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Uterine cervical cancer mass screening
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Fig. 1 Diagram for diagnosis of first screening and re-screening
in uterine cervical cancer mass screening
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Table 1 Comparison of cytologic results in patients detected by first screening and in patients

detected by re-screening

First screening Re-screening p-value
Abnomal Cytology 4434 44 —
No. of screening 533848 20987 —
Cytologic diagnosis
ASC-US 776 16 .0013
ASC-H 329 .0013
AGC 198 1 4401
LSIL 1900 17 .5361
HSIL 1051 1 .0008
SCC 66 0 —
AIS 13 0 —
Adeno. 53 0 —
Others 4 0 —

Table 2 Comparison of histologic results in patients detected by first screening and in patients

detected by re-screening

First screening Re-screening p-value

Abnomal Cytology 4434 44 —
Histologic results

Reactive 1162 17 .1020

CIN1 1102 12 .8780

CIN2 738 8 9174

CIN3 687 4 .1901

Malignant 221 0 .0418*

Lost 524 3

*containing CIN3 and Malignant

(17.5%), ASC-H %3329 (7.4%), LSIL7%1900 %1 (42.9%),
HSIL %% 1051 B (23.7%), SCC %366 Bl (1.5%), AGC %°
198 B (4.5%), AIS %13 %1 (0.3%), Adenocarcinoma %%
535 (1.2%), Others 234l (0.1%) T - 7z. Table 1
DEHIZHREAZ ) —= 2 ZHEIZI L THRE T up
grade X N7-HEDE X, ASC-US & ASC-H 23 EIH
< (p=0.0013 & 0.0013), HSIL 3G EI L Leh o7 (p=
0.0008).

FEM$E T up grade 7z 44 i 41 B HBRZ 21T D
1, Table 2 ® X 912, CIN (cervical intraepithelial neo-
plasm) 12512 %1 (29.3%), CIN2 A8 (19.5%), CIN3
25460 (9.8%) M &7z, 1761 (41.5%) 1% CIN
FrERIE SN oz, WIMAZ ) —= v ZHE T,
S RH 2 2% b7z 3910 BiHr, CIN1 7% 1102 1
(28.2%), CIN2 257381 (18.9%), CIN3 %3687 #1(17.6%),
WaAs 221 B (5.7%) TS 7z FIEIA 7)) — 7 OMl
FoZ R EH & HRETOMBZREHER NS D
CIN1, CIN2 DM FIZIEEIIALN Do 228 (p=
0.8780 & 0.9174), CIN3 O#eitiiL, Table2 @ X 9512, #il

A7 Y=V IR ERESA L) BNt R LE (p=
0.1901). CIN3 9% GbEERNZ, MEIZA 7 ) —=
THENTREERE L W AEICE o7z (p=0.0418).

Fatipl % 773, Photo. 1 IZ A4 hERICE DI
TSIL & HIETE = h o 72 CIN2 DIEBITaH 5. Photo. 2 1%
BIG B 7 Ak &7z HSIL 61T CIN3 3kt S h
7z BREEOBERIZOWTIE, FEZENTIEZ L T iwns,
FNT HLAU AR A R JAEMANE L AL T 7 =2 S AU
WD o 726 TH - 72,

Iv. £ =

TESHIMZ B 5 B AR D 10% L. 1o F
W, ¥7NF v 7 OMPELHMMA L) —= 2 7Ok
PEFEONWTIEL  OWIEHDH 5. Jones® 1Z 0.5%, Johnson
5712 9.1%, Tabbara 581 0.11% DBEERTH - 72 &
WL Cwb. Naryshkin 5913 2~8%, Wiburl® % 10~
30% HIBRETEN RO D LI|E LTV D, sk, HeE b
THREMEOISERITEDN D 575, T4 TlE Manrique'V 1&
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Photo. 1  This specimen from Case 1 was diagnosed as NILM by the initial screening and as LSIL by re-screening. Histological examina-
tion revealed CIN2. A small number of atypical superficial and intermediate squamous cells with slightly large, irregularly

shaped nuclei containing fine granular chromatin (arrows) were observed, admixed with numerous inflammatory cells (a :
Papanicolaou Staining, x 10, b : Papanicolaou Staining, % 40, ¢ : H & E Staining, % 20).

1.38% DB % i LT\ 4. Chivukula 51213 HSIL
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Photo. 2 This specimen from Case 2 was diagnosed as NILM by the initial screening because of small number of atypical cells (arrows)
and as ASC-H by re-screening. The histological diagnosis was CIN3. A few number of atypical parabasal squamous cells with
large nuclei and coarse chromatin were observed (a : Papanicolaou Staining, x 10, b : Papanicolaou Staining, x40,c: H&E

Staining, X 20).

B LEMNZ 1BITOLRT 22 LIl0o%DbLEZLN
72, GBI, YTV T v 7 OERBRLNYREZED L0
DOFRELT, HREFOERELAHORE (F 7V
Fry ZICHLTEP, A== Tk LedlbT T
Fry 71 nkE) EREHLTWELWY. F72, il
THBAZ ) —= v FEREOE AL H R B89 L L
THFELTWwE W,

LR OMETIE, FEAZ ) —= ¥ 73450752 RE &
BLTWw:. AL, ¥7VFzy 2 THRIZAZY —=>
7 NILM S M w6, 3 % b b aBEEE 25k
BHERINZ. S5ICZF0HmM 5 CINKRE RS
oo FTNVFy %728, WIRAZY—=V 7D
REZWOPICTH7-DICEETH L. 2512, MBS
v BF, CIN SOFREB O AL LI O 25,
FITNF v 7 %479 2 &5, MZORBEN LIZD P
HEEZ LN

FHLIE, FRTNSHRMRERIDH ) TEA.

Abstract

Objective : Re-screening of smears diagnosed as negative for intraepi-
thelial lesion or malignancy (NILM) by routine screening has been
recommended to increase the accuracy of cytological diagnosis. We
conducted this study to clarify the effectiveness and significance in
uterine cancer screening.

Study Design : Re-screening of specimens diagnosed as NILM by
routine screening revealed false-negative cases. The false-negative rate
was calculated. In addition, the histologic findings of the cases with
false-negative smears were compared with those of the negative smears
confirmed by re-screening.

Results - We performed re-screening of 20987 cases (3.97%) out of
the 528402 cases routinely diagnosed as NILM over a 7-year period.
Upon re-screening, the cytologic result changed from negative to

abnormal in 44 cases. Thus, the false negative rate was determined to
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be 0.99% and the sensitivity of routine screening was calculated to be
99.01%. The cytologic diagnoses in aforementioned 44 cases were ASC-
US (16 cases), ASC-H (9 cases), LSIL (17 cases), HSIL (1 case) and
ACG (1 case). Histological examnation of 41 of the 44 cases diagnosed
as abnormal by re-screening revealed CIN1 in 12 cases (29.3%), CIN2
in 8 cases (19.5%) and CIN3 in 4 cases (9.8%).

Conclusion : In mass screening for uterine cervical cancer, re-
screening of negative smears improves the sensitivity over that of the
first screening. Re-screening may improve the sensitivity and accuracy
of cytologic diagnosis, and occasionally allow detection of cervical neo-

plastic lesions.
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Table 1  Clinical characteristics of enrolled patients

Number of cases
Age median (range)
Weeks of gestation at screening

Weeks of gestation at screening. Median (range)

Average weeks of gestation at delivery

Before 10 weeks of gestation
At or after 10 weeks of gestation

179 cases (184 samples)
33y.0 (1645)
61 samples
123 samples
pregnancy 11 weeks

(5-19 weeks)
Screening before 10 weeks of gestation 37 weeks 6 days
Screening at or after 10 weeks of gestation 38 weeks 1 day

Results of cytology NILM

ASC-US

LSIL
HSIL
Others

163 samples (88.6%)
7 samples (3.8%)
3 samples (1.6%)
9 samples (4.9%)
2 samples (1.1%)

NILM : negative for intraepithelial lesion and malignancy ; ASUC-US : atypical squamous cells of undetermined signifi-
cance ; LSIL : low-grade squamous intraepithelial lesion ; HSIL : high-grade squamous intraepithelial lesion ; Oth-
ers : AGC (atypical glandular cells) and ASC-H (atypical squamous cells cannot exclude HSIL).

Table 2  Scoring of severity of bleeding at the time of sampling

(=) No bleeding

(£) Slight bleeding after sampling, controllable by compression
with a cotton ball

(+)  Bleeding for less than a day
(+ +) Bleeding for longer than 1 day

X B F e SN 2 AT L, WIS S Pk 9 R A
THEB D & T, Gat 184 Mk %Z 372, Table 1 12 H DR
R RZE R L7z WA A BRI X 2 iR
WA D —Bt & UChafr L7272 0%, IRASH L 74T
YR, AR 5 ~13 I AT L7z, AR 14 DRI Al
ek Dfan s T, 2 OoMBZRETTH > 72 6 BlITEIR
14 5B ~19 EIZHEAT L 72, 184 ek 163 #Hefk, 88.6%AH31E
‘RN E2 NILM (negative for intraepithelial lesion and malig-
nancy) THh o7z, WINHINEZ THRE Z RO 7RI L
TIT IR ~ RN T EAE 2 2 11T L 72, Cervex 77
PO X BN OREE, WIRD, FERMETRIZ LD 4]
Wiz L (=) 52 HP Rk il (++) FTO4E
B2 5 72 (Table 2). Sihva d & ASHIIERSHEAT R 3,
SRR O BIMOREIZOWTHE T L b1, 7
T I BRI A PHEREIC OV TOME L. &
B, WS TEEOBKEICZ L -7, MfaEE, dta
b 8% @ Papanicolaou Heft 531230 W CltifT L 72,

¥ 72, #-4EATIC LSIL (low-grade squamous intraepithelial
lesion) LLEDOMINZRE 2RO 5B LTI HE
HRFEOT, MEERE 75 S EB O T ORI [
BEICAT - 72, MifE L 79 VI X 2B OE VIOV T
X, WHREENTY 7 b, “Image ]” (https://imagej.net/Welcome)

& 7 e SR R A o = b b AT - 72,

Mt MO FEE & MR oI L <
13 Kruskal-Wallis #25€, Ffgis#sF, PRIV & Mo B
HWROA A= ] % 7Moo g ic B L Cid 2 BERH
DI MER L 72 L To ##iE %, EXCELL for Mac (2016
SERD) 2 HWTIT - 72,

1. #% g

75 v E MWK S ) Bl A #EE, ko
75% Ta DT, Wit 2 HEL Lkt 720 2 flo AT
Hot: (Fig. ). INH 26 MO EFEMUNEZHEL S S
LRl BRI S Nz IO FREE &R O RO
2O BHIEHED T, HRICBWTERERZ: EROL00 &
Vo THIMAZL L 25 E WHEIANIZED LD o7 (p=
0.77) (Fig.2). F7z, MIZHEATRY & IO MIZ B
3RO T (p=0.74) (Fig.3), 4 10 HEAG MRS % it
fFL726100C D, —RICT I VR WRWZ L L SR
% 10 B LIRS % T L 72 118 i b, Z ooz
FA X BRI IS E N & # 2 b TENEG:, Yl
WHLE, WLEIRED SNk h o7z (Table 3).

F72H ) —DOOMET, MEEEIC LSIL PL Eofifuis R
TR, FESHIVAERRS 1 T mild dysplasia Bl o>
T e SHTR A LR 2GR 7 5 BN L CRBDORZEOT,
WMEBER L 77 VBB EFIFICIT 272, 7T VT X B
ZHERRT B 72012, RPNTHBIC X 2EHET 7205,
Cervex 77 ¥ ® 2 X LM% 47> 72. Photo. 1 {ZHEHI B D
e 77 VX AREWFTREZR L7z M 2045 T2k
BRI OE L ) DLW 3HEFT, A A=V JIZX DA
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1%
2 samples bleeding (+) 23 samples (85.1%)
14% .
25 sam(;)les bleeding (+) 16 samples (88.9%) n.s
S
10% bleeding (—) 124 samples (89.2%)
18 samples

% bleeding (—) ' bleeding (+) ' bleeding (+) M bleeding (++)

Fig. 1  Severity of bleeding at the time of Cervex brush®
sampling in the 179 patients (184 samplings).
99% of pregnant patients showed no bleeding or
only slight bleeding within 24 hours after Cervex
brush® sampling.

100% i Iy

10 15

80% 5 9
60%

40% o 97
20%
0%

<10 weeks of gestation
{ibleeding (—) [ !bleeding(+) & bleeding(+) Bl bleeding(++)

=10 weeks of gestation

Fig.3 Relationship of the degree of bleeding and the weeks of
gestation at the time of the cytology sampling.
The severity of bleeding was not related to the gestational
duration. Genital bleeding longer than 24 hours after sam-
pling was not seen in patients with<<10 weeks of gestation
and was seen only in two patients with=10 weeks of ges-
tation with the use of Cervex brush®.

