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MBAFERFZREHERIR

> BRI O S & AR

MM oBAFEOEFIIZHZ OB LI I Tn T, Ehxib
LELLCDRNTZBLONRA & L2 X > THIRE K258 8 L T
Elo2 bbb, OEELRFEMIL 1590 4E, + T » ¥ D Zacharias
Janssen |2 & A BAMEE O T T, Dk 1665 412 AMROHE K HLALASH
JaTdh % Z &A% Hooke 12 & o TRENTZ. 19 HALIT % 5 LI, IR,
R, Sl B, NEBE, 5V R & oMl X
NBEEI o728, EIROZBIIZILHINS L) Ik -72013,
1943 4F, Papanicolaou @ [MERIIEZIZ X 5 FESA DB O R ETH 5. Papa-
nicolaou I G LR ML EZ WIS Toax @, Mz Hiroi e IR
REBEANTH Y, DFEHRZHEREOMESZFF, BTl ANRHR/21 T4 <,
Mg, LB, THALSR, WREZ EORWHEBTIEH I TW S, PAMBZICTWHE (E
A S N7z SN T, Papanicolaou 2781214 - T Bethesda System 23R H S 1,
HPVIRAED FEHEDPAMRBITEASINDS L) ko7, FIRMAREDRAIZL ) 4H
B OB EAVER SRR E 2 ), & 5I2IZ AL 2 72 HEI I B O B%E & L L 7-.
HPV M Tl & o 7-Mlleis ek & a7z DNA @ Wnid, Stk & F v 77 L5
WHEEL L9 E LTwa. LALBURTIE, 7/ ARFIIHMEL b BB
RS> TRDEDHDIZIE R > Tn RN,

SRS X BRI, AR Z OIS L CBIZE T 5. BB ACR 3 IkochEt 2 b DALk
OWiTH % 2 RICHNCEIZE L, B oM 2 RocoElr SHMREERZHELE T L v 1E¥E
BIhoTwa., 2WICTHENEMA HRE S T 72 R 8 X IR I TR o S AR % &
MDTEENLTWDLZ DD 5.

1918 42 b & 72 22 D k5 Henry Gray's Anatomy of the Human Body (% 20
W) &5 L, FEPRERE T ENEAOR IR S = NIEOBREERE 2 ie47 L 2255
O, BRI L, R CTHITE 2> T d &) i T D, 2010 45 O MLER:
D FLFED Histology : A text and Atlas (%5 6 Jit, Michael H. Ross, Wojciech Pawlina 3£3%)
RARFO [ AMAMAMT  WETH 2 i CEARREE 2013 4F) 12 AMKRORERIXEH S
NTHED, BAPFENEL 2 KouITBIZE LR 2 TS, B4 100 400 EFTH» 5
WIEBRAEIZEZDOFD X ) IC—R—ARHIPM L THAET 2 L AMEHFERFTHZONTE 2D
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Hivb UESHIRE L OBl % o> TFEWNB 2 EW L L 721, WK EEE % CK7 Tz
Yefa L, ¥ — MEEHEMSEEZ O TENZ TS LA ERE I AL, FH 3D/4D W
GIRNTY 7 b7 = 7 TN A &, TENBEORKEORMIERTIE R, M H RS
EEBLTWAIERFERLZ (M1). Iz [HTERHE  rhizomelike structure]
L7z (M2), MTFEEIZERHFICHONIMETHHA P L ATHVEETH 5.
T EANBEOH T M, FUNRaEaEE () 2#80EL, E WE 2k s
WKEoTH A=V EZIFLFENBEICE STA ML AR EAE LR TWEEE o TW
LEZTND. TEMECHET 2 ENBILKRE O T 3RS X H RO b FiEe
FIHR - TH Y, BRI % 2 & TR E D S B OB A3 F = NI A o CTHIgH
T5. F72, TRTOFEHNEBRE D T E2MRELE TES > TwaHbIFTiE%RL, +HN
BRI T AR S 2 o L2 (W= ) ofEGRTHDZ &, T EMEEZ
HH LT ENEBREIE, 70—+ NV THAH I LA bHh -7 (Yamaguchi et al. iScience
2021 Mar 2 ; 24 (4) : 102258. doi : 10.1016/j.isci.2021.102258, Nat Commun 2022 Feb 17 ; 13
(1) : 943. doi : 10.1038/541467-022-28568-2) .

SHRER DS X o TR F o 72 B - BRORMIIE 213, ASKIE 3 ook % & Ol
M, BMEEORIZIEA S 2 R IEROBIZIZE SV TR LS, FHEoM#RICLD
BFESFRHLOHMZRY) ANTHEAL TEA MikZ 3 RICHIZBIZET 2 Hili2sER
MR ED X ) BRFBEE D725 TH, SHOBERICHEL 2w
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H1A

IR IR

1mm

2.5 mm

B1 A: TENBEEZEOAREHEZ BV L, CK7 THREdmik, o — MIRIIBMmeEE 2 MM L Ty
HBAIT3RTHBELZ. FEHEDISIEES 1150 um OV ZE JE 1 (%), 151-300 um % J& 2
(%), 501-650 um % J& 3 (/kf), 1001-1150 um % J& 4 (%), 1501-1650 um % & 5 () & L
720 X T N oI, Y BN TR N ORE R, Z 3BT X 28 Xe Z gz
NZEN 2.5mm).

B: TEHNEZTEHBL O LA A= (K 1A O XZ Fiii% KA G2 Sk 724 A —
V) BER Lz BIEBICH50E 1 TIRESHEO XD ICADHIA L [T EMME] 2L
TWBIENbRD. J§2 TIEA LIRS 2 RIS D 525, HREEICH 758 3513 —
R—ROBAE I LU CHAET 5. BIS IS 2 T 2% 04 L 72880 T 5 P,
FEHERE C I3 T 220 & PR 3B 1A TR CIZHNL L TN T w5, (Bt zh 2
2.5 mm)

C: M FEoufE OB, JE1 (8 O T MRS CTEL > T 2 IRE -+ 2 B 12 H
U T L7z T EIEEIEN S TVEDIF TR, KEEWH4 O T ERM (¥
7ok kg L) OBATHLI LIS,

ChETD L
FERNERE®EOHRE FERNEREEEOHE

il

HEEBDOREIE
BB TRENTLS HEBORS O FEMHE 1

Histology: A text and Atlas . e
(8 6 k%, Michael H.Ross, Wojciech Pawlina ££3 ) & V) 8z Yamaguchi et al. iScience. 2021
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HHRIZE T 5 HPV U 7 F v EADOBIR
—ZORRE HAROBUIR 2021 £ E—

[ YN
R PR K T A

FEHEHPAZT VT, T7)HIENT Ehb,

IS oMiicBLTe ¥ T—< f )L Z (HPV)

T F L DOERDHE—ICHZINSL. HPV 7 7 F 13 HPV &R0k, a > ya—<oigd, CIN2+ D
VoWt AR E 2, BREPSAOWDPHE SN BREEO LR L LS ICERMREDROMmE D ASbNT.

T 3 EHERE S 2 AL 7 ML, 1EEEONGRED EE > Twab. —F, bPEIZBWTIEE
WMPAE L o720 00, ZOEBIHEBHBIROPIEDE S S, HPY 7 7 F ¥ OFBHIEE DS HRE IR

W2 BT, SROI5 %R EFEHHIROHNL.

Key words : Cervical cancer, Human papillomavirus, Vaccine

L U &®IC

v h8¥a—< A )L A (human papillomavirus : HPV)
PFEGEBAD) A7 WFLFESN, BHPADA S =X
LDMHHEINTEL. ZORRELT, BETHT 77>
DFZENHER, BRIRRBOBR L 2 HR%EEIhTw
5. AROHMIZHPY 7 7 F » B O EAOIUIR,
ZLTHRAPSREINT 7 F U3 RICET 4500, B
XUHARIZBT 27 7 F 8 AR & BB Z B 23R
sz rilhsb.

Implementation of HPV vaccine worldwide and in Japan

Takuma FUJII, M. D.

Department of Obstetrics and Gynecology, School of Medicine, Fujita
Health University

FnSCMMIEERSE T 470-1192 FEH1UL ST 254 IT HHE - ¥ 1 0 98
JHE H BE AR AR e A R s Nl e RIS A

A4 4 7 HAd

44 4 17 H=H

II. FEENPADEFE HPV BRETFRET 7 F U RE
DIEFEE T DR

1. HRICHEIZIFEEPARBEOEST

MR TIIBEB L2507 AR TESHPAICHEEL, 20
9 ENIFEE LE A LM ST BY, W Tix7 7
VAN 21% E DL VH, EFUIB T 5 BEOEH
(55.1%) &7 YT SH5AELTWz, HPV 7 7 F L id—if
G—a 8, 7 X)) A TS HEA TW 525,
FHEHEPAZHIRL NV TE R D ERBIZLE IR T
T T I7IUATHA.

2. HABEICHIBIFEENSANDETER, BERDEY

AR HERE  (World Health Organization : WHO) @ [H
KR 22 4% B9 © & 5 International Agency for Research on
Cancer (IARC) 23 FEHENADIEL - BEKOFT—F 258
KL TW5, HAMERE L TTEEANAMZ Z HD70
12 1983 4E T, 2D T A DML CHRIT LM 10 T A D
720 202% TdhH -7z, 2016 4ETIE2.04%THH, D30
ERNIIZIREO R WIREDS RV T, —F, JeEET
1% 1983/2016 ZEDOFFIEA F1) A (4.95%/1.73%), *+— A
NI U7 (318%/1.33%), 7T AU (290%/1.73%) &
D30EMICETHP L, WTFNOELFETIRHALD
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H AR AR AT 2 2 MRS

Wiz /R LCTw7z2, BEFRICOWT D MARD RN 25 7%
KR TWT, 1998/2010 4EDH7 13 H A (6.81%/10.41%),
F—=A 57 (647%/5.34%), T * V) 71 (6.47%/5.34%),
A FY R (647%/5.34%) &FRKFHEAZFINHA LT
HOICH L, HARIZWEIMLTWwW2Y., —J, hgkifET
E2 DO TTFEFPABBEOLVEE LTH LN TV,
7TV (29.24%/13.95%), F) (21.28%/12.01%), =
A% I (20.05%/12.01%) 7 EIEEPITHALTBY,
RAETIRAAREDHFVEDL RV, 7 F U ERIZEY T
HHABADWL T HDIEHR LT 2048005 5bhT
Wb, INHOF—=F#HON-DIZLT, FTidMmBHk
Motz L, DAEOERBERICBW TS0 T I A
NSRRI X TV D EEFIIEZTWVDEY.

3. BRICH 2 EMANFEEN» ABREBERDIFH

HA D fEERIZE L Tid Utada 5 AM4ERGEE & e )RR
(W) L OBEEZFEL ST LT 5. 24FEHTIE 1985
FEH S 1997 £ L TIEDOFHITRA LTV 525, 1997 4ELL
B 2012 4EF TR R TADLE 26% EAICH LTV, Ein
FERITIE 20~29 % TIZ 5.1% DB, 30~39 % Tl 3.2%
DN, 40~49 K TIZ 1L.7% DBINTH 5. wiEREZ 7
ThbHE, 65~T747% TIE 1985 4EH 5 1999 4E % Tl 6.9%
DA TH 575, 1999~2012 4£T 0.2% DU Z 7% LT W
72, HARSRE LT, 20~39 ROERBICB VT, AR
DEADBAHRLNDL DB ORE O E WL DY, 22T,
MOT =5 R=ZAh 520 EFEL L ATAL L, 20~24
HECTRBERLAIZVIOD, 25~29 % THO EHAIH
MO, Thabh, 20 TOTEENARBED FHITHE
X 25~29 DT —F ZDH DLV Z DY,

4. FEENPATFRT 7 F U RERBERICE &S
1983 4E, FA v @ zur Hausen 1+ 25F 5 SH AT A AR
HPV16 % DNA DS S b Z & 2 iy L7z DASHPV &
TEEFA L OMEZIERH L 20O TORETH 9. %
D, 74 NVRXE6, E7HBETFVPAOEMLETITHAATR
T2 2 EAVHIB L, 19894FE7% 5 1990 4E#IHHIC 1 & D E6,
E7 W & L7 MIEZ W R bH 7 7 7 » OFFIHER B
#Fo7 —HT L, L2EBICaI—- I TY RS
YRZIZOVT, BROMINIIREE W) X 2§ 55T
THEN, BPATEILT LD NS DEIETHAD DNA
CHAATN TRV E0 S, DBARHME T LS
WIS EVEHESR TV AR o7z, 5124, HPVI6 &Y
HBIZFO L, L2 2 W ThFEWFNTFRIIB W TER
Wi ENTWD, BTV FRIPERTELRVWE VIR
WEGEZHBEPMONT W2, 0 X)) RO h, 1992
4FE K4 @ Kirnbauer 5 3851 /N Y 7 1I28FI N TWw
T, #THLNNYZIZERT M T & %5 HPV16 ® DNA

WCIEREH L E2ME LY. Thbb, NI hb
S5 HPV 16 BlOBIZ T TlE, YA NVADOH T F
BERTERVOIIHL, WOAMBAICATF L BEHDL
LRI L7 HPVI6 BIOBIAT 2 ) & 7 4 VAR T %
GRTELILERRLL-OTHA. 2 THIK W
72HiX Ll L2 ERTA I otz —Tf, RO AM
& LCTHEBEINAZEG E7TTHHD, BABRZETIZZ
DY 3T IHT B MHYRD T EE STV R W T
EHHBLE0 ) G 2EH OBLE B O3 L EGB I b
5L, 1212BoTWwolz. TDX ) BRI ORERIZ
zur hausen L ORFIIFLR T NTWT, KRR
BOWTIEET ICHT 20RO 55 & LT AR
AL TWA. — AN Joakin Diller 11T, #&IZBITE,
AB) VADKRETHHRHAPV DI A VAT T2 RO 5 H
EETHY, ZOMRFEEOY) —FTHb. b — A
RBEDOERE LT, PR ELLT—FE2/MALTINT
WeDIE, FEHEXTHoMELL b7 D)
ke LCTE7TICRYIY 221F, LI~NET 2 F VHZEORE
Y o 72 KE W OZITHK L, Db OWIERES
BiL7zZ %, J—_XNVZEHTH S zur Hausen 128
BOTNENLLTHA.

