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RBAFEZBMEREE RERERIMR

PEDTFTTELSHED

PR 2TEE L VMERREE2BOSE w2z eica)FLL
FrEIRE TY. (5 & M 5 H ARERIRAINL = MRS O M 12 H#E b
BT EFFIIRLNMKTHLLELHIT, D LICHRELNIZERIC
HO5|EHiEFLRETITIVET. HHEATTIVHLD BVWESEEICH
BRCTE 5 X MLMEHED T30 TIA LBV LET.
b7z LABHEHY L TR BHF ICB T 2 HROFHIL, 312
BN & %2 > THB D MR ERF I LELFTHIE 2o THB) 7.
BEBZREBERDPESBIZENFELTETHZOBARIBETIIZNEN L)
BHHEBCET. FIzIE, BESLAPOREEZH > TELATVLNRS A DWW
HoLeWET2S, RIEDAELOEREMKIIRO T THEIE SICEFT Y HITELLETIE R
wWhtBbhEd. b LI LTERVRFELOTTL, \ETIE, 22287 b
WKRBHETVTE LT — 7 VRED Lo Rvkgf-, RIEMEICT Sz B3R EREAED
E— b —nN—=7p L, BRI 7y AL WoesnTd), LTz i
WHWHILE R Z BT T LN TEENOITONTE BRI L & HITEML
TWhbEELL45HIOEHTTY.

AHERS 55 % 3 5 Cld, 3MOKEWIL, SMmOIEIHE LRFEL LT [ReAY VAT
AzBALT (ko) —ASC-H oMl e & Mk aER—] 12815 4D
PEZ VW TBY FT.

BT, BEFRE SO [ IX T 5 S AMZ~ LBC
AR AR R—IER T & LBC i B —] Tld, FEHIDPADRERLLTELG L N
WHIRIZBWT, MZ~O LBCEOEAZ AR 4 TFICB X AR K 2T/ 2
%, ABIEEEARDEA L7z 2 & & BERBERAERE AR ML 72 L o|mETH
D, MB8T5 LBC oA HtE2s it S Tw £ 3. Toshiyuki HABARA & @[ Morpho-
logical analysis of reactive mesothelial cell clusters with collagenous stroma in malignant and
non-malignant effusions | (2381} % JiEFSCTlE, KPR ICH IS % collagenous stroma
29 oS ER EMIBESE (DY, CS4R3R) DKM AR Mmal LThB ), i
CS BB EEM M BIRE GHileZ R CTHEICE , MG E R KNAB) O
I S FETEEARE Z #5329 R CHEH TR WM E T . NIl SO [FUREZE




invasive micropapillary carcinoma QMG | TlX, FHRARE STV 3 AFEOFF
3A1-CH % invasive micropapillary carcinoma (LL'F, IMPC) @ 7 22w CHIIZAZRIC
AT E R ZMET L CB D, IMPC 2 L 2 A MBaRT i & FERINC ARG L 2 DFF
BHFEICENTWET. LA L%AS, IMPC OB 2 LK T 2 7R 3 HER 0 2
FEETALENTEY, ZOBEOMBZTOHEDHL I bW TWI LA,

FEBIERE 1L, INHAR SO [FEAARTS L 0 54 L7z L& 2 62 I KR N 2w i
(LCNEC) @ 141, #RHAT 50 [BrhaLBEB R Lo 2 611, AHMWES O
[k WED 161, I F 5 O 2L E R 12584 L 72 hidradenoma @ 1 1 ],
FHHET 5O [/NE#ZEE (classic medulloblastoma) @ 161] @ 58 T3, W OAER]
WRIZBWT Y, T, DRUbIAET 22 LIRS ICB VT, BRE,
ML R SR B FFIIC B R SN TB Y, HEICBT 2B HER IS LA B
T Bbh .

FEECIE, 268 51 I H ARERMIE =S R (201248, #ik) ICTRE ST —2
va vy Th O RHBEEA (BERRRZERER Y > 5 —) & RIFEERE (HRPR
AW ARAMFIHE) O b &, ASC DA OHHIZ ASC-H IZB L TR 7272 72 %
WZOWTHENA T —DEICAETT DTV E T LA HHB T4 THIR
7 ASC-H OMF I 2 WA —BUIR E N —] & UG 2 R &2 P OIS wdi %
W2 T E Y. INHBREEAIE A5 A M BE D ASC-H Hl E D BUIR & 4F e 5l 12
AR OR B, AR EFRAANTIE [FEIWRPE 4 figkl2 3817 5 ASC-H HIE DBk &
P, AREESESEIEAE I [k A AT 3412 351) % ASC-H HlE o BlR & & %
ZNENORZICBITZBRE LT, Shiskr iz 2 MM o2z %2 F 2D T
We2E, ZOMENRHRM AR EAWMICL TWZEFE L2 AICBwTiNt
AT Y AT ADEAINAED T YD, SHRICRELZHSINTEBYEI25, &5
2, GHONEZZHZIIL T2 E, 5% e d ASCH OFBWIZ BT H R LICET
TV & BnwET.

wEIZ, BHICHDBREGETWAZEFE LA, B0 iTbilTwizBE T8,
R 7y 22X o THREIZRLDOD, RI13), BIERORZIIEO T CTRS KT
HELRECLERELLIEIIEDLYIEH ) TEA. HFEOMBEBZHICBVTLEEELER
FLWEM ARz E P RE S NS Sho2H ) 3. 202 Lid, L) IEMHELZER
WY REHIHLTONL D TH- T, MIEZHOAREIZEDL bDOTIERVwERWE
T SHRDERROBERICL D BRTRERIELTONDL )R> T E LW EBVwE T,
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K7z 2011 4R & 2012 4% 2 4EM O 51 45621 Bl & LBC i (BD ¥ 2 778 A™) TR & 7z 2013 4R
& 2014 FEFE 2 SEBM O EFE 45129 BloMMIEBH BRELY, Nt A ¥ ¥ A5 4 2001 (ML L TR % 1T - 72,
%8B, FRIEFEICE LTI LBC BB ARIC T I Y ~f— L 7=

RR#E : LBC HBE A, ABIEAEARIE 0.12% 7205 0.03% WA L7z, BREMERIIAERED 2 4EM 1.6% 5 5
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Effectiveness of introduction of liquid-based cytology (LBC) in
municipality cervical cancer screening in the Chubu District in the
main island of Okinawa

——Comparison of the conventional and LBC methods——
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2011 AEEDOEEDPARBE=S ) ¥ VHEFHAEICL B
L ERICBWTFEEPAORBE L BCHIIER B2
1211378 ASFIE L, 2737 AL L T B,

WAL, TESENAORERB X USRI L THE
WIZBWTIEFISH VIO —D2TH 529, £F & IiRs
5 ETESEPAMBZLRIILBENE D OO, EEHR
REEE (15.2vs16.8) LHLHE (28vs3.9) IF, & bic
EEEE XD ELY, FRCTEAARRD 75 A A
BIETHE (ANI10 FHE) 1%, 1996~2013 £ D HIRIZ B W
TR AT BT, (T AL EALSMLINICT v 2
LTHED, FEFITEHND,

WESG O T EHFNAMZ 2D % CRPUE, NEAFT TR
7 L DR LW RALAEMIEZ (Liquid based cytology : LA
T, LBC i) oK, HPV BEHMZIC DWW TOMGER &
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H AR AR AT 2 2 MRS

EMZAZTwA. FRICLBCIEEICE L T, mARHHER
DI 5§ I AR 2B W TH A AT sE s
NTHY, 4 LBC &L, KO b1 H AR
BIHEASRER LTV 2L TFRINS.

bivbiu, ZThF ek (conventional method) T
FEH L T FEED ARSI AL TR T LBC I
ZEAL, TNEBICHRNGAEERK L. SN, €h
LOREEMCT 2EMOEN 2 FERL, BEANEIEER
LR WA BE 72 LI DWW THEREE & iR L7/ R 2 s
5.

I WREAE

1. HHE

LBC #:35 ARi#£0 2011 4E 4 H~2015 4E 3 A 0 4 412
AR BB ENICBWTCTFEEASARS Z %5 L2
90750 # &R L L, 209 bAERETER I 7z 2011 4
JED 23070 B (17~98 ik, “FX4FEHi 50.5 %) & 2012 4FJF
? 22551 ] (20~100 i%, “FH4EH 50.0 %) DAt 45621
Bl &, LBC #:THER S M7z 2013 4E o 23135 1 (20~98
i, SFY9AERS 50.2 /%) & 2014 4EFE 0 21994 B (20~98 i,
FAERT 51.3 %) DA ET 45129 % HLBHGT L 72,

B, HEkikE LBC o BE £ % WK L2546, #)
W% & IR ZZH L E N ENHERD: Tl 2011 4R
(22.8% : 77.2%), 2012 4EFE (23.2% : 76.8%), LBC T
1 2013 4EE (22.5% :77.5%), 2014 4EE (22.1% :77.9%)
THhY, R s FHERETER L TS L3 2
FEHIZIZIZHE CEAT LN SN

B, AWFFEILEBLIX PR R AR BEZE B &2 TR 15
TW5.

2. IFIERE CAEARER

BARPRILZHAC B U CUERER L Tl g o RIEF A % 48
ELTBELT, MR 2B AREICERALLTY
72 BARWZRIE OB S IAWTH 555, R OFEIR
*ERB LT, £ OliikidMmEr L Twiz,

PERILEOBEARL, M~ ONfiak N T T ESHEE - IR L 0 A
IR ZNZFN 2D AT A4 BH T AEAT L 95% T %
J — VTR EZ T 72, —7, LBC IR E %
=Ry 7 X777 Ty FH—XRy 7 XT7F ™
=Ry 7 ZAT773Maye (HAXZ MY - T4 v ¥ v
vy () ownFhrg Hw Ty, SRR T TS
FINER LIz T T Y ORPUIZZE O B RS
b Tl NRHE RG2S LEE o 3 FifA & A THRILS N7z,
TESE - X D M & RINE 7 T > 0 Je % SR EE
WATEE LANTHIRL 2 IUER, BD ¥ a7 /8A™: (H

RKRZ by - FavFryy (B) 2HVTEARERZ
ToZe. MEEDICHBREE (T4 v Ya—-Tv 7
DRS2000, 2 5774 v 7y o7 Ix8y (KR) ZHWT
JH &5 ) Papanicolaou 3¢t % 47 - 7-.

3. fEREE LBCEDESE:

FTRTOERIE, BHOMEMAELICLY R ) —=>
FEN, S, MRZBHMEICX > TRXEXF VX
7 2 2001 IZHEHLL TN S 7z

AHIIEE & LT, 1) AEIEEEARR, 2) kML CIN
(cervical intraepithelial neoplasia) M= 3B L O 5 HLs
o 3) ASC/SIL (atypical squamous cells/squamous
intraepithelial lesion) %M T O X HICEH L 7.

1) A#EIEREASE

A IEEARE, N5 AT L2001 IHEVHERDETIE
@ P Rz M A% 8000 M A, LBC 2Tl 5000 A 2 A
HIEE L, Z0E2MiEe EMomiE, BEns, W%
PR 7 EW S 7 A AEAE § 5 W56 % B & A#IE
AL L7 %&b, AEIEEAIEROMLMAELICLD
TITNF v 7 3N, BN E MR X > TEH
I,

2) FEREME & CIN M=

TREMER L, ASC-US (atypical squamous cells of undeter-
mined significance) Ul FEOGHEERERFLE L, U215
MARE & ICZB ko 0RENERZHEL 2.
CIN ORI L Tid, Bk 25 bk L7/ Rz A
LTz, SREORBERED S OREI I
HERF T O RFM & 1T - 72, MR & LT CINL DL
(CIN1+) BXUCIN2PLE (CIN2+) 2R L7ER %%
TEHBE, SO CINMIERL LTUTOLBHH L.

CIN1 + or CIN2 + JEBI 5k
A2 —
CIN M= ZTHEHRE

3) ASC/SIL tt

ASC/SIL HIZB3 L Ti&, ASC 1& ASC-US & ASC-H (atypi-
cal squamous cells cannot exclude HSIL) Z# hii% L, SIL 2,
AGC (atypical glandular cells), ADC (adenocarcinoma),
other malignancy % 41+ L 72 LSIL (low-grade squamous
intraepithelial lesion), HSIL (high-grade squamous intraep-
ithelial lesion), SCC (squamous cell carcinoma) % % L
T4 ASC # 4 SIL T LEH L 7.

FRIZHER: & LBC I COARBIEAEAR, TR B L O
CIN i =ICB L Cld, Pz ThHEEZ KL,
HRKAE : p<0.05 # BREAD D &YW L7z, #atdric
%, Rversion 3.2.0(The R Foundation for Statistical Comput-
ing, Vienna, Austria) Z W CT47- 7.
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Table 1  Cervical cancer screening results from 2011 to 2014 classified according to the Bethesda classification
Methods  Fiscalyear NILM ASC-US ASC-H LSIL HSIL SCC AGC ADC  Other malignancy Unsatisfactory Total number
2011 22654 118 28 185 43 4 10 1 0 27 23070
(98.2) (0.5) 0.1)  (0.8) (02) (0.02) (0.04) (0.004) 0) (0.12) (100)
) 9012 22162 138 20 132 55 4 11 1 0 28 22551
Conventional (983)  (06) (0. (06) (0.2) (0.02) (0.05 (0.004) (0) (0.12) (100)
Total 44816 256 48 317 98 8 21 2 0 55 45621
M 082 06 (01 (07 02 (002 (005 (0.004) 0 (0.12) (100)
2013 22308 296 79 299 130 2 12 0 2 7 23135
(96.4) (1.3) 0.3) (1.3) (0.6) (0.01) (0.05) (0) (0.01) (0.03) (100)
2014 21330 239 67 249 90 4 8 1 0 6 21994
LBC 97.0) (L1 (03 (LD (04 (002) (004) (0.005) ) (0.03) (100)
Total 43638 535 146 548 220 6 20 1 2 13 45129
e 12 (03 (12 05 (00D (004 (0.002) (0.004) (0.03) (100)
Number (%)
5‘75) ASC/SIL Ibix, ko 2011, 2012 41X 0.6 B L 17 0.8
p<0.001 T, LBCHEZE AL 2013, 2014413 L 1209 TH -7z
4 LBC
3.5 Iv. 2 =
3.0
- . . .
3 Comeri I FETICLBCHEICH LT, NEIFEARDRHAIVR,
nvention SN O WA AR L 724 S TV 5479,
24 1 16 )5, %5 LAZbhie v O &59 R hekikic =T 3 2 |
-
DO REEARVERIZF MDD 05 % EOEErHE ShTw
1] BW L Lah s, ks v T HPV Ao 51
A% AT 2 & CTHWREN FICH 53 % & & o F) pnsiD
0 \ V5.
2011 2012 2013 2014 Zrlal, bivbir (AR R IX TR EN) &, b
Fig.1 Comparison of the “close examination required” rates MBI T CTESENAMBICIBCHEREAT LI L

I & R

NE A 52001 % Hie & U 72 WEO R B RIE, FEET
F L7z (Table 1). A@IFAAICE L CTHERETIE 2011
AERE 27 B (0.12%), 2012 4EFEE 28 61 (0.12%). LBC T
13 2013 4EEE 7 61 (0.03%), 2014 4EFE 661 (0.03%) TH
D, HERETIEBIAE 30 BIFRLEE o 7o AW IEEEA D LBC i
T A 1/4 12984 L7z (Table1: p<<0.001).

ZREMEIL, LBCEOEAFBET, M2 EALE
(Fig. 1 : p<0.001).

Table 21213, WRZZHOBEDF LOER L. ik
THHIL 69.1~763% R L TBY, CINL+HHHRE,
0.55% vs 1.34% (p<<0.001), CIN2+HHi=IZ, 0.27% vs
0.50% (p<<0.001) T LBCEOBABRAREIIHL otz

XY, PERBEE KL T, AEIEREAZRT 450 1IH
AL, FUEREIIN 2 fIC 2, Ehicibvw CINL DL RS
XU CIN2 DL oJRZ okt & LT b % &7 (Table
2). T7%bbH, LSIL & & 312 HSIL YL WIE 2 oMt
KOWIE, MZL LTOBRICHIFREE-T2E VR
. LLahs, MesRE, 4482 FHT5EL8
71.6%THY), FEMEEND T0%IZ2) T TETVED
DDZHEIMECEIR T, recall ¥ A7 L RTEBIHE) % 5
DI LS RPBBTH D L E2RTRFRE oL
EZTW5.

B, RN OREE IR L S5 ASC/SIL M % 72
L, LBC B A L W A THUED b7 % A7z, SRIBGTL
72 4 4ERIC BT, WA S O R ER I T AN 50 5 AFRE
EAN—TERZELY I —Tiddsrdon, Mlapetig
¥4 (2~4 %) T, LBC #38 AR ISt o—3MA
NEZDBH 72720, TORBEOWRENE L EE LiERLY
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Table2 Summary of “close examination required”
Number of
Fiscal cases of ‘close ~ Number of  Consultation Normal CIN1+ CIN2 +
Methods L. . or CIN1 CIN2 CIN3 SCC AIS ADC
year  examination consultations rate (%) . (%) (%)
. Benign
required
2011 389 273 70.2 141 71 24 31 4 0 2 132 61
Conven. 2012 360 252 700 133 60 30 2 6 0 0 119 59
tional 251 120
Total 749 525 70.1 274 131 54 54 10 0 2 =
(0.55) (0.27)
2013 820 567 69.1 227 230 61 43 4 1 1 340 | 110 |,
2014 658 502 76.3 237 151* 72 36 4 1 1 265 114
LBC
Total 1478 1069 72.3 464 381 133 79 8 2 605 _| 224
ota .
(1.34) (0.50)

*including 3 cases of VAIN1 (vaginal intraepithelial neoplasia) in CIN1, * *chi-squared test : p<<0.001
CIN : cervical intraepithelial neoplasia ; SCC : squamous cell carcinoma ; AIS : adenocarcinoma iz situ ; ADC : adenocarcinoma

To7z. Z® ASC/SIL [, ftii%M - Mgk o4 H 2/
BRILAE L L€, B OB SR ORERE S,
ARDFES (conventional vs LBC) HE &M L wE S,
ASC/SIL )LHER 15 LT THITECBEEHIN TS
LahplzB An, HERDETIEFEY 0.7 25 LBC T 0.9
EETEALZb O, FEDTEEZ OGN LaL,

KD TORBIIV L WEESNTWAE LD, LBC i
TIE, $¥I2 ASCH ¥ EN 3BT EHMLTEB Y, EHE
LTEALORETIE, LBCEEIN/CEENEL BT L
REDNRG T DM DD V), WEEEET 5 LR
bhiz.

4 RILBCHEDEA & & D ICHREF R A — L7245, Th
¥ TOUMPS i O HIGHREX TIE, BRI % AFHELC
TRONTEZ. FEwmTlRLH1E, 77 VERIUEE
WFSHE T 12IC A BN A IIALEE R R R SR 7 &2 B IS
MECTHRINENDIEREAE o7z LA L, ANEIEHED
S LRI RIET 206, FHHRIUC 22256 0%
HaEEIPABTRENL, ZOMEMREITRE RR
Lo Tnz, ESWIIME, 793, 4 by 7,
ANT OZFERPET B % v ChREkiE: o RAI M =%
WIRL72EZA, 77 VRIS RD Grofz b LTw
5. M EBERE X O CERIEFHE % LBC #38 A LUl & 0 #k
WLTT I v aRMHL B2 EIERA D - 7272
O, FREF L CIN Bl % LI L CAz e 2 A, Tl
AT HER T 3.4% (32/949), LBC i#:3.9% (47/1200),
CINZ + M #1538 0.4% (4/949), LBC#:0.5% (6/
1200) TH o 7z, FAFHE, CIN B L 12 LBCHEIZ X
DIRIEO FRMEAZ A TS SO0, HEHFENEEEE
TRRD Loz, Z00, SRIOMILSHAREE D%
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Abstract

Objective : Okinawa Prefecture is one of the regions of Japan with a
high incidence of cervical cancer and also a high mortality associated
with the disease. We changed the cytological screening procedure from
the conventional method to the LBC method and validated the effec-
tiveness of introducing LBC by comparing the two methods.

Study Design : The subjects were 90750 women who had participated
in the cervical cancer screening program from 2011 to 2015 in the OXki-
nawa Chubu District of the main island of Okinawa. We examined the
unsatisfactory specimen rate, “close examination required” rate and the
CIN detection rate in each fiscal year : conventional method in 2011 &
2012, and the LBC method (BD SurePath™) in 2013 & 2014.

Results : After introduction of the LBC method, the unsatisfactory
specimen rate reduced from 0.12% to 0.03% ; furthermore, the “close
examination required” rate and detection rate of over CIN1 and CIN2
lesions were twice as high with the LBC method as with the conven-
tional method (p<<0.001).

Conclusion * Our findings demonstrated the high effectiveness of
introducing the LBC method for cervical cancer screening in Okinawa.
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Morphological analysis of reactive mesothelial cell clusters with
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collagenous stroma in malignant and non-malignant effusions

Kyoko KAIHARAY, C. T, I. A. C., Michihiro MORI2¥, C. T, L. A. C.

DDepartment of Laboratory Medicine, Chugoku Central Hospital, 2 Department of Medical Life Science,
College of Life Science, Kurashiki University of Science and the Arts, ¥ Kake Institute of Cytopathology

Objective : The aim of the present study was to characterize the cytological features of reactive mesothelial
cell clusters with collagenous stroma (RMCCs-CS) in malignant and non-malignant effusions in serous cavities.

Study Design : We analyzed the data of 200 patients with pleural effusion and 88 patients with ascites. Patients
with and without malignant effusion were compared in terms of the incidence and number of RMCCs-CS per
Papanicolaou-stained specimen, and in terms of the cytological features, such as the number of mesothelial cells
in the RMCCs-CS, the number of layers in the RMCCs-CS, and the size of the collagenous stroma (CS).

Results : The incidence of RMCCs-CS was significantly higher in the malignant effusion group (20.9%) as
compared to that in the non-malignant effusion group (p<0.001).The average number of RMCCs-CS detected
per Papanicolaou-stained specimen in the malignant effusion group was 17.9, which was significantly higher
than that in the non-malignant effusion group (p=0.012). The RMCCs-CS comprised fewer than 19 cells in
91.5% of patients and showed single-to double-layer formations in 94.7% of patients. The CS showed marked
variations of size.

Conclusion : RMCCs-CS typically appeared as flat and small clusters in malignant effusion, which may repre-
sent an important cytological finding in malignant effusions.