FA FEARLOMIBB OGN Z 17T - 72, EEBRIS /-5
W LMo S b, KB sZ 2z Mo G2
7T YT 72£10.0% 2% LT, MR TIEEE 89% =
85% LA E (p<0.05) IXHKBUEMBOFIEGLL L, &b
TOBOREN M TIEZH 505, HIRTL T I YOI
X O HEEDT OMBSENE NPT W LR E N/,

Z D7 DMEEEIC BT A TIE, 5B 4 MR TH
PeCld+0 Ml 2545 5 1§, false negative, & %\ iZ

0% 20% 40% 60% 80% 100%

LINILM [ |ASC-US WLSIL B HSIL~ [ |Others

Fig.2 Relationship of the degree of bleeding with the cytological
results.
NILM : negative for intraepithelial lesion and malig-
nancy ; ASUC-US : atypical squamous cells of undeter-
mined significance ; LSIL : low-grade squamous intraepi-
thelial lesion ; HSIL : high-grade squamous intraepithe-
lial lesion.
The severity of bleeding was not related to the cytological
results with the use of the Cervex brush®.
The proportion of NILM in patients with bleeding ( + ) was
not different from that in patients with bleeging (—) or
bleeding (*).

under-diagnosis & 7 @Al d - 7z (Table 4). LA L 7%
M5, B E DX IR TR AONY, TT Y
TIEAOPL RPN SH Y, 7T OMBIIHT 5
BERRPEICE Ll o mEE, #i b 50 25 % 5 HEH°
VL EZ bR

Iv. £ =

WE, TESEHE IR A AL, WA LB
F (squamocolumnar junction) (SCJ) % H.Ca KR 2 £REX
T5. ERERIE, NT (ANR=FLRH A by 74 L)
RT3 (Cervex 77 V0% &), Mk &% M v CHRIL
LATA4 FA T A RICHRIEKT K05 OBIKELZT TR
, ETRT7 IV ETHREZRLZz0L, HHOMRK
N THEEARLER %2 47 9 LBC (Liquid based cytology)
5%, ¥512 HPV (human papillomavirus) ¥ & & b8 T
ThabhTnb, EORETHNIEMRZH OO,
WY AL & 7 Il 2 155 2 EANHETH 5 A3,
FE 51, Cervex 75 ¥® % 372 LBC i 2E RO WK
P L CHEIEEAROERICEN TS Z L2 HE L TW
59 L LAAS, LBCEIZBIREC AR H
AL, BHMRROM THRIFEEEH WA D 724,

PFRINGREICE L TY, RS Cervex 77 2@ & w7z
Ve, MBI L CTHERBICTENREORBICERITH S
CEEHELTWSY. LES D, FRIERRIC L 2EARD
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Table 3  Obstetrical complications after Cervex brush® sampling

Obstetrical complications thought to be caused by brush sampling

Sampling before 10 weeks of pregnancy (61 cases)

Sampling at or after 10 weeks of pregnancy (118 cases)

Abortion/Preterm birth 0
Threatened abortion 0
Intra uterine infection 0
Vaginitis 0

Cytological findings of the uterine cervical smear (Pap.
staining, % 20). Arrows indicate dyskaryotic cells. a :
Uterine cervical cytology of a sample obtained using the
Cervex brush® (case B). Numerous normal intermedi-
ate to parabasal type cells as well as surface type cells
are seen. b : Uterine cervical cytology of a sample
obtained using a cotton swab (case B). Normal cells are
predominantly surface-type cells. The number of dys-
karyotic cells is also fewer as compared with that in the
samples obtained by the brush method.

RERIIMWETH 0% L EDbOTHL, A/8—=F 1V 7.3%,

Cervex 77 % T12% &L%o TWhH I &, fHEfiHCl
EC (endocervical) fifie (=) ORI E W, 34%bH SCJ
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ASDMRBREILE ST 294 Py 7 LBIZE S
M2 2 LT, 4 Py 212X BT o5k
WCE2DDICHRTHBEZ TO—FENEI o7 L]
YRS L FBRO#EE LT3, Saobhbho
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D TREOIEIE D A3, MR ERILTIEH & 228~ 2RI
MR O A 70 < BN RE I < F CTOIEMEZ 88 1T
ARUHETH 5H 2 &, FD72% under-diagnosis 127 ) 3\
ZENHREINS, Lo THIRTIEZ T I VLS
HITERIN DS I DRI & £ 2 5285, M3 2 Mifgis T
&, EATEE AR B B OB I S i3 B a2
5, 79V TRBAMBEZHWEZ XS W, T2 75
Y A== O CFEAFIIBCTHIFEEA - —, I
IR 10 ALED 77 VRIUIEHIZE S E 2> TWd, 35
12, 2014 SERURABLSHETA K94 Vi2BWThH, ik
ZHLAINE, TR, AT, TV (=255
TOMNBIRNEZIT 29" HERELXVC) & LTEBY, "I
IREVEIS BT, ARERIR DA 7 v & v 9 R R U
L729 2T, REOD L OIBRNSER SIS, " LRtk
SN, I 5 7T VIS X A I EE R
BE bl o5TnhY,

TRl SRS 2 FE ARG T, Omce§ 52h
PORTF BRI ) R, QFERR OB, %
A o Ml B AR 22 & 2 & JEIT A2 b X € under-diag-
nosis I2& D R T VI EAWHE I N TR0, 29 LKk
DT, 2017 4F 3 FI2385 S 7z H A e R A B2 i AR
MEE B SR RO BEFERIC I L, 2015 FEEOHLDEO
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reproductive age ® B D ERD 21% % DTV 5 & #Hi
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Table4 Difference in the cytological results between brush sampling and cotton swab sampling

Case Cotton swab sampling Brush sampling Histology before pregnancy
A (12 weeks) NILM LSIL mild dysplasia
B (16 weeks) ASC-US HSIL moderate dysplasia
B (26 weeks) ASC-US HSIL
C (12 weeks) NILM NILM mild dysplasia
D (30 weeks) NILM ASC-US moderate dysplasia
E (12 weeks) LSIL NILM moderate dysplasia

() after case : gestational weeks A-E.

NILM : negative for intraepithelial lesion and malignancy ; ASUC-US : atypical squamous cells of
undetermined significance ; LSIL : low-grade squamous intraepithelial lesion ; HSIL : high-grade

squamous intraepithelial lesion.
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Abstract

Objective : An attempt was made to confirm the safety and diagnostic
value of the Cervex brush® for uterine cervical cancer screening of

pregnant women.
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Study Design : We conducted cancer screening using the Cervex
brush® in a total of 179 pregnant women between 2014 and 2016, and
obtained 184 samples. The severity of bleeding at the time of screening
was scored from (—) to (+ +). Five patients with abnormal cytology
underwent both Cervex brush® sampling and cotton swab sampling at
the same time.

Results : In the group from which samples were obtained with the
use of the Cervex brush®, about 99% showed no bleeding or only slight
bleeding within 24 hours after the sampling. The severity of bleeding
was not related to the gestational duration or the cytological results. No
severe obstetrical complications were encountered after the Cervex
brush® sampling. The proportion of inappropriate smears was higher
for cotton swab sampling than for Cervix brush® sampling.

Conclusion - Cervical cancer screening using a Cervex brush® can
be performed safely in pregnant women, and is a more efficient sam-
pling method than cotton swab sampling for accurate cytological diag-

nosis.
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7T AT 4 v 7 AR AH) 2, LB LS h7e
BD ¥ 2 78 2™ (HANY b - 74 v F 2y Uk
KA B LY 7 7 AL (RS E YA TE ) Y
RSN,

BD ¥ 2 78 A™IE TR S 72 BEAR TlE, hyperchro-
matic crowded cell groups (LLF : HCG) & IFEh 5, N/
C kOB WHINEIZ X % 3-dimentional (LT : 3-D) 75 7 2
VIPREWETASNDS L5 DY, over/under-diag-
nosis IZVEESLETH 5 LHE SN TV 5Y. HCG It
Feid: THE SN2 DAY T microbiopsy & b X, T
53D X D RIEFEE W CSHE IR 2 B L2k,
RECTIBOERADOT I 7 A PELTHEINZHDOTH
%515 Evered 591X, BD ¥ =2 7 /% ATMIE A % 5§ 412
HCG K& &, IR, Fetathz &% Wi{§sr L, HCG %
620 H 7 T —I25¥ L normal & abnormal HCG (2Kl
L7z, BYETHRSNS normal HCG 1325 I - b Kz A,
N ROZEEMILE X O IEFSHE M OEIR L L
T, JEEVERZE CTH S5 abnormal HCG i, high-grade
squamous intraepithelial lesions (LLF : HSIL), Rz PR
W, FFEEEBLOCBRETALN, FEIIBD ¥ a7
AMIECIEEE LM R LG 5N Tw 559,

HBE TR A =Xy 7 275 20 (HAXZ b
YeTa vy oHASH) 2w, BD a7 ix™
VAT L CEEAERAZERKLTHBY, 4N, BD ¥ a7/
AT™M:C HSIL & #-illi L 72 250 #1125+ L C, Abnormal HCG
OBV L 2 OM%, ERHEEZ L O—HFEITONT
Mead L7z,

I. WREAE

IE 2011 4E 7 A ~2012 4 12 A OIS, T8 SR
% a9 S NAULEEARFR i I AR % 523 L 72 20 %
bt Lz, =Ry 7 275 %% Fer SEERIcy
LYC, BRI 5 [Mlfz S & TR 2 3Rk, 7272512
75 VIR RS o T2 BN TIVIZHEE Lk,
FTRTOMMLZ BN, e L7z

RVERLE, afll b PABMEIC L S BD ¥ a2 7 8A™
VAT ATEBLE. BOICELVT Yy 7 22 W7 T 212
fF# L=k 2 dmihici & L, wICH#E% BD 7L v 7
AL MM (AARNXZ by - T4y F Yy R (12
£y bL, 10mH 8.0ml ZREL, H5H» UdsrEkHR
FAOMI DA A Y VICEB S, FOH%, Wik
Aotz y 7 TEEOEICE L, 200G/2.0 40 (1mH)
DR, KRG EEE AN T2 — AL, 512800
G/10 43 2 H) O@ELTTRTOMBE S % kEw & L

Number

120
I Single cell pattern
100
35 I HCG pattern
80
60
40 11
64
20 3 36 .
oI [ I
Benign CIN1 CIN2 CIN3 MSCC

Histological diagnosis

Abbreviations CIN: Cervical intraepithelial neoplasia; HCG: hyperchromatic
crowded cell groups; MSCC: microinvasive squamous cell carcinoma.

Fig. 1 Frequency of hyperchromatic crowded cell groups in high-
grade squamous intraepithelial lesion in the BD Sure-
Path™ system (n=206)

THIX L7z, #HIEZBD 7Ly 7254 Y™ (HARXRZ b
VT a v R vy RS THARLREIZ X D 4TV Papa-
nicolaou 1t ¥ T17 - 7.

HMEZ OFHIE XL 2 ¥ ¥ A5 2 2HEH L, HSIL o—
HR 2 EWHERRZ & g L 72, Abnormal HCG 13X fE %
(x101%) <, BN ER L L CRETEZ DO
L L7 HEZ L R —BBNL, ¥ 2T S AREARZ FEE
L, ZORRZGH L7z EMECHE, HERKMmMZE
BRI KREEZZT [ZMHHF5 22189 (6366)], HEOH
WA &[] 3 2 U L7z

Im. #& g

BD ¥ = 778 2™ G HSIL & 5#4ifli L 72 250 51 3 4E 5
13 38.0 7% (22.0~68.0 /%) THh -7z, ALHMEZI 82.4%
(250 i 206 1) 129 HE S 41, benign (10 f1), cervical
intraepithelial neoplasia (PLF @ CIN) 1 (43 #1), CIN2 (99
Bl), CIN3 (47 #l), B L (761) Th-o7:
(Fig. 1). BD ¥ 2 778 2A™F281F % CIN2 PL E o Eg=
12 74.3%, CIN1 LI ETiX951% Td - 7-. Abnormal HCG
O BB, M2 2 CIN2 DL T 69.3% (153 filh
106 %) (Fig. 1), CIN2-3 Tl 146 1 (CIN2 : 99 ], CIN3 :
47 %) w100 1 (CIN2 : 64 5, CIN3 :36%1) (68.5%),
CIN3 Tl 76.6% (47 Bl 36 B1) TH -7z,

BD ¥ =2 78 ATMEELR T O WHRH P IZ 13 mm FWN & &
¥ 5 TEY (Photo. 1a), FHiE R MK DO FKHEM AShR S B
72®, HCG L FLEMana > b5 A b AsEB Iz Bigs
&i7z (Photo. 1b). Abnormal HCG (FHiE® N/C A3
NI TR X5 3D IRD 7 5 7 X ¥ M T, BIEAH
WCHIBB A L < mi < (Photo. 2), EfERTREEA
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a b
Photo.1  BD SurePath™ preparation.
a ' The BD SurePath™ slide presents a well-preserved population of stained cells present within a 13mm diameter circle.
b : Hyperchromatic crowded cell groups are observed as densely crowded 3-D clusters of darkly staining cells (Papanicolaou
staining, X 4).
JL JL
JL
JL
JL

a b

Photo.2  BD SurePath™ preparation.
Hyperchromatic crowded cell groups.
a : Normal endocervical cells. Nuclei is small equality,
and cell border presents flattring (Papanicolaou stain-
ing, %40).
b : These groups represent 3-D clusters of darkly stain-
ing cells that are easily detectable at high magnification
(Papanicolaou staining, X 40).