5. HPV 77 F > DORRRFERDAE & R DT E
2000 4EICAD, H=F b LLAIEH =3 v 7 A%l
L7297 F v OEIREBPEHE - 72, H=MHERRBRO
MRIE, H—% YV ZfH L7z FUTURE 1 O#$25 2007
4£ 5 12 New England Journal of Medicine (NEJM) 124§
WE N FIFFEEENC, =N v 7 212X A PATRI-
CIA O#ER75 Lancet I s 7212, — iR zZd5E L
TR BIE DR =T VP EA SN — A+ T
V75, 200940y Ya—<DBEIED L LGS
N7, HPVIS@EGEL, T CIERPB NS, a2y Yu—<
377 F Y OFHMREMEDD B ITITRBEORETH >
2. BT, FUEL A=A M) 720 EEERNIHED
WA DG SN2W, 20184F, 74 T ¥ FHhLRETA
DD R R SN, 2020 47, 2021 4 & HKWT X
V=TV, FTUY—=0 LT EANARBEOWMIIE
ARG SN0 =N v 7 ZAERME L7
X, 2013 4E12A4 F1) AI2B VT HPV RG I A8) B A3
BNz, 2019 FEITIE TR — MEITC THEBIGREN RIS X
% EHEE g5 CIN2, 3 ORI R L S, 2021 4
IR AT A A b i S 7220,

COX)BRT—=YDOEREMNPS, TA)IWYRIEHT -5
V& 2006 4, =N v 7 A1X 2009 4, FLTINA—
FO(ZRAXYATREF—F IV ERHEND) 1Z 2014 4EIC
AR L7z, BERDYFIEY =31 v 7 AH32009 4, H—%
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TOVA20114E, Z LTV H — F 9% 2020 41K L 72,
HEDEZ A, H—F I NVIZ 144D, =11 v 7 2F
VASEDFHRR RN D 5 LI TwE2, Zhig, 22
FTLAENZVE VI DI TRL, ZORETOHER
WA TRTIM LB RRINT 0L TH 5.

6. HPV 77 F #EREICL B HPV BED Y X7
Drolet 5 1& 2014 4E 7> & 2018 4E  TIZ 14 A E O S [E T
ART6000 H AHBECTHEB SN2 F— 7 2T LD, 20
F= ¥ PEBEINLETIEEWY 7 F VMR E multi-
cohort vaccination 3% b b, HEEMIC T 1L HMH%E
ToTWBHEEZER, ERENENBDOENDE DL E
FTNTWVE. BHETNXIT13~19 %Mo HPV16, 18 1Y
YL, HHET T A LTy F VMR 5~84ET
83% A LT\ 72, KXt ) 2213017 Th o 72, 20~24 %
TIE66% DWA, ThbbHHIN) X2713034 ThH- 72,
25~29 i TIX37%DWAERL Tz, Thbh, 77F
VAL VIE ERGED ) A 7 IE T Ao TWwW5BHZ S
JREMNT2. HPV3L, 33, A5 BUCBIT B G0 ) A 7 13,
13~19 %D 5~8 EHR T H4%MP L, HEAEN D72 L
MPLGEDS, 20~24 % TIX 32% DM 7295, HEAEIIR
Motz EHICIDTIZFUTHAN—ENLWBNAL ) RS
ORI T NOERKPBSENH TOAELIIRINE
ol INLOFRIZEY, 7 F LY L) EVE
ROLMENATH T LT, BENE RS HPVIERD) X713
BT 5 LR ENT.

7. HPV O 7 F HERBICL BMBHED) X 7RISR
PEFHEDOINTIX, CIN &KL CTT 7 F v ORh A Al
BRICADND Z WD, F—F 3 VIEHRED TS F
T ESEANATET 7 F v O LR 258K TRERE
HENTwiz, oA S LT % 5L HT OISR
Th 505, 15~19 KD 5~8 EDBETIZHNY 2 ¥
13 0.33 T 67% DIPRIFAH BNz 20~24 7%, 25~29
HTHZNEN54%, 31% DIWPRESA SNz, 30 L
ETIRAEEEIALNR ., OEMTIELMEIC LA
ZLTWRVWOIZLEDL ST, FHERME 15~19 %D 5~8
EDFHTTIIARS ) 2 2713 0.52 & 72 5 TWT 48% DR
RIRARENTz. INHIIEMBIENRICL L0 LR
ENTw5b.

8. HPVT U F #FEICL 5 CIN2LIEDREICHT S
FYES

CIN2 PL L OFFEICK 3 2 BB AR L7z 0T, 7
7 F VM 5~9 SERHE L 72 15~19 7% Tl 51% DIRA%)
BHH o7 20~24 KT 3% DB RS 572, —F
T, BHAERGDS 25 M LA 172 L AR e o 1oL HERIY A
WM o7 — & 8% O TR SN LB L R D, %

EREMIILE, ZO7 7 F Y PHIRENENZ EAREN
THBY, 5HBOLT 7 F VRIS L DRIDPARES L O
MBARFEFEITHRL LT E /AT S,

9. HPV 77 F>h HPV REEHN A DFRSE % FB
HPV 7 7 F Y HHEIC X D RBEB AW Lz v ) i
VOHENT 4 ¥ ¥ BhHLARINZD (Z0H0BH
BAICE Y, T F VBB TIEINANRELTCLY 2T
YOS A TR ERTWARWY,), Zhidh—5 Y
V%M FUTURE I &% —/3Y v 7 2 % /2 PATRI-
CIA D% 3 HIIRRIEZE T Y 7 F » Bi% o8 2 805 %
EFBRICERIRITZEICSIM L T AW IRE 2 A7 Tk —
MZETH S, ZoFRICE L, T F U EREICIE
HPV B DR A A DI D5, ISR TIE 10
ANDBBEDPADTERE L. ZOWEIZHPV T 7 F 28
HPV B DR SADFEZ WA T2 & W) RO DGR E
oz,

10. 4ffiHPV 7V F L ERBOERE EZBEEFEEI A
DRIEREX

4Mli> HPV T 7 F ¥ BREIZ & 5 FE A A ORI RAH
ATz —F S SN0 B A 17 R TG
17~30 CHG U728 & JEHAERE L DI TH 5. 17K
W CHAZ G L2 BE 10 AD 720 44 ORBHA D%
A BRI —T5, 17~30 @ CHAE L 72 Tld 54 Bl 54,
JEPRERETIZ 94 BIDIENE L7z, BRLIZAR T, X HICH4E
WCHEET 213, ZORRPIBVI LARINIZ. TV
<=7 00 b ORISR SN, HHSERZ 163
DIF, 17~193%, BLO20~30 T L, JEHflift L
HRLTWS., HETHNED 51T IR L D)
BHONTHY, ElichbE, TOEIBL DI EIR
SNz bbb, U7 FUERITEVIEZE, FoRER
BWEWH T LEARRLTWS., COHHBE LT, —2l2ik
HEZ DI BECPURES SN L) 2L bdH b H
D LNV, MR OBEEIEEEL W) 2 L 2RI
LTw5b.

L. HPV BEEFRET 7 F > OMFRIZE T B HE
ERWRICDOWVWTDES

1. FEREFARBRERET 5 72 DHFEE

HPV U 7 F Y 3L HBOBRRE L L I T VT— L
FTZOWRRAREDHEPr DO LN TE 2. LFIZSRE
DL BEMPED SN TVDEDOPITOWTHH L TW
<. 20204 11 H, WHO (35T 2030 42 £ TICFH
DAZIER LD ST, PRS2 L EE L%, BRI
F—2DH%ZE LTEMAITI0 T AD2) FEHHPAD
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H A B RAB A7 MR

BEEZ4ADTIZTRL ) 20— U257 Zhid
MWD T, WRP—HEZY, PAZHET S LITHECE
5952 0wI)EET, 5EO#AHETOHPYV T 7 F
PREARDI90%, LIE 2 MOMZ 2 ZITHI LN TEHAD
HEHT0%, LT, FEHSEAREL LS INIZEHED
QW% HY ZRERE T T2 ZVTAI LN TEL LTS
L) HETH S, R EHET L, Wb % A
ELTEASNTWSEDE S, BIE WHO Ii#E T 107
M, ZOMOER IR T 21 » ESEfEEZ1T->TBY, &
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3. HPV 77 F>OHFAMGEHETE KT 2 IS
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HPV B A AEAAY (C 350 2

TrFUEERIZEY), U2 F I E TN WA
KR 5DTREEVP LV RBIIDFT NS H L. F—F
VOVEERREETIZ HPV52, 56 BIZAERDOIER L L D ICHE
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Abstract

Since cervical cancer is predominant in Asia and Africa, the promo-

tion of human papillomavirus (HPV) vaccine is a first priority in these

regions. Implementation of the HPV vaccine has been reported to

reduce HPV infection and decrease the incidence of condyloma, CIN2,

and invasive cancer. There have been reports of herd immunity effects

as the immunization coverage has increased. Worldwide, there has

been a shift from a 3-dose vaccination to a 2-dose vaccination, and verifi-

cation of a 1-dose vaccination has begun. Although regularly offered

vaccination in Japan had begun, a suspension of the recommendation

for HPV vaccination has been implemented. Low awareness of the HPV

vaccine among the target population is also a problem, and further

enlightenment activities are required.
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Table 1  Histopathological grades and cytological study in 18 cases of mucoepidermoid carcinoma
Appearance of cytomorphology Reporting cytopathology )
Cytology Mucus Histopatho-
No. Part Age  Sex . Intermediate Epidermal . . . logical
method Background producing Milan system  Diagnosis
cell cell grade
cell
1 gingiva 48 female FNA mucinous + - + - AUS Cyst, few low
cells
2  premolar 60 female Imprint hemorrhagic - + + - SUMP Neoplasm intermediate
gland
3 gingiva 50 male Imprint - + + - Susp. for malig. Susp. MEC low
4 palate 47  male Imprint  mucinous+ + + - Susp. for malig. Susp. MEC low
5 palate 42  male Imprint  mucinous+ + + - Susp. for malig. Susp. MEC low
6 buccal 23 female Imprint  mucinous+ + + + - M. low grade MEC low
mucosa
7 parotid 40  male FNA mucinous + + + + + - M. low grade MEC low
gland
8 palate 32 male FNA/  mucinous + + + + + - M. low grade MEC low
Imprint
9 palate 50 male Imprint mucinous+ + + + ++ + - M. low grade MEC low
10 parotid 37 male Imprint mucinous+ + ++ + + - M. low grade MEC low
gland
11 palate 46 female Imprint mucinous+ + + + + - Malig. MEC low
12 palate 22 female Imprint hemorrhagic + + + - Malig. MEC low
13 palate 33 female FNA/ hemorrhagic + + + - Malig. MEC low
Imprint
14  bottomof 42 female Imprint  mucinous+ + + + + Malig. MEC intermediate
the mouth
15 bottomof 19 female Imprint  mucinous+ + + + + Malig. MEC intermediate
the mouth
16 premolar 64 female Imprint hemorrhagic + + + + Malig. MEC intermediate
gland
17 gingiva 54 female Imprint hemorrhagic - + + M. high grade  Carcinoma high
18 palate 73 male FNA necrotic - + + M. high grade  Carcinoma high

FNA : fine-needle aspiration, AUS : atypia of undetermined significance, SUMP : salivary gland neoplasm of uncertain malignant potential,
Susp. for malig. : suspicious for malignancy, Susp. : suspicious, MEC : mucoepidermoid carcinoma, M. low grade : malignancy low grade, M.

high grade : malignancy high grade

ML % REAINC Bl L, MURFEEEY L35 ) v
T LW 7 T =Y ORI OV THRE 217 - 72.

II. ¥&RLUHEE

1983~2019 412 H AR 48 7 o 2250 A 8 9 B 12 CBHSH
TRAVEE, CIREAVRE % 5235 Ll RIIES & 7203k Rk ED
HMER 2 AT\, I BRI 27 1 | M Bt IS R 2 52 i & R5 W
N7z 18l ERIRE L.

HERLES AR 2RI T A 3 5, 5 FIEEAS 13 B, 2 afil
5 & BAMEAR 26T o 72. T % Papanicolaou Heft &
Giemsa Jeta LI HHINICI 57 Y A5 22 HwCTHllLZ
W& 175 72

mL. 2 (Table 1)

1. BRMNSBEEIS /AT LBHATIY —

18 B D NFULFE A AL DS K MERE 2 B, /N 16 151,
PERNEIYE 8 44, ik 10 44, “PH4EHGA% 43.4 7% (19~73
W) Thotz BUHENOEAE, FHERE X UBRIL
&, ECEVEEEAT 12 61, 39.20%, 7:5. HEVEEEADT 4 4,
46.3 7%, 0: 4. BEMFEAT2 B 6355, 1: 1 TEMEELIH
{7 BITHE A # DY B A L 72,

I/ VAT AHER [EFAHLRM (atypical of
undetermined significance : BLF, AUS) | 1%, [ RIEMHA
M 7: % (salivary gland neoplasm of uncertain malignant
potential : LA, SUMP) | 161, [HEM:SE] 361, [N
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Table 2  Histopathological grades and Milan system reporting in
18 cases of mucoepidermoid carcinoma

Milan system Histopathological grading

Reporting cytopathology Low Intermediate High
AUS 1

SUMP 1

Suspicious for malignancy 3

Malignant 3 3

Malignancy low grade 5

Malignancy high grade 2
Total 12 4 2

Fig.2 Case 10 ; imprint cytology of low-grade MEC.
Many mucus-producing cells with high-grade atypia in a
mucinous background (Pap. staining, X 60).

BT, THEME] ophCEEEOH ST TH > 720
Bl TMEREME] 561, TEHEME] 268TH - 7.

2. HBFHNEMELITS/ OIATLBHATIU -0
#8R8 (Table 2)

1) R EER 2R

WRITHOT I A A S 7= HHH & H 2o Wi e A=
MgiEA SN, DO MDA KD N7 5EF T
[AUS] & 3h7- (Fig.1:ER 1) (1), F72, &FRich
FTPITHRE R DA S L7 b O ORI &
DWW T 2o T2 REGN TSR] & DR D5 %E
b (3#).

BRI L B ORI E AR S, WD O 4
BLTRVORS T AR (MR R & 72 1Rk BRER) & v I
Fahsd &7z [ WL L, MUEE] o3k
IR E S TH - 72 (Fig. 2 : fEBI 10) GH1). La»L,
TRICHEWESH T Y ASNT, RHEHIREZ S AN

Fig.1 Case 1 ; FNA cytological smear of low-grade MEC.
An epithelial cell cluster in a mild mucinous background
(Pap. staining, % 60).

Fig.3 Case 2 ; imprint cytology of intermediate-grade MEC.
Cell clusters consisting of monotonous nuclei with no
mucus-producing cells were observed (Pap. staining,
X 60).

% b O DOREHE AR R IEBNE [HEVE | R 2R &
L, MEEME] Lixshhro7z (3H).
2) vk RGN

H P TS S VORGP AR M & R MR I3 A b g, B
— MO S L LT SN zERNIE [SUMP] &
sz (Fig. 3 : ER 2) (140).

TRASHIE F 7213 RO E A A S, FiHl
AEBLCTHER XN, ZOHITh 3 IR A Ml &
BE MRS A & N7z fE B [ ] TR R R % % 2 72 (Fig.
4 : JERI15) (3 41).
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Fig.4 Case 15 ; imprint cytology of intermediate-grade MEC.
A few mucus-producing cells showing translucent cyto-
plasm were found within the cell clusters (Pap. staining,
X 60).