Key words : Effusion cytology, Collagenous stroma, Reactive mesothelial cells

I. Introduction

Collagenous stroma (CS) is apparently visualized by light-
green stain on light microscopy and as spirals forms measur-
ing 640A on ultramicroscopy!?. On cytology of effusions,
clustering of malignant cells with CS are usually regarded as

evidence of malignant mesothelioma or clear cell carci-

am SCHURIGETRIE T 720-0001 JE ESWLAR LT IS AT LA 148 @ 13
o | g R R AR AR IR

PRk 27 4 4 14 B3fE

FHC284E 2 9 HRH

noma®~¥. On culture, cells of malignant mesothelioma and
clear cell carcinoma, as well as reactive mesothelial cells, can
produce collagen fibers®”. In addition, there are reports on
reactive mesothelial cell clusters with collagenous stroma
(RMCCs-CS) in effusions®? . However, there are no reports
on detailed cytological analyses of RMCCs-CS from malig-
nant or non-malignant disorders. In the present study, we
aimed to characterize the cytological features of RMCCs-CS

in various effusions, both malignant and non-malignant.

II. Materials and methods

A total of 288 cytologic specimens, including 200 pleural
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Photo. 1  Cell numbers in the RMCCs-CS. a : 2~4 cells (Papanicolaou stain, x100). b : 10~19 cells (Papanicolaou stain, X 100). c :

20~29 cells (Papanicolaou stain, X 100).

a b

C

Photo.2  Number of cell layers in the RMCCs-CS. a : single layer (Papanicolaou stain, x100). b : double layer (Papanicolaou stain,

x100). ¢ : triple layer (Papanicolaou stain, % 100).

effusions and 88 ascitic fluid, which were collected from
2007 to 2010 were retrieved from the specimen repository of
our hospital. There were malignant cells in 63 pleural effu-
sions and in 28 ascitic fluid specimens. The primary sites of
these metastatic tumor cells in the pleural effusion or ascitic
fluid were the lungs in 47 ; stomach in 15 ; ovaries in 11 ;
large intestine in three ; liver in two ; pancreas in two ; and
other sites in 11.

We analyzed each cytological specimen using Papanico-
laou’s stain and compared the malignant and non-malignant

effusion groups in terms of prevalence and number of
RMCCs-CS. Furthermore, we assessed other cytological
characteristics, such as the number of cells in the RMCCs-
CS, number of layers in the RMCCs-CS, and the size of CS.
The number of cells in the RMCCs-CS was grouped into 2~
4,5~9,10~19, and >20 (Photo. 1). The number of layers in
RMCCs-CS was classified into three groups, such as 1 layer,
2 layers, and 3 layers or more (Photo. 2). The size of CS was
measured using Nikon NIS elements D and was classified
into four groups, such as<50 um?, 50~199 um?, 200~499 u
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Photo. 3  Size of the CS. a : <50 um? (Papanicolaou stain, X 100).b : 50~199 yum? (Papanicolaou stain, % 100). c : >500 um? (Papani-

colaou stain, X 100).

Table1 Frequency of RMCCs-CS in malignant and non-malignant effusions

Malignant effusions Non-malignant effusions

-val
n (%) n (%) prvatue
Reactive mesothelial cell clusters with collagenous stroma (+) 19 (20.9) 7 (3.6) <0.001
Reactive mesothelial cell clusters with collagenous stroma (—) 72 (79.1) 190 (96.4) ’
Total 91 (100) 197 (100)

m?2, and >500 gm? (Photo. 3).

Categorical data (malignant effusion vs. non-malignant
effusion groups) were compared using the chi-square test
and the Mann-Whitney U-test. For all tests, a probability of
0.05 was defined as statistically significant. Data were ana-
lyzed using SPSS Standard version 10.0 (SPSS Inc., Chicago
IL, USA).

III. Results

1. Frequency of RMCCs-CS in effusions

RMCCs-CS were detected in 20 of 200 pleural effusions
and in six of 88 ascitic fluid specimens ; overall, RMCCs-CS
were found in 26 of 288(9.0% ) of effusions. RMCCs-CS were
observed in six of 137 non-malignant pleural effusions and in
one of 60 non-malignant ascites ; overall, seven of 197
(3.6%) non-malignant effusions contained RMCCs-CS. On
the other hand, RMCCs-CS were observed in 14 of 63 malig-
nant pleural effusions and in five of 28 malignant ascites ;
overall, 19 of 91 (20.9%) malignant effusions contained
RMCCs-CS. These results indicated that the frequency of

RMCCs-CS was significantly higher in malignant effusions
than in non-malignant effusions (p<0.001) (Table 1).

2. The number of RMCCs-CS per specimen

The mean number of RMCCs-CS in each of the 26 effu-
sion specimens was 14.5 +27.8, and the cumulative number
of RMCCs-CS in these effusions was 376. As shown in Fig. 1,
among a total of 35 RMCCs-CS in seven non-malignant effu-
sions, the mean number of RMCCs-CS per specimen was 5.0
+10.1. On the other hand, among a total of 341 RMCCs-CS
in 19 malignant effusions, the mean number of RMCCs-CS
per specimen was 17.9=31.5. These results indicated that
the number of RMCCs-CS per specimen was significantly
higher in malignant effusions than in non-malignant effu-
sions (p=0.012) (Fig.1).

3. Characteristics of RMCCs-CS

1) The number of cells in RMCCs-CS

Among a total of 376 RMCCs-CS in effusions, the number
of cells in RMCCs-CS was 2~4 in 104 (27.7%) ; 5~9in 136
(36.1%):10~191in 104 (27.7%):and>20in 32 (8.5%).In
35 RMCCs-CS of non-malignant effusions, the mean number
of cells in RMCCs-CS was 9.8+5.5. In 341 RMCCs-CS of
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The number of RMCCs—CS/specimen

Malignant effusions Non-malignant effusions

Fig.1 Mean number of RMCCs-CS in the malignant and non-
malignant effusion groups

malignant effusions, the mean number of cells in RMCCs-CS
was 9.2+ 7.5. These results suggested that the number of
cells in RMCCs-CS was not significantly different between
non-malignant and malignant effusions.

2) The number of mesothelial cell layers in RMCCs-CS

Among a total of 376 RMCCs-CS in effusions, the number
of cell layers in RMCCs-CS was one in 160 (42.6%), two in
196 (52.1%), and three in 20 (5.3%). There were no
RMCCs-CS with more than three layers of mesothelial cells.
In 35 RMCCs-CS of non-malignant effusions, the mean num-
ber of mesothelial cell layers in RMCCs-CS was 1.6 £0.5. In
341 RMCCs-CS of malignant effusions, the mean number of
mesothelial cell layers in RMCCs-CS was 1.6 +£0.6. These
results suggested that the number of cell layers in RMCCs-
CS was not significantly different between non-malignant
and malignant effusions.

3) The size of CS

Each of the 376 RMCCs-CS in effusions had one CS.
Among these 376 RMCCs-CS, the size of CS was<50 um?2 in
35 (9.3%) ; 50~199 um?in 264 (70.2%) ; 200~499 um? in
69 (18.4%) ; and >500 um? in eight (2.1%).In 35 RMCCs-
CS of non-malignant effusions, the mean size of CS was
188.3 =156.2 um?2. In 341 RMCCs-CS of malignant effusions,
the mean size of the CS was 149.1 + 133.0 um?. These results
suggested that the size of the CS was not significantly differ-
ent between non-malignant and malignant effusions.

4. Clinical and cytological characteristics of effusions

with RMCCs-CS

Among 26 patients with RMCCs-CS in effusion, 24 were
diagnosed with malignant tumors and two suffered from
pyothorax and pneumonitis. Among the 24 patients with

malignant tumors, 19 had effusions with malignant cells. The
primary sites of the malignant tumors were the lungs in
eight, stomach in six, ovaries in three, liver in one, and
breast in one. Among 26 effusions with RMCCs-CS, 14 were
yellow and 12 were bloody. The predominant type of white
blood cells in the 26 effusions was lymphocytes in 14, histio-
cytes in seven, and neutrophils in five. Among all available
tests, the mean specific gravity was 1.030 +0.006 in 18 effu-
sions ; mean total protein was 4.1 + 1.3 g/d/ in 19 effusions ;
mean pH was 7.62+0.14 in 16 effusions ; mean number of
cells with nuclei was 2,061 =2,375/ ul in 18 effusions ; and
mean hyaluronic acid level was 19,049 + 19,436 ng/m/ in 13
effusions (Table 2).

IV. Discussion

When malignant cell clusters with CS are observed on
effusion cytology, we usually regard these as malignant
mesotheliomas or clear cell carcinomas. However, CS some-
times develops in RMC clusters, particularly in peritoneal or
pleural lavage samples!®!V It was described that RMCCs-CS
are generated by surgery and consist of mesothelial cells
and fibrous connective tissue!”. Although there were
reports on RMCCs-CS that appear in effusions obtained by
percutaneous puncture®?, the clinical and cytological fea-
tures were not characterized. Hata et al reported a 0.23%
prevalence of RMCCs-CS in effusions obtained by percuta-
neous puncture ; this prevalence was low compared with our
data and the morphological features of RMCCs-CS were not
described in detailV. In the present study, we clarified that
the morphological characteristics of RMCCs-CS were small
and flat and comprise fewer than two cell-layers or 19 cells.
In general, non-malignant and malignant effusions had simi-
lar morphological characteristics as well as the other find-
ings including color, predominant white blood cell, specific
gravity, total protein, potential hydrogen, nuclear cell count,
and hyaluronic acid in effusions.

We previously reported a patient with peritonitis carcino-
matosa, containing RMCCs-CS in ascites®. However, there
have been no large-scale published reports on the correla-
tion between RMCCs-CS and malignant/non-malignant dis-
orders. In the present study, we reported that the frequency
of RMCCs-CS in patients with malignant effusions was sig-
nificantly higher (20.9%) compared with those in patients

with non-malignant effusions. Moreover, the number of
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Table 2  Clinicocytological findings of 26 cases with RMCCs-CS
Effusion
Patient Sample Cytological Clinical Numbers of Predominant p— Nee Hoal -
diagnosis diagnosis CS Color SG yaluronic
WBC (g/dl) (x103/ul) acid (ng/ml)

1 Pl Benign HCC 1 Yellow  Histiocytes  1.024 14 NA 0.1 NA

2 Pl Benign Pneumonitis 28 Yellow Lymphocytes 1.032 44 743 8.2 33100
3 Pl Benign Mediastinal tumor 2 Bloody Neutrophils 1.027 3.5  7.89 1.3 12800
4 Pl Benign Pyothorax 1 Yellow Lymphocytes 1.027 3.6  7.66 NA 10700
5 Pl Benign ML 1 Yellow Lymphocytes 1.029 42  7.63 2.7 13300
6 Pl Benign Lung cancer 1 Yellow  Histiocytes 1.027 3.7  7.63 0.1 NA

7 Pl Malignant Lung cancer 3 Bloody Lymphocytes 1.036 5.2 7.48 5.3 70300
8 Pl Malignant Lung cancer 15 Bloody Histiocytes 1.038 54  7.57 1.4 14600
9 Pl Malignant Breast cancer 138 Bloody Histiocytes 1.035 55  7.56 1.6 7280
10 Pl Malignant Lung cancer 31 Yellow Lymphocytes 1.035 5.0 NA 6.8 38700
11 Pl Malignant Ovarian cancer 2 Bloody Neutrophils  NA NA NA NA NA
12 Pl Malignant Lung cancer 5 Yellow Lymphocytes 1.040 6.1 7.78 1.9 7050
13 Pl Malignant Lung cancer 1 Yellow Lymphocytes 1.030 4.3 7.77 1.2 29700
14 Pl Malignant Gastric cancer 2 Yellow  Neutrophils  1.025 34 7.50 0.1 909
15 Pl Malignant Gastric cancer 8 Yellow Lymphocytes 1.025 34  7.60 0.1 1510
16 Pl Malignant Lung cancer 4 Yellow Lymphocytes NA NA NA NA NA
17 Pl Malignant Ovarian cancer 13 Yellow  Histiocytes NA 5.1 7.32 1.2 7700
18 Pl Malignant Lung cancer 33 Bloody Neutrophils 1.032 44 7.63 3.0 NA
19 Pl Malignant Lung cancer 42 Bloody Lymphocytes NA NA NA NA NA
20 Pl Malignant Gastric cancer 1 Bloody  Histiocytes NA NA NA NA NA
21 As Benign HCC 1 Yellow Lymphocytes 1.013 1.1 7.74 0.3 NA
22 As Malignant Gastric cancer 16 Yellow Lymphocytes NA NA NA NA NA
23 As Malignant HCC 5 Bloody Neutrophils 1.028 4.1 7.68 1.1 NA
24 As Malignant Gastric cancer 17 Bloody Lymphocytes NA NA NA NA NA
25 As Malignant Ovarian cancer 3 Bloody Lymphocytes 1.029 3.9 NA 0.7 NA
26 As Malignant Gastric cancer 2 Bloody  Histiocytes NA NA NA NA NA

As, ascites ; CS, collagenous stroma ; F, female ; HCC, hepatocellular carcinoma ; M, male ;
NCC, nuclear cell count ; PH, potential hydrogen ; Pl, pleural effusion ; SG, specific gravity ;

ML, malignant lymphoma ; NA, not available ;
TP, total protein ; WBC, white blood cell

RMCCs-CS that appeared in one stained specimen was
higher in the malignant effusion group. Therefore, we con-
sider that the appearance of such RMCCs-CS is an important
cytological characteristic in the analysis of malignant effu-
sions.

The morphological features of RMCCs-CS of malignant
effusions clearly reflected malignant tumor dissemination in
serous cavities. However, it was not clear why RMCCs-CS
appeared frequently. A morphological analysis conducted by
Castor et al® demonstrated the production of collagen fibers
in clusters derived from cultures of RMCs and malignant
mesothelioma cells. In addition, mRNAs encoding types I
and I collagens are expressed by cultured mesothelial cells
after the addition of transforming growth factor- 5, which is
produced by malignant tumors of the stomach, breast, ovary,
and large intestine!2~10),

Taken together, our findings suggested a correlation

between the presence of disseminated malignant cells in
serous cavities and RMCCs-CS. Further analysis on a larger
study population is required to clarify whether cancer metas-
tasis to serous cavities correlates with the appearance of
RMCCs-CS.

In conclusion, the presence of RMCCs-CS may be an
important characteristic finding in the cytological analysis of
malignant effusions.
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FHIRRET

W D RIE ORI R B ORARSEY Eik BEY
SAREHEY BT OARY R EEEY HH ST
3 o W AR AR, A BRI ACREY, LI AL S o B AR R,

SR A7 B A7 A T KB B BB W R, 5 o W5 Tl 3 I‘mf e

B#9 . FLIRJE % invasive micropapillary carcinoma (LLF, IMPC) @ 7 B2 THINZ =R A 72 fHfk 7Y

HESE AR 7 - 72

FiE 1 2007~2014 4F £ TS, MERFIC IMPC &2l S, 2 ORI 1 M I O M Epi-

thelial membrane antigen (EMA)

DFERDPMERR S N T HPIOZERBG LB EAZ Wz, Thbozd e

(2, HIRAE A 7o M SE F o M BLEE BE B X OBEHT AL D W CREif L 7.

B A& © IMPC DA FE T d - 7 fEF OMBL AL, OKRE S off7-n-MlaER %2 H14, Om3l
288 — AIBFLIIREI R ~ ) BIRESL, OOk M, OB Z 3713 1~2, OBOKE 1210
um LT THh o7z, —J5, IMPC OHEEAWEETdH - 725 B O MBI #E, OXRDOMIIER O B,
QOB Y — VIIARBEI S A, OMBOBYEIIARHE, OBRAZA 7133, OBOKE 21E 10 um

UETHho7e.
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FLIRJE 3¢ invasive micropapillary carcinoma (IMPC) i,
FLRE R BRI S 16 WU SR OFF AL & LTHr721C
SEENZEETH LY. 2T ToHEFIC LU, IMPC
DISEREZ IO 1.7~6.0% & SN TWHEZD, F
7z, ) YNERERY URHIBSEEEICEO N, T
BRLFHNI LS, PEREARZHERE SN TV,
51T, WEFTR b, BN BT RICZ LW Eh Y,
MIATAIIE RS AN % 466§ 2 BT . &l bhb
i, IMPC @ 7 B2 D W THIFEFE I A 7= IMPC DLk
BUE B ORI 24T - 72D THE T 5.
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a b
c d
e f

Photo. 1 Histological findings of IMPC
Characteristic histological findings can be observed (a, b, case4:c,d,casel:e,f case2) (a,c,e, HE staining, 20 (c, inset.
HE staining, x40) : b, d, f, EMA, X 20)
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Table 1  Clinicopathological features of IMPC in 7 cases
IMPC Oth Lymph nod
Case Age Region Area Size (mm) Type r ymp no. € Recurrence Outcome

area component metastasis

1 60 Rt D 20 % 20 mix 90% scirrhous + - NOD (24M)

2 62 Rt D 25%X25%x18 mix 95% scirrhous + - NOD (24 M)

3 72 Rt CD 12x10 mix  80% scirrhous —*1 - NOD (12M)

4 48 Lt B 10x7 mix 95% DCIS, scirrhous — %2 - NOD (48M)

5 57 Rt CE 12x11 mix  85% scirrhous + - NOD (36 M)

6 58 Lt C  40x30x18 mix 95% DCIS, scirrhous + - NOD (36 M)

7 61 Lt C 20x18x15 mix 90% scirrhous + Skin (48M) AOD (96 M)

*1Lymph vascular invasion was observed. * 2Lymph vascular invasion was not observed.
NOD, no evidence of disease ; AOD, alive with disease ; M, month

I. WREAE

2007~2014 4F F TIZ M PE B & OB B A O M=
IZIMPC L lrs i, 2, ML R oM
fa 512 Epithelial membrane antigen (EMA) 38325 72
&7z 78] (Photo. 1) OZERINGG HILBEEARZ H\ 72,

INSHORERIZ S &I, FRRMBEENE R, AR
AT B X O 2B A 7R AR [ oo I BRE EE B X O %
BT R OW TG L 72,

M Z I A7 R O I BIREEE 1D W T, Mtk
WoRE s, MBI Y-, Milaomid:z i i L7z, Mg
FIHOKRE SNTHOWTIE, ML A 100 ELLT %2 /N,
ZNPL e KM E L7z, MBS Y — 20w T, 1BILH
REH, <) BIREH, FEBPEHROGR, BIOEES
DFFONHE L THRENICEEROASND A Z LA
(lumen-forming type), MEH % FEDTHELR DO A S
L4 % SAL (solid type) W ZIXBIL 72 EFRIZOWT
X, BERBE (B L—F) L RES LAz BRE
BRI, FURIURWERICHE LT, K& SIIBo Rl
?OFHA (NIKON NIS-Elements ver. 3.2, Japan) (2& 0, 10
um LT O %2/ Eh D e RELE L7

Im. #% 2

1. BERREFHNES

FEE OFIEER LT 59.7 1% (48~T72 %), FIETAIE
a4l FE3PTHo7z MEEOSIERAIE B 1 61,
C 1% 2 f, D %I 2 5, CD %Ik 1 1B X O CE %I 1 61
Thotz. F7, BEEAITFY 17.3 mm (&K 40 x 30 mm,
W/N10X7mm) %R LTz PRI 40 » H.
1/7 %1 (Case7) \ZBfEMaf % 872285, ENLALOFEH]
T, BAET TRFFHERB X CEBERIZASN TV W

Table 2 Immunohistochemical study of IMPC in 7 cases
Case ER score PgR score HER2
1 3b 2 1+
2 3b 2 3+
3 3b 0 0
4 3b 3b 0
5 3b 3a 0
6 3b 3a 0
7 3b 1 0

ER, estrogen receptor ; PgR, progesterone receptor ;
HERZ2, human epidermal growth factor receptor-2

ER, PgR and Her2 expression were according to the gen-
eral rules for clinical and pathological recording of breast
cancer in 2012.

(Table 1).

2. RIBMEBFIAMR

MLRE A B 2SR LS L OIRG O TH
D, IMPC 25/ ® % #1513, AREEIC BT 90% (i
K95%, W/ 80%) Thotz. T Vg REE. )Y
INHifRFE 1L 85.7% (6/7 B) 12D H 7z (Table1). #uyi
FRRL RSB L Cid, FRBIIRH2 I R D &5
fii L 72#4% %, Estrogen receptor (ER) % 100% (7/7 #1),
Progesterone receptor (PgR) 1% 85.7% (6/7 #1), Human
epidermal growth factor receptor-2 (HER2) 1% 28.6% (2/7
B) Btk %E R LTz (Table 2).

3. #HBIFHIFRR

IMPC D52 A3 T I - 729EB11d 71.4% (5/7 B, Case
3~7), MWEVPWETH o 7-5EBIE 28.6% (2/7 B, Case
1, 2) THo7z (Table3). IMPC O EHWEETH - 7%
BT C OMMIIEE & LT, ALBIREERWESZT 5
N7z, IMPC OHEENWFETH o 7EFI OMILERIE, W
TNHKE SO /NIESECHEL, HEix
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Table 3  Cytological findings of IMPC in 7 cases

Case Cytological Cell cluster Inside-out Nuclear
diagnosis of IMPC size shape type of nest ~ pattern size grade
1 No La>Sm Ir>Pap S ->+ La 3
2 No La>Sm Ir>Pap S ->+ La 3
3 Yes Sm=La  Pap>Ir S>L + Sm 1
4 Yes Sm>La Pap S>L + Sm 1
5 Yes Sm>La Pap S + Sm 1
6 Yes Sm>La Pap>Ir S + Sm 2
7 Yes Sm>la Pap=Mir L + Sm 1

La, large ; Sm, small ; Ir, irregular ; Pap, papillary ; Mir, mirror ball pattern ; L, lumen-forming

type ; S, solid type

a b

Photo. 2 Cytological findings of IMPC

Diagnosis of IMPC was made by preoperative aspiration cytology in Case 4 (a, Pap. staining, x 20 ; b, Pap. staining, x40 ; c,

EMA, x40).

7 — 3B ERe < ) BIREBE TR E LT,
MR oM MRz, BEMZ I 71 1~2, BOXK
X3 10um LT TH -7 (Photo.2). —F, T oM
KeigiZ, HERR & S 05 22/ o LB TR
BN, BNETY—4%% 2L T/ (Photo. 1a,b).