B ouxF o BoREFEMICBIE I
(Photo. 3). —#FDIERITIX apoptotic body 2SBIZE X 7.
LREoOMBAT R % b - 728 5 2% abnormal HCG #3—2 T
HHBLL CTWILZ HSIL & HE L7,

AR T Benign (10 #1) & CIN1 (43 #1) & B &
7z 53 Bl 50 #10> BD ¥ 2 7 78 ATMEEK % F3EAf L 72.
ZoWNHRIE, HSIL (30 #1), low-grade (LLF : LSIL) (15

a b

Photo.3 High-grade squamousintraepithelial lesions with
hyperchromatic crowded cell groups in SurePath™
cervical samples.

a : Advanced nuclear atypia and (b) mitotic figure
(arrow) are found (Papanicolaou staining, X 40).

%), negative for intraepithelial lesion or malignancy (2L
T : NILM) (1 %1), atypical squamous cells, cannot exclude
high-grade squamous intraepithelial lesions (LT : ASC-H)
(4 #1) T o7z FEHilithd HSILAEG O 30 FH 20 T
HSIL % 7R"E 3 % abnormal HCG %%, 27 #5C single cell ®
HSIL 23@igg 7z LSIL (15 ) (Photo. 4a) Tid, T
R ALAER 3 @ normal HCG % (Photo. 4b), NILM (1
) T3k O ZEi R MR normal HCG (Photo.
5) D \BFFEMAER TH o 72, ZEfhF Lz 3k O normal
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a b

Photo. 4  Over classification samples.

a : Low-grade squamous intraepithelial lesion (LSIL).
Mature squamous cells with enlarged nuclei and peri-
nuclear cavitation in the cytoplasm, and multinucleation
(Papanicolaou staining, % 40).

b : Squamous metaplastic cells. Metaplastic cells with
spidery cytoplasmic processes (Papanicolaou staining,
x40). Cervical biopsy revealed a LSIL .

b

Photo. 6  Microinvasive squamous cell carcinoma of uterine cer-
vix (Conization).
a : Abrasion of uterine cervical mucosa when using a
Cervex-Brush® (H-E staining, X4).
b : 34 BE12 positivity of neoplastic cells with endocervi-
cal gland involvement (Immunohistochemical staining,
X4).

HCG 1%, #i3/hEly—CHIAIPEICALSI L, abnormal HCG
D X9 MR EE R 3% % K\ T 72 (Photo. 5b).
PRy 7 AT T OTHEMB O 5 SATB 88 Bl
T, BUNRERE LR L B S NER 2R L7z
(Photo. 6). T ESHIMKMAKIEL, HEIFEHBL TS
AR E 72D (Photo. 6a), cytokeratin (34 fE12) Dy

a b

Photo. 5  False-positive samples in thick crowded hyperchro-
matic cell groups (postmenopausal woman).
a ! Atrophic squamous cells in thick crowded hyper-

chromatic cell groups. They were positive with a con-
current low-grade lesion in biopsy (Papanicolaou stain-
ing, xX4).

b @ Atrophic squamous cells with high nuclear-cytoplas-
mic ratio (Papanicolaou staining, % 40).

B Cid, AR EERO high-grade SIL 1354753 %A%, il
DRIEFHREICBR SN, =Xy 7 275 OTITHiER
MEFHEICHEELZ oM RS h, Ml Tk
abnormal HCG & L THiZ &1L 5 Z L 2% ) - 72 (Photo.
6b).

Iv. # =

TESEREEMRZ OB E LS O—D2 L LT, THH
BRI S Bl T AR T E 7 HSIL R L NIE 2 KRBT 5
ZETHH TOMBBHRED ) T4 —% A LEXED
72O LBC WS NDODOdH 575, LBC EARTIIHEREE L
Bl o MBI ERCHI N — v 22T 5 X912 R Y,
LBC #EARTOFMEDSLETH 5. BD ¥ 2 7 /8A™MET
RSN 7ZAEATIEZ, HCG EFFEN S N/C o
DEHE L7 3DIRD 7 5 7 %~ b HYHSIL R BT HBLY
5 X% B,

AKWFFETIZ, BD ¥ 2 778 A™@: T HSIL & 5FAfi L 72 250
B % %F 5212 abnormal HCG O I BUHE Z Ml L& 2 5,
AMHLRS 2% CIN2-3 Tl 146 1 (68.5%), CIN3 I2H5W\T
1236 1 (76.6%) &EWEEHEETA S, HSIL % 3§ %
) A CEELRMBFRTH LI Edbhrosz. BD 2T
SA™MEE L, BERHPAA 13 mm N & 72d A ML A%
EEMUITEETH Y, abnormal HCG 25& & N7z BS121E,
AR % T %2 L single cell ® HSIL # 2217 5 2 & 3
HELRZ L ThHA.

¥#IZHSIL A B2 B W T HCG A3BD ¥ 2 7 78 A ™M T A
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ONBHMHIETZOH 5. —DOHIFHRMERE L LT
=Xy 7 ATI3I8CH5L. F—Xv 7 X757 IO
Ji55 % IR HEPHICHI 9% & 37, shave biopsy & RIS 115 $RIL
WETHY, 77V xMESELILICLY, TESE~
BEERRI 2 S FVEICIEBTE 5 Z & LML E A% < FRIL
ENG. SHICHEWNTET I YHHINIED L 1AL,
DR LIHE S5 2 &I & D RSB LIt b L9
W2 THDH, “OHBEREREBTHS. BD Y27
SZAMEOFILEIC & ) REEW 2SBR 2 S /1%, HCG %
HUIRIGIID RO T TA T A FH T AT S
N7 TH5. IhoEITRHTLmLELT, BD a2
ToSATMINZ X 2 FE MBS TlE, K& 2 NERHLER
T RAFICHAE S, MRS T & 5 LW
BTV BI85 S 8 U B 7 O AR A T
2 LR RE & W S NER TR, SHE D S BT DA
FPHICBOWTHBEARIEL TV, ZoRBEES I —
Ny ZATITIOTE VRSN, HCG &2, £HAS
NDHZEHIREEN. HEHESDIE, BD ¥ a7 /8 A™
AeHwTruay FMEmziry, Rzl
EHBET A Z & KRR, MR X AMIRRAE OF) T
ZRRTV 5.

TEFFAfi#% & HSIL T - 72 30 Bl 20 plTlE, Birm~
F BN & B % % H 3 % abnormal HCG 25l S i,
HSIL & FaEHili S 7z, S o ARk L filazo 3 2
< v F 0SS 7R 30BN BIERGEBIZI P Th 5. Rl
LSIL T& - 7= 15 BITli&, LSIL IZ& F N5 ¥ LRz b A
o1 @ normal HCG %, NILM & 72 - 72 1 BICl3 i
S R AIIE O normal HCG %, HSIL & @ FIFHAM L 72 2 & 2%
PR TH -7z, FHifik T L KD normal HCG 1%, #13
/NI —CRAIMEICHZSI L, abnormal HCG @ &£ 9 %23 L
WHIILEE BE oM 2RI B s e o 72, R
TIE, ZEi T LA K @ normal HCG & abnormal
HCG L DIZa Y M T A MERL 20, BT OHEN I
LWiadid ), Mynk THlIBALYY, 7 a<F Ny —2,
apoptotic body %75 25 DA I % #i5: UHE I ZEFMi§ X
& TH%. Abnormal & normal HCG & D #5258 L\
A121E, LBC OFK ) Mk & F v TR Z FERL L, ki67 &
pl6 O MW HR TH 5 L DREDND V1Y, 4514,
LBC T HSIL & Zfik 7 LRzl & ofq & L TifEDzd
mns.

=Ry 7277 0%, BIATWHROMBE R S
5728, RPER LSILIZ{RTES % normal HCG 3 ATt
WCHEBEPLETH A, LA L, TNOBITH H KO normal
HCG 13, #IEZ 30 & MR YT b7 2 & & 2efd
B EELME RO —>THH A, Narine 5201, BD

3o TS AMECREEARBE 2 KBBICHRET L2 A, B
1775 %2 & Gl IE A CIAEIEEE AR A TS SIL Ok
ERDSHIIN L, AN R A T IR AR A |2 e~ HSIL
ORMFEIAEIE T T2 LB TWS,

BD o 278 ™G0 HSIL &, 4 %4% % apoptotic
body % % ¢ 3-D Ik abnormal HCG A3 B TR S I,
HSIL SR oFEH» ) & LCEHEELRMET R TH S LE X
bhiz.

5L, FRTRESAMCREZD ) £EA.

Abstract

Objectives : Dark 3-dimensional tissue fragments which called hyper-
chromatic crowded cell groups (HCG) are frequently observed in the
BD SurePath (SP) liquid-based cytology (LBC). In this study, we
evaluated the frequency of HCG in HSIL specimens by BD SP system.

Study Design : Cytology specimens of 250 women categorized as
HSIL were assessed. They were taken from women on routine cervical
check-up, collected with Cervex-Brush, and processed by BD SP LBC
system. This study was approved by the ethical committee of the Jikei
University School of Medicine (22-189 [6366]).

Results - The patients’ age ranged from 22 and 68 years (average 38
years). HCG were observed in 69.3% of HSIL. The cervical biopsy was
performed in 206 of 250 patients (82.4% ) The histology showed benign
in 10 patients (atrophy in 1, immature metaplasia in 9), CIN) 1 in 43,
CIN2 in 99 cases, CIN3 in 47, Microinvasive squamous cell carcinoma
in 7. The diagnostic accuracy in those of lesions more than CIN2 was
74.3%, and that of more than CIN1 was 95.1%.

Conclusions : HCG were frequently present in the cytology speci-
mens with HSIL by BD SP system. Although Abnormal are easy to find
on cytological screening, we must carefully differentiate them from
atrophic squamous epithelium or immature metaplastic cells.
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Benefits of an automated screening system for quality control of cer-
vical cytology

Yuko SUGIYAMA!? M. D., F. 1. A. C., Hiroshi SASAKI'¥, M. D., F. L
A. C., Kyoko KOMATSU'?, C. T., C. E L. A. C., Junzo FUJIYAMA!?, C.
T, C. M. 1. A. C.,, Ryuji YABUSHITA!Y, C. T, C. M. L. A. C., Kisaburo
UENO', C. T, C.M. L A. C., Mizue ODA! M. D., F. 1. A. C., Kenji
YANOH!® M.D., F.I.A. C., Masatsugu UEDA!? M.D., F1.A.C.,
Eisaku TOJI'®, C. T, C. M. L. A. C., Hiroaki ITAMOCHI'®, M. D., Tet-
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HATAKEYAMA!® C. T, C. M. L A. C., Takuya MORIYAM® M. D., F.
LAC.

DThe Study Group of Japanese Society of Clinical Cytology : on the
use of Automated Screening Systems for Quality Control purposes
regarding Cervical Cytology
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TESETMILZ IS L 5 TESEAPAMBIE, BAREZICE D 19834 X ) 2ETHBS L, 20024 X ) 3
TE DR HETEIZD | S HRAT TV 5. 2012 4R ICHEE S N8 AR SRHEE JE ARG T T, [5 RIS 2%
50% L L] O HEMEDS ST SN TV, TESEADPARSOZZHIL, 2013 4EH732.7% T, FKitiEOZS
H80% LA I & KT 5 L MG IRV ODSHETH 5. MBZLHE 0% EOHEERAEZ S L, 5HTH
SHERHIIL SR RS N3 5 & & dEsE <, MR W 3 2 Ml et 4 R Ml 22 5 P IR o0 K 7 S FH 8 n 2
FRENL., ZORE, BEETADL, REL LAOHMNIEEINS.