3) LRSS E N

BUEME T 7213 P 52 i TR & B A T
R ORI EIR THBLL 725Epid B & L [&E
Y] OBMIES Tho7z. L L, KisEAME A S
NpdpolzZ & XD EHIRE L U CREEMEEER R R 012
D IMERIGCEAE, JEALRR T LR, Rz &
I o NHEEHMMER O P I ZWEETH > 72 (Fig. 5 FEH)
18) (2#1).

Iv. £ =

W BORY 22 B2 8 O P58 4E 1L 30~50 7% T, B FIICHE D
% R TH TR 3 7 & O/NEAR IS B U565 59,
FREAI MR 12 BV TR B X OB I ks £ <
EEMERBEICS W E SNBY. KRG CTIEYER
434 FETHY, WIIOBF B LR L o7z, U
REEDAPIRE 2o TV AEHED H 2 L E 2 5.

YRR & AR, BRIoMEE AL L, KB X ORER
FEIXEIGAER 409 7%, 79 L LN L 0o 72, EEEED
FIAEETL 63.5 LB IS VE R D, Bkl
1 ERFETH- 7.

W 37 5 MK 22 T U Papanicolaou 44t & & b 12 Giemsa 3¢
BEHTA I PRI N TV A, FICERICALR
% Rz e MR X ¥y~ YV — R ETHE
L7201, MBS B B 2 2R e A o 48
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R R R o W55 M kG R AR M, R M L oY

Fig.5 Case 18 ; FNA cytological smear of high-grade MEC.
Spindle-shaped cells showing a streaming arrangement in
a necrotic background (Pap. staining, X 60).
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Abstract

Objective : Mucoepidermoid carcinoma is the most common type of
malignant salivary gland tumor, and its cell morphology differs depend-
ing on the histopathological grade, making cytodiagnosis difficult. We
analyzed the cell morphologies in the cytological specimens reported
according to the Milan system in relation to the malignant grade, and
examined its usefulness.

Study Design : From 1983 to 2019, there were 18 patients who had
been histopathologically diagnosed as having mucoepidermoid carci-
noma by FNA cytology or intraoperative imprint cytology.

Results : The average age of the patients was 43.4 years, but it
increased as the malignancy grade of the tumor increased from low to
intermediate to high (39.2, 46.3, and 63.5 years, respectively). Of the 18

patients, 11 cases were diagnosed as having mucoepidermoid carci-
noma, and 3 cases as suspicious, and in all the cases, the characteristic
findings of mucous-producing cells scattered in intermediate cell clus-
ters were observed. In regard to the Milan system classification in rela-
tion to the histopathological grades, high-grade cases were classified as
“high-malignancy”, intermediate-grade cases as “malignant” or
“SUMP", and low-grade cases as ‘low-malignancy”, “malignant”, “sus-
picious for malignancy” or “AUS".

Conclusion : Cytological findings of mucoepidermoid carcinoma
were reported according to the Milan system, which helped to deter-

mine the histopathological grade.
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w477z,
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D, BDHA M)y FIMEERVERTNHIZH] - T 2 L fE
AREERL, rokzauyRth e fro /o, BIRHEPILEE
13mm OB E %572,

3. RETERM

HEAMEIE 7 ) —#HElY 7 b [EZR] &% i\, Fisher
DI E X T > 72, p<0.05 ZAEAEH D & L7

1. #% 2

1. RE

U B DML THREENEFE O HGUC L 3 s h, 0
i 6 2 B UPIZIRAIIEEZ AT b v Tw 72 iikix, Wik 46
ff, CS#:35 1, CRIESIMHTH -7z BEEEVHEDL 1
Bk & L= oKX, WiH:50%, CS¥:83%, CR
% 82%, WIMINEHEU EEBEEE LR EhEn
65%, 91%, 91% T, MMalFMWICWEE CSE, Wike
CRIEDMICHEAEZROIH, CSHEL CRIEICHEAZ
RO o7 (Tablel, 3). W5, HEZ&ELITXTOWE
BEIEFE HGUC 2 xf 5 & L7236 oMk Bu, Wi 78 1+,
CS#: 771, CRE62MC, EHEEWHED E2BEMEE L
A DEEIR, Wi50%, CS69%, CREET77%T,
Wikd CSi:, Wike CREOMICHEEZRDD, CS
Bk CRIEICHEAIZRD LA -7 (Table 1, 3). FAIHH
fa Ll L2 e LA i3 EnE 69%, 79%, 84%
T, 3EMICHEZIIRD RN -7 (Tablel, 3).

BEEOMEEZ T LELRREZ ELT X TORE TS
HGUC & 3lrsh, 6 » AUMIZRMIZ S TbhTwiz
Mefkix, WiE58 1, CSi:d61F, CRE:38MTH - 7.
EVESE K E L L2 Btk & L2 oKX, Wi 57%,
CS i 80%, CRET79%, HAMINH L ExFEEE L7z
BWEIZZENZNT1%, 91%, 89% THERHHMIIZ Wik & CS
%, Wike CREOMICHEEZRDD, CSike CRiE
A EAZEO R o7: (Tablel, 3). W%, FHREz2z&H
FTRTORETHGUC x4 & L7256 oMk, Wik
91 fF, CS#:95 1, CRET75 T, EWEHEL E% R
PEL L7223 E 0 I&EEE, Wik54%, CS#H:69%, CR:75%
T, Wik& CSi:, Wike CREOMICAEAZFROD,
CSi& CRIEICHEA IR -7z (Table 1, 3). HHI
Mk Dl L2tk e LA EhEn71%, 81%,
83% T, 3LMICAHEAIRO RN -7 (Tablel, 3).

2 i o HL A 5 T 10 5 0 e R FE o0 K SRR R B 1 R
(low grade urothelial neoplasia, LA F : LGUC) & #ZhHrs
M, 6 7 HUNIIRMIEZ AT b Tk, Wik 12
Pk, CS# 211, CRE231FTH -7z EHEEEVHEL E
ML LA ORI, WIHE17%, CS#H:14%, CR
4%, BB EM EE e L E 1 EhEh
25%, 43%, 48% THh 7. Wi, FREELTNTOW
BEIESE LGUC % x4 & L7223 o fud, Wik 15 17,
CS#:331F, CREESS T, EHEECHIEMU L2 BMEE L
RAOREIR, Wik13%, CS#:9%, CRE6%, #A
MRLH 2 DL 2 Btk e LA 22 20%, 36%,
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Table 1 Comparison of the sensitivities

Histologic Diagnosis Cytologic Diagnosis w CS CR
HGUC of the bladder First lesion Negative for malignancy 16 3 3
Atypical cells 7 3 3

Suspicious for malignancy 6 5 6

Malignant 17 24 21

Total 46 35 33

Sensitivity (more than suspicious for malignancy) 50% 83% 82%

Sensitivity (more than Atypical cells) 65% 91% 91%
Including recurrence Negative for malignancy 24 16 10
Atypical cells 15 8 4
Suspicious for malignancy 11 8 11
Malignant 28 45 37
Total 78 77 62

Sensitivity (more than suspicious for malignancy) 50% 69% 77%

Sensitivity (more than Atypical cells) 69% T79% 84%
HGUC of the urinary tract ~ First lesion Negative for malignancy 17 4 4
Atypical cells 8 5 4
Suspicious for malignancy 7 6 8
Malignant 26 31 22
Total 58 46 38

Sensitivity (more than suspicious for malignancy) 57% 80% 79%

Sensitivity (more than Atypical cells) 71% 91% 89%
Including recurrence Negative for malignancy 26 18 13
Atypical cells 16 11 6
Suspicious for malignancy 12 9 13
Malignant 37 57 43
Total 91 95 75

Sensitivity (more than suspicious for malignancy) 54% 69% 75%

Sensitivity (more than Atypical cells) 71% 81% 83%
LGUC of the bladder First lesion Negative for malignancy 9 12 12

Atypical cells 1 6 10

Suspicious for malignancy 1 0 0

Malignant 1 3

Total 12 21 23

Sensitivity (more than suspicious for malignancy) 17% 14% 4%

Sensitivity (more than Atypical cells) 25% 43% 48%
Including recurrence Negative for malignancy 12 21 20
Atypical cells 1 9 13
Suspicious for malignancy 1 0 1
Malignant 1 3 1
Total 15 33 35

Sensitivity (more than suspicious for malignancy) 13% 9% 6%

Sensitivity (more than Atypical cells) 20% 36% 43%

Abbreviations : W, Wedge method ; CS, Cytospin method ; CR, CytoRich method.
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Table 2  Comparison of the specificities

Histologically negative specimen Cytologic Diagnosis w CS CR
of the urinary tract Negative for malignancy 39 32 38
Atypical cells 5 10
Suspicious for malignancy 0 0 2
Malignant 0 0 2
Total 44 33 52
Specificity 89% 97% 73%

Cytologically negative specimen Histologic Diagnosis of the urinary tract W CS CR

No histologic diagnosis 1436 1533 1597
Negative for malignancy 40 36 39
Malignant 78 72 69
Total 1554 1641 1705

Specificity

95% 96% 96%

43% TH o 72, LGUC DIEEEIFEK L, EPEEE DL & %
TE7RIKIZ CRETIZ 10% I b7z o 72 BRI
DEEHETELMIKICBOTH CSHE CREHII W B X
0 IREEHT 2 EFEE B R L7228, 3 EMICB W TREM#N 2
BEAEZRD -7 (Table1, 3).

2. HBEE

XFRBARE, Wik 44 7, CS#E:33 1, CRiES2ETH -
7z, Ml et AR ZBIEE LA ORREIX, W
7:89%, CS#:97%, CRET73% T, CSiEE CREMMIC
AT EAEZ R0 (Table 2, 3). ASRMINAZE K]
SERRARA, BERIICEMERT H e U &Rl S 7z Bifk k&
EVEDHEE T E b o ke et L L7 0G, S0k
BLEIX 95%, 96%, 96% T 3 EMICHE IO R h -7
(Table 2, 3).

3. BEWATIU—ICBIBREMHEDNDY XY

SRR EEX, Wi 1766 fF, CS #1935 14, CR % 1975
RC, BHBEZWRBRTZZ 2 238 1, 244 fF, 245
ECTh o7z RS SRR Th OEED ) 2 713,
LIRARARTET W 2 5.0%, CSi:4.4%, CREE4.0%, Al
SRB W RBUATETIEF N ZEN 66.1%, 66.7%, 63.9% T -
7z, BAGHRH ERAR OEEO Y 2 71%, ERBARET
W ik 25.3%, CSi#:24.2%, CR:27.9%, AHikZ W R
REETIEZFNZFN 68.8%, 82.1%, 70.9% THEBATEIZIL
AL WIRBARTEATE WY A7 ThH o7z, R
ERATOEED Y X 71%, SRR T W 5% 42.1%,
CS #:34.8%, CR{E48.6%, ARMZWIRBMALCIXZEN
ZN61.5%, 69.6%, 85.7% CTdH -7z, MM EMikrh D
o) 221, SRBREET W3 59.8%, CS:62.1%,
CR % 58.1%, A #LEEZ I RIRARRECTlEZ N £ 83.9%,
97.3%, 88.5% TAIRMAREEZ L~ A HLKE S W RARARTE 25

WY A2 Toho72 (Table d).
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To7 Wikl ok Tix, CS#:TW i X b #EMluzh
REUEVHERTH - 72 (5 62 Il H AR IRl SRR
KETHE p<0.01). CSE:E, CREREDIBCHEL %
g L 72t clid, LBC 013 ) HMEMIBRI R m v & D
0D & S e e EO|EP 0B B, CS I BHEKE
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bivbhoftik Tk LBC HRFAHEER TH 534 ~ 2
L7 MECTHEIKITEE 21TV A DAY Y TREZIT- T
W7z, CSHEHT CREIFBETMSEM LOBWIEEERLTRY,
2HED O LMBERFEL TS DEEZ L. M
RROBIEDN G, IRREAREREE LTI WKLY CS
B CREVENRTWS. Lo LI L, RESHEOBM
PoEZDLE, BAEFH A ICHRE > TV 5 EE Hw
5139, BEABLIUOBWRHEEDIBEIES L5570
FLWEEZ S,

J&JE T b WIEIEE 5 HGUC R3] % DL b % B
P& L7ia & BRI H e L L2 Btk L LGB owg
MIZBWTH CSH:, CREIIWEL ) EEEZRL.
I, HiEE AL T XTOBKEE HGUC 2 x4 & L 7-H
KT, WIEOAREWNGRE L72MIAL Y CSH:, CREEED
WZRREEEAMET L7z, BHE L CHRER TIHEHRIC K
0 FIEES B IERE ORI ) BIEDRTAEZ 6N
5. EMREEGLEREEZNSRE LGS, ERRIEE
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Table 3  Fisher’s exact test

method  p-value

Sensitivity comparison HGUC of the bladder First lesion more than suspicious for malignancy ~ W-CS 0.003*
W-CR  0.005*
CS-CR  1.000
more than Atypical cells W-CS  0.008*
W-CR  0.015*
CS-CR  1.000
Including recurrence  more than suspicious for malignancy =~ W-CS 0.022*
W-CR  0.001*
CS-CR  0.339
more than Atypical cells W-CS  0.199
W-CR  0.050
CSCR  0.520
HGUC of the urinary tract  First lesion more than suspicious for malignancy =~ W-CS  0.012*
W-CR  0.030*
CS-CR  1.000
more than Atypical cells W-CS  0.013*
W-CR  0.042*
CS-CR  1.000
Including recurrence  more than suspicious for malignancy  W-CS  0.035*
W-CR  0.006*
CS-CR  0.496
more than Atypical cells W-CS 0.167
W-CR  0.100
CSCR  0.843
LGUC of the bladder First lesion more than suspicious for malignancy ~ W-CS 1.000
W-CR  0.266
CSCR  0.335
more than Atypical cells W-CS  0.457
W-CR  0.282
CSCR 0771
Including recurrence  more than suspicious for malignancy =~ W-CS 0.624
W-CR  0.574
CSCR  0.668
more than Atypical cells W-CS  0.328
W-CR  0.199
CSCR  0.627
Specificity comparison  Histologically negative specimen W-CS 0.230
W-CR  0.073
CS-CR  0.007*
Cytologically negative specimen W-CS  0.404
W-CR  0.205
CSCR  0.667

* =p<0.05

CldZwd, CSik CREIELDIIHMERLDHIVEDS Ha g < b kaic B 2 [RAMIL OB | K%
BZWEETH ), EHREOAZHRE L2GETY, & Tz L Cwahofzizotlbh, £ 3B%D %
FEICRAERZ W O L b7z, LGUC DGO S 131 WIZ RN & E T, REETIE CS kL CRE
WG FEETEY EEMsS B LIZ W & iZm, M WCHEAIRL, HEEB BV TIEL L0 Ex v
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Table 4