IMPC DHEZEDSWEETH » 72BN, K& 12—
WK/ OHBIESEIATHEL L, MBI — VIR
O SEEF R E LTz, Pap. 4eta il X 2 Mt o3
xR EEE 2, BRAZI 713, BOKE XX 10um
YL ETH o572 (Photo. 3,4). —77, ThSoMskiGIZ, X
AINATE S B S D FLEIRE R CHERR S, ORI A
¥ TH 72 (Photo. 1cf).

Iv. £ =

IMPC (&, 1993 412 Siriaunkgul 52X HIRE S, FL
FRIGR BRI HE 16 JLY 2 & B 72 (IR O FF R & L Th
HENTTFHRARZIERE CTH 5. RIEHEIL, MR
R AN X S, SROFARER, SO
1.7~6.0%, BEHEDATIEIIMPC D 1.2%REL I T
5375812 bbb A HE L7z 7 BloMRENE, $XRTR
P FLAE WG & DIREGTIT, IMPC D5 581413 85% LL L,
Y URHIER - ) oNERBE 85.7% IZRAD LT W,

EAHEFLERE D ) HEFICRERE D) o Jifinge - ) v
REOMHERIL, HIHET61.1%, BEI463%E S5,
—J, RMETIE, TRENDSHBROTE L, FHOHEZR
AL TV, JBFTESE - @RI oW TIE, 1/7 B
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a b c
Photo. 3  Cytological findings of IMPC
Diagnosis of IMPC cannot be made in case 1 (a, Pap. staining, * 20 : b, Pap. staining, x40 : c, EMA, x40).
a b c

Photo. 4  Cytological findings of IMPC

Diagnosis of IMPC cannot be made in case 2 (a, Pap. staining, x 20 : b, Pap. staining, X 40 : ¢, EMA, x40).

BE o Tz, AE oIz 40 » H & PEBlIg
Wl E LCRATHTHY, 512 IMPCIZHEEOF
I TH LI DD, 5% LR ABIEIUEL
EzoNhb.

I E TOWEIC L D IMPC ORI L LTI,
OBEEMEE N~ RIESL & LT3 5, @RI At
Hzittbd, FIMIoBAIERE R, O
WA X B 12 )iz L, Epithelial membrane antigen
(EMA) 29ERBEZHIND L ot s D, % 953805
SNTE R SHo 7BV T HEIERO 3HE %
KL T 7z,

—J5, A, MRS A 72 IMPC 22w CHIBEE € 28
WHETH 72 5P HEL T, OKE SR/
FaERIASEA, Q@MBAFIRER, <) BREROBIL, ®
Mo IMI, OBRMZ 3713 1~2, OBOKRE S
Z10um LT 2R LTz, SRRSO, fEROME
IZIZIE—H LB Y, MBS IMPC 2 e T A B
R M THhs L2 5N ZHICH L, IMPC Ot
EDHEETDH - 72 2 Blidaid Lz g, OKES
2o W RAOMBER OB, @FEE S O5HIC
BIF 5 STEROMB, OFRENHE, OBOKE SN
10um VL ETH o 72, FE S OHEE I X SN AL A
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W SHITIE, MR ISR 72 IMPC D182 255 3
OO0, ZEHWHIHEEZ TOENINWETH 5 &R TWw»
A, bivbhskat L7z IMPC @ W #Ef] &, S RIEM 2T
WL, 2 oMRERIEETH- 7.

FRERFIC D T s oM R 2 KK L, IMPC & 1
&, HERRR & S D& o 72/ O 12 FLBUIR S I TRERE
n, Bid/MIcHy -2 2L T, —J, IMPC #i%
WHEB] 1IN AS H S DB FLBURSE R CRE S ., %
DRNARFRHEZETH o7z, TOXHITHINE, Mo
ENZENDNYH S A7z IMPC e g R EEGIE, HEfc b
L CHlL O b m 2s LB O T L 72 il fa o BT d
LT ENIDMZT.

LSllbNb O, S, IMPC @Mk, HEkDOH
D DML ER, MRS X OHRE ST o Bt i
A, BRMZ2a7I131~2, ZBOKEZIZ10um DLFERL
T/ —75, AUREIYHE & A3 B 2 B T, K/ oMl
B IO SAEMO MBI, BEMHPUEE, BoOKE3E
10um BLETH Y, o 2/7 B (8 30%) IHFAE L 72,

%E@@ﬁi?%kbf#&r%f@%%ﬁ FLIRZER
W5 M2 & ) IMPC OMUKRAE 2 RIS 2 1 x,
ﬁﬁ%ma%%@wﬁﬁﬁAﬁTépa#i%k%z%h
7o. F72, ToXD NN, USRS 1M

ZTIE, EENEHICB T S IMPC O Sl hi R 2 0 dEl &
12 & 5 TIMPC OFEAHEE R EGIAH D 2 L bR
BrEZONI

FHH ORI NS HEMIIID D TRA.

Abstract

Objective : Aim of study was to classify the cytological features of
invasive micropapillary carcinoma (IMPC) of the breast.

Study Design : We reviewed the cytological features in 7 cases of
pathologically diagnosed IMPC in our hospital and related institutions
between 2007 and 2014. These cytological specimens were studied to
evaluate the cell cluster and nuclear pattern. Tumor cells in the cyto-
logical specimens were confirmed by epithelial membrane antigen
(EMA).

Results : IMPC was diagnosed cytologically in five out of seven cases.
The cytological characteristics of IMPC were as follows, 1) uniform size
of cellular clusters, 2) appearance of pseudopapillary and mirror ball
cell clusters, 3) the cellular polarity for outside of the clusters, 4)
nuclear grade, 1 to 2, and 5) Nuclear size<10 um nuclear size. IMPC

could not be diagnosed in two cases, which showed, 1) variable cellular

cluster size, 2) appearance of solid clusters, 3) not Papanicolaou stain,
but an uncertain cellular polarity, 4) high nuclear grade, and 5) nuclear
size >10 um.

Conclusions : IMPC was able to be diagnosed cytologically in 70% (5
out of 7) of the cases. For the remaining 30% (2 out of 7) cases, they
lacked the characteristic cytological findings. Careful attention should

be paid in all cases to achieve a definitive diagnosis.
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WEE e
E BB WA, [ A
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THET 5.

FE 2 2 D5 4 N % 5D 2 IESH I U TRl 25 AT S 7z, iR 0% PEALER (R (X Classic medul-
loblastoma D72 572, 70 b I — WITHEVLFERREDHEAT S L7228, WifR 113 stable THAIZd b b
FRAMGHIES 3B e s Fike L7z, 2 [l H o R EALF R © 72 ARG S B EIL L7228, FREER I
LY, ROTHIGR ERERER LS HESHL 2 E o7z

TSR IR O BAL SRR S 3BT B S @ viability O FHMIENC BRI Z XA TH Y, T 2WIE THE
PIER SN LN Z CHIEZ L O 2 2 LD WRETH S 2 LAVRIE I Nz, F72EHR P IR
ZHYEFRHR T 5 LI TPRARKTF LD 9 B LEx bl

Key words : 4" ventricle, Cerebrospinal fluid cytology, Classic medulloblastoma, Case report

L & U &®IC

REZFENE (3N B OB ST A B O B Wik
WS T & L TN D b2 RIS CH 5. /NER
JEHE T, EAIIE ISR WT 2 FEICHEE L, B 15~
2% % DTV A. BLZF80%IE 15 AT D/NBITFEA
35D, 2007 40 WHO 73 #HTld, HER D classic medullo-
blastoma (2 2T, HIRYFHE BRI 7% desmoplastic/nodu-
lar medulloblastoma 3 & Uf medulloblastoma with extensive
nodularity &, %A K 7% anaplastic medulloblastoma ¥ X
0" large cell medulloblastoma DU R Ehz?. F7-
VAR R 12 5 T A W 521912 wingless (WNT), sonic

A case of classic medulloblastoma
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DDepartment of Pathology, 2 Department of Clinical Laboratory
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PR 27 4 3 A 23 Heft

SERE 28 4F 2 1 26 H 3

hedgehog (SHH), Group C, Group D ® 4 Hi#IZ 43 X
NBHZEPHLNE R D3, 2o ORI E % kgt
T RADHE SN TWE, BiFEOBEIIITT
M & B0 R BRI ASHEAT S N A, IR L C
WAL EIXERBIIATRETH 5. WEMBIALERL L
TBOSHRIEE AT S 5 A%, 3k Al O RE BT HE T 5632 2
iRl 2 D B ARG E IR IE % 0] 3 BTG & 3 el
Lo F TR 2 HEBES BRI TH D7, 3 A
Tl methotrexate D= N¥5- & ALFH T O ISAER,
AR % H W e B AR LR T O D
ENTWBE . Slalbhbiids 4 MeEICI8RE L, kit
SFRHEHIC IR 11T stable T3H 12D b 5 S GG
SR A F#E L 72 classic medulloblastoma % #&8& L 720 T
WEd 5.

. fE £

B oF2mE i

BRI : BATR O A LO &, H, BUHE, WEHo72012
EEZZ L7z BHEFCTICTHAMEZ 5058 4cm Ko
M & MBI R 2 HR S, MBEA AR L eo 7z, TRIH
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Photo. 1  Histological findings showing densely packed cells with
round-to-oval or carrot-shaped hyperchromatic nuclei
and scant cytoplasm. A focally pale, nodular area sur-
rounded by densely packed hyperchromatic cells is also
seen (HE staining, X% 20).

Photo. 3  Imprint cytology shows tumor cells with round-to-oval
nuclei and scant cytoplasm (HE staining, % 100).

15 PSSR I AN DS HEAT 2 7228, AN ORED ) X
B, EEBOFEIINEEZ > 72, BNESE MRI Tl E 4
NDOWRITRD SN h o572, I classic medulloblas-
toma D 1472 - 72 (Photo. 1~4). Metastasis stage (& Chang
GFM2 Th o725, BUOTHRIEG % JifT L2 “FL4) ik
FHE/PNET X3 % £ #I B AL 298 B & VKb AE 9
FOFETMHRAE 7T b 3" IHE-> TSRS E
7z, BAGRIRE O 90 Il B AT CLLMIBE RSB 1 72 - 72 (Photo.
5, 6). AL 4 7 — b & B CARM ST 4 (PBSCT)
PR AL SRR, B X OHtifT#% D BHER MRI Tl
NI IR R L FRD D N b o 7228, BEHRGHINE 2 (X Ba T Hs 5y

Photo. 2  Immunohistochemical staining shows pale islands posi-
tive for synaptophysin (% 40).

Photo.4  Imprint cytology shows tumor cells with a high N/C
ratio (Giemsa staining, % 100).

%t L7z (Photo. 7, 8). 2 [ H® PBSCT ff I K AL
AT It e o7, L2 L 2HH®
PBSCT Jitif7 1 » A #(2, BE# MRI TIZER X720 5
otz b OO, FERBHIEZ 2 & % - 72 (Photo. 9,
10). ZOHAT IR B0, JEF, WErkASIBL, 9
B CT I TMEILRAED STz, BEFIEOFIE & S &
n, A bFLFL— bREFREDSHBS NS, 20HKD
R & MR 25 hie U, A NI BRAME B Bt 5 < i HRC e e NP 5
W, 2 ICEH L UMK L7z, 2 8 H o PBSCT fitif7
2 » A% OER MRLIC TS OFESHERES N F72,
PO b e sHile L 72, g zBmsh, £
DEFEAITHEBRLNVITEEL, ot AHTERE 25
7z, BERCHILE CIXBHBAIE & % 2 5N D Mg Bl
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Photo. 5  CSF cytology before chemotherapy shows an atypical
clusters of cells cluster with a high N/C ratio (Papanico-
laou staining, x 100).

Photo.7  CSF cytology after one course of chemotherapy shows
a pair of atypical cells (Giemsa staining, % 100).

Sz, EEHIE S A L Tz (Photo. 11, 12). 58
Bete DU DFIEASIBL L, MRI T3 - FHEARICIHBRG
AR b7z 218 H o PBSCT Hif7 4 » H # H S T8
& &7 LkIRE N7z

Im. #H&Efr R

UV URREBEO s u~F Ly OMRE LI E RO
Natkz A5 MRS R E A L Tz, —3TIEl 5
W &R R R S oMK AT BIRICER L T e, i
MIREAZ IC K HIAMG 2 B 72, B BUE RS 0%
<, BRICHHEUEATH .o Tz (Photo. 1). fiuEdfa T

Photo. 6  CSF cytology before chemotherapy shows atypical cell
clusters with nuclear molding (Giemsa staining, % 100).

Photo. 8  CSF cytology after 4 courses of chemotherapy and
high-dose chemotherapy with PBSCT shows an atypical
cell cluster with cell wrapping (Giemsa staining, % 100).

1 synaptophysin 23EE D —# (8% & koW 2 WL o
EARELH ) Bt 72 5 72 (Photo. 2). JEESMIRIAE A3
BAF47 (INI-1) BEtE< AT/RT 1243 7z, EMA &
TEPRREEIA SN h o 72, GFAP I HAEME I B =R
RSkt & 7 o 7225, BOSTED astroglia & % 2 & MU
R FRIE BN 72 5 72 TEEMA X S100 Bk, 7 v €5
= AR 572, MIB-1 B3 380/1000 #ila T 38%
otz FLYROBIEEICIEA L R I o B 5H
T, —EBTHRER~NDGLZ/RL, INFL ORI RN L
#* 5 medulloblastoma 2% b % 2 S 17z,

Anaplastic/large cell medulloblastoma & 5 % R iz & 5
N oz, MREANO AL Z 7R B IR/KS SR % (L5
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Photo. 9  CSF cytology after 4 courses of chemotherapy and two
courses of high-dose chemotherapy with PBSCT shows
atypical cells (Papanicolaou staining, % 100).

Photo. 11 CSF cytology after the start of radiotherapy shows an
atypical cell cluster and nuclear debris (Papanicolaou
staining, * 100).

SNT2A, AN TH Y extensive nodularity 1213725 7%
W& 2z 72. Desmoplasia iZ& 54173, desmoplastic/nodu-
lar medulloblastoma {ZIEZAHYS L 72 A2 > 72, LLE X D classic
medulloblastoma & % x 7z. 43T W) MR 5 AT b
Nhho 7208, gt Tld, f-catenin 13ZFEM:, DKK-1
Rk, YAP 1%, SFRP BEME, oMyc B4 T, non-WNT,
non-SHH ® group C/D & H#EH X7z,

Iv. MMBEf R

FATEFERENARARES © Ay P AR AR O ERENAIE RS % i <

Photo. 10  CSF cytology after 4 courses of chemotherapy and two
courses of high-dose chemotherapy with PBSCT shows
atypical cell clusters with nuclear molding (Giemsa
staining, % 100).

Photo. 12 CSF cytology after the start of radiotherapy shows an
atypical cell cluster (Giemsa staining, % 100).

L Tkt HE deta 2 JifT L 72AEATIE, w4
faz b ORI & PN R laftk %z & OIS 2520 Hh
7z (Photo. 3). a8 AR O # I S HE AR % 8z f8 ] 52
L T Giemsa ¢t % 617 L 72 BEARTld, N/C lboEwiiia
IR LTz (Photo. 4).
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A TIIM S 2UEH RO Sz (Photo. 5). Giemsa 3
AR TIRIEORH AREATED 517z (Photo. 6).
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Tw7z (Photo. 7). 1tk 4 7 — )3 X U PBSCT
R REALAEEE 1 0] H 4 O Sl S AR Tl S A T 4
WAL HGRD b 7z, AT EBLNIZ cell-wrapping 1%2°
& 57z (Photo. 8). PBSCT ff 8 K& bk 2 Inl H 7%
Vo 2 ABEERIIRZEYE L e o 7205, ZD 1 % HRICHE
R RS AR ARC C Pap. Y+t fiAR T N/C R THEME D
Bz S OO EFHEDFED 51 (Photo. 9), Giemsa 44
R T RANL O LI DL BGEED S 7z (Photo. 10).
UEIIERAHE L, Wi CHIERER SRR S, it
FRFEASBHAR S A7z, U 2 B A 1 1% 0 BB O S A
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WA EE Z HNehs, BN b 5RAF L T 7z (Photo. 11,
12).

V. =

2N /N VR RUIE YR I 355 0 72 2> T EMENE ISR\ T
BEOBVESETH Y, HRICBWTEFMIC L 2RI
e, AL, ORI R PIREES L E S h
79 KBNEIE 4MEICHAELTB Y Chang 512X 5
Tumor Grading in Medulloblastoma T3 Tumor Stage 7%
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M2 : intracranial tumor dissemination (24 L 7210, %7z
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Abstract

Background : Medulloblastoma is one of the most frequently encoun-
tered brain tumors arising from the posterior fossa in pediatric patients.
It is characterized by proliferation of primitive cells and has an inherent
tendency for dissemination to the cerebrospinal fluid (CSF). We report
the cytological and histological features of a case of medulloblastoma
that continued to show positive CSF cytology even after surgical resec-
tion and during chemotherapy.

Case : A 2-year-old girl presenting with a mass in the 4™ ventricle
underwent tumor resection. The histopathological diagnosis was clas-
sic medulloblastoma, therefore, chemotherapy was administered
according to the protocol. Although no tumor regrowth or dissemina-
tion was detected on neuroimaging, the CSF cytology remained posi-
tive. The CSF cytology became negative after the second cycle of high-
dose chemotherapy with peripheral blood stem cell transfusion
(PBSCT), however, it soon became positive again, and recurrence was
diagnosed based on the neuroimaging and clinical examination find-
ings.

Conclusions : CSF cytology during chemotherapy after surgery is
useful to evaluate the viability of the residual tumor after surgery, and
may allow detection of recurrence before the appearance of findings on
neuroimaging studies and clinical symptoms. Persistent of a positive
CSF cytology during chemotherapy may be predictive of a poor progno-

SIS.
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A case of clear cell chondrosarcoma

Masanori ISHIDA, C. T, I. A. C., Takahiro NAKANISHI, C. T., Keiko
NISHIGAMI, C. T,, Gen SATO, C. T,, Junko NAKAMURA, C. T, L A. C.,
Yoshitaka TORII, C. T, I. A. C., Yoshitane TSUKAMOTO, M. D., Seiichi
HIROTA, M. D.

Department of Surgical Pathology, Hyogo Collge of Medicine
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SRAA R CTIEEIES TH o7z (Photo. 1). T /M4 b
WATIE, METVHY 74+ X7 7% —+F (serum alkaline
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cm KT, GRS ED Sl 2 TERIER 5
M3 2 A 9 B S 2 RIS 2 7R L7z (Photo. 2).
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Photo. 1  T2-weighted MRI image showing a mass with high sig-
nal intensity in the right femur (arrow).

1. MAREFHRR

Mz X N ESRLRR ORI 2 T, ESHIE
GO/ NESUE R, B 2 WIZIL EAEE I RED
bz, MEIZHE CBET, 74 M) — IS,
HIBE AL L B T & - 72 (Photo. 3a). B IIFHME~
LT, N/CliglZE AL oM Tc/hs <, BRL
7oA %M % 7R 72 (Photo. 3b). TV YT ¥ TV —
et TSR O B P F ik % % 729 (Photo. 3c), PAS
OB TIEAMEEN S BRCRICR 2R L, BROKRE 213k
BRI — THI5A L T\ 7z (Photo. 3d). fEdefaic ¢,
JES AL S100 &1 (DakoCytomation, Glostrup, Den-
mark, 1:2000) ¥ (Photo. 3e) THo7z. F72, #i
MO LB EMIE (Photo. 3f) %, + L ¥ ¥ G F721%
ke 2 gutt S N5 MRS 2 W (Photo. 3g) 2% KGO,
MRS R IROL L v AT g s . 0k
BIEIE F Nl RS PR VA XS 9 A SRR b R
517z (Photo. 3h).

Iv. fRIZHEEEERIPTR

W MR E 2 b > LR AR IE S ML O WA A 5
(Photo. 4a), < D ) IZIZ#AT AT ILISAT Y 2 R il
MlakDOZHEMILAEEO 517z (Photo. 4b). 7z, ¥k
HRE 2D BERKEAEO% (Photo. 4c) dPHAEL T
BY, wHEIIC CCCS LW L7z, PAS BUSTIE, ®W7Z

Photo.2  Macroscopic findings of the resected right femoral
tumor.

b R ARSI LB 3 — TR A 5 B Bt Ok 2 7R
O, INHIITVT A —BIHRLEITHA L7z, Rkl
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7z.

V. £ £

CCCS i, &MBHIEFRDH 2% L ShbEbbTEN
R NEETdH BV, WHRAT L - GFFEEAL 7 & Sk 250 i
EHBLLTEY, DENIZikE s o BN Th 5 &
2 LN TWAY, Unni 5213 AT EE OBl
5, CCCS IIT 3 MINaNE & 134 B B EETH B L)
HL7.

WG & 2 i SRR E & o8Bz MRI 2SAH & &
N5, WEFMBIEL T1mHAG - T2 mig e b IG5
THhHDIZx L, CCCSIE T2 Mg EiE T L 23, A
BITH CCCS IZ—3d P AR S 7z,

Donati 5%1%, CCCS @ 18 il 12 B2 SAP » -5 % 72
W, EEMIBHRICIZENDS OFT X TORMRTIEAEMENIZ
TLAZ &5, SAP I3 CCCS D~ — 7 —RHIEDIR
B2 EHELTWaE. AHNZBWTDH, SAP OFfHi D
LA, WO T AR SN,

REIOIEFEHIREAT R Clx, MR R AL <, %
B 7 M 2 3 A AZ AN Z LW R 70 IR R 2 TR
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R W% 3D 72, BT SV L 26T D ARp &
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Photo. 3

Cytological findings of the tumor imprint smears. Clear cell clusters (a : Pap. Staining, % 400, b : Pap. Stain-
ing, X 1000, ¢ : Alcian blue staining, X 1000 ; Positive around the clear cell, d : PAS staining, X 1000 ;
Granularly positive in the cytoplasm, e : Immunostaining, positive for S100 protein, x 1000). Multinucle-
ated giant cells (f : Pap. Staining, X 400). Osteoid-like substance (g : Pap. Staining, X 400). Tumor cells
within cartilaginous substance (h : Pap. Staining, X 200).
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Photo. 4  Histological findings of the resected femoral tumor. a : Tumor cells with clear cytoplasm (HE staining, X 200). b : Enchondral

ossification with multinucleated giant cells (HE staining, X 200). ¢ : Typical chondrosarcomatous appearance (HE staining, X
200).