HARBRMISE ST, Bz 35720, HMRSHICHT 2 BEEHONELED, Mkttt
W2 &0 Btk &R SNEEARD 10% 2L LIZow T, MBZEMED LOdMRELIcE 257 vy 2
WX 2 HRAEZIERL TV, LdS> THAR T, MMt X 0 Btk & S 2RO 90% A3 FF
MAEINLZERL, BREHEINTYS. DYPEIHNTVDE D 10% T ~ ¥ 2 FRAEICIER L CHE)
AT )=V TRV AT A RMRA L7239 DK D RIS EZ BN TE 5 L) HENS, KRETIX
HEIR 2 ) —= 0 VRV AT AR RBEE AT 2 2 L A71996 4 FDA THRA SN, L HwHh
TW5.

FTTIhbhvbiug, ZiiakdkFifzes LT, [FESBMRSHEESHICB I ABA 7)) —= v 7Ry
A7 AOF T A2HEH 2047 L, MaREEIC X DR HE SNIEREZ AR Y X7 L THBREL
7o, ZTOME, BEMTRDbL, WEL LA 17 H (1.19%) MIETE, TONEERF EEZMNHEL L
CHEEINZD DD, 406 (34.2%) HMILTE, WEEFL LRI AT ANEHTHL I L2 L7z,

ST SRS B ES BN T 2 BUIRE % 2 729565, B2 A S 58N 7% ¥ A7 208D A9
M FREOMRETH L. AT, HEIZA 2 ) —= Vv Z TRV AT A0 T E SIS IEERIC B
JBAERMEICOWTHEL L, s RIS BIFZERs & b T 5.

Key words : Cervical cancer screening, Cervical cytology, False negative, Automated screening system,

Quality control
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T, %I 20.18% L fEY SN Twb. ZOZBHEIL,
WK FEE ORAE (2007 4E) D253 80% UL EVIZ K LT
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] o BEEAET SNz 2012 SEFESEHA AN %%
Bk 7759911 AT, BURTIZZZHIE F 72 26.02%° & K3
THHH, [ZZFE0%UE] o HEEROHEE, FEHRO
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OKIERBHEMMATFHESH, BEETEbE, WKL L
BlOWMABE SN,
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AHIG 72 AL D % 728, KRAMG K OEERRZ & L
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ML D 10% % FREE S 5 2 & 25508 & L7z 251
FEALIZIE V72 5 2o 72, 1987 4 The Wall Street Journal
5 IR RA DOREEICHEAH % | & v 9 Fdd (Bogda-
nich W, The Wall street journal. 1987) A5 & 7= % k%
12, KEMAZEHENE (Clinical Laboratory Improvement
Amendments : CLIA) #1988 fEJfr X v, Mgt
RHEELT ICX DAL BT RS To0, (B
EHESNTEARD 10% % T ¥ 7 AICTHRET 2 2 LA
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a. All Methods
All Slides Screened
by Cytotechnologist

NILM (12000)

Assessed by FocalPoint

/N

Unsatisfactory for
FocalPoint (2174)

Satisfactory for

4

No Review (8330)

Rescreened by
Cytotechnologist

FocalPoint (9826)

QC Review (1496)

b. Conventional Method

All Slides Screened
by Cytotechnologist

V

NILM (9000)

Assessed by FocalPoint

Unsatisfactory for
FocalPoint (1607)

Satisfactory for
FocalPoint (7393)

No Review (6270) QC Review (1123)

Rescreened by
Cytotechnologist

c.LBC

All Slides Screened
by Cytotechnologist

y

NILM (3000)

Assessed by FocalPoint

/

Unsatisfactory for
FocalPoint (567)

Satisfactory for
FocalPoint (2433)

No Review (2060) QC Review (373)

Rescreened by
Cytotechnologist

NILM (1314) Abnormal (182) NILM (980) Abnormal (143) NILM (334) Abnormal (39)
Re-evaluated by Re-evaluated by Re-evaluated by
Cytopathologist Cytopathologist Cytopathologist
NILM (65) Abnormal NILM (47) Abnormal NILM (18)  Abnormal
=FEN(117) =FN (96) =FN (21)
HSIL+ (40) HSIL+ (35) HSIL+ (5)

Fig.1  FocalPoint rescreening results

a. FocalPoint rescreening results of all slides, b. FocalPoint rescreening results of conventional slides, ¢. FocalPoint rescreening results
of LBC slides, NILM : negative for intraepithelial lesion or malignancy, QC Review : Quality control review, Abnormal : other than
NILM, FN : false negative, HSIL+ : high-grade squamous intraepithelial lesion and greater, LBC : Liquid based cytology. Parenthesis

indicates the number of slides.

ZO%, ABAZ ) —= v F3EEY AT 5% v TR
FTHIEID, 10%T ¥ FAFRAEL LT, X3y
BB E R TE 5 L) I s S, KIE Food
and Drug Administration (FDA) 1% 1995 4, HEj)A 7 ) —
SUTERY AT L (DT = VEAL Vb - 1995 452
8L % AutoPap 300 NeoPath Inc., Washington, USA)
ORSEEHHNMBHZ KB L2, 207+ —h VKL ¥
M, BEORKE T =7 25— 3 TSN %
BT, A4 FFTIAHKSh, Sz aayfe@mihT
Gt LB A OFE SHEBAIIE AR &2, RIS S e
H AT TR LEREZ RN L, REMlLt & A ZERE R
ML TREE] S U THIEILT 25 Th b, F72, [
W] OBVIHIZT Y 28 bRETH 5P, 3T, K
EXD10%T v T ATREL T+ —HVEL V DERFE
ERHMICHEH L 725EoBEERIEE L L 7MY
ZLMENTEY, 7+—HVEAL Y FEHVED 255
Btk % 3-8 b % < R T & 72 & HFI~ILIB~10 X I Ty
b, Tl BEVEORENEE S E R FRPNRZ (high-grade
squamous intraepithelial lesion : HSIL) ML L& L7234 T

b, 355214 OBEEEBRTE L EHB-® SR
THEY, BHERCKREE 2 OB R H I ST
w5,

HOE QMBS BT 2R EEEBIE, 1995 412 H ARG IR
MRS CREEEHICET 2/ EEA (MEILEINEEE)
PRI LIZOWIHRE ) T, ARtk i hsikam S 1,
2000 fEICIE A L 0 TR A i E O FAEH L, Bk
RO TNF v 7 OUEEZED THGE L, FBEEEA
DI0UBLLED AT L FIZOWTHREZIT) XIBD 5
Z L] oMY (HEEMARE - MAEZER) 799
THENz. Z0%, 2005 410 [HIHL B2 OAEFEE L
A RIA4 T 585120 GEARETHRER - ARAHER
BE) PSR, BYEAD 10% U LSy T VT v 712
B9 2 HREHTIMA, PERKEEEAE BB X Ok B B ]
OFAE - FHBOEEICE L THZOIREIRINSHIZW
T2oTWb. L7zh > ThAEOTH SIS S 0B
RiZ, MR IC X 0 BBtk e fE S EARIE, #90%
PERESNSZ LR BEEREIN TS, HEEH
B HE SN BRI R TOHRESHETH S
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Table1  Review of the FocalPoint rescreening results (conventional method)
1st author SugiyamaY UenoK UedaM ColganT] Patten SF ]Jr. Fetterman B Marshall CJ
(year) (2016) (2001) (2001) (1995) (1997) (1999) (1999)

Total number of samples 7393 56674 816 3487 12048 5034 31240
QC % 15 20 20 13.8 10 20 10 10
TBS category, number

ASC-US 53 0 3 23 39 74 18 281

AGC 1* 0 0 5 11 20 2

LSIL 7 22 2 18 28 37 17 59

ASC-H 18 0 0 0 0 0 0 0

HSIL 14** 4 0 4 8 10 7 13

SCC 3 0 0 0 0 1 0 0
FN (other than NILM), number (FNR %) 96 (1.30) 26 (0.05) 5 (0.61) 50 (1.43) 86 (0.71) 142 (1.18) 44 (0.87) 353 (1.13)
HSIL+ (ASC-H, HSIL and SCC), number 35 (0.47) 4 (0.01) 0 4 (0.11) 8 (0.07) 11 (0.09) 7 (0.14) 13 (0.04)
(FNR %)
HSIL + /FN rate (%) 36.46 15.38 0.00 8.00 9.30 7.75 15.90 3.68

QC : Quality control review, TBS category : The 2001 Bethesda System classification category, FN : false negative, FNR : false negative rate,
HSIL + : high-grade squamous intraepithelial lesion and greater. % : ASC-US + AGC 1 case include, % * : HSIL+ AGC 1 case included

Proportion was calculated using the total sample number of slides as a denominator with number of slides with FN and HSIL + as numerators.
Table 2  FocalPoint rescreening results in two facilities

LBC
n=2433 (%)

2060 (84.67)

Hiiz) DML AL 68 44531 = GHIMIILZ TRtk & ke L
TREAR MG E LT,

FUDIZFhEE LT, A7) —= ¥ FREE & WGES
A72012, BIHIB X OBIEFDR C - 72300 7 A bR

Conventional
n=2391 (%)

2003 (83.77)

TBS category

NILM (no review)

NILM (rescreening) 351 (14.68) 352 (14.47) S 2 0 % ~ R ] Atebd e

ASCUS 1 (048) 0 (041) ﬁ%@%hm@@@ﬁﬁi%%hﬁébﬁﬁk;517
LSIL 3 (0.13) 6 (0.25) V==Y 7 %ifr L7z, 68X DOMIEZH RO —FFIX
ASC-US +AGC 1 (0.04) 0 (0.00) 85.9% T, MluMmA LM CTAZ ) —= v FEEO BRI
ASCH 18 (0.75) 4 019 WY BT C b 5 & & ASHERE S L7z

HSIL 4 (017) 1 (0.04) ; IS e 5
NILM 2354 (98.45) 2412 (99.14) ﬁﬁ%@ﬁﬂili‘, 2N 9 ik ThtifT & 7z e SHE A
EN (other than NILM) 57 (155) 2 (06) THINE A 254 (negative for intraepithelial lesion or

malignancy : NILM) & L72fEAR%Z, 74— A IVREA
~ I (Nippon Becton Dickinson Company, Tokyo, Japan) 2
THHMOL, TREE] ogw bl v 7 15%I12# IEN 72
EARZHILHIEZRE TH 250 2 Z oM LA X
TR ESEFHHEL, [BE (NILM) DAt &
SNEARE, hIHEZRETH 500 3 2 OB EM™
A E L, FE (B (NILM) DS &g s hr:
A % FEYE (false negative : FN) AL L, 4Rtk
(false negative rate : FNR) # ML 7-.

W% Fig. 1 (a: 41K b: #3% (Conventional) ¥,
¢ @ WARAEMHAR (Liquid based cytology : LBC) #:) 12777
LBC #1213 BD SurePath LBC system (Nippon Becton Dick-
inson Company, Tokyo, Japan) % ffi\:7z. 7 4 —H VR A
¥ M TEMARE & H)E S NIAERDP R T 2174 B (TE3k
1607 #i, LBC 3% 567 #) fF7E L7z, WaHlinGETdHh -
729826 B (fEH ik 7393 #, LBC i 2433 #) %5 EAiky
15% @ 1496 5] (H¢3kk 1123 i, LBC 3 373 Bll) 2 e
1A (Quality control review : QC Review) & L THiEE

TBS category : The 2001 Bethesda System classification category
LBC : Liquid based cytology, FN : false negative

B, AN, BIENCEBATRTH S, 4HTE
SRR AN S A HRZ 2 2 726, L DR
N ABRETEZ R TE 2 ¥ A7 28D DSORGB LIS 0
ETH 5.
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Table3  FocalPoint rescreening results (conventional method)
(1st author, year) 9 facilities,n (%) (Sugiyama, 2016) 4 facilities,n (%)
Assessed slides 9000 4000
Unsatisfactory slides 1607 555
Satisfactory slides 7393 3445
QC review slides 1123 540
TBS category NILM 1027 470
ASC-US 53 31
ASC-US+AGC 1
LSIL 7 4
ASC-H 18 17
HSIL 13 13
HSIL+AGC 1 1
SCC 3 3
FN (other than NILM) 96 (1.30) 70 (2.03)
HSIL + (ASC-H, HSIL, HSIL + AGC and SCC) 35 (0.47) 34 (0.99)
HSIL+ /FN rate (%) 36.46 48.57

QC review : Quality control review, TBS category : The 2001 Bethesda System classification category
FN : false negative, HSIL+ : high-grade squamous intraepithelial lesion and greater. Proportion was calculated

using the total number of satisfactory slides as a denominator with the number of slides with FN and HSIL + as numerators.