Risk of malignancy according to the diagnostic categories

Histologic Diagnosis of the urinary tract

All urine specimen Histological diagnostic

Cytologic Diagnosis NHD Total groups urine specimen groups

HGUC LGUC ML OM Dysp Pap NM ROHGUC ROM ROHGUC ROM

w

Negative for malignancy 57 17 0 4 1 5 34 1436 1554 3.7% 5.0% 48.3% 66.1%

Atypical cells 21 1 0 0 0 0 10 55 87 24.1% 25.3% 65.6% 68.8%

Suspicious for malignancy 16 0 0 0 4 0 6 12 38 42.1% 42.1% 61.5% 61.5%

Malignant 48 1 1 2 5 0 5 25 87 55.2% 59.8% 77.4% 83.9%

Total 142 19 1 6 10 5 55 1528 1766

CS

Negative for malignancy 32 39 0 1 4 8 24 1533 1641 2.0% 4.4% 29.6% 66.7%

Atypical cells 17 13 0 2 2 0 5 93 132 12.9% 24.2% 43.6% 82.1%

Suspicious for malignancy 14 0 1 4 0 3 23 46 30.4% 34.8% 60.9% 69.6%

Malignant 69 2 1 0 0 0 2 42 116 59.5% 62.1% 93.2% 97.3%

Total 132 55 1 4 10 8 34 1691 1935

CR

Negative for malignancy 39 30 0 0 1 12 26 1597 1705 2.3% 4.0% 36.1% 63.9%

Atypical cells 23 16 0 0 3 2 11 85 140 16.4% 27.9% 41.8% 70.9%

Suspicious for malignancy 16 0 1 0 0 3 16 37 43.2% 48.6% 76.2% 85.7%

Malignant 46 2 0 6 1 0 6 32 93 49.5% 58.1% 75.4% 88.5%

Total 124 49 0 7 5 14 46 1730 1975

Abbreviations
ROHGUC : Risk of HGUC, ROM : Risk of malignancy

ML : Malignant lymphoma, OM : Other malignancy, Dysp : Dysplasia, Pap : Papillary lesion, NM : Negative for malignancy, NHD : No histo-

logical diagnosis
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Abstract

Objective : To objectively evaluate the diagnostic accuracy by stan-
dardizing the method of preparation of urinary cytology specimens, we
compared the diagnostic accuracies of urinary cytology at our hospital
obtained using various methods of preparation of the urinary cytology
specimens.

Study Design : Samples from the past two years were compared and
the diagnostic accuracies obtained using the wedge method (W
method), cytospin method (CS method), the BD CytoRich method (CR
method) for preparation of the specimens were compared. Specimens
confirmed to be malignant by histological diagnosis were used to deter-
mine the sensitivity, while specimens confirmed to be benign by histo-
logical diagnosis and clinically negative specimens were used to deter-
mine the specificity ; based on “The 2015 Japan Reporting System for

Urinary Cytology,” all urine samples were examined to analyze the risk
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of malignancy.

Results : The sensitivities obtained for the CS and CR methods were
greater than 90%, higher than the sensitivity obtained for the W
method (65%). The specificity for the CR method was lower than that
for the CS method. When clinically negative specimens were included,
a specificity of greater than 95% was obtained for all three methods of
specimen preparation, with no significant differences. The risk of malig-
nancy was less than 5% in the urine samples with negative cytology and
greater than 80% in the urine samples showing malignant cytology.

Conclusion : The diagnostic accuracies of urine cytology obtained
using the CS and CR methods for specimen preparation were higher
than the diagnostic accuracy obtained for the W method. It is believed
that objective evaluation of the diagnostic accuracy by standardizing the
method of preparation of urinary cytology specimens, with strict operat-

ing procedures, will improve urinary cytology investigations.
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Table 1  List of manufacturing methods for each facility
Facility . . NumbeI: of Pap staining MG staining
number Method Submitted urine volume production (sheets) (sheets)
(sheets)

1 Two centrifuges 10 m!/ 2 2

2 Two centrifuges 10 m!/ 1 1

3 Two centrifuges Total amount submitted 1 1

4 Two centrifuges 10 m/ 1 1

5 Two centrifuges 20-50 m/ 1 1

6 Two centrifuges 10 m/ 1 1

7 Two centrifuges and Centrifugal method (smear drying) 20mi 2 1 1
8 Two centrifuges and Centrifugal method (smear drying) 20 m/ 2 1 1
9 Two centrifuges and Centrifugal method (smear drying) 20m 3 2 1
10 Two centrifuges and Centrifugal method (smear drying) 20 m/ 2 1 1
11 Auto smear and LBC * 10 m/ 1 1

12 Auto smear 50 m/ 1 1

13 Auto smear and Centrifugal method (smear drying) 10 m/ or more 2 1 1
14 Pore filter and LBC * Total amount submitted 1 1

(split sample)

15 Pore filter Total amount submitted 1 1

16 Pore filter Total amount submitted 1 1

17 Pore filter Total amount submitted 1 1

18 LBC (fully automatic) Total amount submitted 1 1

19 Centrifugal method (smear drying) and LBC * 20 m/ 1 1
20 Centrifugal method and LBC 20mi 3 2 1

* Added depending on the conditions

Pap staining : Papanicolaou staining ; MG staining : May-Gruenwald-Giemsa staining

A table showing the relationship between the treatment method breakdown at each facility, the amount of urine samples, number of sheets

produced, and the staining method.
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Table 2 Disadvantages of the LBC method (There are multiple answers)

Production Sample properties Judgment Others
31 1 14 17
Processing  Process Uniform Cost Appearance few Urothelial cell Other than Benign/
time adopted surface Difficult to judge image epithelial cells malignant
Difficult to make judgment
8 5 0 18 1 8 4 2

In regard to the shortcomings of the LBC method considered by each institution, there were multiple answers, and since there was a wide

variety of answers, problems during preparation, problems with the sample properties, problems with microscopic examination, etc., were

considered. Among all facilities where the LBC method had not been introduced, the reason was problems during production (high cost)

at 18 facilities (90%).
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Abstract

Objective * We investigated different methods of preparation of uri-
nary cytology specimens at facilities in Chiba prefecture. In addition, we
also examined the advantages and disadvantages of liquid-based cytol-
ogy (LBC).

Study Design : A total of 20 facilities in Chiba prefecture participated
in the study. The cooperating facilities included eight general hospitals,
six university hospitals, four public hospitals, one cancer hospital, and
one inspection center. The current status of urinary cytology specimen
preparation was surveyed and opinions on the LBC method were com-
piled in an MS-Word. The respondents were requested to provide
descriptive responses and return the questionnaire by e-mail. Answers
were then divided into set items and investigated.

Results : All facilities emphasized the importance of “a method of col-
lecting and smearing cells that can be judged with little exfoliation.” The
major advantage of LBC reported by each facility was “uniform and
abundant specimen preparation,” and the major reported disadvantage
was “costly.”

Conclusion : The LBC urine cytopathology method has a high cell
collection rate, is not dependent on the skill of the examiner, and has
high reproducibility. Although it has the disadvantage of being “costly,”
we believe that the LBC method should become established as the rec-
ommended method in the future in order to establish standardization of

sample processing/preparation and cell determination.
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EG  AEFEBARS ZZIT TV ALLEMT, 66/%0DE X223 LOTHEHIBMBERE AGC ZI5dH &
N7z, INVARRAIE—TIZUCF, TESHMILE OMMATIENILM, T=NEMRZ 28R (suspi-

cious), HPV A& TH - 72,

BIRAE TR E NI OREENEIE 2 520 2 b O O R 2R R K

RO Ldpo 7. %E’V\]Eﬁi‘ﬁ%ﬁ@“(%?@ﬁci&#ot# 37 HEROMIEZ THHEE (FE%E AGC,
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NEZAF T AT A 20010128 W TR (atypical
glandular cells : AGC) &, [RHEZILRBHEELZ 8 2
CHRERRD LD, WH 0k FEMNBE (adenocarcinoma
in situ @ AIS) LRV ORES 2 Vb o] LEFS I

A case of AGC on vaginal cytology which was diagnosed as a case of
asymptomatic primary fallopian tube carcinoma

Miyako SAKANAKA, M. D., Yuko ARAI, M. D., Ryota ICHIKAWA,
M. D., Keiko KOHNO, M. D., Masato NISHIDA, M. D., Asami SUTO,
M. D., Mizuki ISAYAMA, M. D.

Department of Obstetrics and Gynecology, National Hospital Organi-
zation, Kasumigaura Medical Center

amSCRURIEE R E T 300-8585 KIRME LIl M EEHE 2 07 @ 14
SEIRGERRRE T o R v & — el AR SRR T

AM24 7 H 6 Hefd

AM34E12 H 2 HEZH

TWh.

AGC 25 SN7=G613, TESE 23 T NEH kK
DOHIREIRER ERE 2 e LT, BAERLHasigze T
I, HoDRTEWRAEBRBIN WAL, TR
FERPPNAEHE, MR, Moo NEER HH R O VR B o W REME
%r%zms‘ W%%Tﬁﬁ (Eﬁi&% MRI, CT #itcze &), JE
B~ — = ICRERZRD Y ZWIHEET 5.

#oimbh%) AGC@f_ %aiﬁz{%%‘sw%al’\]ﬂ% ]
RIS A AT - 72 5B Wi A0 03, WA ER ~ — 4 —
THIPHEIRRINENE 2 EOF DA SN v, Hilgis T

EMEE SR ETE R WIERICH LT, BEEFMNL1T-
f_kpéljﬂf‘ﬁi“b WiLz7zgnn 1 BlZEERL7:. MiE
AR TR Y ARA R MRI TR % 80 2 W6, IR &%
WrahsZLidEFnTad B Hio 15 AEMTas 2559
B ORMBW O E 72 o - EBEEA D72 0WET 5.



258 ||

. fE 151

fE Bl :667%, 24L2 5, P53 .

BREFERE @ MTEZE.

FIRRE : 5 HHE.

TR 9 SEHIA IR ELPBE CTEVAME (WEE -
75 - iEkE) B TCwsEROLNT, chFE
THREZRMINZEE R, 0795 12k % LBC
(liquid-based cytology) TOIREArbN, AGC &HIE X
N7z, INVRZAIE—=TIZUCF DR AT, THSARMILZ
DFFARANEL NILM, F 5 BT 2 A (X e R 1 (suspi-
cious), A V) A7 HPVREIIEWTH - 72, BEHRAE
TlE, TEMNEIL6.0mm & BERE %D, 72420 mm
DT EMIEEZRBDIZH, FOM, TERIE - JIE IR
FriEe <, BKEEDRDO LD o7z TENBEMIEE A
Beltk (suspicious) Td o728, = PIBHBERA %17 -
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LM s, TORESMEE T I 5 N TR 257
bz, FENBESTRICH ORFRZR T, BRI
AOOSNLEHholz. DD, 35 AHRICHRE T
TLhEE o7, HREOKERITESETMES (75
¥ HERE) ATAGC (Photo. 1), 1= NI 235 b1k
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5 CT M ClLRIRIn R B0 SNk o 72, HFBAMENESE
FAlr & 0 16 H R IR EIEARIBT A3 AT S A7z, il oo JEE

Photo. 1  Cytological findings of the cervical
smear (Pap. staining, % 40)
The smear background is clear, with-
out cell debris. Small clusters of atypi-
cal cells are seen and the connectivity
of cells is partially reduced.

ST CTHERR S NP AL & R B PNICBRIR LT 3 # il
ISR A b 72 A%, HERRC & B #iPH T3 TH
W L7z, 2 BLEs W CTld A UR4E #6, high-grade serous
carcinoma, pT2b, Ki@#EME (-), EEERE (+) . 75
$EMZ 1.7cm (Photo. 4, 5 @ arrow 2), ¥ 75 ZA#EIEEIZ
1.2 cm, APIERIZ0.5em D 3 » PRIk % 32072, pNO
(0745) TFIGONIB & 37z, #iftiE, TC (pacli-
taxel + carboplatin) % + bevacizumab $¢5-% 6 I — A 1T
vy, Z D% bevacizumab HANZ & 2 MEFRHE DL 21T Tw
5. PRESEARIGHTE 2 AR RGBS TR ERI I 2 v,

1. #EEAR

1. FESESMAE2 (Photo. 1)

WEITFEW T, BEK, 7o~F U RES540, HK R
BME % 5 7- A o iU S h, SR Ol
RIZR < B MEROMIL b B Sz, EENBYER TR
VI EOIREDOWREYED 525, TRIFHIEMETIld 2 < £
EABICHE T D AGC LB s 7.

2. FEANEHMIEE (Photo. 2)

FRIEEWT, FEsiiiing & RkoMinz 2o 7.
RT3, BAROMIEILL DI TH > 7272 D5 (suspi-
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Photo.2  Cytological findings of the endometrial smear (Pap.
staining, % 40)
The smear background is clear, without cell debris.
Spherical clusters of atypical cells with nuclear atypia
are seen.

Photo. 4  Findings during laparoscopic surgery
Papillary masses are identified on the surface of the
right fallopian tube (arrow 1) and peritoneum (arrows
2,3).

Iv. "IEFRR

1. B%

High-grade serous carcinoma. 4750% O 58 C I3 FLIH
IRRFEFENENIGTE S 2 NEHs & 52D, WRL/IMED/INHIRALAS
B a7z F7z, M4 ORIBIZ RIS EE T N/C s
<, BIEAESL 7 uxF ViR E2FEoTED, BOR
BbHL L Aohi.

2. AIE

PRERICH MO IES 2 R0, Fh ks 5 LR
LBLEZONLHEH AN (Photo. 6).

Photo.3 MRI T2 weighting (axial)
No obvious enlargement of the fallopian tubes or mass
is detected. Bilateral atrophic ovaries, a thin uterine
endometrium, and a small amount of ascites is identi-
fied.

4

Photo. 5  Postoperative pathology
A papillary mass is identified in the peritoneum (same
as the mass indicated by arrow 2 in Photo. 4).

3. EINE
FEIRE A B MEE%Z (high-grade serous carcinoma) A%
Ao, L EZ 5Nz (Photo. 7).

V. £ =

FESEIMILRS (2 BT 2 RARHL AGC DBIEEIZ <,
1% A0 & MiF SN TwW5b, 72, P LR ROREDHEE
L (15~29 1%) 122 WD, RO R 1X 40 %L
FEORPEIZEVE ERTWS2Y . AGC D 30% 1%, W,
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Photo. 6  High-grade serous carcinoma of the fallopian tube (H.
E. staining, x4)
Significant atypical cells growing in a papillary arrange-
ment or in a solid pattern.
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NIBLHE © 2~3%)39,
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AIS & CIN2 O4PE : 16, AIS : 36, 7-E P st 5 A1 4 pl
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Photo.7  Disseminated carcinoma (H. E. staining, X 40)
Serous tubal carcinoma of the left fallopian tube
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Abstract

Background : Cervical smear cytology is not a reliable diagnostic tool
for primary fallopian tube carcinoma (PFTC). However, in some cases,
cervical cytology is positive for PFTCs. Herein, we report a case of
atypical glandular cells (AGC) on cytology, which was eventually diag-
nosed, by closer examination, as a case of asymptomatic primary fallo-
pian tube carcinoma.