Table 1  Differentiation point among the major bone tumors

CCCS CS CB GCT 0S MB

Most common site in the long Epiphyseal area Metaphyseal area Epiphyseal area Epiphyseal area Metaphyseal area Metaphyseal area
bone

Multinucleated giant cells + + + +

Osteoid-like substance + +

Serum alkaline phosphatase Increase Increase Increase

T1 weighted images Low signal Low signal Low signal Low signal Low signal Low signal
T2 weighted images High signal High signal Low signal Low-high signal  Low-high signal Low-high signal

CCCS : Clear cell chondrosarcoma, CS : Chondrosarcoma, CB : Chondroblastoma, GCT : Giant cell tumor of bone, OS : Osteosarcoma,
MB : Metastatic bone tumor

ML OIESANL Tld, MRBEAMEREOT —F 7 7
7 MCX DAL LR \was, AT 3 2
w0, WEABIZIEEA RO N Lotz T72, TS
MHLIE Y T 25 —BIZTHL S 5 Z B> PAS JUE B itk M5
KA —I2A B, ERUIIERE, 3 & OVON BT s

BRI =T 2GaLTwAhAEER LN PAS
POS DO WT, BRIIMINE 5 1, 35 X OIRHEN
FBLIRHE 5 51 DB EALRAEA & A O RIKRFEA & LEBARES
L7z TORER, JREDTMIILINE TlE, PAS BUS BB
DRES, AT EB A —Thorz. —T5, EHRUIM
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MR LA GbE s 2 L CHERELKSD Z LIXTREL %
ZbNhb (Table 1).
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EHWDS, L oENETIBICE, LRy —h—0%
R ZOFHIIFEESLETH 5.
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LEN% , BHMREZ B E 20 9 5. LaL,
CCCS TIEE RN OBt L %2 23 5 LR
WM Z R0 5 95 2, FHEE &R % %3 % Oste-
oid BRI E A LN D Z 03D 0, T 7-0kF FMIuIE 5
FofifaE & &2 23 2 S BEM S BT 52 805,
WAL - BRIRATEL - e et 2 EHBOP A T510%
ML EZH P LETHS.
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11 H, KBK) THEL.

Abstract

Background : Chondrosarcomas account for approximately 30% of all

malignant bone tumors, and its subtype, clear cell chondrosarcoma

(CCCS), accounts for only about 2% of all chondrosarcomas. There-
fore, CCCS is an extremely rare malignant tumor. Herein, we report on
the cytological findings of a case of CCCS.

Case : A 40-year-old Japanese man visited our hospital with a com-
plaint of worsening right hip joint pain. Image examinations revealed a
bone tumor in the right femoral head and neck. The results from a nee-
dle biopsy pointed to a suspected diagnosis of CCCS. Extensive resec-
tion of the right femoral tumor was carried out.

Conclusions * In the present CCCS case, we recognized epithelioid
clear cell clusters resembling a chondroblastoma or metastatic clear
cell carcinoma of renal or ovarian origin. In addition, multinucleated
osteoclastic giant cells, osteoid-like substances and conventional chon-
drosarcomatous components were also demonstrated. Based on our
findings we suggest that the accuracy of a cytological examination is
adequate for the intraoperative diagnosis of CCCS when the signifi-
cance of each finding is evaluated in intimate correlation with the clini-

cal information and radiological findings.
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Wilila eI 2 A RER O 72, EIUTFLFURME S 2R 9728, 1M
Bl A S N7 h o 72 (Photo. 2a). /NI BERETE % 300
7z (Photo. 2b). Th 6 OMIMIE, B2 va~F v Hsi Bk
RICHE L 7B 2B PRI L b, MRRE It
KR & E TH -7z (Photo. 2a, b). BB REB/MEDA SN
ZHNE b RO 7z, BB HINBE A3 & 2 Mtk A
iz L7 “inside-out pattern” % R9 E3LAEE S (Photo.
2a), MIRLEWNZERAAL N2 RAME D BEIN:
(Photo. 2a, b.).

SRS, /N B B 3 % R 9 RS A T AR B
D PFFEBIZ epithelial membrane antigen (EMA) Fydir 7
%72 (Photo. 2a, inset).

Wk iz & BHER MR & AR M i % A S 70 v FLEIR R

b

Photo. 1  Cytological features of a voided urine specimen (Case
1). a: A papillary urothelial cell cluster without a vascu-
lar core is observed. The cells have large oval nuclei
with coarse chromatin, are relatively rich in cytoplasm,
and have intracytoplasmic vacuoles (Papanicolaou stain-
ing, x40).b : A small acinus-like structure is present
(Papanicolaou staining, % 20).

I E R IR 4ESEAS B L T 72 (Photo. 2¢).

IV. FRIEAERERT R

T 1

TUR-BT ##ATId, HUBRCARICH & L 72 REVHPEA 2
b ORI AN R 2T L, REMEICHH L Tw
72 TEFEPIZIIEBDIER S, AIRENZEES LS
7z (Photo. 3a). NE#;0 80% 2RI EACOf/NFLEAR S
5 — YRR LT ay, il A e SRR PR L BRI T b
A7z, HEIZRE L Twi.

UIBREEA S TURBT 24 & AR O FT LT, 80% F2FEAS
MPUC He5C, i 8 i FE AU BE PR s b B R o e 7.
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C

Photo. 2

Cytological features of a voided urine specimen and
pleural fluid (Case 2) . a : Neoplastic cell cluster showing
an ‘“inside-out pattern”, with the neoplastic cells show-
ing intracytoplasmic vacuoles (Papanicolaou staining,
% 40) . Immunocytochemistry showing positive staining
for EMA in the peripheral portion of the neoplastic cells
(inset, x40).b : A small acinus-like structure is
observed (Papanicolaou staining, x 40). ¢ : A papillary
neoplastic cell cluster without a vascular core is present
in the pleural fluid (Papanicolaou staining, x 40).

b

Photo. 3  Histopathological features of the urinary bladder tumor.
a : Case 1. Small nests of neoplastic cells seen within a
lacuna. The neoplastic cells have large oval nuclei,
some of them containing intracytoplasmic vacuoles (HE
staining, X40). b : Case 2. Neoplastic cells containing
intracytoplasmic vacuoles (HE staining, x40).

MBI LTz (pT2b). V) ¥ 23 Hifimk IR T
Ehhol.

FEFI 2

TURBTHEA T, MR & DR Rz Milas,
AR A TR L, PR CHEE L T e, R PRI
AR S, B D LR LERICAFAE L, “inside-
out pattern” Z/RL T2 F MBI 22 sl S h
7z (Photo. 3b). [EE D 70% A3/ INFLEUIRAE & 2 7R3 IR
B ERHEA D 2 D), i T SR PR b B R 53 b AFAE
L7z, RIS LT,
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Table 1 The cytological features of the micropapillary variant of urothelial carcinoma, conventional high-grade urothelial carcinoma, and

the present two cases

Papillary clusters Inside-out ~ Small acinus-like Intracytoplasmic Nuclear membrane N/C ratio Chromatin
without vascular cores*1  pattern*2 structures*3 vacuoles*4 irregularity pattern
Case 1 Present Absent Present Present irregular moderate coarse
Case 2 Present Present Present Present irregular moderate coarse
MPUC Present # 1 Present # 2 irregular moderate to high coarse
HGUC Variable # 1 Variable # 2 irregular moderate to high coarse

MPUC, micropapillary variant of urothelial carcinoma ; HGUC, conventional high-grade urothelial carcinoma

# 1 : Cytological features*1-3 were present in 81% of cases of MPUC and 14.3% of cases of HGUCY

# 1 : Cytological feature*3 was present in 62.5% of cases of MPUC and none of the cases of HGUC®

# 2 : Cytological feature *4 was present in 62.5%% and 57.1%% of cases MPUC and 50%° and 14.3%® of cases of HGUC

V. £ =

MPUC ix Amin 52 & 0 1D THids S N7z JREE B D
FNLAMEHERCTH DY, BWIRIC T TITHE IR~ DR
R R 2 AT HIERDZ {, FHRA R MRk
MTHhrIenI{monTBy, RMBH IR ICEE
TdH 52,

JBEIE MPUC OAIGIZ B § 2 #1322, Z oMl
ISR AR DL ISR 31,

1) RIEMF 2 3BT RO L, KA /N
EIUDL BB L, MO 7 WFLEIRER BRSNS,

2) INERURERAE S 2 R BT 5.

3) “inside-out pattern” & /R HEHAASLNL Z L DD 5.

4) HRVE PN ZERATA SN B SIS B§ %.

5) MEEANE OB RANL <, NIMED A 55 M
BRCRICH R L2~ F V2 AT 5.

Zhu 51, @A A LR Rz & MPUC oMifa g
L DILRIC z‘ob\’C AR BIEET S I &I A
TRV, MO 72w FLEIRESL & il 22 o
FAEDS MPUC IZHFIICTH D (p<0.001), & % AE
LT, BERTPEI2%, BT EA83% T
HolzlWELTWAY. F72, Kim 53, FHEOMNE
MR OB BT, M AN 22N & /N B AR 1
A, MPUC UM IR CTH o 72 2 HE L Tw 59,
MPUC, % R S0 B PR B LR B & OV 2 Bl ool 2%
H4F# % Table 1 12773, JEBI 1 Tid, “inside-out pattern”
ERTEIIIA SN Do 7205 WER & B Iz 4
SR VILIRES L L OVNURERREI R . F
200 & DI AR, MIFRENZERAMHERTE /2. i
B 7 WFUBAREEIR, /NG BeR & A RN 22 e &
WMAGbHbESL Z LT, MPUC OMIEZ W A3 5 2T BE
T, & 52 “inside-out pattern” % /R HIBEIL D ETE %

BT HILDEETHALLEEZOND.

¥ 72, JEBI 2 Tid EMA Ol b et ¢, AN
B R 3 & R D MR SR B 0 iR O A s S
“inside-out pattern” 2SHHBE & 72 o572, Lee i&, JRANNEHA
Tld “inside-out pattern” A SN Th Mo 72h, VT
0y 7 &7z E il k), 2oy -
AL R 7EBI 2 WS LT w A, SEoBRE TS, hiE
MR b9t A% “inside-out pattern” DFEHIZHTN TH %
ZEAIRIE S T,

MPUC OfilaZAig ) & UC, @ K m S0 B iR % L7
B X OB SN 550, ERBEEREE FR L O
M o EBYTHY, WL OENICIE, AIBENRS
WOFENENHDO—D L H 59

MPUC (& HARMRY JR % R R & 570 012 [N 0%
FRIAER L, FE L OBWIIWEETIE R, ME#O 2RI
SFRARIE, NRURR B R 0 o Ml B PN 22 e o AR A % 1 A
L, ThooMlap A zllagbesZ &ici), ZoF
BAROWIOMIBZW A S 2 REWRETH S LEZ BN
%. ¥ 72, “inside-out pattern” % /RT3 HMATEIL OIS
EMA 5 Eiiliafbargtt % Fivy “inside-out pattern” % §if
H5HZ LT, SHICBHBENETLEEZOLNS.

FHOWE, RRTNSHRMIORERDH ) TEA.

Abstract

Background : The micropapillary variant of urothelial carcinoma
(MPUC) is a rare variant of urothelial carcinoma, characterized histo-
pathologically by the presence of tight neoplastic cell clusters with an
“inside-out pattern.” Herein, we describe the cytological features of two
cases of MPUC of the bladder.

Case ; Case 1 : An 8l-year-old male presented with irritable bladder.
Cytological examination of a voided urine specimen revealed numerous

cohesive papillary clusters without vascular cores. The neoplastic cells
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had large oval nuclei with coarse chromatin, and some of the cells con-
tained intracytoplasmic vacuoles ; small acinus-like structures were also
seen.

Case 2 : A 76-year-old male presented with irritable bladder and
hematuria. Cytological examination of a voided urine specimen
revealed papillary clusters without vascular cores. The neoplastic cells
had large oval nuclei with coarse chromatin, and some of them con-
tained intracytoplasmic vacuoles. Moreover, the neoplastic cell clusters
showed an “inside-out pattern” or small acinus-like structures. Immu-
nocytochemical staining for EMA clearly demonstrated the “inside-out
pattern.”

Conclusion : The presence of papillary clusters without vascular
cores, small acinus-like structures, and intracytoplasmic vacuoles are
characteristic features of MPUC. Careful observation for these findings
can lead to a cytodiagnosis of MPUC. Moreover, immunocytostaining
for EMA is also useful for diagnosing this aggressive variant of urothe-

lial carcinoma.
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A case of Hidradenoma arising in the skin of the breast region

Reiko SHIMOYAMA, C.T., Shiho SASAKI, C.T., I. A. C., Kyoko
NISHIKAWA, C. T, Michiyo MATSUI, C. T., Hiroki FUJINAKA, C. T, L.
A. C., Kohki SHIMAZU, M. D., Hiroaki FUSHIMI, M. D.

Department of Pathology, Osaka General Medical Center
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Photo. 1  Cytological findings of hidradenoma in the specimen
obtained by fine-needle aspiration cytology. Three-
dimensional clusters are observed with scattered naked
nuclei in the background (Pap. staining, X4).

b

Photo. 3  Cytological features of hidradenoma. In the tumor cell
clusters, a whorled arrangement were observed (a :
Pap. staining, %20 : b : Giemsa staining, X 20).

a b

Photo. 2 Cytological features of hidradenoma.
Tightly cohesive three-dimensional clusters are seen.
The sclerotic stroma shows metachromasia (a : Pap.
staining, %10 ; b : Giemsa staining, % 20).

Photo.4  The cells are bland with round to oval nuclei. Occa-
sional intranuclear cytoplasmic pseudoinclusions are
noted (b, ¢ : indicated by red arrows) and some cells
have vacuolated cytoplasm (a, ¢ : indicated by yellow
arrows) (Pap. staining, X 100).

(Photo. 1, 2). HIRAIIZIEEIL O F k% b - 7B
PEZIN, —HITHE LS ZRORY Z /R L Tnwi
(Photo. 3). F 7z, A¥seds & NI HRIPERE O 3% 2352
E N7z (Photo. 4).

JEBHIE OB FIIAHRE R S DAL L, 94 b)) —>
oML E A LT 2, MRENERZHET 5
Al BigE sz, BEME~IMET, R dIRET
AH, WIhdrzu~<F v OMERRE /NI oEr
VE=BERONT BETIED DD, BPHIRE AR
A 57z (Photo. 4).
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Photo. 5  Histopathological findings of hidradenoma. The tumor
is composed of multinodular aggregations of neoplastic
cells with a cystic component. The lesion is confined
entirely to the dermis (HE staining, x 1).

WESF A TIEdHD B A%, BITRZEENZ L SANEDRE
BRI E BN L E R . BERRORES DT 258
EINT=S, ENRE LI IESHNIE OB ILRE T FEz Az <
Bt bR O W E B RIETE T, MR OHEEIZITW
Tebrols.

IV. fRIEMHPFRE (Photo. 5,6)

BB WA 2 S TR ST Y, B
¥ia AT HMEEHMIATY — MR, 2D Wid—EDHIaNCit
N5 EH I L Tz HEEOHIRM ORI LD,
PN DN E 7R 72, AR AT T X TOM
H2% cytokeratin 34 SE12, cytokeratinl4, p63 (ZBa1EICHetn
EN7:. —7, cytokeratin AE1/AE3, EMA, vimentin (2%}
L Cld— o stk Tdh -7z, DLEOFR LD
hidradenoma & W S 117z,

V. £ =

Hidradenoma iR CH A7) Yk, 7RIV Vg%
AR & 9 5 RO BN EARIEL Th 5. FEAMEEIC
P 7% <, A DB RLEREITH T § 5 M PE TR e
AR T 2 MR YEONES Th 5. 0 H X BB 70 JE 55 3
WBIEFOREICE DN, R Lo@ERELIAOND Z LI
FNTH 5. MERAIIIEEND S IR T To
BB 2 PRIEVEIRE CH 528, M-I LI LIEREIEL,

a b

Photo. 6  Histopathological findings of hidradenoma.
a : The tumor cells are often arranged in whorls. Duct-
like structures are seen (arrow).
b : High-power magnification of the duct-like struc-
tures (HE staining,a : x10; b : x40).

MEICEL I &%, T2, HERACERZERT S
LA HIIEETHDY.

WHO ¥ TlE, 77 a—7 % BEIZED clear cell R
squamoid cell, mucinous cell Z &\W < D0D & 4 7D
MO EN, SHICINSOMEAUIZLIERBITL 228
DIER AR T 52 2 RHMET AL SNTVAY, &
7o, TRZY MLEMBLEARASNL I3 H L. FORHE
WICTNDSTER S 7z & X212, goblet cell SR HNB 2 &
bHbDH. 2D ORI epithelial cell % basaloid cell
EEHEINBLZLELH BH2Y,

C ONEFI R & OB W, & EIEEE
DR R & 0N ET DH, FOMBBIET 55
E 7 0 RIRIC B TSR T B 722w,

FTTICHE SN TV AT RO E Lo b L, D
ToOEB)THAH FRIITEOHWYE R foam cell 72 &%
FE % RE T B AR SND 2 EAS v, — kIR
ORI I IR EEcH Y, EREOBVEIRO M
BaHhbdns, IOLEHELE, e LT3 oM 25
N5, ERINTIIZIRER SR & ISP N 2R 2siss
BN, TFENOGLE MY TR E SNTwb, JEEH
FlZ S IR OMIE S LWL FETERTH LS. WINBEIT
HEOMNE 2 BFT 5D ONERT, HLZ0WHMBRE AT
% clear cell JSIRAET 5 Z &A%\, BT ~IBFIE CF;
IMKIZH 72 7Zw. AT, Dubb & 138 PN B AfK,
T ¥y MERAIA A SN & L TwAY. Mannion 5
A B AS 22 Nk oo KA NE 5 M i A3 7E L, adenocarci-
noma & ORI ZZ L 72 L5 LTV 25, B ALk



#55% 537, 2016 4

13

WIS ESE LA TOMEDS 2500 LE IS
72, ZRBMI A RT L OWMEDTL .

LaL, RENIBRERESVETH 722 LA, &
YEOMILE 2 A3 2 MLOMIEATHRTHY, Thods
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7o DRERGHIL O VA % BIRELC 2 H I TRILEEAR O 5 /1
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otz ZORED O IEEMILIE basal cell D EFH T 5
T EAURIRE N RBIOTMARE 7 BRI OMILE %
9 5 Ml 1Z WHO 4348 T ? squamoid cell iIZHI4 T 5. TN
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RSN TRINE NS W EESEH. LTI o
squamoid cell 255 MDD HEFI A E L, & ZITWE SR
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Abstract

Background : Hidradenomas are benign adnexal neoplasms of either
apocrine or eccrine origin. Skin adnexal tumors are usually diagnosed
histologically based on the findings of excisional biopsy. Information on
the cytological features of this tumor are limited. Herein, we report a
patient with this tumor.

Case : A woman in her 50's who was under follow-up for breast cancer
presented with a non-ulcerated tumor measuring 4.5X% 4.0 X 2.9 mm in
the skin of the breast region. Fine-needle aspiration cytology was per-
formed to determine whether it was a metastatic tumor. Histopathology
revealed three-dimensional clusters with scattered naked nuclei in the
background. In the tumor cell clusters, regular glandular structures
occasionally gave way in places to a whorled arrangement. This feature
may be a useful diagnostic clue in the differential diagnosis of this
tumor type.

Conclusions : Cell-rich smears of cohesive small basaloid cells mixed
with variable numbers of glandular elements suggest the diagnosis of a
primary cutaneous neoplasm. Benign adnexal tumors located on the
breast or in the axilla can be mistaken for primary or metastatic cancer.
Identifying the cytological features of hidradenoma in the histopatho-
logical specimen can be helpful in the differential diagnosis from a

tumor metastasis.
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Large cell neuroendocrine carcinoma of the endometrium——aA case
report——
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a SCHURGES SR T 634-8522 7% RURMRETDUSCH] 840 i =R
VSRR R b AR E2E IHHA R

SR 27 4F 8 F 27 HEAE

K284 2 H 2 H#

U FEARE LCNEC @ 1 2 #E58 L 72D THE T 5.

. fE £

FEBNE 73 DLk, 4 RT3 K57, 50 THIREL o T
W5, 62 EEICHLIE  (FE)E - Stage IIB) ICHEE L, &7
YIBRAT, MRS v SEIEREM & fiAT S, RIS LS
(CMF ##: 6 %1 7 v : Cyclophosphamide, Methotorex-
ate, 5-FU) & &)V E V¥ (Tamoxifen citrate % 5 4F,
Anastrozole % 3 %) % Wifr Sh/z. Fotk, 70 % THEE
RIIEMER: (myelodysplastic syndrome, MDS) % Z4E
L, S 2 Pk LTz, h2sslasicBEB L Tw b

68 % & O MFH T 5 SHE & MM %:)Fﬂz
fTL T, BiROMBRICREBEEREEZIT &, T
FERFEAY20mm & R L Tz, FENEMEZ T
H o7z WERIHLICIE, KAADOAHANER S A S,
i~ R KB CHME T 7213 O 2 £ 9 % AN
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Photo. 1  Cytological findings of the endometrial smear.

a: Smear of the endometrium.

b, ¢ : Three-dimensional aggregation of atypical cells with nuclear overlapping and irregular branching.
d : Prominent nucleoli and granular chromatin in the enlarged nuclei with moderate cytoplasm.

(Pap. staining, a, % 20, b-d, X63).

OB 2B WEMKIZ) KD 3IBEORE ST
Holz Bruo<xF M~ HERCRICH R L, MR
Ry & TR TH D, MiRNGsLsgEb 7.
HF LD FAT L AR O ML 2SI BAE PR TR 7z
(Photo. 1). #MuZ TIZ, T¥ v MERSCHERESIZ O
BRNTWERIIHS 2 CTlEeho . TABEMEEZ T
W, B E PR OHLE A RS 2 A & R 7. A
WREMED 1~3 A SN, Bra~F v idiEL, £%
DFG G % R 72, Yt Tld synaptophysin & CD56
BENZENIEEOK) 80% \ZBatE L 72 0, MFEN Wb
RIS 7z

&%~ — 4 — 1% CA125, CEA, CA19-9, SCC, NSE,
ProGRP 13\ "1 & BLAEMEFIPHN T d - 72.

FHE MR RA T, TENESEELTEY, 75K
e 1/2 28 2 52 % 58072 (Photo. 2). F 72 CTH#H

ATIE, AfESROMKR L SBOMBMRET, L5 v /35
JERZ D7 DLEORBREI D e L 2 LT 2 it
fTL7z.