Table4  Rescreening results with or without clinical information (conventional slides : n = 3445)
Without clinical information With clinical information
TBS category n (%) TBS category n (%)
ASC-US 31 (0.90) ASC-US 23 (0.67)
NILM 8
ASC-US+AGC 1 (0.03) ASC-US+AGC 0
NILM 1
LSIL 4 (0.12) LSIL 4 (0.12)
ASC-H 17 (0.49) ASC-H 6 (0.17)
NILM 11
HSIL (include one case of HSIL+AGC) 14 (0.41) HSIL 14 (0.41)
SCC 3 (0.09) SCC 3 (0.09)
FN (other than NILM) 70 (2.03) 50 (1.45)
HSIL + (ASC-H, HSIL, HSIL+AGC and SCC) FN 34 (0.99) 23 (0.67)
HSIL+ /FN rate (%) 48.57 46.00

TBS category : the 2001 Bethesda System classification category

FN : false negative, HSIL+ : high-grade squamous intraepithelial lesion and greater

Proportion was calculated using the total number of conventional slides as a denominator with the

number of slides with FN and HSIL + as numerators.

7o, WMEEOMER, FN &HE S BRI 117 61 (fEk
%96 B, LBC %21 61) f74E L7z, FNRIIFFEHAM S 7z
9826 B 117 T 1.19% Td - 7z. 117 Hr HSIL DL L
(HSIL+) (ZPaHl S 7z kAL, 40 61 (0.41%) T, %
DOWFUIIEREE 356, LBCESBITH -7z, #imme LT,
BEEHLE 7+ — I NVEL Y POHIEGHTH L LD
RIEE N7z

2. BIMMARER

% ik L FAFZE2) OB INAFZE L L CUUF OB E 23 L

AT L7z, SCRRIVE RS &30 TS 5.

1) WERECBT a5 (FN) & B (FNR)

Table 1 IZHEREREARE 7 + —H VR ¥ M THBRE
L7fEkomiE 2 T O TORY. [REREIORWEMT ~
79 A0 % % P L7270 (QC %) 13 &2 & 0 #7e -
TWwaA, QCIE1020% TH ) KEIZ Lo 7.

HHED 51, 2001 FFIHAEL > 7 =50 E LT
LB 578 FNR0.05%%, F4EREZ i 5 O & LTl
HSAFNRO.61%2TH -7z WG LTV 5. —HKET
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a
c d

Photo. 1  Four conventional false negative slides diagnosed as ASC-US (a, b) and ASC-H (c, d). These diagnoses were revised to NILM
after receiving clinical information. The entire clinical information consisted of a history of cervical conization therapy within 6
months before the PAP specimens were taken (Pap. staining, % 20).

Table 5  False negative according to “Gold standard” (conven-
tional slides : n=3445)

Cytology-confirmed,  Biopsy-confirmed,

Gold standard
old standar: n (%) n (%)
Clinical information - + +
FN (other than NILM) 70 (2.03) 50 (1.45) 16 (0.46)
HSIL +or CIN2 + FN 34 (0.99) 23 (0.67) 10 (0.29)

FN : false negative

HSIL+ : high-grade squamous intraepithelial lesion and greater
included ASC-H, HSIL, HSIL + AGC and SCC

CIN2 + : cervical intraepithelial neoplasia 2 and greater included
CIN2, CIN3 and SCC

Proportion was calculated using the total number of conventional
slides as a denominator with the number of slides with FN, HSIL +
and CIN2 + as numerators.

(&, FNR % 1.43% (1995 4) 9, 0.71%, 1.18% (1997 4) 10,
0.87% (1999 4F) ¥, 1.13% (1999 4F) W s hTH
D, HAED FNRIZEW LB S TWz, L LEHb
b 2%, FNR 2 BYEOR % % 9 ik THE L 724
et (NILM) BAAEod FN 2596 61 (1.30%) M s, fiE
RDOHE Wik S OWME LY Z L, KEOREE L I
Trolz. F72, FN & SNBERM, BRPLELEZDS
N5 HSIL+ & S N7=EBA3 35 6 (0.47%) HAFEL,
REEEINC 5 5 HSIL+ O#41L, 36.46% (35/96) L&
T, ERODBEOEE (15385, 020%) B X UKE
DL (8.00Y, 93010, 7.751 1590, 3.6820%) W\
NOME LB LTLIEFICERERE o7 T4b
B, fERBEIZBWT 7+ —HVEA ¥ b O IR EEH
L, B (NILM) DAto &7z 53, HSIL+ ORZEICBIT
5 FNMIICELCHAHTH S Z LAVRIBE 7z,
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Table 6  Correlation between cytology and biopsy-confirmed FN
Biopsy results
Cytol Its TBS cat Total :
ylology results TS category o Negative Pl epgy cnz cIN3 sce
epithelium
ASC-US 6 2 2 1 1 0 0
LSIL 2 1 0 1 0 0 0
ASC-US+AGC 1 1 0 0 0 0 0
ASC-H 17 14 1 0 2 0 0
HSIL 8 1 1 0 1 4 1
HSIL+AGC 1 0 0 0 1 0
SCC 2 2 0 0 0 0 0
Total 37 21 4 2 4 5 1
TBS category : the 2001 Bethesda System classification category,CIN : cervical intraepithelial neoplasia
Table 7  Review of the unsatisfactory slides by FocalPoint
Sugiyama Y Ueno K Ueda M Colgan TJ Patten SF Jr.  Marshall CJ Saieg MA
(2016) (2001) (2001) (1995) (1997) (1999) (2014)
Methods All Conventional LBC  Conventional Conventional Conventional Conventional Conventional Conventional
Total 12000 9000 3000 56674 816 3577 12810 35027 120
number
Unsat. (%) 2174 1607 567 6969 84 90 762 1671 37
S (18.0) (17.9) (18.9) (12.3) (10.3) (2.5) (5.9) (4.8) (30.8)
R (%) 1113 753 360 . 66 . 762 - 37
? (9.3) (8.4) (12.0) (81) (5.9) (30.8)
o 1061 854 207 . 18 o o o .
SC %) (gg) ©5 (69 (22)
LBC : Liquid based cytology, Unsat. : unsatisfactory slides
PR : process review (unsatisfactory slides due to the specimen preparation procedure failure such as insufficient staining)
SC : scant cellularity (unsatisfactory slides due to the specimen collection process failure such as poor cellularity)
2) LBC #:12 bﬁé%V (FN) & fskatks (FNR) &KT%E%@L&U7%—ﬁWﬁ%VFﬁﬁﬁ?%%#
Fig. 1b, c /R X H 1T, MWL O FNR I, ek EI)DEMGET 572 0121%, LBCHEAR & fERFHEAR %
:CTFNR 1.30% (96/7393), LBC #:TFNR 0.86% (21/ T A —=HIWVEAL TV A ?E"‘f@‘%%@(f WCEHEL, WOTH
2433) T, WL X 5 FNR ICAEEEXBO L o722 & XIS CHRETT 2L ERH L EEZ LN
BRI Lz, —T, BRI FNR 2 Mgt L 72K E 3) BERFH AR R
DOED T, FERPET 16-11%, LBC T 7-5% D FNR % 1T 10 D 2 it i L RF 98 T &, S 9 it ik T HE sk 9000
iR, LBCETEN A nEHEENTWwA. Table2 12 W LBC i 3000 1, & 12000 Bl (NILM) BEA % [
ek & LBC #: & b ITHiAT L7z 2 ik (S Mbe & feds Tk (Fih, AREREN, BRZWL, BHES) 2w
vy =) OBREDER FN &R 2R3, FNIEHERE Jk BCHMREE LA L 2R R 2 3y Lz, 4, mileis
3741 (1.55%), LBC #2161 (0.86%) T Y LBC #:T BT L 720E3K33: 9000 B, 2 48 DL 1B BIg ATl ik CRRIR Y

FN 347 { (Fisher O EIZHEFRMIE : p<0.05), KE D WO ATFHUHET & o 72 4 ik 4000 B D HER DA % 1S 5

WG L FRRDRERE ) 7+ — A NVEA ¥ b OIS VBINERT % BT L7z, DUF IS SCBRAY RS S &0 TS
EHEILBCHETHAMTH A I EAVRBENT. LirL, 5.

A E#ET L 72 LBC #uf&iZ BD SurePath LBC system |2 T1E 1) BRRBHMoOFEIZ X 52BEE (FN) L BRaMEE
BRI NIRRT, ikl LBCEEARICE L CTIIMET L Twi (FNR)

V. F 7z, SIRE L7z 2 koW, Mt s ¥ —Tid, Table 3 (2 [ #RE2D L 72200 9 Hidk (6€ k2 9000 1)
T —=HIVERA Y MERORmEERBH L TEBY, M DT F—HNEAL Y PEHCFEEORRE, S EEN

BT, HEROREBEZHVTH RV, L, FHEL AT DR & 72 o 72 4 TRk (REREE 4000 H1) DA DRER %
TR KT 2000 1 & A7 7esd, FERBEICHE L T LBC R AT OMEBREEOWFIL, MR

%S 2 Tk,

i
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H AR AR AT 2 2 MRS

HIEREAY 2 fiik TH o 7. S HRE L7z 4 ik To FN
1, 70 61 (2.03%), HSIL+ %34 % (0.99%), HSIL+/FN
#13 48.57% (34/70) ikl @ 9jJtii% (FN:1.30%,

Photo. 2 These photos show unsatisfactory slides, which were
disqualified due to insufficient staining, from three dif-
ferent facilities (a), LBC slides (b) and conventional
slides (c) from one facility.

HSIL+ : 0.47%, HSIL+ /FN : 36.46%) LIzl Twih
<, HSIL+35 B 34 BIAS [RGB INERT L 72 4 fifkic
ZEIhTni.

RePEB] 4000 B (FEHRE) 7 + — VR A ¥ IS THAF
fili 7] 58T o 72 3445 Bl 2 xb 512, BRRTEHR (s, HRE
W, ERZMS, BRIES) OFMETFEN, FNR % H4E
L 72k 3 % Table 4 1273, ERRTEHMAD % WA @ FN X
70 1 (2.03%), & % ¥4 FN 50 B (1.45%) T,
HSIL+ % FN 12 L 72356 BIR T AT % W5 A1 34 6
(0.99%), &2 Y5E® FN i3 2361 (0.67%) T, WigL b,
FRRAGE A D 5 HiE @ FNR 24 B IEZH T H - 72 (McNe-
mar's i 5€ : p<0.001). —J HSIL+/FN FiZZhZh
48.57%, 46% THE RO -7z, Fiz, BIREROA
2L BXRE AT 5EE I HERF R % Table 4 12777,
HFEAN e BRI Rz Ml (atypical squamous cells of
undetermined significance : ASC-US) & HSIL % 44T &
TRV SE |z M (atypical squamous cells cannot
exclude HSIL : ASC-H) @¥)5E 2SR H A (2 THH
WCEAL L7, Thbh, BIRMEEA 2 WA 31 6125 ASC-
US &g S N7205, BRIRTE A S > 72354 23 6125 ASC-
US, 8fIH ket (NILM) OFEICEE L o7z RIS
BRRTEEA 22 WIS 17 BIAS ASC-H & HIE S 7278, BR
THEMA D - 72356 6 Bl ASC-H, 11 FlI2ske: (NILM) @
WRICEEE o7z, P (PRER), HHRE (MR
B, MR 7213 5%), MBEHLERZ 125 O BIRTEHAS
HolE, B (NILM) (CHEZEE S h 565 % 1

Photo. 3 A magnified view of 6 unsatisfactory conventional slides form Photo. 2¢ disqualified due to insufficient staining. Specimen

smearing was done unevenly (Pap. staining, X 4).
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a

Photo. 4

d

Photo. 5

These photos show unsatisfactory slides, which were
disqualified due to inadequate cell count or poor cellu-
larity, from three different facilities (a), LBC slides (b)
and conventional slides (c) from one facility.

