograph was
taken should be stated or scales included in
the photograph.
5) Style of special articles
Special articles are composed of several papers (origi-
nal articles or reviews) on a single topic. The planners of
special articles need to prepare the title of the whole spe-
cial issue (in Japanese and English) and a synopsis
(equivalent to an introduction) of no more than 1,200
characters. The style of special articles should be the
same as for original articles and review articles.
6) Reader’s voices
Submissions which do not fit the above-described
categories for scientific papers, including opinions on pa-
pers already published in the journal, the operation and
activities of the Japanese Society and Clinical Cytology,
are also published, but only if they have not been pre-
sented elsewhere. Submissions should be in accordance
with the following prescribed form and procedure.
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(1) The title is not to exceed 50 characters, and a corre-
sponding English title should be provided.
The text should be started on a new line.
At the end of the text, the name (s) of author (s)
(with the authors' qualifications), institutional af-
filiations and addresses should be written in Japa-
nese and English on separate lines. As a general
rule, there should be just one author. References
can be added at the end, but no tables, pictures and
figures. All of the above should be no more than
1,000 characters (no more than 2 pages of A4 size).

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

7 ) English manuscripts

English manuscripts are to be written double-spaced on

A4 paper, and should not exceed 10 pages.

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

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

Japanese manuscript.

5. Reprints :

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

6. Review of the manuscript :

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

7. Proofreading :

The publisher will send the first galley proof to the first
author, who should check and return it within three days.
When the person responsible for proofreading is someone
other than the first author, the person's name and address
must be clearly stated when the manuscript is submitted.
Only errors can be corrected on proofs. Nothing that is

not already in the manuscript can be added or corrected.
8. Publishing fee :

Authors will be charged for space in excess of 4 printed
pages. There will be no charge for the cost of printing
black-and-white and color photographs. However, authors
will be charged for plate making for figures other than
photographs, English proofreading and reprints. In addi-
tion, half the charges for English proofreading and re-
prints of Japanese articles will be waived, and the
publishing fees, including plate making charges, for Eng-
lish articles will be waived.

9. Revision of these rules -

The rules for submitting manuscripts may change.
(Partial revision June 1992)
(Partial revision June 1994)
(Partial revision June 1997)
(Partial revision June 1999)
(Partial revision June 2009)
(Partial revision November 2009)
(Partial revision April 2010)
(Partial revision September 2010)
(Partial revision March 2011)
(Partial revision April 2012)
(Partial revision May 2014)
(Partial revision November 2014)
(Partial revision December 2014)
(Partial revision March 2015)
(Partial revision January 2017)
(Partial revision November 2018)
(Partial revision May 2019)

Appendix 1. Submission of manuscripts to Acta Cytologica

Please go the new Acta Cytologica website (www.
karger.com / acy) and read guidelines for manuscript
submission. Submission of manuscripts to the Japanese
Editional Office for preparatory review has been abolished.

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