BT 5L 577 AB\CAROEKRERDZ. THILH
PIRTH ) SRR IRO Lo 72, NS LR
RKLTWie, 72577 REEE, SIRREBFIE, K,
FEZEim, BEREIE T RS 2 B OB ZE % 0 /2. HE O
SEaYIBRIIWEETH b, BRI R, R
Bels, KHGERYIBRAN, % 27 5 A BRI, S IRFSEE
I BIRAR SO B Al 2 WiAT U 72, AR 3 KRR 30 40,
I#l% 340 ml TH - 7-.

it DR IAMARA T, FE AR I R PR 5l
%79 £E 32 x 28 mm DJERE & D 72, MR IZEE 2
PO EEBIELZTE L, #5245 50~70 41/10 HPF
(high-power field) 2 57z, — ¥ CIIEE I HL D5 DMt
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Photo. 2

Photo. 3

Sagittal T2 weighted images :

A high intensity mass can be seen in the
uterine corpus, which has infiltrated the
myometrium. (arrow)

C

Microscopic examination and immunohistochemical analysis.

REFNR, A HAARIRETNI DA Sz, il 2 OMFg Lk
AR & T, HIE~H M2 o ZA I MR E H
L. B7uxF J3fli~HBRIRICHRER L Twi $726
EOFIRIZE, VO NVEREZESTBY, HERA~OEN
iR,

fE Yt Tlx, synaptophysin & CD56 25BEtE & % ),
chromogranin A 1ZF&1%:C& - 7z (Photo. 3).

VLo X902, NG mERE ORI b,
¥ 72 E Rt T— D Ll L ORI E S~ — 71 — A3k
Lo TWB I E XY, mEEVEEEAREN W & B L7
(FIGO stage IVB : pT3aN1M1).

Wik, wMbFEEE LTA ) 54 Y HH (day 1, 8,
15) % 6 2 — A 7o 7z, AL RER TR, Bz ToL
APFER B LTV 5.

Tumor cells show the features of neuroendocrine differentiation. On immunohistochemical analysis, the tumor cells were posi-
tive for synaptophysin and CD56. (a) HE Staining, (b) Synaptophysin, (¢) Chromogranin A, (d) CD56 (a-d, x40).
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Photo.4  Tumor cell nests demonstrate invasive growth with coagulative necrosis (a), peripheral palisading and molding arrangement,
numerous mitoses (b, ¢), and a rosette-like structure (d) (HE staining, a, X2, b, x 20, c, d, x40).

m. = =

RN W IESS X & B2 D IEET 505, FONHER
MREAIZW G M — S hTuwiwv, SHTIE, HiE L
- T EBIEALAE S TIN5 WE S (neuroendocrine
tumor : NET) &R, Jili € v S i st P 20 b i 355
& LT SCLC (small cell lung cancer) & LCNEC O & A3
LT 5.

I AFFHIETUE, WHO 43558 4 fRIZ B\ T high-grade
neuroendocrine carcinoma % SCNEC & LCNEC 12736 L
TBY, MCHE U200 E o TWDY, I, T,
FENBEIZIEET 225, T WIS O N2 133k
HIZENTHAY., bbb EL 9D % HiH T,
LCNEC Hi il 7s 8 B, ABoAARAL (312 FH N IBRRAE)
AT L T B RAETIOIES 2 5D T 13 B TH > 7237,
LCNEC & ZWi§ 2121, 24 & DO oIk
NG WIES OGNy — V2805 2 &, F2EEMRO

10% UL LT, figNsG i~ — % — (chromogranin, synap-
tophysin, CD56) ®—2LL LAtk L 7 5 T 5b Z &3
HThBY. —J5, FEBEIERAEK 553 TId SCNEC
DR D 5 7225, LCNEC DFtikiZ F 725708,

FIRE PN WA X — RS, RN I HE & Ay 70
Wb e Xidh s 2 >OMBFANREE AT 5. HiER
3&, MRERECH), ZDAERE, Ty RS2 & oGSt
BNDTWIERETH S, FT72, MR B ARN G E
AT AR MRENW L & v, g T
NGW< = =D e 2 255, FOOBERLH ST S F
EFTHAY. LCNEC DM DG4 %A%, Niwa
5103 FEEEHHE LCNEC 1I22oW T, #ilaAsk & < (V) >3
o 3HEUL), REENS BERLMBEEZ DD, HKruv
F ML, BAMESHI D i LTw A, HLEREIIC
&, TFEMNLE 2 IR LN B B ICHEIRECY) (peripheral
palisading) ##A®H 5 Z L X, WINKROBIGEET 2T L L
PHTH B, —T, DNEBERAE, A~y I, A
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W5 e A% /MER S RIME I  (nuclear molding) A% SCNEC O4F
BTH 5210, KEITIE, R OMBES IR & MRS IR
AT ZC, SRR RRET D5 R, synaptophysin &
CD56 IZF T dH » 72729, %E’nﬁ‘iﬁ LCNEC &L 72
(Photo. 4). FNEERRHE G3 R A& MLIEICBWTDH, MRENS
W —H =D R 5 S t?b‘iﬁémi)‘ ARBITIIBRE RS
&2 RDRNZ & O FINERRE G3 IIEEN T, ML
FEEMEDRIN TN B 2 EROLRIMUFIBEN L E 2 7.
LCNEC IZEMEO WS TH ), MFITHRALINT
b, EEEBREMOMEZEZ LT WEAICH L. #
F0 13 Bl 7 B3 FIGO 41 1L/ IV ] & #£47T L 72 34KIEC
BRIEINTBY, 3BT TEDNIFEE LTS, THiE#
Wrsnz56Th, 26A TEDPITIEL LTW5Y,
FHEMARI LCNEC I ENRER CTH 270, FEAERIGHE
. E T w iz, Jiliod LCNEC 12# U C cisplatin % key
drug |2 L7AbEEEE AT o TOAIERIDE K A BT,
il 338 T o LCNEC Tid, MhiZNEIcdEC2v o R
YHEHWHNTWS. EP#L (cisplatin + etoposide) 25
Wi E L THW O N T E 7225, 2002 412 IP %1 (cispla-
tin+CPT-11) 2% EP #ik & ) &b, 2 $$T@Wﬁi[ﬁ]7g
&) RS S 721D ARG MDS A3 AR I
52 L EFELT, CPT-11 HANZ X 25217 - f:.
WitabERE L LT 6 a— A& L, BARZRL
FEHEL TS

V. #& i

FEARE LCNEC BIEFICEN LB TH D, HHABR

HE G3 ARG EORB L FERN B LETH Y, WBFE
MGG 2 HERICEE CTH B, T EDI & PRARD
BETH DD, FEBIDD T OME S NIEHITAHFTE L
T\, SR 5%LEFDEMIPROOLNL.

Al OREBIHE I BE LT, BIR TR ESFREHCRE RS ) TEA.

Abstract

Background : Large cell neuroendocrine carcinoma (LCNEC) is a
rare malignancy. We report herein on a case of LCNEC of the endome-
trium.

Case : A 73-year-old woman, gravid 4 para 3, visited our hospital to
undergo a gynecological examination. Her past medical history was
breast cancer and MDS. Cytologic specimens of the endometrium were
positive, and biopsy specimens suggested carcinoma. The tumor
marker was negative. CT and MRI revealed a mass in the uterus and

adnexa, peritoneal dissemination, and swelling of the para-aortic lymph

nodes. Therefore, semiradical hysterectomy, bilateral salpingo-oopho-
rectomy, partial omentectomy were undertaken, and debulking of the
peritoneal dissemination was performed. Macroscopic examination
revealed a tumor of the uterus 32 X 28 mm in diameter. Microscopically,
the tumor had infiltrated the full thickness of the myometrium of the
uterine serosa, and had involved the left adnexa and omentum. Exten-
sive vascular invasion was present. Tumor cells showed the features of
neuroendocrine differentiation (nesting, rosettes) with polygonal and
hyperchromatic nuclei. On immunohistochemical analysis, the tumor
cells were positive for synaptophysin and CD56. The final diagnosis was
LCNEC of the endometrium, the FIGO stage was IVB. Postoperatively,
the patient was started on chemotherapy with irinotecan, and to date
has had no recurrence.

Conclusion : LCNEC of the endometrium is very rare. Pathologic
finding and immunohistochemistry are important when making a diag-

nosis.
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B &) RNEAFVIZTFLAREALTHEEEOEW) ASC-H O & & k0 2 35 st—

Rz ke T

ASC-H (& “HSIL % B-A4C & 2o WERAR - LA Lesksh, RYWEZLh) S HSIL U Lo RERE E ©
PEITNDLEENTVET. F72, ZOEBRNZIEEVCIIERERE, aVE EHRchy, HEZMLES
WrassRDONET. NEAF I AT LAZBALTAEST ) B L £ L72A%, ASC-H DMk & 13 Rk H
BLUOBREMTLEAEDHLH T T) —TIIHRWTL & 9 2

55 51 ol H AR RN A 2B R 2 (2012 48 - i) IS TR S N/zT—27 ¥ 3 v 7 TiE, ASCOH D,
FFIC ASC-H 1B L GBS 2 T W & oS, 2 OB, MR TY SRR BRI 722 2 OB T D W THGET L
TWe2&E Lz SR T—id, W&ty sy —, K%k, PBBURERE, ST, B X OWEM
WRBEORIHED SRBITE TV ET L =2 v ay 7T, MLxoRiFoOKRIIMAT, ThEhEi
DREHED T — & DN RZ M L E L7z, ASC-H ORLREEI 7 5 5 033 FSE A I L, FRRIYIC
FICHE LRI 5 2 ulliaffg e ki e S mEzEwe @iz B LE L7

iRk 25T 2 T B AN AT LR R 1 70 T 5502 S, ASC-H OB W OB 2R, ZOHE DGk
BEEZ A LERICIE, JRELLZEHO, ZHER/EE RRER, PAMS, 2SAEGH), S (P
R 2820 FREL - RARAILER )7 : (FEskik, LBC #:) 12X AMeo MBE GRS, IEMI) 2H Y 9.
=N TRPAERBROEYE (BEHHGR AP HREE) PWEOE DR (RAULERRBLASE) %
FEHEDS, ML E ARSI IC B W THIREIC STV AW RIE Y R OfFELNH 5 2 LARENE L.
XLICIIBEEMOBWEADHRE LTHAET LI L LFEWY 2V LA TFREFNTO "Bl
m—" ZEEE L, KIZWIZO L) % HEkMEE PS5 ROREN LICEsEEZbRET.

RBICHURZ 2% AR, T —2 33y 7ORENEEZ T LD25DTH Y, AFD [ASC-H
BT M EOBIR] M5 9 Z THEZRIEREE 25 2 WL ET. &b, FHITLD 24Mm0H
REHTE Dol 2 WHFH L LTBRECPL RITET.

REFEME (R e A BatEHimE 21
LHBEE (BEERRZEERER Y > 7 —iREZ L)
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DA N HS AR FE 23 A% AW A WA BE AR IR B 2 > & — RIS B2, ) da ARED),
AL LR A7 B g iy A 2 B I AR i o)

By Mifg® ASC-H DMK 2 W RMWZ 2 281F, ASC-H & SNHEKEFMEREZW LML, 4RORE

PEERTD.

73 ASC-H BIOMING 5 & k%R 2 I L, ik iy Som e

B#E - ASC-H ORMIBRZM 70 F 72215 5w 2121

1) ZEME R LR O BRL, 2)

T LML T ASCH & L 7= Bl A& f#HT L 7.
FARA (P 1B At

4, 3) CIN3 (CIS), BX O 4) BALAIOPRRE LT Nz 1) & 2) Gl o CIN OB Sk

CHEBETHIERZ W ICIESE LTV RIHETH Y,

3) 1FHAYZ: CINS (CIS) DH#f&IETH %78 fﬁﬂﬁlﬂl

T, HE R LR RE MY ORI TH 5.

TBI\J_ PERIIEC A AS A 59", HIg4EHE Cell groups

(CGs) PHEDERE LD ETHAH. 4) (IABPERT, BIIZZ L < pitfall IZH Y 23w 2

Thb.

f&5m - ML T ASCH & ST 2 BRI TY B

2IE, MRS - MRS & b \ZE I 7 F g 2E e 2 e

29 REIHE L, MIEZ T CGs @Eﬁ%%iﬁﬁ’?ih&f%ﬁiﬂ@@%fiﬁ%ﬂﬂ’ﬂ]@“hi HSIL (CIS) %5 nl 5g

BIREPZTENTWS

Key words : The Bethesda System (TBS), ASC-H, Atypical atrophic squamous epithelium, Atypical imma-
ture (squamous) metaplasia (AIM), Cell groups (CGs)

Histological background for cytological diagnosis ASC-H
—A present state and problems——
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aSCAMIEESRSE T 252-0373 *ﬂﬂfT‘H]Lrﬁ‘E’f;iFFﬁﬁiEiti THI15
T 15 ARHORAERE R A A AR a2k o W HE T

SR 26 45 8 A1 5 HEZf

SR 26 4F 11 H 19 23

L U &®IC

WA, MifEZodisiEss, ooy 5HE R E
L7z “BEHE 25 “REAY Y AT A 2001 #EH1- =S
W Z MR ~BATLY, RIERRE, WErs 7
Ty, A VE Y T, ATHERELRD, BRI, B
BRIE DI ITHIRILRA 2 S oD v o s &
Ao TER., NEAF VAT ATHLICHRT LR
ASC-H &, HSIL % BpA4C & e W RARF Fz & ks,
RIEVIREZ &L H 7 T —Td 5HH, ASC-H OMiflg &
TRARRAZ A LRET 5 2 L1d, SROBEZNS
WOEDOHLE#XS ) 2 TEENSHLEEDLNS.
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Photo.1  a, d, g : Atrophic squamous epithelium with erosive changes. b, e, h : Atypical atrophic squamous epithelium (CIN1 or 2).
c,f,i: CIN3 (HE staining, a-c, % 40, Immunohistochemistry for MIB-1, d-f, % 40 and for p16, g-i, x40).

M2 T ASC-H LI S RfRE L LTEE
THoeDFRD4HATH D, Thbb, ML THW
R EESPEIREIN TV AR WRETH S 1) HhiH
J& S bR o R 2) BRAIREL (RSF LK) fbd gz
&, BRI R B O ZBALITIE U 72 72 R SR L 2
AAHTETHMWNZHENWEE L 7 5 3) MIzEE Cell
Groups (CGs) >~ 73| E D FE 4 & 72 % Carcinoma in situ
(CIS) B XU 4) KB OBRT- LR TH 5.

PTFIZZo 4 HBIZOW T OB IEN B L O
SHOBELERRD.

RS & RS AR O IR I AR T4 3k o LU & 28
RMT L 72 5E B 2 I 7278, ASC-H DN CiEE TR & 51
DWTRARER L O KN OBIRE A TR L 7.

1. #Hf2E2 ASC-H DIEEFHN 4 ERRE

1. EREERFLROER
1) #igZ OBIR

Cervical Intraepithelial Neoplasia (CIN) ®#Hik Bk
ZWid, CIN3® 9 % CIS O3 ILE W25, FiiE %, CINL
(mild dysplasia) 7%*% CIN3 @ severe dysplasia Tl, ZHr
HHNCIRASE L T A H 5. S 5ICHRZOKT A
b a sy T OEE R BRI GALEICZ U< FEiE L7
YD LRz % %725, CIN OEEREZ WAk AR B C,
BN/ EREHI S e, SRR LS (eiEgt) <o
BT, MR O N4 F~— 5 —Tdh % MIB-1 D EM
Wao 534G L HHEE, Y A 2 HPV e fEaE & L CH I 4
pl6 DFEBM L BEI R DA, PG RIS
TBHT, 72& 273N TWTH CINL 2 2 %2 BHHEIZH)
MNT2FEOMPICE R DI WD RHEKED H 5
(Photo. 1). ZE#iHE R T LK TlX, HPV AUEG L Tw T
b koilocytosis 254N W3R 2 55 205% <, CIN1~3 (severe
dysplasia) TlZ, koilocytosis LISt o HPV &% £ =7 4
IV AFEAE SRR (Viro-degenerative atypia : VDA) 9~V
B, §abbBBEAE, BOKXKNANH, ZogEft, 2
B, WwHSEURS: &) HPV &Y% 5 ) Al R
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Photo.2  Ectopic chromosome around centrosome (ECAC)

ECACs seen in the cytologic specimen (a, ¢) and the tissue specimen (b, d). ECAC (arrow) can be seen by adjusting the focus
for the cytologic specimen (Pap. staining, a x40, ¢ X 100). ECACs are clearly visible on HE-stained sections as a tiny (approx.
0.7 um), round, dark structure often symmetrical at the bilateral centrosomes (HE-staining, b, %40, d, X 100).

Ehen, Fiz TR D=3 AMRRBERHIL O RAE A B
W72 5. BOREOMN (FEMERR T LETIX
¥ 1) & Ectopic chromosome around centrosome (ECAC)
DIFTELL, &Y A2 HPV BRGe % O L 72 e gl & 7
% (Photo. 2)!112_ CIN3 (CIS) &, mWEEE (FEEF
- B O IE R P AR sE F A LT 2 5L o
W), BAEUE, Yo B I HEI
729 720 T BB 5), BoRgtE, 7R F—
T ANMEPH AT R & % A (Photo. 3).

2) MifEZ OBLR

Squamous Intraepithelial Lesion (SIL) @& 1Y) %€ A3ASHH
Tife 72 S ABAEIT S Z L2 L R~ 1Bz C o S AR &
B ORI X O T RBAALOMETH S DT ASC-H
WY BHTHAHH, BRIEHPFECHET
mous cells of undetermined significance (ASC-US) & 3 X
EDPROPAEL TS, MkZ CIEFERI 2 KIERT R,

T atypical squa-

CIN1, CIN2 B X UF CIN3 @ severe dysplasia O 5 Wi 2Bk
S0 DHDOT, MIEZHR LIRS & AL THHIKIC
372 57\, CIN1L A2 o TR B A, ASCH »
ASCUSOELELD AT I —IZANEREDPEBIN IR
EEIRTLZDOEFHE LW ETHEH. L Lad sl
7:;? CIS %, ASCH X9 3 HSIL (CIS) L §RE&T, D7
TR AR TA BN S CGs & 3 WITIIZBIZE L, #
%‘/‘k FMEBISHEZIRH L, SOWERE, SR 1ME5
ARSI, A7 LB HSIL (CIS) &HETHZ &1
WHETHH. HSIL (CIS) @ CGs DBILEOE TIL, Bk
EBRTIIIZFABETHLDT, 3. 2) THBT S [CGs & L
THhHND CIS OBIEEEN] TiEL {#BX5%.
3) ZEHGERER 1B o RAVH g OFRE
FimE IR T L o FAH gL, Rl o X5 ISR
3B BN, RIUREER D v EMllaE - MfkZ e b
WM B R e W L 22 5. MR EATIE, M
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Photo.3 a, c, d, e : Histological features of a CIN3 (CIS) case (69 years of age) in biopsy material (HE staining, a, X2 and ¢, x40),
Immunohistochemistry for MIB-1 (d, x40) and for p16 (e, x40).b : CIS in hysterectomy material (HE staining, % 10).

Fa Azt X 2 W2 PR T v &, M2 T o
72 ORRRE LA 22 5 2 LD ERERTH B, Fv
E UHIFCRBE CHEIE R L & b S g - oMl
LHMEZ T, HPVR FREAEZFESETLE ) BT D
575, CIN1, 2, 3 (severe dysplasia) DEFEZW O %
EET AICIIHHT, BRATO CIN FHZE & 13T Kk 2 Stk
TOHENREE 2 5. MBZE, RIEEESMELD D
TTIRNTHPHCOENDL L)% 0 IR 2 7228,
Fh0 R A TE ASRE R RIS N5 & & THIBERIUTIX
HENZ W CGs BSALND L H IR o7 CISIE CGs D
BT 2 BT ENEICHET 5 2 L3 WHETH %
S, ZEhFERERT L To CIN1, 2, 3 (severe dysplasia)
DEREZIIL, MBZWOBREE F 2729 2 THEZ B
KON & b1, EMEERE R T L 0 FARZ 0 F) % 5
HEMAIZED L) IZTREPHMHEIZL TV Z LR
HTH 5.

2. B8R (RFELKE) 1b4 : Atypical immature

(squamous) metaplasia (AIM)

1) ##kZ o BLIK

AIM (&, BATH CTA SN HETEIRE T, RIVEIC M
R EED LI LS. HPVIEGGTRE LT < mbh

T\ 5 koilocytosis DWWt HPV [&3sit .CTd % VDA ($512
BoOKNRE, HIEARK, HoiEsfb, & SICEEEHRE
BHEND) BT SHHETHA. HPVprobe &\ 7z in
situ hybridization (ISH) ¢ HPV DNA ##H3 % &, AIM
D% diffuse (2B PEFT A5 54 (episomal pattern),
HPV E&4MilleTd 5 Z L ASFE &% (Photo. 4a, ©).
AIM & CIS Zligd % &, CISDIT ) PEEBEIE L,
hyperchromatic Z2#Hr i %2 5% L, ISH Tl dot Ko 1Y
i, (integration pattern) 25A& 511% (Photo. 4b, d).

AIM 1E, [TFEERIIRWER] TR ENTEL T,
TN EN TR VWOT, Sk, BAl M (atypical
epithelium), CIN1~3 F CTIRAWVHEDN % SN TS DN
BIRTH 5.

2) HNEEE DBUIK

AIM 1, MifaE TR BILAEM & 2 s/l A
BL, MBOKRE SRS, 20 HASCH EHEESNT
W5, CGs TIEESPICHME LERALNS &, ASC 2
AGC 2 EF LA LD 5.

3) AIM HJ5E D

AIM ® H7E1E 1983 4E Crum 5235 L 72O RAITH
%2 2007 4F Taconis 5%, AIM @ 37 BT /¥5 7 1 VHEAR
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Photo. 4  a, c : Histological features of an atypical immature (squamous) metaplasia (AIM)
(HE staining, a, % 100). ISH shows a positive diffuse pattern for HPV (HPV DNA, c,
x100). b, d : Histological features of a CIN3 (CIS) (HE staining, b, x100). ISH
shows a positive dot pattern for HPV (d, GenPoint HPV DNA Probe, Dako, x 100).