Case : 66-year-old woman with a cervical cytology report of AGC for
the first time in her annual uterine cancer checkup was examined fur-
ther : colposcopy revealed Unsatisfactory Colposcopic Findings
(UCF), re-examination of a cervical cytology smear showed NILM,
endometrial cytology was reported as suspicious, and the test for HPV
was negative. Ultrasonography revealed mild thickening of the uterine
endometrium ; there was no adnexal mass or ascites. No evidence of
malignancy was detected on endometrial curettage. However, repeat
cytological studies after 3 months showed persistent abnormalities.
Measurement of tumor markers for adenocarcinoma and MRI also
showed no evidence of malignancy. Finally, laparoscopic surgery was
performed for diagnosis, and papillary masses were detected on the
surface of the fallopian tube and peritoneum, which led to the diagnosis
of PFTC.

Conclusion : Although the introduction of HPV-only testing in medi-
cal examinations has been considered, our case once again underscores

the usefulness of cervical cytology.
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Photo. 1  Gross appearance of the oral cavity. A large-sized sub-
mucosal tumor causing marked swelling of the gum and
hard palate of the left upper jaw and two deep ulcers are
seen.
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a-SMA FPE%# 77 L7z (Photo 3e). LLEX D, #5 FRzHllg
HH ok o RS P B Bt 35 < TR S 7z,
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R 3P ASH A2 - 72 (Photo. 4). #0114 Aok
KBRS R & Db, M ERE ORI &R Sz,
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A HHLRE (Photo. 5) &, TIZEREME & J 55 AR 25 BRI &
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CHOBWE LMo FE AW TELREMEAZ R L. —
T/ 2o Tz, MR IZRIIT, Bid/hiClR
Z¥—72 o7z BE ABRBRORREE % RO 7275, BERR
B8R HA L7z e o 72, IRERES I Sy,
FREAOGACEH S Thh o7z, T I T —EHILTPAS
BOBASHR L, RHZMIREICIEZ ) a—7r U hPBERE -

Photo.2  MRI-horizontal (a) and coronal (b) and sagittal (c) sections : A large mass lesion is seen,

showing expansive growth, but with bone destruction (red arrows). The exophytic compo-

nent projects into the oral cavity (yellow arrows).
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Photo.3  Oral exfoliative cytology (Papanicolaou staining, a, X 20, b, x40, c, x20, d, x40). In a relatively clean background, clumps
of monomorphous tumor cells are observed adjacent to squamous cells. The cell boundaries are unclear, with frayed images at
the edge of the clumps (a). The tumor cells often accompany are often adjacent to denuded nuclei with indistinct cytoplasm (b).
The tumor cells show elliptical to short spindle-shaped configurations (c). The mildly enlarged nuclei reveal mild anisonucleo-
sis, mildly increased chromatin and small distinct nucleoli (d). The tumor cells showing positive immunoreactivity for alpha-

smooth muscle actin (x20) (e).

Photo.4  Features of scraping cytology of the recurrent tumor (Papanicolaou staining, a, X 10, b, X
20, c, xX40). Clusters of small-sized polygonal or spindle-shaped tumor cells are observed.
Nuclear atypia is mild. The cytological diagnosis was recurrent myoepithelial carcinoma.

7o MGG VE IR FRREEE 30 A LT\ 7eas, ZIRE T& edpodz, WRIZ, RGN AR T &
IZAHND L) TATEIEREE A 5N o 72, BZEME ZHiro Tz
FHEIWOA T2, IRE RIS HERE PRIZE R I3 HERR AL 2 HT O 72 SRR LR AL A et 5 SR 2 Table 1 &
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Photo. 5  Histopathologic features of the biopsied tumor (Hematoxylin and Eosin staining, a, X4, b, x20). Monomorphous growth of

small-sized, polygonal tumor cells with clear cytoplasm is evident beneath the squamous mucosa.

Table 1  Antibodies used for the immunohistochemical studies
Marker Clone Animal/Type Source Dilution  Result

Alpha-SMA* 1A4 Mouse, monoclonal  Agilent Technologies, X400  positive
Santa Clara, USA

Heavy caldesmon* h-CD Mouse, monoclonal  Agilent Technologies, RTU  negative
Santa Clara, USA

Calponin* CALP Mouse monoclonal  Agilent Technologies, RTU positive
Santa Clara, USA

CD10* 56C6 Mouse, monoclonal  Agilent Technologies, RTU  negative
Santa Clara, USA

CD117 (c-kit) Rabbit, polyclonal ~ Nichirei, Tokyo, Japan RTU  negative

CK-AE1/AE3 AE1. AE3 Mouse, monoclonal Nichirei, Tokyo, Japan RTU positive

CK5/6* D5/16 B4 Mouse, monoclonal Agilent Technologies, x40 positive
Santa Clara, USA

CK14* LL002 Mouse, monoclonal ~ Biogenex, Fremont, RTU positive

USA

CK-34pE12* 34BE12  Mouse, monoclonal Agilent Technologies, x50 positive
Santa Clara, USA

DOG1 SP31 Rabbit, monoclonal  Nichirei, Tokyo, Japan =~ RTU  negative

EMA E29 Mouse, monoclonal Nichirei, Tokyo, Japan RTU focal

GFAP Rabbit, polyclonal  Nichirei, Tokyo, Japan x20  negative

Ki-67 MIB1 Rabbit, monoclonal Ventana, Arizona, USA  RTU 12%

p40* Rabbit, polyclonal ~ Ventana, Arizona, USA  RTU positive

p53 DO-7 Mouse, monoclonal  Agilent Technologies, x50  negative
Santa Clara, USA

p63* 4A4 Mouse, monoclonal Nichirei, Tokyo, Japan RTU positive

S-100%* Rabbit, polyclonal ~ Nichirei, Tokyo, Japan =~ RTU positive

EMA : epithelial membrane antigen ; GFAP : glial fibrillary acidic protein ; alpha-SMA : alpha-
smooth muscle actin ; DOG1 : discovered on GIST-1 ; RTU : Ready to use
*Markers expressed in normal myoepithelial cells, but not in the salivary ductal epithelium

Photo. 6 \Z7”7$. JEEMALIZ, Cytokeratin (LLF CK) AE1/ F > (LIF a-SMA) *, Calponin*, p63*, p40*2sktt72 -
AE3, CK5/6*, CK14*, CK-34BE12*, epithelial membrane 72, Ki-67 B2k 13 hot spot T 12% 72 - 72. Heavy caldes-
antigen (EMA) (—#k+), S100 & ¥ /327 *, o Fi@f 7 7 mon*, CD10*, CD117 (ckit), DOG1, glial fibrillary acidic
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Photo. 6 Immunohistochemical features of the biopsied tumor( x 20). The tumor cells showing positive immunoreactivity for alpha-
smooth muscle actin (a-SMA) (a), EMA (b), and S-100 protein (c). The Ki-67 labeling index was 12% at the hot spot(d).
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Photo. 7  Histopathologic features of the surgical specimen
(Hematoxylin and Eosin staining, a x4, bx20). The
tumor is located beneath the eroded squamous mucosa.
The uniform tumor cells possess clear or eosinophilic
cytoplasm.
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%38 » A) ORI TEBEREIZRD SRk,

AT A% B R (9 2 MRS 2 S B T I, B
B i bR, PAMINBAURE BN, AT ILIIAIIaNE, PR
RIS IR PR 3280 H 5. R bR s R L 2
SRR L, BEOIMIIC 7Y a—F VHEICE L 1~

Photo. 8  Electron micrograph of the tumor cells. Intracytoplas-
mic aggregation of glycogen particles in the tumor cells
isseen (redarrows). Tonofilament bundles are
observed in the cytoplasm. The nuclei are oval-shaped,
with dispersed heterochromatin and small nucleoli. Bar
=2 um.

Photo.9  FISH analysis using EWSR1 Break Apart probes. The
EWSRI1 Break Apart probe contains a mixture of 392-kb
(red) and 631kb (green) probes, positioned on each
side of the EWSR1 gene. No dissociation signals are
observed in the nuclei of the tumor cells, indicating the
lack of EWSR1 gene rearrangement.
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Abstract

Background : Myoepithelial carcinoma is a rare malignant tumor of
the salivary gland. We analyzed oral exfoliative cytology preparations
sampled from biopsy-diagnosed myoepithelial carcinoma of the oral
cavity, clear-cell type.

Case ' A Japanese man in his 70’s was referred to the department of
oral surgery of our hospital, because of a rapidly growing swelling in his
left upper gingiva. Magnetic resonance imaging revealed a mass mea-
suring 53 X 44 X 30 mm in size, and incisional biopsy and oral exfoliative
cytology were performed. Cytologically, cell clumps consisting of ellipti-
cal to short spindle-shaped cells were observed. Histologically, the
diagnosis was consistent with myoepithelial carcinoma of the clear cell
type, and the Ki-67 labeling index was 12%. The tumor cells were dif-
fusely immunoreactive for myoepithelial markers. Heavy ion radiother-
apy was transiently effective, but the tumor recurred two years later.

Conclusions : The cytological features of oral scrapings in a case of
myoepithelial carcinoma are described. When squamous cell carcinoma
is excluded and myoepithelial features are observed in a tumor, it is
necessary for cytologists and pathologists to keep in mind the possibil-
ity of tumors of salivary gland origin.
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Two cases of colorectal cancer in which ascitic examination by the
cell block technique was useful for differentiation from ovarian cancer
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Photo. 1  Case 1 Contrast-enhanced computed tomography-axial
image : arrow( : Ascites, arrow(® : Peritoneal dis-
semination

BOREERERS CTARE © KB RED . FFEDIOIFFEHEIC
BT L E8GH ). EENEE ZEOEKERD S
(Photo. 1).

FHIER MRIARE @ FHIKH LI 2.5 cm KOJER 5
0. WfHE RO RIZEED T, LIREDOIRD V.

#MAZES © 7= SHER - negative for intraepithelial lesion or
malignancy (LLF, NILM). T-E=PE @ SEREME (BERE
K, KA ORMIED ). BARNISHED 0. JERES
EMETEO WAL 2 B 5 A D 9, Ao BB
BOLND. JEHEFIRED S DOWASEDLILS.) (Photo.
2). JEK : B (adenocarcinoma). N/C lehsis <, B
AEE, BRolE, & SITB/MERALNR, Zu<F oh°
it 4 2 A2 U (Photo. 3a). BAIMINEIZIZ, MINLE
P ¥ Vit o LI LIEEE® %5 (Photo. 3b).
Ji7K PAS 4+ft : 4t (Photo. 3c).

Bkt ioy vk (eEE#ESE) : PAXS BYE, WT-1
BaPk, Calretinin B, CK7 —#BFEPE, CDX2 Pt (Photo.
4a), CK20 F1% (Photo. 4b),

NSRS RS (X EE R TE 7205, JEAK 2 & DFEADEE D L\ Fr
W7Zo22kl, EAKELVTO Y 7 E0GERBLY O
# (CDX2 Ftk, CK20 Fath) 205, I AFHE X D & THBIH
LERI % 5> 72

TEOHEERRERE « HBENIRREREZEY) S A
H Y (Photo.5). I'HLANLAMKL, MikZ Tk, Kok
W & ENBAI AR ASRAE T A FT L Cdh - 72 (Photo. 6).

BRARARE © CT Midt, MRI A TIZEIEERALIZHEN T &
o Tz EKMINEE 2 O B I S 7z 28, Millafgo
ATIRFEEREIFAETE VWA TH 72 BAREVT

Photo.2  Case 1 Endometrial cytology (Papanicolaou staining) :
Atypical glandular cells, X 20

Oy 7@ ClE, CDX2 Bk, CK20 Bk, PAXS BEtEH T
ML RS 2R TR TH o 72, TEBHILE RS
T, WRIEOBW & o7z, CT Witk CHEIRIER %2 320 7-
s, g (KEhE, ENERAIIE) VI & R
L7z, BEOMET, EEFHLBAFHIHEMN L. 704
o7 5 ¥ (Fluorouracil), LK1V F+— I (Calcium
Levofolinate Hydrate), %+ ¥4 75 5 >~ (Oxaliplatin) (L
¥, FOLFOX) + X8 X< 7 (Bevacizumab, ELF, Bev)
BEPHGE NIz 694 7 V5812, BARORD LR
IKEHEDW 3 % . Rk TH 5.

EF 2 72 5%, .

WRE 2 » Ao, SREARDOMT, REHRI %
FHEL, HEZZZ L. CTHRET, BAKEE, G
KRR, BRI, R, BEREIIR D & Ol S PR
DY) VSHIERERRE S N IIEE OV T, LRI
otz

BEAERE : FRi22 L.

M&RMREPFR © M5 : WBC 9500/ ud, RBC 294 x 104/ ud,
Hb 4.5g/dl, Plt58.6x10*/ ul

4{t% : GOT 161U/I, GPT 71U/I, LDH 1621U/I, Alb
29g/dl, BUN 14.8 mg/dl, Cre 0.54 mg/dl, Na 136 mEq/
[, K3.6mEq/l, C199mEq/l, CRP 3.20 mg/dI.

[EE~—+— : CEA193.0ng/ml, CA19-94020.9U/ml,
CA125 711 U/ml.

MIRSERER. CTHE : fLillkd Y, BKHD, ZROME
PENRTED D, EREEARE, HREIIRE X CHIEFEHY > o8
HEKD Y.

BHER MRIRRE : fi4cm K, A 10 cm KO RS 5)
EFER T ANRAET B, IR % 56 JER H ) (Photo.
7). ZROBKSY.
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b

b Photo.4  a : Case 1 Immunohistochemical analysis of a cell block
prepared from the ascitic fluid (CDX2 staining) : posi-
tive, X 10. b : Case 1 Immunohistochemical analysis of
a cell block prepared from the ascitic fluid (CK20 stain-
ing) : positive, x 10

C

Photo.3  a: Case 1 Ascitic fluid cytology (Papanicolaou stain-
ing) : Adenocarcinoma, x20.b : Case 1 Ascitic fluid
cytology (Papanicolaou staining) : Adenocarcinoma, X

20. ¢ : Case 1 Ascitic fluid cytology (PAS staining) :
Adenocarcinoma, X 20 Photo. 5  Case 1 Lower gastrointestinal endos-

copy : erosion of the appendiceal ori-
fice
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a
Photo.7  Case 2 Pelvic MRI-axial image : arrow : Mass sugges-
tive of an ovarian tumor
b

Photo. 6  a : Case 1 Appendiceal orifice biopsy (HE staining) :
coexisting features of signet-ring cell carcinoma and
poorly differentiated adenocarcinoma, X 10. b : Case 1
Appendiceal orifice biopsy (PAS staining) : coexisting
features of signet-ring cell carcinoma and poorly differ-
entiated adenocarcinoma, X 10

MBEES © FErSEER - NILM. FEerpuie « e JEK - B
% (adenocarcinoma). FIRIK/NEIT N/C lASHE L, BRw
BRI, HaolE, B/MEFHNL, Z7u<F vl
w3 5 BN 2 /NMESLIR IS % 5528 % (Photo. 8a). K
PAS Jeft © Bt ki pEAEIZ H 772 % v (Photo. 8b).