€

fEL 7z, M8 ASC-US 20 5B (NILM) & H5EH3h b -
72 Bl DMK % Photo. 1a, b (2, 4#® ASC-H » & &k
(NILM) & HE25h b o 7= BloMillefg % Photo. 1c, d IZ7R
T, ORI D MHELIBRE 6 » A LINICHIRERZ 25T S
TBY, MBRERIA N7 —VIZifm L, BolRks
L ORNAE, BAMEOIHEA LS L OER, 7 ua<F >
DWERFOBIE - BAMEOZL 2 BIRTEH % 720 48]
1Z ASC-US %° ASC-H L HI5E L Tz,

—7, low-grade squamous intraepithelial lesion (LSIL),
HSIL, squamous cell carcinoma (SCC) (& [iFR1 Hho>A 4
X o THREIZEIL L 2h o7z, FNREZKL T 572012
W, EMZERRTERAEEZ L EZ SNz RIS, MR
SFHRIEOIRRTEMA 2 W A1d, ASC-US  ASC-H & H
SN, BRI E % AR EAVRIE I N EBRTEHRIC
Lo TENIIEL 2 ) Blhdih = 2 0] b & & 5 W etk d R
B3z,

(2) Mz e peikier LA 0mEN (FN) &bk
%= (FNR)

4AREFRIZ BT 2B T, MBI X 2 HIRICTEN &
g SNz adER] (Table3 FN @ 70 B) H, f e 2207/
A 24ED L TEORM 2 LT E SIS 21T S e
IEF, F 72 3MEOMIEZHATEN LI T (A%
& BN 25 6 2 A LINICRIRERZ 24T & L7 fEfl,
F 72X E DHEAT S IFHER] & Bl R G & L BRI

f

A magnified view of the 6 unsatisfactory conventional slides from photo 4c disqualified due to inadequate cell count or poor cel-
lularity. a and b were unsatisfactory slides due to scant squamous cellularity. ¢ was an unsatisfactory slide due to excessive
blood and inflammatory cells. d, e and f were unsatisfactory slides due to poor cellularity even though a large number of cells
are present. These slides are adequate for the TBS category (Pap. staining, x4).
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Photo. 6  These photos show four false negative conventional (a, b) and LBC (c, d) slides diagnosed as ASC-H. A small amount of inter-
mediate to parabasal type atypical squamous cells with hyperchromatic nuclei can be seen (Pap. staining, X 20).

1o 72 FEOFERT0HI 8 Flid R BB AT 2 4E DL 1
Thotzh, FitdkiEZ AL TELT, SRl E L
7o, BR D O RE 62 B, B BRI RS 3T S
TWAaWws, MilZas2m M EfifTSh &bz "Bk
(NILM) " & %€ & A7z 25 BN ERR A IS BBk & € L 72
(clinically negative). %V 37 Blix#llml "Bt (NILM)" &
Mg EN7z2%, 6 2 HUNICHERZ BT shTBy, £
DFER, k2 e (biopsy negative) & 21 %1, Btk (biopsy
positive) & 16 BlIFEH 7z, 16 HlO AN, FA FJz (atypical
epithelium) 4 %, ¥EERILM (cervical intraepithelial neo-
plasia : CIN1) 2 #l, H&EEESIER (CIN2) 4§, =T
B F 7213 LR RE (CINS) 50, FF 1Bz#E (SCC) 141
THolz. TO1661% Mk % MW SEoBEN
& L7,

Table 5 \Zf&FaPEZERE “Gold standard” D3iEW 2 X % FN
NG I L o g ] U A | VY N Y 1 RS S

RIMEICH WA Wil A HE Sk (Cytology-con-
firmed)” LFRLHR L7z, —HBHREAAE CHIBLRS & M2 O TS
WaIERICH A% MRk 2 e 24 (Biopsy-con-
firmed)” L Ri# L7z, Mile# % He k¥ (Cytology-con-
firmed) & L723&® FN I, RN HZ Lo%4a 2.03%
(HSIL+FN :0.99%), &Y O¥54 1.45% (HSIL+FN :
0.67%) T, Mk % HEHH#E (Biopsy-confirmed) & L7z
WA D FN 1 0.46% (CIN2+FN : 0.29%) THh o7z ik
TR HEHRAEL LA IIHIEZ O FN &8 6 & g LT
%)115&’3'“ ’&ofb\éﬁi‘ (McNemar's #7€ © p<0.001), i
T2 HITIREDLBE 2w - LRI R ~ R R T
L&’V\Uﬁ% & EEE S S L7z FNESIAT 10 61 (CIN2 +
FN:029%) d&EIhTw/iz kil HHIREZLETH
5.
Table 6 |2 & MAKZ AL B ITHIAT S N7z 37 BlOK
Ra2Rd. Ml "B (NILM)™ DAt e e s/
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Photo. 7  These photos show four false negative conventional slides diagnosed as HSIL. A small amount of intermediate to parabasal type
atypical squamous cells with hyperchromatic nuclei, enlarged nuclei and irregular nuclear contour can be seen (Pap. staining,

% 20).

37 BlHp 21 BIASHARZ ST "B §4hbH FEN Thwne
HESNTWAS, ZONRE LTIE, ASCH A% 14 1 & #
b4 <, MBI LN, AEE (PR, B (MY
Bte, WORRR E 7213 1%), MBEHLIRS 1255 O BRI TE i
W2 CHINERS CRaE & PR S 72HEB (Table 4) TH -
7. —7J7, MM T HSIL & 45 S 7z 9 1 (HSILS i,
HSIL+AGC1 ) (ISR T, 16155 CIN2, 5628
CIN3, 1625 F ERzHE (SCC) &g Sh, 7#12% CIN2
Y EoRRZE<T, 78% (7/9) THERZORELE —F L Tw
72, STHRAGIZIE, MM CTHSIL+ & g S a oM
AR L O—HFRIL 86%10, 72%!17, 85%18) TA I Dk
WEREETH 7.

—7J7, MRS TmFE LR (SCO) & HE S h/z 2 6
VRS Tl B CliE OfG BB % 32072 1611 60
e A PRI ORI CHEE T A IE - P SARHENE o B R 22 I
S LM OFAELIE 247 » HU LERBIZ I TWw5

2%, MIBLEZREYEASHERE L CB ) FHEIRZE D RO TV AR,
flhod 1 B1%, 60 At T SEHE T a W BUEHRRERR TEEZ O
FEFIC, MRS IRIUE (1T S Wz ik 3tk Td - 7.
PERDIETIE, 7+ —HINVEAL Y M2 LSE,
MilEs, Mz LH o2 Mg LA QRS
HHTH LI EPWEESNTVB6~® F72 S0k T
FlkE AN 2 eI & L7235 3 MRk 2 ) g e v
L7z a oBBEEFRIC SREHRE LY, BRSNS
CERTTICHMEY SN TWD. EfRERERICLY,
ASC-US, ASC-H #2385 Z & T, BFGEM % &
Fthd R 2 ) LS, X DAEEOEVBHT iR S
N /AN 3 (W

4) MR OBGET

(1) FEWATEBARO MR O FE

Table 7127 + —H NV EA v MIBI 2 ERNAREREARC
M5 A5Ek0MEZ T O ORT. HillbhbholiiT
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Table 8  Diagnostic Concordance rate of cytotechnologist rescreening results

a Allslides
Cytotechnologist 2
Concordance rate (%) Kappa 95% confidence interval
TBS category  Other than NILM NILM coefficient
. Other than NILM 54 129
Cytotechnologist 1 NILM 0 1313 91.4 0.4236 0.3459-0.5013
Cytotechnologist 2
Concordance rate (%) KfafP P2 959% confidence interval
TBS category HSIL + Other than HSIL + coetficient
HSIL + 22 47
Cytotechnologist 1 96.7 0.4547 0.3296-0.5798
Other than HSIL + 3 1424
b Conventional
Cytotechnologist 2
Concordance rate (%) KfafP P2 959% confidence interval
TBS category ~ Other than NILM NILM coetficient
Cytotechnologist 1 ther than NILM i1 102 90.9 0.4123 0.3243-0.5003
nologi . . .3243-0.
ytotechnologis NILM 0 980
Cytotechnologist 2
Concordance rate (%) Kfé) pa 95% confidence interval
TBS category HSIL + Other than HSIL + coefficient
HSIL + 20 39
Cytotechnologist 1 96.3 0.4790 0.3448-0.6131
ytotechnologist -y 1 o+ than HSIL+ 2 1062
¢ LBC
Cytotechnologist 2
Concordance rate (%) Kfaé) pa 95% confidence interval
TBS category  Other than NILM NILM coefficient
Other than NILM 13 27
Cytotechnologist 1 er than 92.8 0.4623 0.2976-0.6270
NILM 0 333
Cytotechnologist 2
Concordance rate (%) Kapl:fa 95% confidence interval
TBS category HSIL + Other than HSIL + coefficient
HSIL + 2 8
Cytotechnologist 1 97.6 0.2990 —0.0264-0.6245
ytotechnologist1 1 o+ than HSIL + 1 362

Diagnostic Concordance rate of cytotechnologist rescreening results in all slides (a), conventional slides (b) and LBC slides (c). TBS category :
the 2001 Bethesda System classification category

(&, R IZ b 57, EHIARERDY —EOEIG Ji, Saieg HIZ & Y RIEIM S N WED TIE, fERETO
THAELZ, §%b5EREFEA 12000 61 2174 41 FWAGEERIL 30.8% & E=T, WAL, HBIRIEFEIZ X 25
(18.1%) »39ARE L HIE S, FHli SN o7z, 2D AR 14 6] (37.8%) &\ o 7RV EoRE (PR) 2%

WAL, Feto e 2o EREARVESRLE R BED B 5 &OHE BEAEDHRENTH 7o HEIN TS,

(process review : PR) & L7245 K% 1113 #1 (PR % 9.3% ), AR BN FERAFERARSE (Table 7) &% &, PR
FFBAS S ERIGE\C ME DD 5 L % (scant cellularity : 3 HEkE:T 753 B (8.4%), LBC #:T 360 B (12.0%) T
SC) BEN7-HEARH 10611 (SCHE 8.8%) THhorz. bt » Y LBC #:CE® (Fisher O EMERME : p<0.05) T
20 & O TIRIERARESRIZ 12.3%2, 10.3% (PR : HY, SCIE, #EFET 85461 (9.5%), LBC T 207 #l
81%, SCH :22%) 2, s TBY, KEOEH (6.9%) TH Y pERB:TEFE (Fisher D EIEMHEFME  p<

AHEH 2.5%Y, 59%10, 4.8%WEL KT 5L, bhvbh 0.05) Th o7z
DHEZ ZOLDOPEDOENAERIIHRTH 72, — 7 A —JIVERA ¥ M THREARE % EEAERGEAR IR
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Photo. 8

d

These photos show four instances of diagnostic discordance between cytotechnologists. a and b showed diagnostic discordance

between NILM and ASC-US, which was confirmed as NILM by cytopathologists. ¢ and d showed diagnostic discordance
between ASC-US and LSIL, which was confirmed as LSIL by cytopathologists (Pap. staining, x 20).

A D B LHE (PR) SNEAD~ 7 1% % Photo. 2 12
7R3, Photo. 2a (3572 % 3 ffiik > & DFEAD~ 7 0§ TH
5. WINOEERIZHEHKD S 258072, Photo. 2b, ¢l
[i—Hif%c BT %, LBC##E (Photo.2b) & Hit3ki: (Photo.
2c) EAD< 7 aigTHAH. PRIFMEKRD: (84%) iz
LTLBC# (12.0%) 2% Aoz (Table 7). €DJE
W& LT, LBCHETIRPBAREARDS C, HERETIE
B HEARDNZL {, PR EHESNIERONFIEN
%% 72, Photo. 3 12 Photo. 2¢c DHERETPR EHE SN
72 6 PIOBERDILRIE Gty x4 5) 2R F. WIhoE
AR DM - RS THRIKG S %20 575, WIRIC THREST
BERMEARTH -7z, T2 PRFIT, MidkMiCTazlo, #
ik 9 Mgk ® PR FiZ 2.2-25.8%, LBC #:0 2 fifk® PR
H(L23%, 169% Tho7220. 9fixON 1 iEEIEZ, §T
WHEEFBIZ 7+ —ANVEL VP EEBALTBY, %
EOBBMEREE TR L TWA D, PRESS% (fEk

), 2.3% (LBC i) CTHiikic b3 % LKAl TH - 72

T A —=HNVRA Y M THIRA R FRIGECMEDR D 5
EHIE (SC) ENBEARD < 7 uif#% Photo. 4 IZ/RT.
Photo. 4a 135 7% 5 3 Jliik 0 S OEARD~< 7 0 TH 5. »
FTNOEARD MNLRIGE O % 8D 72, Photo. 4b, ¢ &
Al —hEi% 2B+ %, LBC #: (Photo.4b) &%tki: (Photo.
4c) EAD< 70§ THAH. SCIE LBCHE (6.9%) (ZHbix
LCHERE (9.5%) 2% K AbN7z (Table7). F7z, SC
OIFEIIME I T (0.817.1%) %820, FREEE B2 Hp
e i LT B ik 12 SC A3 Wi % 78 72, Photo. 5
\Z Photo. 4c DHER T SC & HIE S 7z 6 PIOEEARD LK
% G x4 %) #779. Photo.5a, b, clZRT LIHIZ,
HITBFRACE DAY S & Hh %A L, Photo.5d, e, I
AT LIS, MBEERIGEE 5% 012 SC & HE S 7z
KOPAEAE L7z, FORME LTE, WA —IcBHk s h
TOVRWERNEL L, XERF T AT AIIBT SR
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BREZZLTWTD, 74 —H VRS Y FPTIESC &
Hog S, FERARREERA L GHE S T w7z,

WIFMIZLTDH, EUARREAEZ DR LT 5720121,
HURSERIER B - JRIE - R Z ZO MM ER D% 7 4 —
HIVEKAL Y MEDEDL LIRPLEEEZ S,

(2) BEEMEBIBARIC BT 2 MR O

Photo. 6 12 ASC-H & 3¢ S 7215 4 BloMG (Gt
ki 6a, b, LBCiE: 6c, d) 2T, WTFhoabh
J& ~ B K DA% % 7230 B A%, BOZEMEE D,
FRFEMBORHEI DR /AEE LOBERIC R 728
Ez oz 4BE B ZOBOMIEL O E CIN2 (R
FUBK) LBkrs .