5D PCRIZ X % HPV ORI T, &Y X2 HPV (16,
18, 31, 33, 35 39, 45, 51, 52, 56, 58, 59, 66, 68,
70) 7%554%, fK) A 27 HPV 3%, HPV JEMHAT43% T
HolrbWELTWAY., bhvb A h kR 2 24

L7- R @ “HPV &G & FE SR A BT % Tk —
MIFZE" T, AIM (CIN1AH4) &Ilr L7z 118 o> HPV
M 102/118 (86.4%) TH Y, B A2 (16, 18,
31, 33, 35, 52, 58)/Hf) A~ (39, 45, 51, 56, 59,
68) /K1) 227 (6, 11 7 &) /BRI R/ Bk BE DI FAT 5
b, 46.6%/23.7%/3.4%/12.7%/13.6% T > 72. AIM 7%
EDOREDENRA) A7 LOPIE—BEICE VA0S, b
NbNOFBRBERERDP S M D &, TD% 13 CINT, —
DHH CIN2 IZHY T2 A7 THBY.

AIM ® HPV M =iE, AIM & ST 2 HBkDHRED
B, HPV &8 X UOMINEOEW TR L 5. AIM X, €Ok
b HPV B3 Fifke L, EERTF LIS 512257 T
HBHEOCINL WL 2ICBITT A, denovo DAL D

2, B 53 E B O 5T THPV 25BER: S 5 A2 1 case
by case TH 5. F 72 AIM & CIN DA% & $HRHE R PR
FRREORIDPAREELE LTHEHITREBETLH 5.

BiorataE, ECAC Of M, MR®RE, kit s
pl6, MIB-1 D#EH &AW LT, VA7 OEEIVR
ENDEHCTHRDIENLENDH, HRE R CHIRE 7 2
B AIM I, FRHNEE O b & B WS SR 254 O e N7 AT
Thb.

3. CIN3 (CIS) —=Cell groups (CGs) BIZ=NELH——

1) GCs D¥)5E

MIREZ T CGs & LTBIZ SN L T, FRICEN 255
DI, FEi Lo RARE LY, AMBLXUCISTH S
(Photo. 5). Z @ 7% CHINEZHE THICFEAICHES L
LZREZELIFICISOHETH S, HEHMMES CHAL 2
CIS 25#ifa 2T ASC-H & S 0%, Mk Lz %
BAELTHELZZEZ A, OISR %2 L,
CGs WWHIEDE T L R Y B TH o 72, HEROIM VRN
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Photo.5 a,d, g : CIN1case (74 years of age). Atypical atrophic squamous epithelium. Atypical atrophic cell groups consist of parabasal
type cells with different size nuclei, the cytoplasm of which is deeply dyed.
b, e, h : Atypical immature (squamous) metaplasia (AIM) case (41 years of age). AIM has nuclei the size of which is slightly
different and columnar epithelium with mucus is seen at the cytoplasm in the outermost layer.
c,f,i: CIN3 (CIS) case (44 years of age). CIS is recognized as crowded cell groups. The distance between their nuclei is short.
(Pap. Staining, a-c, % 20, Pap. Staining, d-f, < 100, HE staining, g-i, % 100).

WCE M Z BV EIE TR CGs B E L > T b
72 2 DML ORI R %2 FIC A B 2 L BWEETH % D
T, HIHEIZW2 5T, B9 D GCs OB BILE]
HE T 2 EAREIR (Photo. 6) &5 WXk AR D &

CISLWMETAZEICEELTLE) ZEABENELR-T
Wiz, MRS EASE CH - 72 2 A%, CIS Hk DK
SRR OREBUT T SRR S T B ) I9AELS CIS &R
ENTWZ L EERDE, FT2ITT T VRANT THRILE
TUNHEE R RICHENT & 5 N7 semitissue IRD CGs DEIEL )7
FEEPHTHIENEETH L. FFITHURIEBRR D S 1ER
ENAEARTIE, BEEEO T CGs DSERINL U R % 1
TOT, L) 2GRN IEL 7D, EA RGN T
B W% ¢ & 5 Hyperchromatic crowed cell groups
(HCCGs) &, LIl &8/ BRBMEEE ET L2 L
BRI N TV 72258, CGs D W% D %A hyperchro-

matic TiE 7  AFIRRP IR AZ D HATORVEEEIX
A&7 HSIL (CIS) WEDIH#ITR D Z &% (AFIRICA
Z5¥E, CISOMBAZEELZZETRIN I BHAT
BV, FEEPSHNTE SN2 H i ML ANE K A
AAHTLIDHDH) BHICELVELEDS.

2) CGs & LTHBND CIS DEBILEE N

Photo. 3 (% CIS (69 j%) OMIKREMAEAR L FAEARTH
5. MERAEMTIE LA SFEE L 72/h kT (B
BRBEOFEWTH TIE, MEPSEVZO» EEOARDHITF &
SN2 L) B TH B 2 EHL), Bl &k
YA OF A S CIS L AL IHIBIT& 5 (st T,
MIB-1 1% 90% LA BB, pl6 a4 thicBtE). ZogoT
WREAR T, Kl LEORHEESEZEHTH 575, K
LR A 5 L7z CIS #3872, Photo. 5 I3 ZE ki F )%
TOHEA (CIN1), AIM B X O CIS Mg & Hiki%k <
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Photo. 6  a, c : Cytological features on liquid based cytology from the cervix, showing crowded cell groups : (a), dissolution of cell
nucleus (c) (black arrows) and apoptosis (white arrow) (Pap. staining, a, %10, ¢, X100). b, d : Histological features of a
CIN3 (CIS) showing dissolution of the cell nucleus (d) (black arrows) and apoptosis (white arrow) (HE staining, b, X 10,

d, X100).

5. HRBEEARD 3 KT CGs 2Bl ¥ 5121, %
WoL D EFSHL, FEELAEST2RTHZRMEE RS
IVIHBEZELEL, T LT3 RITMICHIBOEA LB
Wl s 22 EAEETH S, CISEEVEERE, T4
b b HEER T LEORRES PMEA LD b 2 /5D E
T, CIN1% 2 DK, AIM OMBBEEE I L CHEERE
BEWZ &, MBBESISABHITH L Z &, BiEd 4 v
AZEVERARL O X 5 [P RIRAETIE R FETHh b 2
LA EME (KU b ETHLADD CGs ODWNERE AT
&, BHZgax LI LITEIZESh, ECACHREDLNS
ZEDVBHDL) RT RNV AMEDPEHETAONL Z E
\2# H34ud, HSIL (CIS) €13 HETaH % (Photo. 5,
6).

4. BEHMEBOBRRFLEE

Rk AR LR O i T E R L, RS R & R R o
RN R E 2 A L7l EE s 23 2z

FfRE LTH Y, HE Gt A TR AT — A B
%720, WELERESINLETH LD, RkAZ LM
BIITME S S 5. filgiscld, £ iMlasfr
FELTWTH ASC-H (& &12ix ASC-US) & X i pitfall &
70 %3\ (Photo. 7). DAL, ML —1Y ThiF
FRAGERIIC ML, 2 a~F 3BT, CIS LD )
MRS E AT, WF LR L DMl %<, WL s
BT Z L <, BRI A3 A B TR E R A
AOHNT, BWEMED) & N/CIUIZ XL VL AR, BIEET
DYIEH V2072 Th S, ZOFNRIEOMIEH R
Tk DH)ZTORL Y M, BMRITRI- LR b A MR X
DHHVDZETHL. MERNID L) HESMLETH
H5ZLRENTH LA, WP LEROTEE LTIEE
NEEINTIERV. 20X O E A LR
WHHZEEFEBLTONIIMBEZ TLERE T L,
SHEEHET DL EDWMEETDH 5.
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Photo. 7

d

Adenosquamous carcinoma, poorly differentiated, invasive, of the uterine cervix. a, b : Cytological findings. The cancer cells

resemble squamous metaplastic cells, but the nucleoli are more prominent than in the case of the latter (Pap. staining, a, X 10,

b, x100). c, d : Histological features of the cells having mucin in the cytoplasm in parts (HE staining, c, X 40, Alcian blue stain-

ing, d, x40).

III. ASC-H DB TEREITANER

FEARS U CHUR SRR R0 L2 T 7 & O IR AT 1% O 5
R, MIZONEZ &Y 27 2GR OFID T
W& [ % ¢ HSIL R0 & OFI BRI AR B 2 54512
(&, ASCH LHIWi§5Z AR YTHD] LiFERISHEDIN
TV, FEGHE O BB G A HE 72 AL o 5801,
ASCH TR HOHBIWLT2Lb2 R kbl
I A%, BURO TBS #if B Tid, ASC-H I2&®, B IZH
BHEZIMZAZETHIETA LS. A& ASCHE
AT A BC1E, BEMICERRAZEL2 L) T
ASCH DIHNRL - TL 2O THRZ iR L, TITHER
HHEEHWE L7z figk & o< ASC-H % ligiad 4 5 &
T, FEREH 2 BNCHUR VGRS 5 2 LB UETH 5.
Ltk R PRERIRR B O BM % BRERENNH

EFRMEEZMEICL TV L 2 MRS - MEE L b I1CiE
Thh.
MBZHWAERIC, 793, ¥4 Ev 7, AT THED
ERMHNT E 5 X 9IRS N7 I AR S 7z AR A
TIE, BRI LR OREEIZE L L, BAELTWS EED
JEFWITVET, EREOEBED AN > T D IRER R
T o T B 72D 2L DREE LS B O FE kAT it &
R HERENSELTWS. MlE L MfZ oRELIREG L T
Meats 2B, RIS RS TREE L TWAHITIE, WEMAT
SRS N TV S HBERTOBWTH 2 2R L7729
ZTCTHET A ENNETH L. MESHAEOMIL R+
RS NS & & BT, 0BRSS S
% X918, SRR RITEOMENLENS.
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H AR AR AT 2 2 MRS

Iv. £ ¢ &

MifuEs ASC-H ORI 2 B SR E 2 25T, Mk &M
JaZOBKE L UM, CGs & LTALNLMIEZD CIS
DOBISEN, pitfal I DAL R EFNLBWOMB L O
ASC-H f#fr CORMBEHIZ D W TR

ASC-H 1%, M#kZ OBUIRD S AT /N B AH E %
FAH7-DIZIZHMED I AT T —=THBH, —)TIEH
7o BT 2 RBIIZIND AMB 2 & T, ZOlRERD
LHIENUETHDLEELEZD.

i HI1E, FRTRESFRMCREIZSH ) $EA.
AL OB 51 [0 H AR A SIS (2012 42 11 1,
BB ITTHRELL.

Abstract

The histological background for the cytological diagnosis of high-
grade squamous intraepithelial lesions (ASC-H) was analysed using a
parallel observation. Although ASC-H is defined as atypical squamous
epithelium which cannot exclude high-grade squamous epithelial
lesions (HSILs) and includes a wide range of pathological changes, the
following four categories were found important as background
lesions : 1. Atypical atrophic squamous epithelium, 2. Atypical imma-
ture (squamous) metaplasia, 3. Carcinoma iz situ (CIS) (when accepted
as Cell Groups [CGs] in cytological diagnosis), and 4. Poorly differen-
tiated type adenosquamous carcinoma. Although histologically uncer-
tain lesions are included in ASC-H, with better knowledge about those
histological lesions and CGs, cytologists may be able to give ASC-H
cases, at least in part, more distinct or accurate diagnoses.
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1 A TRBED ASC-H HI7E OBUIR & A-fn o1l 12 & 7z il (R O Fi i

1 FHFR LD
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W HIAT
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FIEL
FHAALTY

AR FEE DY AR FE A W BE R R B & > & — Ml 22 iy
DA FE N DS AR FE 208 AR ZERT IR BRER? 22l R A3 A 78 2 A1 W et AR

B8 ¢ D AP EED ASC-H H5E OJUK & AE i i A 7ML R OB E T S 22T 5.
75k 12009 4 1 ~2011 48 12 IS ERN S N 7o 1= SR sk 27379 Bl & b5 & L ASC-H D EI& % i
N7z 3 HUAIHEAT S 7 AR R R &M W & AR i S B U, M5 CIS B L R Td -

7Bl O MG % FeEd L 7z,

BefE 1) ASC o> ASCH O#EIG1X33.1% TH -7z, 2) MAZHITHEIX 68.4% T, CIN2 LL17A¥46.2% %
O TH Y, CIN3 BLEIE 20~50 L& D 60~80 M THEISER TH o7z, 3) 4FinfEh o ASC-H # Ol
Rt D5 20~50 AL Tl 2o W LRSS AR LB L 72 SR A0HIAS,  60~80 it fiai £t 7«

WL 7o T VR oK R A TH - 7.

4) H#kZ T CIS, MIC Tdh - 726 % Figsthd 5 &

CIS D% & MIC OB ZUER % 1 5 B E OB W ABIIERMILEN 2 52D 7.
faam - 4Pt ASC-H O#EIE1333.1% TH ), £ DML 20~50 il & 60~80 A TH# 2787z,
Natg % Meat L7258, HSIL DL Lo & HE T REFTREZ RO 7.

Key words : Uterine Cervix, The Bethesda System, ASC-H

Cytological characteristics of atypical squamous cells, cannot exclude
high-grade squamous intraepithelial lesion (ASC-H) in cancer institute
hospital, with particular focus on age distribution
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FSOMAIE RS T 135-8550 HLUARILIIX AW 3 D 8 31 Atk
W EE A DS A RIS W BE iR BE 2 > 7 — MK S sl 1L FRR
B

SR 26 45 8 1 5 HEZf

K 27 4E 4 H 30 Haz 8

L U &®IC

FURI P Rz i (atypical squamous cells : ASC) 1213,
FESEHE F Rz WSS (cervical intraepithelial neoplasia :
CIN) REOWEMLEZRT DT TIlde L, FEEEHE
1t (JIE - T - TR EAMEREOT7T—F7 727 ) £
TOEHELRDOIL VAT T)—=TH YD, ZOHEIZEBIY
GEFEECRD, MBEMRPXETEOHEIESETD
RV, Fz, VABMIEEEO E L BRE I, MG To
MRz B L CHBRZ TR S A EET - ROAWRE TH
%728, HSIL % B4 C & 2w BAF - LRI (atypical
squamous cells, cannot exclude HSIL : ASC-H) D& A5
B EEZONL. 4l YEEd ASC-H Bl DR # R
& ASC-H & HE BIEoMBEpT & 2 AL, FEifEiic
ASC-H & L7-Milafeods A Mat L7z, F72, LN
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Table 1

Histological diagnosis of ASC-H cases

Histological diagnosis

Number of cases diagnosis as ASC-H

Insufficient material
Atypical epithelium
Chronic cervicitis
CIN1 (Mild dysplasia)

3 (1.4%)
29 (13.1%)
48 (21.7%)
39 (17.6%)

CIN2 (Moderate dysplasia) 20 ( 9.0%)

CIN3 (Severe dysplasia) 15 ( 6.8%)

CIN3 (Carcinoma in situ) 58 (26.2%) 16.3%
Microinvasive squamous cell carcinoma 4 ( 1.8%) 37.1% ’
Squamous cell carcinoma 1 (05%)

Adenosquamous carcinoma 4 ( 1.8%)

Total 221 (100%)

CIN : cervical intraepithelial neoplasia

(carcinoma iz situ : CIS) B & ONZ i TH - 7Bl oIl
DY TSI L 0 B BIISHRES L 7=

I. WREAE

2009 4 1 H~2011 4E 12 F 12 KBk AR CERI S L7z
KD 770, HERE TR SN 7= 15 SR LA 27379
BlaExG e L7z, 1)ASCIZ i ® 5 ASC-H OEEG % i~ 7.
2) ASC-H & ¥t 3 » A LDINICHEFT S h - ki 1 %
AR, BHICI0MT L DERTEIMELILEK L. 3)
ASC-H Bl oMIRair Az £EH L, 4FwikE I A 7MLk 0%
WER, MESHERLBALL. 4) MBEZTCSBX
OB CTHh - 7 Ml 2 ek L7z, AREENEIX P2
ExV, p<0.05 2 HEAED Y E Lz BB, BEOTH
SHIHII SRR L, THSETOBITHORBIZE - TE
MiZSERIZR B2 BN L CTB Y, BiTH 2 T BT
ELGEICETN— 2R TS5 U F M, BT 2R
TEZWHEAICRESE 79 VAT IR Tn DY,

Im. #% S

1. ASC F M ASC-H DEl&

T SHERIE AR AR 27379 iR ASC & HIE S 7zd1% 977
Bl (3.6%) T, EIAWREAFFE LML (atypical
squamous cells of undetermined significance : ASC-US) (&
654 B (2.4%) TH-o7z. ASCHIE 323 #1TH Y, ASC 12
525 ASC-H O#EI41E 331% Th - 7-.

2. ASC-H ffiO#BEHBITER, LHERS LUERE

RS & 7= EE &R

ASC-H & HE# 3 # HLNIZHLERZ 2T S -0k

323 R 221 B (68.4%) TdH -7z 221 filH CIN2 LL LA

102 5] (46.2%), GHROXF & % % CIN3 LLEOJFHZ I
EY B E 82 (37.1%) T, mEERILHAY 15 6 (6.8%),
CIS 558 1(26.2%), /N MR- L & (microinvasive
squamous cell carcinoma : MIC) %4 ] (1.8%), 1
Rz 9 (squamous cell carcinoma : SCC) 251 %1 (0.5%),
PR L RaAs 4 6] (1.8%) TdHh o7z (Tablel).

ASC-H &, Mz hfr s h7z 221 Bz 10 % T
EOERTREIMLL, MERZHRZ LB L7z (Table 2).
20~50 At & 60~80 i LD 2 M TWHEDBWIRE A5
&, 20~50 AR EAF 200 5 CIN2 £ TOHREH 91
(52.0%), CIN3 LL EJiZEid 58 B (33.1%) TdH - 72D
xtL, 60~80 iftidZ 2 16 11 (34.8%), 24 B (52.2%)
THY, 20~50 iF# L D 60~80 i DTS HA 12 CIN3
PlbEzisntnz (p=0.017). 28ME bRk EHH
ETdH o 72 Dix CIS T, 20~50 %L1 175 Bl /b 39 #1
(22.3%), 60~80 & ftix 46 B 19 1 (41.3%) TdH - 7-.

3. ASC-HHIOERHBRIC A MG OIEH & B2

BREDEE

ASC-H & HlsE L7zl /i &2 455 L7z, 1o
FTRAPGEESINTVEAICE, TREN1FTRE L.
ASC-H & L7z iHiZ 2 DI Kp S [ERAEGIE B A4 %
[MRAZIRE - IR [REM: - P & v ) BEARYERL
W TORN - N THERD 23.8%, [FREPZLWIF
ML 72w U AR BR LRI & @R (LA % &
i) ] [l & ORI GH S 5 | [ bz F ) 82l
(BB L 7 a~< T YREIR] & v ) ML AR O B2
HA376.2% Tdh - 7=.

ASC-H & L 7-#ffapt RoF % 20~50 % &, 60~80
WD 2B TALE, DL o HANERIE [BRA
WZ LW T, 20~507811343.1%, 60~805At TI1E39.1%
Thotz. TSI, 20~50 EfiE [Fifiha 2
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Table 2  Histological diagnosis and age distribution of ASC-H cases

Histological diagnosis age 20s 30s 40s 50s 60s 70s 80s 20s~50s 60s~80s
Insufficient material 0 0 0 10 2 0 1 (0.6%) 2 (43%)
Atypical epithelium 2 3 12 8 1 3 0 25 (14.3%) 4 (87%)
Chronic cervicitis 0 7 19 7.9 6 0 33 (18.9%) | 15 (32.6%) |
CIN1 (Mild dysplasia) 4 8 18 8 0 1 0 38 (21.7%) 91 (52.0%) 1 (22%) 16 (34.8%)
CIN2 (Moderate dysplasia) 3 10 5 2 0 0 0 20 (11.4%) 0( 0%) —
CIN3 (Severe dysplasia) 0 6 4 2 i3 0 0 12 ( 6.9%) — 3 (65%)
CIN3 (Carcinoma i situ) 5 9 19 6 14 4 1 39 (22.3%) 19 (41.3%)
Microinvasive squamous cell carcinoma 0 0 1 1 2 0 0 2 (1.1%) 58 (33.1%) 2 ( 4.3%) 24 (52.2%)
Squamous cell carcinoma 0 0 0:0 0 0 1 (06%) \ 0 ( 0%) \
Adenosquamous carcinoma 0 2 0 0 0 0 4 (23%) — * 0(C 0%) -~

Total (n=221) 14 45 81 3529 16 1 | 175 (100%) 46 (100%)

CIN : cervical intraepithelial neoplasia, *p=0.017

Table 3 The Cytological characteristics of ASC-H cases

The Cytological characteristics of ASC-H age  20s~50s 60s~80s p value
Few atypical cells 63 (21.2%) 15 (23.4%) 0.69
Buried in blood or thick specimen 2 (07%) 0 ( 0%) —
Dry or crushed 5(1.7%) 1 (1.6%) 0.95
Slight nuclear atypia 128 (43.1%) 25 (39.1%) 0.55
Resembles reserve cells or immature metaplasia cells 69 (23.2%) 3 ( 47%)  *0.00076
Aggregates with gland cells 12 ( 40%) 1 (1.6%) 0.33
Atypical cells with atrophic change 2 (07%) 7 (10.9%) *<0.0001
Degenerated nuclei - smudged nuclei 16 ( 54%) 12 (18.7%)  *0.00029
Total (n=361) 297 (100%) 64 (100%)
*p<0.05
Table4 Histological findings of carcinoma iz situ cases diagnosed as ASC-H
The Cytological characteristics of ASC-H age 20s~50s 60s~80s  pvalue
Few atypical cells 8 (186%) 1 ( 5.0%) 0.15
Buried in blood or thick specimen 0(C 0% 1(50%) —
Dry or crushed 1(23%) 0(C 0%) —
Slight nuclear atypia 21 (48.8%) 10 (50.0%) 0.93
Resembles reserve cells or immature metaplasia cells 11 (25.6%) 2 (10.0%) 0.15
Aggregates with gland cells 1(23%) 0 0%) —
Atypical cells with atrophic change 0(C 0% 1(50%) —
Degenerated nuclei + smudged nuclei 1 (23%) 5 (25.0%) *0.0043
Total (n=63) 43 (100%) 20 (100%)

*p<0.05

v LRI P AL & o] (bArilie 2 &) |

PEEIZE L (p=0.00076), 60~80 At TIX (AL X
7 a~F VIR 2SERICEETH - 72 (p=0.00029)
(Table 3).