Bkt ioy vk (REMESIESE) - PAXS B, CK7
fe:, CA125 B, ER &1, Napsin-A &%, Vimentin f&
T, WT-1 F&1%, Calretinin F&1%, D2-40 F&1%, CDX2 (Photo.
9a) Fmtt, CK20 (Photo.9b) FaPk, CEA Falk:, Ber-Ep4 P
PE.

TEGHIEERRSERE - MEMIHRERBRORRE %
®7: (Photo. 10). WMo EMZITV, Mz < Ty
b & B LR O IR % 528 72 (Photo. 11).

BEPRARB © JEAKMIIEE O A TIZBEIE I E T E 2 Wir
RTHotz, REEBBMA 2D 2hb L FEELRA

b

Photo.8 a: Case 2 Ascitic fluid cytology (Papanicolaou stain-
ing) : Adenocarcinoma, x20. b : Case 2 Ascitic fluid
cytology (PAS staining) : Adenocarcinoma, X 20

Mm% &, CEADEMETH S L, CT A TEHEEE
OREE L HFERY »SHiOERZBD2Z b, TEHHE
LERFEZ B -7 KV Ty 7 B0l
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b

Photo. 9  a : Case 2 Immunohistochemical analysis of a cell block
prepared from the ascitic fluid (CDX2 staining) : posi-
tive, X 10. b : Case 2 Immunohistochemical analysis of
a cell block prepared from the ascitic fluid (CK20 stain-
ing) : positive, % 10

K (CDX2 Bk, CK20 Bk, PAX8 &) 205, X bl
CTFEBHALE R & 8- 7. FIHALAE NBLEEMAT & ARk
ZOMEDS, B EIREE) VI oZE Tlbyk
Effofz. FF%Y 75F > (Oxaliplatin, LLIF, SOX) +
Bev 7 %4 7 W5 L 7-1%, progressive disease (UL, PD)
Eb, £ 57 h v +S1 (LLF, IRIS) +Bev # 2 9 4
I NVHEE L7z, DB LWIRIZETL, 208 7 2 H CTEYR
Wekod.

m. = =

AT AL T S AEATINAE © O IR 2 & 2 L, Mtk
R E 2D 2 5. AFHTIE, KEOFWLCEMTRDS
WORKEGHTH LY. BRODDZRETOS B, FEEE
WEgend % b DIIK 17% T 5. LR VTN HEAEIES &
Fd, 70% DB, EFRESAH LM, NVH TR
N5, LPIREVEES O 21.5% 25 Hn R PR BB IR 5 &
BONTHY, WRIEINIENES D ) b5 3.7~74% 7K

Photo. 10 Case 2 Lower gastrointestinal endos-
copy : localized ulcerative lesion in the
ileocecal region

Photo. 11 Case 2 Ileocecal biopsy (HE staining) : Well-differenti-
ated to moderately differentiated tubular adenocarci-
noma, X 10

B S DR E ShNTWAY, & EINEDORMIZY) ~
NROWI O T, MATEF 72 I X EIRFEE (S dn R Aot
CHDTREVIEEDRTWAEY, SHo2H6TIX &
B 5 b JEIPHERE 2 520, SER 2 TIEMHIIEEIE K % iR 72,
CT % MRI D[RO A TORFEOZRIIHEETH 5.
Tt NBHRE O 70 2 CONAS i & RIS IE, AR B OE R KIS
AR A, FEBI 1, WHAHE S ONEKR % 5L R b o 7205,
WRHTROA TR AR IEETE 2 h o7, JER] 2
DEHIZ, WHMIRRICER RO 55 TH->ThH, I
TSN 55 >R RS VENE S > O FI T 128 L v Stukan & O 5
R, KREEORBIEINEES X, IEELD XD
KERIEST, MEEEEL, LRGP ECH
b, F7, URHSEOZ ) AWK, KMEREHE, HEPEREIR 2
Z B IIA Loz b M LT 29, JER 1 T
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Table 1  Results of immunohistochemistry
for colorectal and ovarian cancer

Colorectal cancer  Ovarian Cancer

CDX2 + -
CK20 +

PAX8

CK7 - +

R LI A % G 7. ERI 2 TIX, FoFEHG & Bl
153 % e LB R & WIS & K, FEPEIEI 2 % B2
B7z. CT, MRI DFEIY 72 It b A Tl Sl % il e © &
52 LiEHml, BIMORBEFLEL LS.

JEAKHL R TR A b A A 1E, ML H kD
JEe T . ER 1 OWAE, BT THIRE NS
I D T PAS Bt Btk O R & 2t AL & 52
Wiz, TOZ LX), FIEE XD WK E B BT
Tho7z. WM EE LA, BAIZIEEA 15 cm
FRAZHLRKEVEREZE L, 65~80%1x FIGO 1T
Wi S s, WIS OREEREMER & U CorBi s /- B
DOHIFHFA L E 2 —%4TH &, 50~70% A3 HA7 A
LOBETH 720, UBiTHIPHNESE, BEEEEL 2o
BHIEBIT, MEARMINEEE ARG % %8 9 I /L Cdh o 72356
&, THAEEE, IREED S OREBUIPEIEE A Wk S v X )
WIRELPE & BRI E L 5 X DI LT A,

—7, SNHEERTH - 7254, BARMIE CINEEOM
WAZMETE D, RSEUTOLHITBERTVS.
BERVERE O 61%, IOLEAEE o BRI S Bl5 5 2 &
L. EBRERTHAICE, RASTEERAA Y b
KD HVIIBHIROIEE & 5L DOHL V. & SITHRARD
ROOLNDL. UKL, MR OSEE, ORI
RN 2SS 5 2 & b H B AT, 50~100 um DHEILE 7
T EDNL . THISK L, ENBRMIIRE O s RS 0 Y
A, BAIO BB oy — 38T T, PRE
Eb0b, LHndod, MlREEI RV ENSE
Mo 72D, FER VIGENBRMHE D5 % & ATz, JER] 2
EHARTHBE SO DI R WEIR TlE o7z, IEK
MINEZ O A CTIFENE OB 2 5 L BEHET 5 LIET
ED05, WHEBHICIZES 2.

LEO 260, ARV TOy 2Bk T, Bt
J2 2 AT EI KIS 2 S 130 & BT 5
N7e7s, MRZOATHBREEAHET LI LIETE LD
7o, UBETIIREOBAKIHRI SN2 HE, &flcer T
Oy 7 R LCTWh, TERH L, FICEABERE L
WTBY, REEFELOTHLVEEOAR, EREEM
WTW5hb, SENIER 1, ER2 &, Ekervroy s

DOREMRRILF T, CDX2 Bt CK20 Bitk, PAXS Rtk
HotzZ e, PIENE TR KRB OFRYEIE I % % i
{Bt- 72 (Table 1). JRIEHATD A 5 2 WIEATREER O H;
A, BRRPIEARDZ 2R LT, iR T
WRIAR % 5B 720, IR, B 7o I EEE
FERE xR T 270 DORBHEMRZITZ VW L b D
5. MEREGER O A THEEMEOBERH KL LHPTES
& BECh B AEND R, SR TR IR
WA EPHEIE 51) 27 & kv, fbREoR G052
HZEDBHRL Ay IWEVEEZD,

—77, kvTuay 7 EolERE2E b TN, £F
F—VT I KA LMWK L2BHOBNSHITS
N5, W2, §RTOEFTELVTay 7EERITH 2 LI
E BB T O~ > 737 — B O R O 72 3 W #E 7 fiti i
H5HY., IhooiTay 7o MEMSTEKIEST
Wiz 5EHodbdsb, ML L X1, W& TH
HNEE 2SI T 254, 10 cm LUF CHEBIGHE % 32
DLW ENTE, KPR HESS X 0 b EAT AL A
SEbh b 720, T HELE NS % SRR %
DL ENTESL. KV 7Ty 7 FEIEFICBMICE
WA TH D0, BKMIE 2 FKICAT) S LB EEL
E2D.

Ll 2 BNIES~ — 71— 7205 IR ERE X ) K % 5
PR TH o7z, CAI125 IZINEIE DTN LIS~ — 5 —
THhY, CEAIKEEOREN ZIES~—H—Thb. 5
o 2 #ilik, CA125 b CEA D LA LT/, CA125 D5
HIFZ2 TS HIKEIL 94% & EWVAS, BRI 71% &K
V. CA125 & CEA % DR § 2 LR RN LS5 & s &
NTwh. CAI25/CEALD 25 # B2 M TH L &, JIHE
FEMHREE DS 91%, HFEEIX 100% L DN T2, iE
%11 @ CA125/CEA Ltid 1.9, JERI 2 » CA125/CEA Lt 3.7
Thotz EE~Y—H =25, JENE L DI, WIS
ZEEOFIRTH - 7.

RPN 2, MK OMBEAEB TH - TH, HFhE
WL oT, ZOWHPBEIIRECEL L. WEETORE
HETH, WEAZ TIALRTEEICURT LI L, FICE
B VHREFTHDLEELRLTWA, Urusem 513,
GRS & P O R KIS 5 A A7
(overall survival : OS) H1Jefiild 29.6 » A L i LT\ 5.
PRHLEE AT 2 52 2 BB 0 0S 12 36.7 » H, JRHSS i 2
ZA T e o 72 BHNX 25.0 7 A TH o 7. TN % HifT
T 5L, OSHUET LW HEMED S 512, JIEEEZ TL K
BB Th, BARIFHICEA Ly REPAR LSS
&, FARAEIGN 2 & FTALFHEEAT S . IIHE & KR
DALFRFI 2 RA 5. JEETIE, £ 8RNE LT,
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NI XNV ENNVKRT TF VX BLFHEEEZITH .
PRESR AL R AR <, AL CRIITIREE
BUETLI LD L. ALFRENEY L, BKRPLHED
Oy U= VTEREIYBREEEL o725, IDS (inter-
nal debulking surgery) %479. ZHIIK L, HEFEIEZHE
b ISR S YIBRATRE DT AEETIE, A F ) T T7F
Y PE#E: (CAPOX, FOLFOX) & L<id7 vk 3 v
v Hipgi: (Capecitabine, 5SFU+ LV, UFT+LV, S1) %
T9. ALFREOL YV X Y OBIRICh b b0, Sz
MEET A LIIEBRICBNT, XbOTHETHS. &
HIREFEWEZICE > T, Bz v
Oy 7 TIEMGSE 252 LI 3AHEE 5.

HHHI1E, FRTRESFRMCREIZH ) FEA.

Abstract

Background : In women with a pelvic mass and massive ascites,
gynecologic cancer, such as ovarian cancer, is often suspected. When
ascitic fluid cytology reveals adenocarcinoma cells, it is sometimes dif-
ficult on the basis of cytology alone to diagnose the primary cancer site.
Two patients with massive ascites were referred to the gynecology
department by physician. Colorectal cancer was suspected from the
results of ascitic fluid examination by the cell block technique, and
lower gastrointestinal endoscopy led to the diagnosis of advanced
colorectal cancer.

Cases : Case 1 : A 71-year-old woman was admitted to our hospital
because of abdominal distention. She had ascites and other evidence of
peritoneal dissemination, and was suspected as having ovarian cancer.
Ascitic fluid cytology revealed evidence of adenocarcinoma. Immuno-
histochemical examination of cell blocks prepared from the cytology
specimens revealed positive staining of the tumor cells for CDX2 and
CK20. Lower gastrointestinal endoscopy led to the diagnosis of appen-
diceal cancer. Case 2 : A 72-year-old woman was presented with abdom-
inal distension was suspected as having ovarian cancer with peritoneal
dissemination. Ascitic fluid cytology revealed adenocarcinoma cells.
Immunohistochemical examination of cell block specimens prepared
from the cytology specimens revealed positive staining for CDX2 and
CK20. Lower gastrointestinal endoscopy led to the diagnosis of cecal
cancer.

Conclusion : In patients with peritonitis carcinomatosa, it is very use-
ful to use the cell block technique in combination with ascitic fluid
cytology to diagnose the primary cancer site.
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A case of microcystic stromal tumor of the ovary
—Microcyts, a useful cytological finding for differentiating between

microcystic stromal tumor and other sex cord-stromal tumors——

Yuko MIYASATO!¥, M.D., Akiko TONOOKA!Y, M.D., Rin YAMADAY, M.D.,
Nobuaki FUNATAV, M.D., Natsuko SAKURAIV, M.D., Kiyomi MIYATAY, C.T,, J.S.C.,

Hidekazu ASAMIY, C.T, J.S.C., Toshiharu YASUGI?, M.D., Tsunekazu HISHIMAY, M.D.
DDepartment of Pathology, ? Department of Gynecology, Tokyo Metropolitan Cancer and

Infectious Diseases Center Komagome Hospital,
3 Department of Community Network Pathology, Kumamoto University Hospital,

9 Division of Pathology, Cancer Institute, Japanese Foundation for Cancer Research

Background : Microcystic stromal tumor (MCST) of the ovary was first reported in 2009 as a new subtype of
benign ovarian sex cord-stromal tumors. MCST is thought to arise as a result of a dysregulated Wnt/ f-catenin
pathway, and is histologically characterized by the presence of 3 components : microcysts, solid cellular zones,
and collagenous stroma. Because MCST is a relatively new and rare subtype of sex cord-stromal tumors, its
cytological features are not yet well-known.

Case : We report the case of a 62-year-old patient with MCST of the ovary. The tumor was a reddish brown
solid-cystic mass, measuring approximately 30 mm in diameter. Histologically, the tumor consisted of macro-
and microcysts, solid cellular zones, and collagenous stroma. On immunohistochemistry, the tumor cell nuclei
showed positive staining for f-catenin and WT-1, and the tumor cell cytoplasm showed positive staining for
CD10. Touch smear cytology showed cell clusters admixed with numerous microcysts. The cells contained
small, round-to-oval central nuclei with finely granular and evenly distributed chromatin and abundant cyto-
plasm. These aforementioned features are useful to differentiate MCSTs of the ovary from other sex cord-stro-
mal tumors, such as adult granulosa cell tumor, Sertoli-Leydig cell tumor, and sclerosing stromal tumor.

Conclusion : The presence of microcysts is a characteristic feature of MCSTS, and cytological analysis is use-
ful for the diagnosis.