Photo. 7 (2% 3k #:C HSIL & % & 2R 4 Bl oM
BA2RT. WINOYE S P~ OB Rl %
ROLN, BEMOMBENL 2 AEE LoKKIC
TholzbZEZObNT 4B b ZDH%OMERL DK H CINS
(BEREK) Lamshs.

(3) Hr gLl E Z B G B0 B M A % 22
N s WM BE R T O E — 3K L HEA IR & 7 o 7 M i

il ORE2Y Uk, MR A (NILM) & HE
L72EARE 7 4+ —HIVEAL Y MISTHIEGL, B 15%
WCRBIEN A Z 2 4 ORBREE b b 2 ZEHTH HHM
JaA LSRN 2y PRI EEmYEL, Pl b1
ZokAEEA TR (NILM) DAL & LR %,
MIFLZEH M 3 I CHBEE L, RidE %17 - 72. Table
812 2 %4 > Hpr gL sE M A A+ 0 PR E K R 0 —BoR &R
9. Table 8a l\Z/RT & 9 ICEFHFMAZA 1496 6] T —FH K
&, BREtEZ NILM DAk & L7234 91.4%, Bt %
HSIL+ & L7234 96.7% Th - 72, [AERIC, HEREDOLE
(Table 8b) I3 Z N1 90.9%, 96.3%, LBC LD ¥4 (Table
8c) FTNZEN92.8%, 97.6%THVY, WTFhOHa
HSIL + D512 CT—HRDBH D - 72,

K8 & AT - 7ML M EE 3 44 O TREEA (182
Bl THO—FEKIL, BEYE NILM DAk e L7234 97.1%,
etk % HSIL+ & L7234 98.0% Tdh - 72. [k, fitsk
EOWEIZENEN, 96.3%, 97.9%., LBC H:0¥&1x%
nZEN, 100%, 983%TH D, 1 FLALDHEN—FHKLT
(VAN

Photo. 8 (= el il ie st ] <R @ s v 7z 4 41
DOMN% % 773, Photo. 8a, b i3] EMifamA /<
NILM & ASC-US THEA 2, AL i s il
ZHME 3 412X ) B (NILM) &% Shiz. Photo.
8c, d ¥ ASC-US & LSIL THED 72, s iyiz LSIL
LHEE N

III. BEEERL*BEL-B8
ZA7)—Z TXHEIITLFEDOESE

HEIAZ ) —= Y VR Y A7 L3R IEE2Z HE L
THHENZLANS, 1RAZ ) ==Y Z7HIWIZHFIH &
NTwab. 19984127 + — A WVHEA ~ I (BD Diagnostic
system £f) V7% 2003 4E (2 ThinPrep Imaging System (TIS)
(Hologic #L) #® 3 1 IRAZ ) ==V ZF Y AT A ELTK
= FDA O R % %\ F, 2008 4EI2iE7 + —H VKA ¥ b D
RMAHEEZFTH B 7 + —HVEAL ¥ b GS Imaging System
(GS) 2%K[E FDA OAKiE %72, BAETIS & GS » HE)
AP ==V PHRVAT AL LTHESHB IO 1KA
7)== ZHBIZHRAKRTIASHwOENRTWS. £72, K
ETEIHBAZ ) ==V TR AT A& WIS
DHEIRILHEII DEF 5 T 5.

SO I RMZETIE, HEIR 2 ) —= v 7Ry
AT H (TH—=HNVEAL YD) ZREEHERCEN LA
MTHAHIEEHwE L. LarL, 74+4—ANEKAL VT
FEWARMRAED 18.1% DFFIEL, KT AT L& 1TRRAY
V==Y ZHIEN L7256, 2 OFEWAREBRIE~ O
IO EE 2D, HRMRAETOREEZEINSELEE0DH
5. SHTESIHIL SRR AN 2 BRk % & 2 728
&, Mmooz s, BEREZRDSE5%)
BWRIATAMEVDPERELEEZONS.

Bl O & AW OBIFEDFHA S, Mgttt
LB 1RAZ ) ==V 7 OFERBEME &g S ERE,
HENA 7 ) —= v ZFIRV AT 22 L, 1A 15%I25%
ENAEREFHRAET S Z L THFENICHBEEZ3ERT
&, F/, MEMAERICES 1KRAZ ) —= 0 FIEOK
TEHRIC & > THBRBEERIIMN 2D, BiE#EhRL2m L sE
HIENHLPIT R T2

IVv. b1

TEHEVPARZOZLHE 0% Lo BEEREZE 2 5
&, SRFESEMIEZ A EAEIN T 5 2 L 13T,
ML 2T 2455 2 Al A <o ML 35 o P P oD RO 70 4 1 3
maPBRI NG, S E Sl 2R s 2 3
WR2Z2700, BEEEZED SELRFNEE LTH
R 7 ) — =V IR T AT M X 2R BRI O fife 37
MBREELEbNL.

O IR T RS FRACRE S ) TEA.
e AWETEIR, H BRI & 130 [ TR 5o G e e B
CBIBHBA Y ) —= 2 7R AT LA OF RIS 2 B | i
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Abstract

Currently in Japan, cytology quality control (QC) guidelines state that
from cytology samples that are diagnosed as negative by a cytotechnol-
ogist, 10% are arbitrarily chosen to be rescreened, while the other 90%
are not further evaluated. In a previous study, we found 117 (1.19%)
False Negatives (FN). This FN rate was higher than the expected value
including previous studies in Japan (FN rate : 0.05%, 0.61% ). As stated
in the “Basic Plan to Promote Cancer Awareness” in 2012 we have a
target for the cervical cancer screening rate of 50% (up from 26%).
This goal will dramatically increase the number of samples and
increase the workload for cytotechnologists that will in turn lead to a
potentially large number of FN cytology samples which could be
missed, thus leading to a higher mortality rate. The present study
looked at reports on the use of an automated rescreening system for
samples diagnosed as negative by a cytotechnologist. Based on our
results, we found that the automated screening system could be effec-

tive for the QC rescreening of cervical cytology samples.
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A case of synovial chondromatosis of the knee joint——Feasibility of
synovial fluid cytology for preoperative diagnosis——

Yuya YAGIHASHIYV, C. T, I. A. C., Takiko HASEGAWAD, C. T, J. S.
C., Yukari NAKATAY, C. T, I. A. C., Tomomi KUSUMI?, M. D.

DDepartment of Clinical Laboratory, 2 Department of Pathology,
Aomori City Hospital

FOSCOMRIE RS T 030-0821 HARBRHRTBH1IO14 D20 FHik
7 R B R SN JR B R AR A R R A 2. AR R

SER 29 4E 1 A 12 Hzf

F 294 8 H 9 H#
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Photo. 1  Radiographic findings
a, b : Plain X- ray photographs show no findings of
abnormalities (a : anteroposterior view, b : lateral
view). ¢, d : T1- weighted magnetic resonance images
reveal increased synovial fluid (c : coronal view, d :
sagittal view) .
There are no findings of loose bodies or injury.
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Photo. 2 Arthroscopy shows whitish synovial tissue and scat-
tered cotton-like tiny white fragments (arrow).
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Photo. 3

C

a : Cytological findings of the synovial fluid containing
nodular clusters of chondrocytes. b, ¢ : Chondrocytes
are surrounded with a chondroid matrix and show
mild nuclear atypia, i. e. anisonucleosis, binucleation
(arrow), small nucleoli and high cellularity (a : Papa-
nicolaou staining, X4, b, ¢ : Papanicolaou staining, X
40).

Photo. 4

Histological findings of synovial tissue

a, b : Nodular proliferation of chondrocytes beneath
the synovium. ¢ : Chondrocytes with mild nuclear
atypia (a : Hematoxylin and Eosin staining, x4, b :
Hematoxylin and Eosin staining. X 10, ¢ : Hematoxy-
lin and Eosin staining, X 40).
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Abstract

Background : Synovial chondromatosis is a cartilaginous neoplasm
of the synovial membrane and usually diagnosed based on clinical and
radiological findings. We report herein on a case of synovial chondrom-
atosis diagnosed based on the synovial fluid cytology, which was
thought to be feasible for preoperative diagnosis.

Case : A 34-year-old woman visited our hospital because of pain and
swelling of the left knee from one year previously. Radiological exami-
nation showed increased synovial fluid, but no obvious findings of
underlying disease. Synovial fluid cytology was performed and the
smear revealed nodular clusters of chondrocytes surrounded with a
chondroid matrix. The cells showed mild nuclear atypia such as aniso-
nucleosis, binucleation, small nucleoli and high cellularity. The
arthroscopic findings revealed whitish synovial tissues and a synovec-
tomy was performed. Histological examination showed primary syno-

vial chondromatosis.

Conclusion : Synovial fluid cytology is useful for preoperative diagno-
sis of synovial chondromatosis, when diagnosis based on radiologic

examination is difficult.
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Photo. 1  FNAC of the tumor from the parotid gland. Cell clus-
ters were composed of polygonal tumor cells with
round to oval hyperchromatic nuclei and prominent
nucleoli(a), some of the cells show weak cell to cell
adhesion (b) (Pap. staining, x 100).
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Photo. 2 Imprint cytology of the tumor from the parotid gland.
The specimen marked tumor cells in clusters against a
necrotic background (Pap. staining, x10) (a), cell
clusters formed by aggregation of irregularly shaped
tumor cells(b), some cells forming glandular struc-
tures (¢) (Pap. staining, % 100).
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Photo. 3  Imprint cytology of the tumor from the parotid gland.
Note the differences from the cribriform pattern at the
primary site(a), some tumor cells show intracytoplas-
mic lumina (ICL) (b) (Pap. staining, x 100).
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Photo.4  Bronchial scraping cytology of the tumor from the

lung showing sarcomatoid cells (a-c) (Pap. staining, X
100).
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Photo. 5  The primary tumor in the left parotoid gland. Macro-

scopically, lobulated, tan-to-white colored tumor in the
parotid gland (a). Histologically, the carcinomatous cell
nests were similar to that in breast carcinoma, showing

a cribriform pattern(b) and comedo necrosis(c) (H.
E. staining, % 20).
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Photo. 6 Metastatic lesions of the submandibular gland and
adjacent lymph node. Macroscopically, tan-to-white
colored tumor exhibiting expansive growth(a). The
specimen shows proliferating spindle-shaped tumor
cells, compatible with sarcomatoid components (b) (H.
E. staining, X% 20).
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Photo.7  Transitional zone between the carcinomatous and sar-
comatoid components in the metastatic lesion shown in
Photo. 6a (a) (H. E. staining, % 20). Positive staining of
both the carcinomatous and sarcomatoid components
for CK5/6 (x20) (b).

&, Mz TSDC D% - mBFEOHSEZEEL, SDC O
BB THDLLEEZ DIV T.

— eI P RERRZEA LA 1 B TR AR N V2 2R U & LR
EREENTHY), BHBOS TSI RBETEZD S 2.
WIERZE LD Z 2 HIN & L TEORERLER O &
AR B 3R AT 5 L T B & SNB 05, AIEREZ
LLiE® - B A7 — FOMHEOMREIZIEH I T
WKL) Lo T, ABIO X ) SRR E CWIRRZEAL
FELZZEEDFTHVHESNTORWVD, O
O TRIERE D DMER N 2 o 72 BEMEDSE 2 Sz,

SDC OMifaz ki Cid, MR Z2A&EImz <, #ilo
HAEDOE, S SIEBEIC X MG oZ bz 2FHEICE
WTRAEIIZHE S 2 LE 1D 5.

O IR RS FRACRE S D TEA.



4 ]

H AR AR AT 2 2 MRS

b

Photo. 8  Metastatic lesion in the lung showing sarcomatoid com-
ponents alone (a) (H. E. staining, % 20). Positive stain-
ing of the tumor cells for CK5/6(b) ( x 20).
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Abstract

Background : Salivary duct carcinomas (SDCs) are high-grade malig-
nant tumors of the salivary glands that are frequently encountered in
clinical practice. Herein, we report a case of SDC of the parotid gland
with multiple metastases that showed sarcomatoid components.