#lik T CIS B X iR & S S /2Bl oM 7 2
TNZENERT B E, CIS B I Nfid [HREPZ
L] 2% b % <, 20~50 LT 48.8%, 60~80 Al Tid

50.0% % (53 Tw 7= (Table 4). W SRR, 20~50
AT TP 20 v U RS - B R LA & o 8871
(bR % &) | 2525.6% (Photo. 1), 60~80 it T
i BZEMZW L7 o< F VEl#IR] %725.0% (Photo. 2)
TH o2, MIC & B S N72H11d 20~50 fAtHs [HE 7R

BZ L], 60~80 A [BER LWL 7 u~xF /ﬁﬂﬁﬁ
R EWIHIFTRTH o7z, SCC EBMrsnplhix, [EM
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Photo. 1  Cytological finding of ASC-H from cases in the 20 s to
50 s age group
Atypical squamous cells resemble reserve cells or
immature metaplasia cells. Prominent nucleoli are
observed. Mitosis is also observed (arrows) (Papani-
colaou staining, * 100).
The histological diagnosis was CIN3 (Carcinoma iz
situ) .

a2 L8] 2o TS ] & v 'Ry - ATRYZER
Thole. WRTFLEEREZEH ENTZDIFABITTRT
20~50 A TH Y, 4B 3 BIOMBBAT I [ finiile
W L RBR B ARE & 0% (AR Z &)
THo7z. TR0 1HNIM FE RN ES & T LR R
SN O 2 FH O BAMNE A A S 72Ds, wIhd
[BERPSZ L] 2w A5 ASC-H B X OV
Jlii (atypical glandular cells : AGC) & &N Tz,

4. #EBEZH CIS L VREETH - 7= ASC-HfHlDE

$BIRIC & 2 MR OMRET

HIEZ T CIS U LoWE LB SN 678D 5, &
M- ATRZRETASCH &l 37z SCC @ 1 6l 7% Fi <
66 B DML S EEA % PR L 7z

Mk T CIS LW S 7z 58 i 29 B (50.0%) T,
K078 % A1 O BB OB WAL BRI S s ey
K7 EH e LCRH 5Nz (Photo. 1, 2). €O MBI
BE % 20~50 %A & 60~807%AC D 2L TR % &, 20~
50 A1 39 Bl 14 61 (35.9%), 60~80 ifti 19 Bl 15
B (78.9%) TH V, 60~80 DT HI VA EICHETH -
72 (p=0.0051). 7B, BO/REIHE L TTERMNIC 1M
THROIHGEIIEIF RS Y & LTHER L.

F#kZ < MIC & 2 X 7z 4 B11% 20~50 At 2 6,
60~80 iEALA2HITH Y, WIFNLHERICREZ ) 2 %h
L BIEWE DAL NT, IRz #M%Z T CIS & 2hr
SN BlE RO RASAR Sz, MRS Tl b

Photo. 2 Cytological finding of ASC-H from cases in the 60 s to
80 s age group
Atypical squamous cell with degenerated nuclei
(smudged nuclei) . Mitosis is observed (arrow) (Papa-
nicolaou staining, X 100).
The histological diagnosis was CIN3 (Carcinoma in
situ) .

EBME N AT RT20~50 A THY, FDIHIH 3
BlE, WRICEHWELRASNT, BE/MEDIER L 72
TP bRz AL ARk o RIS THE IR S A 21 2 D) A
B ERGHIEIL S A S 72 & DML O TR
ruxFrEALTED, R EEREORAMLE LT
EN/CHlEDBIMIZ L L, ORI E Ui EEIcZ
LWHILTH O, - & B B R o i R 2 P %
HLEAMRIEREZELTW 2, LA LARDS, @E oY
R ARAEMINE & D D RMADIER L T e, MRREAR E A
%L, FIHIBEARL MEOEEZ 25 2 MHliess s —
MRz LM EERICHE ISR 2 S lfkig 2 2 L
Tw7z (Photo.3). #& 1 1 BINLIEMH L 72501 b 7 BRI
& CIS 7S IC A S N ER T d - 72

MR THE LM SN2 48 B0 b, 24 EoR
HEIEEZ S, 7D CIN2 LEDOIREIRIB SN d o7z
Bl 13 & b 20~50 LI 10 B (76.9%), 60~80 iEflid
36 (231%) Thol:. ZoOBIZHEERT L, ¥Hiig
208D B E OB WA ERMI AL A Sk h o 7z,

Iv. £ =

Nt A Y AT A 2001 Tid ASC-H 134 ASC D 10% LA F
THAHZ ERMFEINTVEHY, SE DYz ASC-H »
FAEIE33.1% EWIFFHE L D &3 TH -7z ASCH & HlE
% 3 » HPNICHIERZ AT HiAT S 7z o1& 221 1 (68.4%)
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Photo.3  a : Cytological finding of an invasive adenosquamous carcinoma case which was diagnosed as ASC-H. Necrosis is not seen in
the background. Atypical squamous cells resemble reserve cells or immature metaplasia cells (Papanicolaou staining, x 40).
b : Enlarged nuclei with fine granular chromatin. Prominent nucleoli are observed. Mitosis is observed (arrow) (Papanicolaou

staining, * 100) (Papanicolaou staining, * 100).

¢ : Histological findings of an invasive adenosquamous carcinoma case which was diagnosed as ASC-H (HE staining, x5).
d : The tumor cells resemble reserve cells or immature metaplasia cells. Nuclear atypia is mild (HE, staining x 40).

T, TDOHRHD 102 Bl (46.2%) T CIN2 LLEDOFRZE ke
AN SLICTESREBRIA FI4 Y, HEEOX
G &7 % CIN3 R HE2 82 1 (37.1%) &EhTHBY

FFIZ CIS 2558 Bl (26.2%) Tikb L Bd bz T
JE AL UMRR SR i3 5 &, CIN3 LLLEOFRZEDE
A3 20~50 i@ L D b, 60~80 RN THEICEETH >
72, PEROHE T, BIREH O ASC-H #1d, Kk T HSIL
F 7213 ENLL L OIRZEATBIT S B BHPE S A AR D BEIE
DS 5 & ENTWAESD, Zo# b E LTH
BBETIE, BRI DET—F 7 7 7 PRFEMHMEE LI
RIEB L OEMEIC L B2BLAASCH & LTHES NS
EDFETF LN TV AR, —TJ, HEEo 60~80 %t » ASC-H
B1Z, CIN3 LA EDIHED 5 2 EE DY 20~50 i f o
WCHAREFRTH -7z, TOEEE LT, 60~80 i#ft Tldwz
B X D7 —F 7 7 7 MREMEIE LRI RIEL L O

PR & B LI RASZ L v & L TRtk ASC-US &
s, HFIZAT CIN3 DLEDOIRED 5 5 E G H R
Lol NSNS,

ASC-H & L7-BH1E, 20~50 mft & 60~80 it Tl
%0, 20~50 G T AL 22 v U R 8 S BBz AR A
Lo (bAEMMEr &) T wIhbrzavF ool
B TRMEDIER L TV BRI TH - 72, —H, 60~807%
RTCRIEER LWL 7~ F VERIRE W FTRTH o 72,

MR A AT S N7z ASCHBIDO 0T, b E L %50
TWIRZEX CIS Th - 7228, ZOFHoB Tk
BMOERE LTHD SN2, KMOMBERSASh S T
BERE LTI, RIEEE LTIV =275 2 28
T RMHT A2 &I X DA IRICHIEAMRIL S B
CEDEZ BN ASCH EHIEL72NKE, £HIV D
il % OMBBOTT A BEBHLTEB Y, Fipfiig v LR
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P AR & o@R (bAMRMIZ &), BN
WL 7 axF VEERE O M R 2 RO AR, &£
YO FEREMEAR KT 5 X TOMBLOR: D BILE AW
Y& 2T HSIL (FRI2 CIS) &HlsE S g ASCH & &h
Twiz,

TSR OKE S, HkkZ T CIS L2 X N6l o5,
MIC & Z i E M7= 2B TR RIGZ L) BEEOR WA
BUNERHIESL 2 BDTB Y, BitOHEIHET 5
WaThH, &“”%%ﬁoﬁ& 5 O WAELI R R 4
WA SN2 AICIE HSIL E BT RETHDHEEZ D
nz-. fﬂﬁé&’/‘f CIS T“&P)ofdﬂf“ 13, 20~50 iFAL L kg
5L, 60~80 M THEIZIZOMANRAL N7, 60~
80 AT BV TR ARG 24 ) B O A HLII B
MR 2 RO 75 5 IR IR T 2 LN H 5 2 L HUR
Bz,

ASC-H Bl D 7 228/ E L TR S 2w E 2 JERE
BT LR FEESIFEENTEY, 5%IEZ oM
faokei ik L, HERCHETLZLEN DL LEEZD
nr.

BAEMN R TH 5 Yo ASC-H D #4413 33.1% T
Hol2h, SROBE TOBBEROER, P &bk
#FTCIS THo 2PloF5, MIC »4filik, 4# HSIL 7
WLZENLL EORE L HETREIC 25 b s, Lo L
BHRS, TNO O EBWTH ASC-H DEIA1E 29.7% T,
HBMFHETH B4 ASC D 10% B AR TH - 72,
BB TIXASCH B E D% 2 WHINFIELTEBY, &
LICASCH OEIE# ST 2 L 25U fendy, S H O RE
L7z,

V. # ¥

ASA B BETId ASC-H OEIG I3 HAE L V) b &R T
o7z EEERNC A B &, ASC-H 6 o K 20~50
AL, 60~80 AL TEWASA S 7z, ASC-H Bl oMl %
Mead U728, HSIL & HET 5 L 2SR L 2 Al fe 4
WO A RANT 5 LATE.

FH ORI REFBAALEID ) TEA.

AL OFE T L4 51 8l H AR R S f k4% (2012 4F 11 H,
P \CTHRELL.

AHFFEE RN O ERRII e MM FE LR B R CORBE LT, B0 - #
WAERB L OZOEMICIE, To9ANY =T hEERZ -7 (&
W A AR5 S W BE IRB AR5 4 20121049 ).

Abstract

Objective : The aim of this study was to clarify the cytological charac-
teristics of atypical squamous cells, cannot exclude high-grade squa-
mous intraepithelial lesion (ASC-H) in cancer institute hospital, with
particular focus on age distribution.

Study Design : We examined ASC-H cases encountered during a
3-year period in our hospital. The results were compared to the histo-
logical diagnosis. The cytological findings of ASC-H were also evaluated
according to the age distribution.

Results : 1) The ratio of ASC-H was 33.1%. 2) In the histologic diag-
nosis results, 46.2% of ASC-H cases were diagnosed as grade 2 cervical
intraepithelial neoplasia or greater (CIN2+ ). The incidence of CIN3
was higher in the 60 s to 80 s age group compared to the 20's to 50 s age
group. 3) The Cytological characteristic of ASC-H in the 20 s to 50 s age
group, resembled reserve cells or immature metaplasia cells, whereas
in the 60 s to 80 s age group they resembled degenerated parabasal
cells. 4) Crowding cluster with overlapping nuclei and mitosis were
seen in 50.0% of carcinoma iz situ and all of microinvasive squamous
cell carcinoma cases.

Conclusion : There was a difference between the cytological charac-
teristics of ASC-H in the 20 s to 50 s age group and the 60 s to 80 s age
group. Characteristical findings were seen not to miss the high-grade

squamous intraepithelial lesion (HSIL).
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e bE 4 Jitia

(

ALk A AEY

i S
B R IR 201 T
SR A % KRFSET A& 75

St A LY
A Y
AR,
BRI

1F %5 ASC-H ¥ DBLUIR & il 53

ANEARETY R R
WA Y A JEED

163 Uk 739 5 T o B PR A A i B
TR 57535 IR 1L AL 7 v i B AR A B BEAR AR R
B R RN AW B BB WA, Ak BIE AN % REFFEHT I8 A

Z AL Elm AR,

LB N7 A 1 11 B 37 e et AR

B : Bk
ZAez AL, Iﬁ/lk&Fﬁﬂ‘Eﬁ%Eﬁ 5MITT 5.

SIMRDIE % B A E 4 fidk > ASC-H $)5€ @ TBS HAK 14EH & 3 4E H ORFAEM

HiE o EPHE X ARGRIIMZEY, B, C, DERIZIEHRELETH D, Kiigko TBSHEA 14EHE 3
EHTL) MR & RIGE, 2) ASC 1235 ASC-H 0El4, 3) ASCH & H%E LB, 4) EMMET

LM, WAL

BAE - BRIGE X 1A H DM, 3EHTRET I v ETH o7z ASCHOHEIE, A B, C DJiakT

14EH2313%, 33%, 30%, 22%, 34EHTIE 9%,

. 37%, 25% Th o7z HIEHEIE, ERHIRER

OREPREE A, Mg S22 7% HSIL (272 2, TG HR OS82 01 9 B T RAEHES W, THho

7o, HEMEEITEIE LAEH D 73%, 74%, 95%, 63%,

HTHIML Tz

34EHTIX 100%, 68%, 88%, 33% T, CIS#%34F

faam « EHE VRN AE TH A axid, W4EH & BICASCHOHBEMETH % 10% 2R TWwWie. 77

RRIUSEN L 7z ERGIE R OH A ER R 2 &,

DHEETH o 72,

HETIR 12 O FLALHING 0 FLUECH E SEHE DA I 2 2 &

Key words : The 2001 Bethesda System, ASC-H, General hospital

Facts and problems related to the diagnosis of atypical squamous
cells cannot exclude high grade squamous intraepithelial lesion
(ASC-H) in 4 general hospitals
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FSCBURIEERE T 160-0016 HCHTHERHIE X AS T 35  BEIEFEAAK
i BE R R AR BN S B WAL LA SR

PR 26 45 8 1 5 HEZf

K 27 4F 4 H 24 HZ 8

L U &®IC

NEAF Y AT L2001 (LLTF TBS) VASEA SH L
H 7T —Td B ASCHRT Sz ASCHIE O WIFHEIE
4k 5% FEEET, ASC-H 13 ASC @ 10% 2L ST Ww»
5. L Lo EPEs T E SR AW E A L
TWAHBHETH LR T, ASCH &, Bz Lhlo> T
BY, —ETRZVIRIICH 5275, F72, I, TBS
BMAMPNIMEDR TR TH o 7285, ZoHkiE 50 MMl
ERLIDIITIVIEboTETBY, ThETIZRW
MIRBAESE AT C Bt s, i~ OMIFREIZI Iz, #i7z
RIS O BIEH 2 BN 2 L EMEAE U C & 7z

Arlnl, B O SRR D RAEE 4 fii T, TBS#E
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Table 1  Description of hospitals

Number of specimens

Sample device

Characteristic
Firstyear | Third year Firstyear | Third year

C .

A 379 3861 Swab cpr ncersdeenng
Prenatal checkups
Cl inati

B 3377 3810 Swab Swab ose examinaton
Sampling for treatment
Cl inati

C 5323 4968 Various** | CB* oS¢ examimation
Sampling for treatment

D 1009 708 Various** | cpr  Closeexaminaton
Second cancer screening

*C.B : Cervex-Brush®

** Appropriate use for Swab, Cytobrush®, Cervex-Brush®

ATAEH (FICHEERI) & 34H (BIZ77 Y8HI0 T
@ ASC-H )& DFRAEMZEAL Z A L, BIREBENAZH S
L7,

In. B 3]

BT R EDRIRD % B A ke 4 ik © ASC-H
O TBSHEA 14EH & 345 H OREMELZ#AE L, BHK
EHERZN ST 5.

. MREHE

WAHBE 4 ik OF ERFERN IR AHEE, Brig T
FFMRERE, AR AL % REFZERT e 7 2 5% b,
LA BT 3 e A | LI AL IR A7 P Jesis e ) o TBS 3 ARE 5 1
FEl (P 14EH) LEABSER (T 34H) 014
HOFE SRR Z IR E LT, 1) BRI LRI
%, 2) ASCIZxI$ % ASC-H »&4, 3) ASC-H & H5E L
7-PH, 4) AERIGITRE B, o4HAZRELZ AR
FEMEIL 2EB X O Fisher O B HEMERGHEEZ V72,
BHERE O FE R PRE L, Afiki:, BARE (UTHRZ
RULEEREZ W (UM #ikes <, B TR R G
WIIHATSNTES T, MHhoEmE T I T i
V. B, ke CEERR AR Db N2 oIS S
ToWERCE & e RIS A D S ) B EBIEEH N, T4l
%B L OB RGEE, (LR, ERI ERREE T - #
OH, Chiikid, R RV &AM B ik & [
B, D ik, 2 WBZRRERNOERE Th - 7.

V. #& R

1. BREHEREHERE

R OBAEIT 1EH 25 34EH THIML Tv 5 ik
(A, B) LA LTtk (C, D) Zioiz. ORI
DN, ARG & % 5 BEB X ORI O S
ThbbBEHEOwRE, KEIER, R X O oM
DHISHEE ORBIRDETH - 72, R EIL, 14HEH M
B2 A Bk, BEOKREOREIIADETEEE
FARRNBEEZEH LTV 220»RC, DiEETH-72. 3
EHTIEZ, A C DIERIEZTIVICEDLY, BIEikDAD
WO EFTHo72 (Tablel).

2. ASC (23 ¢ 3 ASC-H DEl&

B2 R LC\wb Al TlE, ASCIZx3 5
ASC-H #4712, 14 H1313%, 34FEHTIZ 9% THh - 72.
BB LW ERET - BOBENE TR TS B ik,
14 H1E 33%, 34EH Tld 38%, C sk, 14EH T 30%,
34EHTIZ37%, D fiskid, 14 HT22%, 34EHTIZ25%
THY, Afiko 34EH AN, 3 Mgk TM4EH & 12 TBS
? ASC-H ODIfHETH % 10% % B2 T 7z (Table 2).

3. ASC-H &HITE U /-3

#hie TASCH L H5E LBl 25§ 5 L, L@
HHEPETON TV, BEROHIZERZESH 2558, 5
R D2 OB R R EEH B DN #E 2 56 Th 5 A8, 1
RKOBEHEKE ENTW0IE, RIEBASHETH - 7-
1HEHOAT, MfgmAd 7 < (Photo. 1), WMk &2k
BHEVEDEE (Photo. 2) TH DI ENHHIZEFSLNT
W7z, 34EH T, B Mgk Db 3 ik CERIER B AT —
Ny 7 AT I VIEREN, +oEMlErEohs X5
W2, WS X DHIRETEIZRD L, BEAROEDEN:
DI EREE S b ASCHBNIA SN oz, BRI
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Table 2  Incidence of ASC-H
Number of specimens/year Cases of ASC Cases of ASCH  ASC-H/ASC (%)
First Third First  Third First  Third First Third
A 3796 3861 83 116 11 10 13 9
B 3377 3810 70 237 23 90 33 38
C 5323 4968 181 134 55 50 30 37
D 1009 708 189 133 41 33 22 25
Photo. 1 Cervical cytology Photo. 2 Cervical cytology
ASC-H cell showing less atypical features than HSIL Changes caused by dryness (Papanicolaou stain,
cells (Papanicolaou stain, % 100). % 100).

ML D2 D E ) 2 FEFLHE D NEE T D - 7201, MLk
ML AZ I 23 A 5 S RILKR DML D A I 2 3R 72
BaT, MOERIC L) T XTOMBBOR LD AT

W=, HEICENSELLZEDBNBHTH - 7
(Photo. 3). T 7-IM MO MIHL & B 430 o0 I J5 12 S A

fansih o s & &1, RABRNEF LR EME, R L
BADMMLE 2T 5 N/CHOE LA, BAZ 0k
T, B X OBRSE CEMME O Lo R
BT, wIid HISL 12722 WHilBERICHh 5 2 & 28
HpE LTS T FEISH 28 - % Ol
MR, AL X OO R TR, RO
xE o TH 0 AV 2SR 2 ML 72 0 2 % FIWT 5
LT ENWHETH S LABEHTH -7 (Photo. 4).

4. HEREFEITER L 2HT

ASC-H & )52 & 729 B o 95 BLALRR AR O B AT 3013, A,
B, C, DfiZx T 14 HIZ 73%, 74%, 95%. 63%, 34H
TIE, 100%, 68%. 88%, 33% Td -7z (Table3). Th
5 ORIHREZAE R, 14 & 34 L 112 CIN3 25K
e Lo, 14EHT62%, 76%, 73%. 50%, 34EHTIZ
40%, 51%, 68%, 46% Td —72 (Table4). CIN3 % X5

WCEEREK & FEANHE (DT CIS) KXl §5 L, CISD
BHE, 14EB LD S 34FEHTARMBRYMNO 3 % THE
HENL (B ftiEk p=0.001512, C ftizk p=0.01422, D fiizi%
p=0.01681), AMiix DA WA L T (p=0.01778)
(Table 5).
V. £ =

MAMGE R £KE 2 AR Tlx, ASC-H O #E&
A3 34E HIZIE TBS OWIFHED 10% DN & 7 - 72285, BEA:
WEDD B BEVHMETHAH B, C, DIikTix, 14H
BLU3HEHEBIZTBS HIFFED 10% 2B 2, 20~30%
BTHholz. ZOHME LTI, ik RIS T
SRR S -k, AR TR S M- HeE o
faix, MEERIE OB Mb > THE ) RAKRORE %
HETAIENHE LW L, 14EHTASCHELZEZED
ROBBIEEE L RRIRTD - ROBEVELA BB L TVWLET L
PHEELTEZ LN

BEROEIX, T TIIREDIREIZH bt TRE 2
EFEOFER E BHKDOAF I L > THORWERIEZE LN
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ASC-H is recognized as crowded cell groups (Papanico- Photo. 4  Cervical cytology

laou stain, x40).

Photo. 3

therapy (Papanicolaou stain, x 100).