Key words : Microcystic stromal tumor of the ovary, Touch smear cytology, Morphology, Case report

I. Introduction

Microcystic stromal tumor (MCST) of the ovary is a newly

FOSCRIES RS T 113-8677 HHUARSUHIIXABYA 3 @ 18 O 22
A - EHE Y v 5 — R B AR B EEL B EA T . . .
AFI34E 3 23 A was first reported in 2009V . Patients with MCSTs are usually

AM34E12 H 3 H2H in the age range of 26-63 (mean 45) years, and typically pres-

described subtype of benign sex cord-stromal tumors that
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Photo.1  MRI examination of the patient with MCST (a). T2WI (b), Dynamic study TIWI/FS.

ent with a pelvic mass?. “Hormonal” manifestations are
rare?. The tumor is usually unilateral, measuring an average
of 9 cm in diameter?. Macroscopically, MCSTs appear as a
solid-cystic lesion with a firm tan or tan-white solid compo-
nent!. Histologically, MCSTs are characterized by the pres-
ence of 3 components : microcysts, solid cellular zones, and
collagenous stroma. MCSTs usually carry a favorable prog-
nosis, and malignant behavior or extra-ovarian spread has
not been reported?. Recently, molecular analysis identified a
point mutation (c. 98C>G) in exon 3 of the gene encoding
catenin beta 1 in MCSTs, so that a dysregulated Wnt/
f-catenin pathway is considered to play an important role in
the pathogenesis of MCSTs?. The cytological features of
MCSTs are not yet well known, because these tumors are a
relatively newly described subtype of tumors, with only
about 40 cases having been reported to date?.

Herein, we report the cytological features of MCST in a
patient who was treated by oophorectomy, compared with
those of other subtypes of sex cord-stromal tumors.

II. Case Report

A 62-year-old woman with lung cancer was referred to our
hospital for further examination and treatment of lung can-
cer. She was diagnosed as having small cell carcinoma,
¢T2bN2MO, stage I A. Magnetic resonance imaging of the
body performed to search for metastases revealed a tumor
in the left ovary. The tumor was visualized as a low signal
intensity on T1-weighted imaging (T1WI), iso- to high signal
intensity on T2-weighted imaging, and strongly enhanced

signal intensity on early-phase dynamic fat-suppressed T1WI
(Photo. 1). The patient had no “hormonal” symptoms, such
as abnormal vaginal bleeding or virilization. Clinically, the
differential diagnosis included granulosa cell tumor, scleros-
ing stromal tumor, struma ovarii, germ cell tumor, and ovar-
ian metastasis of lung cancer. After the patient showed a
partial response to chemoradiation therapy for lung cancer,
bilateral salpingo-oophorectomy was performed. Macro-
scopically, the nodule in the left ovary, which measured 30 X
25 % 20 mm in size, was a well-circumscribed, reddish-brown
solid tumor with fibrotic septa and hemorrhagic cystic
changes (Photo. 2a). The non-lesional part of the ovary was
yellowish, fibrous, and hard. Microscopically, the tumor con-
sisted of an admixture of 3 components : a solid cellular
component, a macro- and microcystic component, and a col-
lagenous stroma (Photo. 2b). The macro- and microcystic
components were predominant in the central part of the
tumor (Photo. 2¢, d), while the solid component was pre-
dominant at the tumor periphery (Photo. 2e, f). The three
components gently transitioned into one another, without
any apparent transition zones. The non-lesional area showed
stromal hyperplasia. On immunohistochemistry, the tumor
cells showed positive staining for CD10 (cytoplasm), WT-1
(nucleus), and cyclin D1 (nucleus) : nuclear f-catenin
expression was also observed (Photo. 3). On the other hand,
the cells showed negative staining for a-inhibin, CD99, cal-
retinin, epithelial membrane antigen, and melan-A. The Ki-67
index was less than 1%.

We also performed touch smear cytology immediately
after the tumor resection, to evaluate the presence of malig-
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Photo. 2 Macroscopic findings and histology of the MCST in our case.

a : Macroscopic findings : the nodule, measuring 30 mm in diameter, is a well-circumscribed, reddish-brown solid tumor with
fibrotic septa and hemorrhagic cystic changes. b : Low magnification : The tumor consists of a central cystic area and periph-
eral solid area (HE staining) . ¢ : Low magnification (HE staining, % 40) of the cystic lesion : Macro- and microcystic components
are predominant in the central part of the tumor, d : High magnification (HE staining, X 400) of the cystic lesion : Numerous
cysts of various sizes are seen. e : Low magnification (HE staining, X 100) of the solid lesion : Collagenous stroma is seen. f :
High magnification (HE staining, % 400) of the solid lesion : Diffusely proliferting tumor cells with round nuclei and abundunt
cytoplasm are seen. Insert : Some bizarre nuclei are seen (HE staining, % 400).
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Photo. 3 Immunohistochemistry of the MCST.

a . B-catetin (X 400). Nuclear overexpression is seen. b : cyclin D1 (% 200), positive. ¢ : CD10 (X 400), positive. d : WT-1 (X

400), positive.

nancy and as an aid to histological diagnosis ; this examina-
tion revealed cell clusters with microcyst formation (Photo.
4a). The nuclei were oval-to-circular, containing granular and
evenly distributed chromatin. A small number of cells with
one to several nucleoli were found. Although the nuclei were
pleomorphic in size and some cells contained bizarre nuclei,
the N/C ratio was generally low, as the cells contained abun-
dant cytoplasm. A small number of cells with intracytoplas-
mic vacuoles were found. There were no nuclear grooves
(Photo. 4b-d).

We finally diagnosed the tumor as MCST of the left ovary.
At the follow-up examination conducted at 1 year after the
surgery, there was no evidence of recurrence or metastasis
of the ovarian tumor. To date, the patient continues to
receive chemotherapy for lung cancer.

. Discussion/Conclusion

We have presented a rare case of MCST, focusing on the
cytological features. In cases of MCST, while evidence has
gradually been accumulated on the characteristic histologi-
cal findings and gene mutation, the characteristic cytological
features are not yet well-described. The unique cytological
feature in our present case was the presence of cell clusters
admixed with numerous microcysts, representing the
macro- or microcystic components observed on histology.

From the features of touch smear cytology, we considered
adult granulosa cell tumor (AGCT), Sertoli-Leydig cell
tumors (SLCTs), and sclerosing stromal tumor (SST) in the
differential diagnosis. AGCT is clinically characterized by
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Photo. 4  Cytological findings of MCST.

a : Low maginification : The cell clusters are admixed with microcysts (Pap. staining, X 100). b : High magnification : The
nuclei are oval-to-circular in shape and pleomorphic in size. Some bizarre nuclei are seen (Pap. staining, X 600). ¢ : High mag-
nification : The nuclei contain granular, evenly distributed chromatin, with small nucleoli. The N/C ratio is low as the cells con-
tained abundant cytoplasm (Pap. staining, % 1000). d : High magnification : A few cells with intracytoplasmic vacuoles are seen

(Pap. staining, x 1000).

excessive estrogen production, and may be potentially
malignant, with a tendency for late recurrence?. The charac-
teristic histological features of AGCT are the presence of
micro-follicular structures called Call-Exner bodies and
nuclear grooves, neither of which are found in MCST's
(Photo. 5a). Touch smear cytology in cases of AGCT show
cell clusters with round-to-oval nuclei and scant cytoplasm.
Call-Exner bodies and nuclear grooves are also seen (Photo.
5b, ¢). On immunohistochemistry, AGCTs show positive
immunoreactivity for CD99, a-inhibin, and FOXL2, while
MCSTs show negative immunoreactivity for all of these pro-
teins?. SLCTs, on the other hand, are androgen-producing

tumors that could be benign, borderline, or malignant,
depending on the degree of differentiation®. Histologically,
SLCTs consist of naked nuclear Sertoli cells forming solid or
tubular cell clumps, and Leydig cells with abundant cyto-
plasm. SLCTs can be subdivided into well-differentiated,
moderately differentiated, and poorly differentiated tumors,
on the basis of the degree of tubular differentiation of the
Sertoli cell component and quantity of primitive gonadal
stroma®. The findings illustrated in Photo. 5d correspond to
well-differentiated SLCT, because the Sertoli cells are found
to form sertoliform tubules. Cytologically, the small Sertoli
cell clusters with a high N/C ratio form tubular structures,
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Photo. 5  Histological and cytological findings of other sex cord-stromal tumors (a-c : adult granulosa cell tumor, d-f : Sertoli-Leydig cell

tumor, g- : sclerosing stromal tumor).

a : The tumor cells show diffuse and trabecular growth pattern (HE staining, %400). b : Touch smear cytology showing the
characteristic Call-Exner body (microfollicular pattern) (Pap. staining, X 600). ¢ : Some tumor cells have nuclear grooves (Pap.
staining, % 1000). d : Tubular differentiation of the Sertoli cell component and clusters of the Leydig cell component are seen
(HE staining, %400). e : The small Sertoli cells show a trabecular pattern or tubule formation, and a small number of large
Leydig cells (arrows) are seen (Pap. staining, scale bar : 20 um). f : The Sertoli cells show mild nuclear atypia with a high N/
Cratio (Pap. staining, scale bar : 10 um), and the Leydig cells show a lower N/C ratio with abundant cytoplasm (Insert : Pap.
staining, x 1000). g : Spindle and epithelioid cells with clear-to-eosinophilic vacuolated cytoplasm are seen. Thin- walled dilated
vessels and collagenous stroma are also present (HE staining, x 200, Insert, X400). h : Touch smear cytology showing hypo-
cellularity (Pap. staining, scale bar : 20 um). i : A small number of round cells with vacuolated cytoplasm and fibroblasts are
found admixed (Pap. staining, scale bar : 10 um).

and a small number of Leydig cells with abundant cytoplasm
are also seen (Photo. 5e, f). Leydig cells may be present
sparsely at the periphery of the clusters. SSTs are uncom-
mon benign sex cord-stromal tumors that are not associated
with “hormonal” symptoms, like MCSTs®. However, the
mean age of patients with SST's is lower than that of patients
with MCSTs (mean : 29 years). Histologically, SSTs are
composed of pseudolobules consisting of epithelioid and

spindle cells with vacuolated cytoplasm, within a hypocellu-
lar stroma (Photo. 5g). On touch smear cytology, SSTs show
a small number of vacuolated epithelioid cells and fibro-
blasts (Photo. 5h, ).

Compared with the findings of these other tumors
included in the differential diagnosis, however, the unique
features of our case reported herein were the presence of
cell clusters with a low N/C ratio admixed with microcysts.
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Table 1 Cytomorphology of each of the types of sex cord-stromal tumors
MCST AGCT SLCT SST
Cellularity highly cellular highly cellular highly cellular hypocellular
Architecture microcysts isolated cells trabecular isolated
clusters clusters, sheets sheets, clusters scattered
microfollicular Leydig cells : sparse
Cell size medium to large small to medium Sertoli cells : small small to medium
uniform Leydig cells : large
Nuclear oval, circular round, monomorphic, Sertoli cells : round, oval round, oval
characteristics nuclear grooves Leydig cells : round
Cytoplasmic abundant narrow, ill-defined Sertoli cells : narrow, ill-defined vacuolated

characteristics intracytoplasmic
vacuoles

Leydig cells : abundant

MCST : microcystic stromal tumor ; AGCT : adult granulosa cell tumor
SLCT : Sertoli-Leydig cell tumor ; SST : sclerosing stromal tumor

The cytological features of each type of sex cord-stromal
tumor are summarized in Table 1. In our patient reported
herein, we made the final diagnosis of MCST, taking the
cytological, histological, and immunohistochemical findings
into account.

Recently, some groups have suggested that MCST's might
represent an extracolonic manifestation of familial adenoma-
tous polyposis or a part of the morphological spectrum of
solid pseudopapillary neoplasms of the pancreas, because
these tumors show a dysregulated Wnt/ f-catenin path-
way”8). However, our patient reported herein did not have a
family history of familial adenomatous polyposis or pancre-
atic tumor. The relationships of MCSTs with these diseases
mentioned above remain unclear, so that further studies of
tumors showing a dysregulated Wnt/ f-catenin pathway
related to MCSTs are awaited.

Our patient also showed bilateral ovarian stromal hyper-
plasia. However, she did not have any “hormonal” symptoms
and her blood hormone levels were within the normal
ranges. The association of bilateral stromal hyperplasia with
the development of MCST remains unknown.

In summary, this is a rare case report of a patient with
MCST, focused on the cytological findings. MCSTs of the
ovary can be distinguished from other sex cord-stromal
tumors, such as AGCT, SLCT, or SST, by the characteristic
cytologic features. Touch smear cytology could be helpful
for diagnosis of the rare subtypes of ovarian tumors.
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BRI © JRIE 2 AEHIC A F & T T SHES P S B Bl 54T
b, HHMBAZ L EEHRERIER TH - 7.
AR O YIBRWIG DS CTdo o 72720012 4 % A#2IC 2
H O T =S S Bl 2 T 7z, HHE 5 » A RIS
B CHilE % %3 L FESEs s b 20%, SEkEDk
OFFIRE OHBAEBIIRETH - 72, HHEE 2 EIETCY
BEZH L7220, TEEBIIEIEIL L TREBECH b §H5E
Mg b T EOOZERO 72 OMBA N ZINIIRETH -
72, TEESOMIZEIE NILM (negative for intraepithelial
lesion or malignancy) T® -7z, BiXILEMH % (magnetic
resonance imaging : MRI) TlZ T EAIREB L OSHE & Wl
PRI CILR U TR O WA I L Twiz, T
EEE T EICAEIL D 3 cm ONERERRZE & T E RN
T DANEE TR Y 720 B VE i 4 % G872 (Fig. 1). 3L
% (diffusion-weighted image : DWI) Tid Z O SHER I
PEWRZ & RN EMERZ IR L THE T 2RO
Apparent diffusion coefficient map (ADCM) fEDLF % 72
O7z. P Eoir R &0 7 EE R EEEL & 2o EN
B~ DR EED N (Fig. 2). Mg~ — & — SCC
1 69.6 ng/mi (FEHEAH 0.0~1.5ng/ml) & % FED 72
RRIEREIE A FT Tl KM & IR KRS X O
HLoMBERRPHUNTET, Re@HRTE LRIt
Po YT T AMERN X MR T b a7 2
NHOFR L FEH AR ERITZROBEETH S &) BE
HE2S, BRI TESRLm S, FReiT) hhe
L7z, FESERCTHIIEEENTH 5 )5 P15 25 Lk
ZATH T EDEE LS, WNENTE A2 B AR T
o727z, M oRAFHZ R RIS L DI EdvE s
HZll L7 TabbiihofEHMNEncFENERE
TN N O REMILZ 2 17, SCC D3RR T & 7235
BIIETESER & B L ORI E e 217, 7
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e di L7z, R CHi 75 oo i gl s B35 W & 47
WV, FESHER - R A MR L 2B G IR Y NI
W% AT o TRNFE RN 2 52% U7z, it id Bt
TFAN 3 HEEIZBEEL 72,

]

Fig. 1 Magnetic resonance imaging (MRI)-T2-weighted imag-
ing ; a) sagittal, b) horizontal Cervical mass (arrow) and
endometrial spike nodes (triangle) are seen. The image
also shows pyometra and bilateral pyosalpinx.

m. MR

1. WmRNERTRL R

% DYSEWE % 15 SRS o fa i o R 7 7
AL =%l MEOBRIIAETN/C A EL,
fafkz @80, T ERHEAHE < BEb 7z (Fig. 3).
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Fig.2 MRI-Tl-weighted imaging, diffusion-weighted imaging (DWI) ; horizontal
a) lower cervix, b) upper cervix, ¢c) lower corpus of the uterus, d) upper corpus of the uterus, e) Apparent diffusion coefficient
map (ADCM), lower cervix, f) ADCM upper cervix, g) ADCM, lower corpus of the uterus, h) ADCM, upper corpus of the uterus
The high intensity signals of the cervical mass and endometrial spike nodes seen on DWI are decreased in the ADCMs (arrow and

triangle).

2]

Fig. 3 Intraoperative fallopian tube fluid cytology, Pap staining

]

a : Atypical cell clusters are seen in a necrotic background (x10).
b : Atypical cells with nuclei of irregular shapes, and a high nuclear/cytoplasmic ratio are seen. Keratinized denucleated cells are

also seen (x40).

Iv. &R

1. FERERILERERE
A B &R XN EDSF WIS IRR L, SRR
& L 72N L Cnz, WIRMIC T E e 4%

L, FESRRICIZEHTEORTIEK 2 72D, Tl L
7o R AR ST O 1 A MRS %GR 7. - S
FEO—MOMMEAIRE T, TEHIC X ) SFHEREOME
R L, EANOREROREEY ROz EHENICRER
DALEIA A S, JEEHMI I O & 5550
fatka A LTz, ShE ) e SEilm T LR & a2 L
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Intraoperative histopathological findings

a : Uterus and bilateral adnexa (macroscopic findings)
The lumen is dilated and filled with purulent fluid. A full-
circumference mass is seen in the cervix, extending to
almost the entire endometrium. The external ostium is
completely occluded.

b, ¢ : Frozen section examination of the cervical mass (HE
staining, b, X 10 ; ¢, X 40)

The cervical mucosa is replaced by a tumor that is seen to
partially invade the muscle layer. Large and small nests of
tumor cells are seen in the muscle layer. Layered keratini-
zation is seen in the tumor.

Fig. 5

Histopathological findings ; HE staining, X 10

a ! Transition from the endocervix to the endometrium

b : Endometrium of the uterine body

¢ : Epithelium of the fallopian tube

The tumor replacing the cervical mucosa superficially has
spread to the endometrium and epithelium of the fallopian
tubes of both sides. Although the tumor was found to infil-
trate the uterine muscle layer, the infiltration depth
decreased as the distance from the cervix increased.
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Table 1 Reported features of cervical squamous cell carcinoma superficially spreading to the endometrium

Cervical examination Postoperative histology

Reference Age Para status Clinical presetation Stage  Surgical method
Pap smear Biopsy Cervix Endometorium Others
Du JV 2019 66  multipara ASC CIN3 CIS CIS + micro inv
NakajimaT 2019 67 para 3 abdominal pain CIS CIS + micro inv tube (CIS), ovary (INV)
Rajeshwai K 2017 45 para 3 bleeding, abdominal pain CIN3 CIS
Neelam S? 2017 60  multipara HSIL abdominal mass TAH +BSO INV CIS
70  multipara ASC CIN3 abdominal mass CIS CIS

Anthuenis ] 2016 72 abdominal mass and pain, CIS + micro inv HSIL

pyometra
Yang SW# 2014 69 para 3 NILM abdominal mass, pyometra, CIS + micro inv CIS tube (CIS), vagina (CIS)
cervical stenosis
Ishida M% 2013 64 SCC bleeding IA1 TAH +BSO INV CIS vagina (INV)
59 HSIL SCC bleeding IB TAH + BSO INV ASC parametrium (INV)
Chao A 2013 60 para 3 NILM pyometra, abdominal mass CIS CIS + micro inv tube (CIS)
Marwah N® 2012 65 para 5 SCC pyometra, cervical stenosis 1B RH CIS CIS parametrium (CIS)
60 para 2 SCC bleeding RH+LNX CIS + micro inv CIS+ micro inv
49 para 4 SCC bleeding TAH +BSO CIS CIS vagina (CIS)
Kobayashi N7 2011 60 SCC SCC pyometra CIS + micro inv CIS
Gungor T 2010 53 SCC bleeding IB1 RH+BSO+LNX INV INV tube (CIS), ovary (CIS)
Tan G 2004 70 para 6 CIN3 bleeding CIS + micro inv CIS + micro inv
Kushima M® 2001 68 para 3 ASC CIN3 TAH +BSO CIS CIS+micro inv tube (INV), ovary'INV)
58 para 7 TAH + BSO + LNX CIS CIS + micro inv
72 abdominal mass, pyometra, TAH + BSO + LNX CIS CIS
cervical stenosis
78 para 5 SCC SCC bleeding TAH +BSO + LNX INV INV vagina (CIS)
59 para 2 ScC bleeding, abdominal mass, TAH +BSO + LNX + INV CIS +micro inv tube (CIS), ovary (INV),
cervical stenosis valvectomy vagina (CIS)
Pins MRY 1997 55 SCC CIS TAH +BSO CIS CIS tube (CIS), ovary (micro
inv)
Punnone R 1979 64 nullipara ASC CIS TAH +BSO INV CIS
Gupta S 1979 67  multipara CIS bleeding, abdominal pain TAH CIS CIS
Kanbour AI'Y 1978 66 ScC pyometra 1B RH +LNX INV CIS + micro inv lymphnode (INV)
58 para 2 SCC bleeding, abdominal mass  ITA RH + LNX INV CIS
and pain, pyometra, cervical
stenosis
53 nullipara bleeding, pyometra, cervical 1B RH +LNX INV CIS
stenosis
61 para4 ASC SCC cervical stenosis B RH INV CIS
54 para 2 SCC bleeding, pyometra TA RH + LNX INV CIS + micro inv
Ferenczy A 1971 53  multipara ASC CIS TAH INV INV

ASC : abnormal squamous cell ; CIN : cervical intraepithelial neoplasia : CIS : carcinoma iz situ ; CIS+ micro inv : CIS with micro invasion ;: SCC : squamous cell carcinoma ;
INV : invasive carcinoma ; TAH : transabdominal hysterectomy : BSO : bilateral salpingo-oophorectomy ; RH : radical hysterectomy ; LNX : pelvic +/— paraaortic lymphade-

nectomy

7> (Fig. 4).
2. MEHRARIERRIE
T E TR FERERSARIIESG ICE X Rb), REt

V. ¥ & &

OIS Z SR ISRk CE DI, SIS RGN
BL Tz, EEIESEE 2 5 T BRI~ 12 IR 12
ACEH R L, PR Z B L Cnre, ek
BWTH —FHIEHmEANZE L Tz, SE»HHins
F BT OREITEL o T/, TEEHZ W o JpE
R DR L, B OUIE ERIE R T2 L C#El
K2 > Twiz (Fig. 5). WMoOIE, wif oL, &
B) CONHINOHERBIIA LN L o7

SCC DT EHRIM~OREHEEIZIZDDTENTHD, 2
NE TS0 B HE SN EDOARTH L1712, BEHD 50
Bl b JFE L & 0 AR 2SR R ] 58 7 30 9 % Meid
LCTHBE, SERTYLLE 60.5 % (FPH : 45~78 %), B
FERE 20 90, T SEER S L) B O BEA: 3 B, PRI 13
B, B 5 B, TR BE K 8 B, TR KIE 10 B, SHE A
7 Bl DG D O SR 2 BRR 1S AY ) A5 % % (Table 1).
MRt e SETMERs T, BEIRZ L 26, RAHHE
8 %, EXzIN#E (CIS : carcinoma iz situ) 1519, SCC 3 1
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L s NT W ATIE T O SRR L) B 4 B % &
O E SRS T, CIN34 61, CIS3 %1, SCC 13 #l &
WESINTEBY, L3 L HMENIC 5 SR M B0 2
BTN T WD RS v, F 7205t H % 21 61
DI B, 13 BN HMT- = i, 8 BIC)IL I T8 i
PITbIT Wiz, FRIZOWTORERID % B FH%IZ
AHTH 5. B BRI & IR OREIRSH ), =8
JKNE R SHAE AR 72 & 7800, BEHUCFEML L 22 BRIR T HL 2 520
72, ARBITHED X 912, MRI Mg THTRLAARNED K
WCREESHESASNZ . I ONEIR P L
AR H kD% BB G T TnzZ &R, ik
Wi~ — 1 — SCCARFEEMHZ /R L7722 L35 F TICH
HFEWRL, 00X RERREZRBT LR E LTk
BIREEL D) 25725 9.

AR 30 B CHE S T\ B FATE A O 5 BLALRR = B
BT, T SERmZ 2% CIN3 16, CIS 11 61, Nz
#6561, B 13HITH D, WVREEZRSTICE SITR
J&DH %R L TFEERNERT 2% i shT
W5, BIERINNE, R CHEETALAELH LD, Bk
U SHIEERBOREIL 1 BIORTH - 7210,

Kushima 512, FESEEPB L ORI ER I LTI AT
LRV 4 BIC BT, SRR EOANT u s
PEDWHENY — =L TWDL I EZ2RL, WP
AR L AR B4 L2 b D TR R L, FEER»S
A U7 P A A 7 1 — PRI L CARER A~
L72bDTHHEFRLEY. T72DubidfERE T,
PRI D CIS WAL pl6 btk A R Lz & &b, 2D
FHZEAS HPV &SI X o TH U2 F 5 SHHF CIS # 2 & L
TV EEmF 720, S 5IZEEH 30 Hlo ) b 29 6T,
FEARERIEZE DEE T A OER L, FEREDOZh L
BED, LV&do7. AFIIBVTY, TESEIIREN
ROBEVWIRMEEZRL, FEHE»OEN S 1T EEE TN O
HERIIEL R AEINBALNT. NS5O e, TH
SR LR DS A ORI 2 R LTS, XD
WA= ZTHRPF N R NERE L2 LAVR S
5.

— VR DL b o> F- e S O BEHEART U R L A
T TH Y, M ORBEMEAE B2 e s %
IZTHUHETH A, Lo LIERIE O 15 SHER IS Bty
IR OSEE R R T E RO LA R LT v &
BHHENTBY, LIEILIETHEREREZOZMICEET
BB CRBNZB T D TR AT 3 cm KO EMERE %
ALTWZZb 2 hb 5T, MEEYREO T SETkae &
J& AL 0 72 6 (A1 O I FRALRE A 1O 2 WX R 8T -
2. L URESTFEARRBIOWECTITRELTCTE

CHVEICRKEZFI SR L, INENICEZEORF LR
HSR OEFEMIL DS & E N T2z, FHE e ML 200
IR A ORI 2 2 & o TP L BERE & 3Bl
LA7z, FESRBIIROMAL, W o> migarl & i
Wi~ — 71— SCCHEfliZ EOKRM A2 E 2729 2T, il
TR BN & o TP Z g 5 & v ) it 2 5%
T, RIFEERIMZ TR 7201, T ORKREERE
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Abstract

Background : Cervical squamous cell carcinoma (SCC) spreading to
the upper genital tract is very rare. We report the case of a patient with
cervical SCC extending to the endometrium and fallopian tubes who
was treated by radical hysterectomy based on intraoperative cytologic
diagnosis.

Case A gravida 1, para 1, postmenopausal woman in her 50 s, 2
years post-conization for cervical intraepithelial neoplasia (CIN), pre-
sented with an abdominal mass and pain. Although magnetic resonance
imaging (MRI) revealed a cervical mass that was suspected as being
malignant and pyometra, preoperative pathological diagnosis by cervi-
cal biopsy failed because of cervical stenosis. Intraoperative exploration
revealed bilateral pyosalpinx and pyometra, and cervical SCC was diag-
nosed by positive intraoperative fallopian tube fluid cytology. Radical
hysterectomy was performed based on the positive cytology, followed
by pelvic lymphadenectomy based on frozen section diagnosis of the
cervix. Histologically, the SCC was found to invade almost the entire
cervix, and extended to the endometrium of the uterine body and epi-
thelium of the fallopian tubes of both sides.
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Conclusion : A radical hysterectomy with pelvic lymphadenectomy

was performed successfully, based on diagnosis by intraoperative cytol-

ogy, in a rare case of cervical SCC spreading to the endometrium and

fallopian tubes.
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beyond, the content.

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

(5) Text and page limitations

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

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

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

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

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

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

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

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

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

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

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

(7) References

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

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

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

For journals :

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

names of the first 3 authors spelled out, with

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

For books :

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

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

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

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

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

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

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

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

The text should be started on a new line.

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

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

7) English manuscripts

English manuscripts are to be written double-spaced

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

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

8) Certification of proofreading

At submission, the authors should have the manuscript

proofread by native English speaker, and should sub-

mit certificate of proofreading as a PDF file simultane-

ously.
5. Reprints :

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

galley proof.
6. Review of the manuscript :

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

7. Proofreading :

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

8. Publishing fee :

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

be waived.
9. Requested articles :

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

10. Duplicate submission -

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

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

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

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

On the other hand, the following will not be recognized

as a duplicate submission :

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

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

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

4) So called secondary publication which ICMJEV
acknowledges.

The author should pay attention to some points as
follows :

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

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

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

Reference :

1. International Committee of Medical Journal Editors.

Uniform Requirements for Manuscripts Submitted to Bio-

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

11. Revision of these rules :

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

(Partial revision June 1992)

(Partial revision June 1994)

(Partial revision June 1997)

(Partial revision June 1999)

(Partial revision June 2009)

(Partial revision November 2009)
(Partial revision April 2010)

(Partial revision September 2010)
(Partial revision March 2011)
(Partial revision April 2012)

(Partial revision May 2014)

(Partial revision November 2014)
(Partial revision December 2014)
(Partial revision March 2015)
(Partial revision January 2017)
(Partial revision November 17t 2018)
(Partial revision May 234, 2019)
(Partial revision September 24th, 2019)
(Partial revision November 21512020)
(Partial revision April 17t 2021)
(Partial revision February 12th. 2022)

Appendix 1. Submission of manuscripts to Acta Cytologica
Please go the new Acta Cytologica website (www.
karger. com / acy) and read guidelines for manuscript
submission. Submission of manuscripts to the Japanese
Editorial Office for preparatory review has been abolished.
Appendix 2. The following 2 items will appear in the
first issue of every year.
—Declaration of Helsinki
—Ethical Guidelines for Medical and Biological Research
Involving Human Subjects(Only Japanese text available)
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History of the Journal :

This Journal was established in 1962.

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

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

limitations.

November 21, 2020
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