Table 3 Frequency of histopathological biopsy in cases of ASC-H

ASC-H (n) Histopathology (n)  Hist/cytoASC-H (%) * ..
First  Third First Third First Third
A 11 10 8 10 73 100 0.00745
B 23 90 17 61 74 68 0.06622
C 55 50 52 44 95 88 0.23146
D 41 33 26 11 63 33 0.01009

*Hist/cyto : Histology/cytology immediately following index ASC-H cytology
**p : Chi-squared test & Fisher’s exact tests ; Comparison of the histopathologies
in the first year and the third year

The cells showing alterations induced by photodynamic

Table4 Results of histopathology of ASC-H
CIN1 n (%) CIN2 n (%) CIN3 n (%) Carcinoma n (%) Susp. Dys.* n(%) Other** n(%) Total (n)
First  Third First  Third First  Third First Third First Third First  Third First  Third
A 2 (25 4 (40) o0 1(10) 5(62)  4(40) 0 1 (10) 0 0 1(13) o0 8 10
B 1(6) 95 0 11(18) | 13(76) 31(51) 0 0 1 (6) 2 (3 2 (12) 8 (13) 17 61
C 408 614 4O 5(11) | 38(73) 30(68) 2 (3) 0 0 0 4 (8) 3 (7 52 44
D 727 218 311 109 13(50)  5(46) 1 (4) 1 (9 0 0 2 (8) 218 26 11
*Susp. Dys : suspected dysplasia
**Qther : non CIN lesion and insufficient material
Table 5 Sub-classification of CIN3 histological diagnosis of ASC-H cytology
First n (%) Third n (%) .
p
Severe dysplasia CIS Severe dysplasia CIS
A 0 5 (100) 3 (75) 1 (25) 0.01778
B 11 (85) 2 (15) 10 (32) 21 (68) 0.00151
C 20 (53) 18 (47) 7 (23) 23 (77) 0.01422
D 12 (92) 1 (8) 2 (40) 3 (60) 0.01681

*p : Chi-squared test & Fisher’s exact tests ;

Comparison of CIS in the first year and third year



#55% 537, 2016 4

199

TWiziisk &, MBERIUC X D63 L Haaini e g
PESN TR WD H - 7228, TBS TREADED R
BOILIEN LY B 5722 & T, o g E AR
MTEBY—RNY ATV EFNDL LR, EEAD
Bi3WaEsns kil o7z,

ASCH & 2hTwaflilar Ref~5 &, 34EHTIE,
B ET T VIR E b 5722 LI X B8, T4b
HABEIRITIE A DN h o R 2 R L T v 5
NULESHOHIE AR & 7 o> T 7z, BRI A ER L CTw
% 72 D\ AR DA% A & A BT T 4 O ML OB A3 Bl
BTEHWI L, BEOBIGHNP TSI TwZ
W ET, RIS R RIS S 2 B 4o CIS A% ASC-H
EENTWBRERE - TV 58#IE, s oMok
RROBLNZ T, MEROBERE, Miuhs, &5
FUREBILET 5 2 LT, HSIL, $512 CIS O X AL 72
HrEbhs. HSIL &§ 51213 BT, kPR
T HINEDORREEATAIINE 22 B L7 ICHMS T 2 M8 TH
B EEbI, ASCHHEFARIHEHIN TR EERS
N7z G - T B E A3 2 SR, TBS
T N7 AOFEMTIE [HEHHRRIGHE O MR T HSIL R4 &
DY YE 1213 ASCH L HIET 5 2 EARYT
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Abstract

Objective : To investigate how the diagnosis of ASC-H has changed
over time after the introduction of TBS at four general hospitals with
different patient backgrounds and medical care systems.

Study Design : Patients visit Hospital A mainly for medical check-up,
while subjects visit Hospital B, Hospital C and Hospital D mainly for
medical treatment. We investigated the four following issues during the
first and third years after the introduction of TBS at these hospitals ; 1)
the number of specimens and sample devices : 2) the percentage of
ASC-H as compared to ASC ; 3) evidence supporting the diagnosis of
ASC-H : 4) histopathology of ASC-H.

Results * Hospitals mainly used swabs in the first year, while they
changed to using mainly brushes in the third year. The percentages of
ASC-H at the three institutions in the first year were as follows ;: Hospi-
tal A : 13% ; Hospital B : 33% ; Hospital C : 30% ; Hospital D : 22%.
In the third year, the percentages changed to ; Hospital A : 9% ; Hospi-
tal B : 38% ; Hospital C : 37% ; Hospital D : 25%. The patients were
diagnosed with ASC-H based on an indistinct nuclear composition in
piled atypical cell clusters, atypical cells less than HSIL, and the diffi-
culty in sorting in those who had received cancer treatment. The biopsy
enforcement rates in the first year were ; Hospital A : 73% ; Hospital
B : 74% ; Hospital C : 95% ; Hospital D : 63%. The rates in the third
year were ; Hospital A : 100% ; Hospital B : 68% ; Hospital C : 88% ;
Hospital D : 33%. The percent diagnosis of CIS had increased.

Conclusion : The percentage of ASC-H exceeded the target rate of
10% in those institutions that mainly engaged in medical treatment. It is
a great challenge to understand how we should observe the piled clus-
ters that are ascribed to brush collection. It is necessary to reconsider
the problems regarding atypical cells in those who received have can-
cer treatment and how to handle the analysis of ASC-H.

X
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i D TBS AR A #E7% 2009 4E, B 4h& C4EA%2010~2012 4E 6 12 ASC-H & H)5E L7 EBl 255 & L,
ASC B3 % ASCH O 2814 (ASC-H/ASC), 4FHkikE, Mk HiATH LR, MZHREL XU, M
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The present condition and issues after the Bethesda system introduc-
tion in three registered Clinical laboratories
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Table 1 Total number of cytological specimen and cytological classification
Company Cytological classification 2009 2010 2011 2012 Total
Number of cytological specimen 23460 24948 25317 10474 84911
ASC 209 335 365 126 1035
A ASC-US/total cytological specimen (%) 0.89 1.34 1.44 1.2 1.35
ASC-US 171 279 319 112 881
ASC-H 38 56 46 14 154
ASC-H/ASC (%) 18 17 13 11 15
Number of cytological specimen 110956 108366 23987 243309
ASC 420 1142 704 2266
B ASC-US/total cytological specimen (%) 0.38 1.1 2.93 0.85
ASC-US 364 1059 663 2086
ASC-H 56 83 41 180
ASC-H/ASC (%) 13 7 6 8
Number of cytological specimen 36122 34349 9767 80238
ASC 404 475 166 1045
C ASC-US/total cytological specimen (%) 1.02 1.28 1.52 1.19
ASC-US 370 442 149 961
ASC-H 34 33 17 84
ASC-H/ASC (%) 8 7 10 8
Table 2  Frequency of ASC-H according to the age group
Age group 10~19years 20~29years 30~39years 40~49years 50~59years 60 years or over Total
A 0 16 (10) 52 (34) 30 (19) 24 (16) 32 (21) 154 (100)
B 1 (1) 22 (12) 58 (32) 34 (19) 26 (14) 39 (22) 180 (100)
C 0 6 (7) 25 (30) 17 (20) 9 (11) 27 (32) 84 (100)
n (%)
WS 22 L 72, 2, BFEHTENEN13%, 7%, 6% & 8%, 7%, 10%T

II. WREAE

Bk MR 34 (A B, C#t) o TBSE A4 (A4
AT2009 4F, B k& C#:AT201048) 425 20124E 6 H £ T
DT EEEMILE T ASC-H & & L7225 B 2 175 & L L
T?43HH, 1)ASC 2B 5 ASC-H D 5 8 5 #4 (ASC-H/
ASC), 2) ASC-HEBI D HikE, 3) ASC-H i OH#kZ
AT L FER B X OB X 5 MR, 4) ASC-H JEf)
THLF&Z 25 CIN2 DL CTHEM T HE T b - 72 38 Bl D%
ABET L7z, BB, 3L QICHRIGEIE 7 T VA EAT,
BEAEEITa Ry aFVETH S,

Im. #% S
1. ASCIZH1F3 ASC-H D5 3E|4 (ASC-H/ASC)

ASC-H/ASC 13, AFLIZEALE, 2, 3EEHB LU 44EH
T, 18%, 17%, 13%, 11%. B#h& CH:TIZ, #EALE,

& 72 (Table 1).

2. ASC-H EFI D E#E

ASC-H & H%g L7-3ERI o TBS 3E A4E~2012 4F 6 H & #
A LR RIRE FIZ, BWIELIS, AfkE B4R 30 A,
60 AL L, 40 X, 50 AR, 20 AR, 1058 T, Ctk
T 60 At L L, 30 A, 40 %A, 50 mft, 20 mAC, 10
it Td -7 (Table2).

3. ASC-HIEfIOMEBEZRITREERS LUMBZIC

& 2 ERE

1) ASC-H JEBI DOAREZ M1 T & G

ASC-H #i Bl 0 A AL A 700 1%, &I CA L & At
15/154 (10%), B #:45/180 (25%), C *:30/84 (36%)
Thotz. EBHMBEZOMEIL A B, CHTCINIZ 1
B (7%), 16 B (36%), 4 51 (13%), CIN2 755 1 (33%),
9% (20%), 75 (23%), CIN3 TiZ5%] (33%), 114
(24%), 1161 (37%), f/NZEH L3 EH X 2 1 (13%),
ofl, 261 (7%) THo7z. TbbH CIN2 D EA 80%,
44%, 67% % 5Tz (Table 3).
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Table 3  Histological diagnosis in cases of ASC-H

Histological diagnosis A B C
Benign Benign 2 9 5
Dysplasia CIN 0 0 1
Mild dysplasia CIN1 1 16 4
Mild to moderate dysplasia 2 1 2
CIN2
Moderate dysplasia 3 ]5 8 ]9 5 ]7
Moderate to severe dysplasia 0~ 34 6
Severe dysplasia 2 8 1
CIN3 5 11 11
Severe dysplasia to CIS 0 0 2
CIS 3 - 0 - 2 -
MIC 1 0 0
SCC inv. + Adeno. Ca Carcinoma 1 |2 0 |0 0 |2
SCC 0 - 0 - 2 -
Hist CIN2 or more severe/Hist n (%) 12/15 (80)  20/45 (44) 20/30 (67)

Hist/Cyt n (%)

15/154 (10) 45/180 (25) 30/84 (36)

CIS : Carcinoma in situ

MIC : Microinvasive squamous cell carcinoma
SCC inv. + Adeno. Ca : Squamous cell carcinoma, invasion and adenocarcinoma

SCC : Squamous cell carcinoma

Hist CIN2 or more severe/Hist : Histrogical diagnosis CIN2 or more severe/Histo-

logical diagnosis in cases of ASC-H

Hist/Cyt : Histology/Cytology immediately following index ASC-H cytology

Table4 The frequency and judgment results of cytological
diagnosis on re-examination of ASC-H

Cytological diagnosis A B C
NILM 17 19 2
ASC-US 1 24 3
ASC-H 3 7 0
LSIL 0 4 2
HSIL 12 18 6
Endometrial adenocarcinoma 1 0 0
Re-examination/all ASC-H (%)  34/154  72/180 13/84

(22) (40) (15)

2) M2 X 5 FHE

ASC-H & HIE S N7z t, HEHMRZ T S g /il
THBREINTWDEMIZA B, CtT22%, 40%, 15%
T&H -7z (Table4).

4. ASC-H fEfI THEMES H CIN2 LI ED#EFI&R

A B, C#:TASCH &Hx L, M=z CIN2 DL L
& ENTME B2 B0 H HHSEMITRETdH - 72 38 Bl DML
B Et L7z, 40 LU Cld, NI —Z2 K& S0
RN A & 70 AR ESE C, RBEREE LA R
Tl & CIN3 & O A3 2 fifafk T (Photo. 1),
AT BB T 2 R PHTH L7201
ASCH tHlEa T,

Photo. 1  ASC-H (30 year old case)
Differential diagnosis between HSIL and immature
metaplastic cells is difficult from the cellular appear-
ances (Pap. staining, x40).

—77, 50 AALL ESEBI T, RIS, PRIER TR
RIRZA LN, T 6 OMIE & H§ 5 7250 O 1 i i
PRI E A ER SNV L REAL LI« Offileo
BISEPWNETH 2720, HIEIZE NP AETASCH & EhT
wio BRI AEI, BEEE S, AR 2 2L
AL TN, B REF A SR, H#kZ T CIN3 T
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b

Photo. 2 Postmenopausal patients, atypical cell groups

a : A case in which the cytological diagnosis was ASC-
H, and the histopathological diagnosis was CIN3 (60
year old case). b : The ASC-H case that was judged
upon review to be ASC-US (60 year old case). In case
(a) as compared to case (b), increased chromatin, a
higher nuclear density, irregular arrangement, and high
mitotic figures are seen. Abnormal mitosis (red arrow)
(Pap. staining, * 100).

& 725EB] (Photo. 2a) & BRIEHIMING I DO KA B33
DREOMNRI AR SN LA, HEEIREIZEE I
72 <, TBS#EA 24EHLFETIE, ASCUSHIEE L7iER]
N1HEHTIEEEN TV (Photo. 2b).

Z oM, Eiiz Bb 3 LR oA L Atypical glandu-
lar cells (AGC) BEDIEHINE D BRI X O 2 o> v [ 4 70 52
RIS, W CEIND 5 v, FHICED 5, AGC &
T HLREPME LWEERIE ASC-H & LTz (Photo. 3).

Iv. # =

TBS AN S, ASCH & SN7ER % 34t & B
WP CRRET L, Z oS, ASC-H/ASC 1 TBS # A4
@ 24T TBS HEIEMED [10% LT ] ZHBATWzAs, 20
B2 WA L, BEfTAMART 34 L 12, TBS DS
T HMFETDH B 10%FEE & 7 o 72, TBS EALE T ZEHi
W LR CRE M o B A, MR SERETH - T
DB TH D L VI HHT, ASCH & LTWw7z75,
Z DO LSIL 2 Ry 2 SOE M R AL 28 ) % 229 5 F%
EOEERANO R ASCUS & L/-Z &2, ASCH @
WEOWPICEP -7 EZ20N5. Thl#kED ASCH &
L Chko 7201, MR OZ A2 2 RAR OS], 5
RIS DT B RER], AGCI3 L L WIER, B X
O TR TH 555, BAGHRLAEILRIZA S 1L 2 M

Photo.3 ASC-H (Case in the 70 s age group)
The origin of the cells is unknown (squamous epithe-
lium or glandular cells). Some mucus is observed (Pap.
staining, x 40).

g TH 2565 TH- 7.

ASC-H FEB Ol & Rt s 5 &, 34k & H12 30 mkft
(30~34%) & 60 AL L (27~39%) S VEEE o
Tw7z (Table 2). Z Of5HIE, RO RHEN DERIE D
BB LN TRV, ZBENSVERETH - 72
DP, D VITHENEEBIAZ DEREICL VDD, T
HIIAHTH 2725, FEREBICE > THluGEz R 22 &
AHI L7z, §74bb 40 @CLLF T, A2 CIS &
D S/NEIDORE & 7 B FRHRLEILCTH Y, —J7 50 At LA
(PR TiF, RARENSZEIBIL T T,
Mol e & 9 2 ZEiR S E R M s A e & & R
DL R LA 4 OB AABIZE LIS W e hER
HHYTH o 7.

MRS AE R & A LMl AR o FES <, SR
FsEBOBIEHLT 2R, Wy, Mlsoait, Bz
WD D L, BmEDE L, AR % 2 UisEdsElLn
BB R s N7 513 ASCH X v & HSIL & HIE$
RETHDHIEWbhroT.

LA, MR EIC 7 Y2 HTB Y, 4 ol
DBIBITINZ T, MR EARFE S N7 M % 5
HIENIYEEL o MKERIE, FoBSHNS
BT IUE, X0 SILOEHEDREIC 2 5 L b,

WH O CIN 3B IE S TR T S v BB RS A ik
#MELZASCHIZ, ZOBOBALD % VIREICEITS
72012, ASCHD A 7T =12 ARTEL 2 e RY &
BbNnzhs, 4k RMWZEHERZERLZOREZ
HSAIZLT, TBSHHTEDH 7T —IZANERE
ERE LTI ENBETHL EEDbNS.
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ASC-H SEF O EBMMEZ X A, B, CHT10%, 25%,
36% T (Table 3), ML TOFMEI 22%, 40%, 15%
TdH o7 (Table 4). AMd L L FHEZOVI Tl
HENTVWEDOT, INOBHFELREGLTD, Ath49/
154 61 (32%), B #k117/180 %1 (65%), C #: 43/84 #i
(51%) I2& T 5TV

ORI, TELPENHEHRIELEF LT —5T
BB, BEEERENTIX, 2RMBHiZkTOZZOA
MR Z DRERZBIF LS 2 EDEHTIER L, BEsSh
TV A EOREFEZIRLIZ CWBERICH 5. KEEN Lo
72OV MRS T OREERG R DE AN T 4 — KNy
7 ENDKRHNZBEZ D ENLEND.

V. #& £

3 Mk MbEE & L CB gk A 3 +£o, ASCH &
HE S NTHEB 2 MET L7z, 4tk b @I iise sk ©
ASC-H & HI5E SN7HEF 2 et L, WEm EICS0 b2 L
WHEETH L EBbh7:.

FH HIIMRT NS D D TRA.
AL O EILEE 51 M H AR A SIS (2012 42 11 1,
k) 1STHEERLL.

Abstract

Objective : In this study, we attempted to verify how three companies
of registered clinical laboratories judged ASC-H, a category of The
Bethesda System (TBS), and reveal the current situations and issues.

Study Design : We looked into the cases judged as ASC-H from the
first year of implementation of TBS, namely, 2009 for Company A and

2010 for Company B and Company C, to June 2012, and considered the
ASC-H rate (ASC-H/ASC), age groups, histopathological diagnosis
rates and histopathology results, re-examination rate after cytoscreen-
ings, and the results in 38 clinical cases with the histopathological diag-
nosis of CIN2 or more that were suitable for microscopic re-examina-
tions.

Results : The ASC-H/ASC rates during the first year of implementa-
tion of TBS were 18, 13 and 8% for Company A, Company B and Com-
pany C, respectively, and the corresponding rates in the year 2012 were
11, 6 and 10%, respectively. Age-group-wise, the highest rates were
recorded in subjects in their 30s and 60s. Histopathological examination
was conducted in 10, 25 and 36% of cases from Company A, Company
B and Company C, respectively, and the diagnosis rate of CIN3, which
was the predominant diagnosis, among these cases was 33, 24 and
37%, respectively. The re-examination rates after cytoscreening were
22, 40 and 15%, respectively.

The characteristic features of ASC-H were noted to be high nuclear
density, disordered array of cells, and mild to moderate mitotic figures
upon the cell clusters.

Conclusion : The ASC-H rate became about 10% that was recom-
mended by TBS in 3-4 years after the implementations of TBS. It is
important to pay attention to cell clusters since they may show nuclear

density, disordered array, and mitoses.

X

1) Solomn, D,. Nayar, R., eds The Bethesda System for Reporting
Cervical Cytology, 2" ed. New York : Springer ; 2004.

2) PHBER, R REAF VAT L2017 FT A, R o
TN I =T w8 2007,

3) WABE. TEHBMWEZRERY Y A7 L@ OEE. ®
R R R 5 2010.
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NOTICE TO CONTRIBUTORS

1. Authorial responsibility :

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

2. Categories of articles published :

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

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

3) Authors must observe the Declaration of Helsinki
(recommendations for physicians conducting biomedi-
cal studies in humans) and the Ethics Guidelines for
Clinical Research (Ministry of Health, Labour and Wel-
fare, July 30, 2003, Revised on December 28, 2004 and
July 31, 2008), including privacy protection.

* These guidelines appear in the first issue of the
journal.

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

5) All authors will be required to complete a conflict of
interest disclosure form as part of the initial manuscript
submission process. The corresponding author is re-
sponsible for obtaining completed forms from all
authors of the manuscript. The form can be down-
loaded from (http://www.jscc.orjp/member.html) The
statement has to be listed at the end of the text.

3. Submission style :

1) As a general rule, manuscripts should be submitted
electronically.

2) For initial submission, please access the site below.
(https://www.editorialmanager.com/jjscc/)

4. Instructions for manuscripts :

1) Text and writing style

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

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

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

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

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

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

A minimum resolution of 300 dpi size is required for

photographs for publication.

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

(1) Manuscript format
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(2)

(3)

(4)

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

Original articles : no more than 10

Investigation reports : no more than 8

Case reports : no more than 8

Brief notes : no more than 5

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

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

Examples of Key words :

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

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

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

report)

(5) Text and page limitations

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

(6) English abstract

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

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

For dentists : DDS, with other degrees or qualifica-

tions abbreviated the same as for physicians.

For clinical laboratory technologists : MT ; CT ;

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

The text of the abstract should not exceed 200

words (exclusive of the title, authors' names and

affiliations), and the following headings are to be

used.

Original articles and Investigation reports - Objective,

Study Design, Results, Conclusion

Case reports . Background, Case (s), Conclusion

Review articles : headings should be selected ac-

cording to their content.

Brief notes . abstracts for brief notes should consist

of no more than 100 words and no headings are to

be used.

(7) References

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

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

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

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

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

publication : Name of the publisher ; Year of

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

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

(8) Figures, tables and photographs

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

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

c. Magnifications are to be stated for micro-
graphs. The magnification of the objective lens
at the time the photograph was taken will be
used as the magnification for photomicro-
graphs (photographs of cells or tissues).
Authors are recommended to use scale bars in
the photograph. For electron micrographs, the
magnification at which the photograph was
taken should be stated or scales included in
the photograph.

5) Style of special articles
Special articles are composed of several papers (origi-
nal articles or reviews) on a single topic. The planners of
special articles need to prepare the title of the whole spe-
cial issue (in Japanese and English) and a synopsis
(equivalent to an introduction) of no more than 1,200
characters. The style of special articles should be the
same as for original articles and review articles.
6) Reader’s voices
Submissions which do not fit the above-described
categories for scientific papers, including opinions on pa-
pers already published in the journal, the operation and
activities of the Japanese Society and Clinical Cytology,
are also published, but only if they have not been pre-
sented elsewhere. Submissions should be in accordance
with the following prescribed form and procedure.
(1) The title is not to exceed 50 characters, and a corre-
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sponding English title should be provided.

The text should be started on a new line.

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

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

7) English manuscripts

English manuscripts are to be written double-spaced on

A4 paper, and should not exceed 10 pages.

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

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

Japanese manuscript.
5. Reprints :

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

6. Review of the manuscript :

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

7. Proofreading :

The publisher will send the first galley proof to the first
author, who should check and return it within three days.
When the person responsible for proofreading is someone
other than the first author, the person's name and address
must be clearly stated when the manuscript is submitted.

Only errors can be corrected on proofs. Nothing that is
not already in the manuscript can be added or corrected.

8. Publishing fee :

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

9. Revision of these rules -

The rules for submitting manuscripts may change.
(Partial revision June 1992
(Partial revision June 1994
(Partial revision June 1997
(Partial revision June 1999
(Partial revision June 2009

(Partial revision November 2009
(Partial revision April 2010
(Partial revision September 2010
(Partial revision March 2011
(Partial revision April 2012
(Partial revision May 2014
(Partial revision November 2014
(Partial revision December 2014
(Partial revision March 2015

N N U N s N N

Appendix 1. Submission of manuscripts to Acta Cytologica

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

Appendix 2. The following 2 items will appear in the first
issue of every year.
— Declaration of Helsinki
— Ethics Guidelines for Clinical Research
July 30, 2003
(Revised on December 28, 2004)
(Revised on July 31, 2008)
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