Case : A woman in her 70’s presented to us with swellings in her left
parotid and submandibular regions. Fine needle aspiration cytology
revealed large clusters of malignant cells, however, the histological fea-
tures could not be predicted prior to the surgery. The findings of
imprint cytology from the excised tumor were consistent with SDC and
the tumor was diagnosed by histopathological examination as SDC. The
specimens revealed both adenocarcinomatous and sarcomatoid compo-
nents, and the latter were also observed in the metastatic tumors in the

submandibular gland and lymph nodes. Nine months after the initial
treatment, metastatic tumors were detected clinically in the lungs and
adrenals. Transbronchial scraping cytology revealed sarcomatoid cells
alone.

Conclusion : When conducting cytological examinations of SDC, it is
necessary to consider alterations of the cellular morphology caused by
metastasis.
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Photo.1 Magnetic resonance imaging
(MRI) ofthe head showing a
tumor measuring 43 mm in diame-
ter in the right lateral ventricle
(MRI) (arrow).

Photo.3  Liquid based cytology of cerebrospinal fluid. Tumor
cells with pale light green cytoplasm and round nuclei
with finely granular chromatin and ill-defined nucleoli
are seen, some forming rosettes, a finely fibrillated
neuropil matrix (Pap. staining, x 40).
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Photo. 2 Liquid based cytology of cerebrospinal fluid. Capillary
blood vessels are surrounded by tumor cells and a
neuropil matrix (Pap. staining, X 40).

Photo. 4  Liquid based cytology cerebrospinal fluid. Tumor cells
showing positive staining for synaptophysin (Immuno-
histochemical staining, X 10).
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Photo. 5  Histologically, the tumor consisted of small round
tumor cells in a sheet-like arrangement with fine capil-
lary arcades (H. E. staining, x4).
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Photo. 6  a : Histologically, the tumor showed small round cells
with perinuclear haloes and a neuropil matrix (H. E.
staining, %X 10).b : Tumor cells forming Homer
Wright-type rosettes (arrow) (H. E. staining, X 10).
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Table 1  Cytologic features described in the present case and in cases of CN reported by other authors
Present cases Other authors report number (%)
CF (LBC) crush scrape, imprint, crush
High cellularity + + 15 (75)
Sheets of cells + + 18 (90)
Single, naked cells + + 6 (30)
Cytoplasm : ill-defined or scant, wispy, absent + + 9 (45)
Cytoplasm : well-defined or granular, vacuolated, fibrillary + + 14 (70)
Nuclei : small, round, oval, eccentric + + 17 (85)
Nucleoli : small, inconspicuous + + 16 (80)
Oligodendrocyte-like cells (perinuclear haloes) - - 7 (35)
Rosette formation + + 9 (45)
Tree-like configuration with background fibrils + + 4 (20)
Capillary-sized vessels + + 17 (85)
Calcific material - - 5 (25)
Giant cells with hemosiderin - - 1 (5)
Reactive astrocytes present - - 6 (30)

CN : central neurocytoma, CF : cerebrospinal fluid
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Abstract

Background : We report a case of CN diagnosed by cerebrospinal
fluid cytology.

Case : A 30-year-old female patient seen at this hospital for a blow
injury to the head was found on head MRI to have a tumor measuring
43 mm in diameter in the right lateral ventricle. In the intraoperative
cerebrospinal fluid cytology preparations, tumor cells were observed in
clusters or singly, with pale light green cytoplasm and round nuclei with
finely granular chromatin and ill-defined nucleoli, some forming
rosettes, a finely fibrillated neuropil matrix. The cells were immunocy-
tochemically positive for synaptophysin. Histologically, the tumor was
composed of small round tumor cells in a sheet-like arrangement with
fine capillary arcades, some forming Homer Wright-type rosettes.
Immunohistochemically, the tumor cells showed positive staining for
synaptophysin ; the MIB-1 labeling index was 3%. The histological
diagnosis was CN, WHO grade 1II.

Conclusion : In cerebrospinal fluid cytology, use of LBC and immu-

nohistochemical staining, could allow precise diagnosis of CN.
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Photo. 1  a : Computed tomography showing mild pleural thick-
ening (yellow arrow) with bilateral pleural and pericar-
dial effusion. b : A few small nodules in the lung field
(red arrow).
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Photo. 2

Photo. 4

Cytological features of the pleural effusion (Papanico-
laou staining, X 100). Mononuclear cells with eccentric,
axle-shaped nuclei are present among histiocytes,
mesothelial cells and small lymphocytes.

Immunocytochemical findings. Immunopositivity for
membranous CD138 confirmed the presence of a large
number of plasma cells (a, X 100). However, immunos-
taining for IgG4 failed to demonstrate positivity in these
plasma cells due to severe nonspecific background
staining, probably due to a high serum IgG4 level (b, X
100).

Photo.3  Cytological features of the pleural effusion (Giemsa
staining, % 100). Cells with eccentric nuclei have abun-
dant basophilic cytoplasm with a perinuclear halo, and
were judged to be plasma cells.
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Photo. 5  Cytopathologic features of the cell block preparation. Lymphocytes, histiocytes and plasma cells are present (a, HE staining, X
100), the latter being positive for CD138 (d, X 100) in the cell membrane. Immunohistochemical staining showed that more
than 50% of the plasma cells were IgG4-positive (b, IgG, x100) (c,IgG4, x100). In situ hybridization for the immunoglobu-
lin « (e, x100) and A (f, X 100) light chains confirmed the polyclonal nature of these plasma cells.
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Abstract

Background : The cytopathologic features of body cavity effusion in
patients with IgG4-related disease have not been well documented. We
report a case clinically compatible with IgG4-related disease, in which
cytological examination successfully proved the presence of IgG4-posi-
tive plasma cells in pleural effusion.

Case : Computed tomography demonstrated mild pleural thickening
with bilateral pleural and pericardial effusion in a female patient in her
70 s. The serum levels of IgG and IgG4 were both elevated. Conven-
tional cytology of the pleural effusion revealed numerous infiltrating
plasma cells with small lymphocytes, but no malignant cells. Although
IgG4-related disease was suspected, IgG4 positivity could not be readily
demonstrated in the plasma cells, either on a cytological smear or
biopsy tissues, and plasma cell neoplasia could not be excluded. Immu-
nostaining of a cell block preparation demonstrated that more than
50% of the plasma cells were IgG4-positive, without evidence of clonal
immunoglobulin light chain restriction. In addition to the clinical fea-
tures, the infiltrating plasma cells in the pleural effusion were consid-
ered to be associated with IgG4-related disease.

Conclusion : Use of a cell block preparation of the pleural effusion,
combined with conventional cytological evaluation, seems to be effec-

tive for diagnosis of IgG4-related disease.
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Three cases of small cell carcinoma of the uterine cervix
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Photo. 1  Cytological findings
a :casel Numerous tumor cells are present either singly or in clusters in a necrotic background (Pap. staining, % 10).
b :casel Tumor cells with a very high N/C ratio occurring in loose clusters (Pap. staining, % 40).
¢ :casel Tumor cells showing finely granular chromatin, scant cytoplasm, nuclear molding (indicated by the black arrow), and cord-
like arrangement (indicated by the red arrows) (Pap. staining, * 100).
d :casel Isolated tumor cells with bare nuclei are present around the clusters (Pap. staining, x 100).
e :casel Atypical squamous cells with keratinization (Pap. staining, x40).
f :case2 Atypical columnar cells with increased nuclear chromatin, prominent nucleoli, and cytoplasmic mucin (Pap. staining, X
100).
g :case3 Atypical columnar cells with increased nuclear chromatin (Pap. staining, x 40).
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Photo. 2 Histological findings

a :casel Densely packed small tumor cells (H. E. staining, x 10).

b :case2 Mitotic figures (indicated by the black arrows) and apoptotic bodies (indicated by the yellow arrows) are frequent

(H. E. staining, x40).

¢ :casel Focal squamous cell carcinoma component (H. E. staining, X 40).

d :case2 Focal adenocarcinoma component (H. E. staining, % 40).

Table 1 Results of the immunohistochemical findings

Case 1 Case 2 Case 3
CD56 + + +
synaptophysin + + +
chromogranin A - - -
NSE + + +
pl6 + + +
p63 - - -
TTF-1 - - + (focal)
c-kit + (focal) - + (focal)

MR & DRAF 9 2 i P L ROHE R Wi 25 ) U AR 7 5% 2 R
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Photo. 3  Immunohistochemical findings of case 1

Tumor cells are diffusely positive for synaptophysin (a), p16(c), focally positive for c-kit(d), and negative for p63(b) (a : synap-
tophysin staining, %40, b : p63 staining, % 40, c : p16 staining, x40, d : c-kit staining, *40).
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FEFHOIE, FRTREFREHCREIZDH ) TEA.
FCOYIRIZH 55 [0 H ARBR R MR = A GRS (2016 4E 11 H)
CBWTHEL.

Abstract

Background : Small cell carcinoma (SmCC) of the uterine cervix is

arare and highly aggressive tumor, which often presents with early dis-

tant metastasis and carries a poor prognosis. Herein, we report three
cases of uterine cervical SmCC.

Cases  All the patients, who were in their 50’s to 80's, presented with
irregular vaginal bleeding. Physical examination revealed a tumor mass
in the uterine cervix, and cervical smears and biopsy specimens were
obtained from each patient. Cytological examination showed prolifera-
tion of uniformly small tumor cells with scant cytoplasm arranged sin-
gly or in clusters in a necrotic background. Histologically, the tumor
consisted of densely packed small tumor cells with scant cytoplasm and
increased nuclear chromatin, admixed with focal squamous and adeno-
carcinoma components. Immunohistochemically, the tumor cells were
positive for CD56, synaptophysin, and NSE. The tumor cells were also
positive for p16, suggesting that cervical SmCC may be causally related
to human papilloma virus infection. In two cases, the tumor cells were
focally positive for c-kit.

Conclusion * SmCC of the uterine cervix is a rare, but clinically
aggressive tumor. Therefore, precise cytological interpretation is
important for early diagnosis of cervical SmCC. Positive staining for
ckit in two of our three cases indicates that the tumor may respond to
molecular-targeted therapy, although further investigation is needed.
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Photo. 1  Findings of bladder washing fluid cytology. a : Tight
aggregates of tall columnar cells showing a papillary
structure, peripheral nuclear palisading, and glandular
formation. (Papanicolaou staining, % 10).b : The tumor
cells have large round-to-oval nuclei containing con-
spicuous nucleoli and vesicular chromatin. On immuno-
cytochemistry, the tumor cells showed positive staining
for PSA (Papanicolaou staining, x40 (x40, inset)).
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BT %L, ZOBWIIEIPSADRIELMLAIHH TH %Y.
il 37 TS IR V0 SZ IR ER PR AE O RS LR IS Ah i P > LR
WHR 2 TS 5 2 &A% KD, @H ORIIRIRBEHE & L
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Y. L7zho T, Wi MR A © 7% % FLBHIR
HI 2 O 72 izliﬁif’%ﬁiﬁw) DIHET B LED D
0, TOMBLZENI MR & & 3 12 PSA Ol
H’ﬂﬁé’éﬁfﬁﬁi’f‘a‘béc‘:%‘x%ﬂf:.

a b

Photo. 2 Histopathological features of the bladder tumor. a :
Proliferation of columnar cells forming papillary, tubu-
lar and cribriform structures (HE staining, x10).b :
The columnar neoplastic cells have large round-to-oval
nuclei. On immunohistochemistry, the tumor cells
showed positive staining for PSA (HE staining, x40 ( X
40, inset) ).
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Abstract

A case of prostatic ductal adenocarcinoma demonstrated in the blad-
der washing fluid specimen prompted us to write a case report.

An 80-year-old man presented with gross hematuria. Cytological
examination of bladder wash specimens revealed tight aggregates of
tall columnar cells showing a papillary structure, peripheral nuclear
palisading, and glandular formation. The neoplastic cells had large
round-to-oval nuclei containing conspicuous nucleoli and vesicular
chromatin. Immunocytochemically, the tumor cells showed positive
staining for PSA.

Prostatic ductal adenocarcinoma must be included in the differential
diagnosis when atypical tall columnar cells are detected in urine/blad-
der wash specimens. The combination of the cytological features and
positive immunocytochemical staining for PSA helps in the differential
diagnosis.
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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 A4-size paper, with 25 characters per
line and 20 lines per page. The top, bottom and side
margins should be approximately 30 mm, and para-
graphs left-justified. Twelve point or larger font size is
preferable.
3) Electronic files
The following electronic file formats are recommended.
Word, WordPerfect, RTF, TXT, LaTeX2e (English
only), AMSTex, TIFF, GIF, JPEG, EPS, Postscript,
PICT, PDF, Excel, PowerPoint.

A minimum resolution of 300 dpi size is required for

photographs for publication.

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

(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
Briefnotes : no more than 5 titles
Review articles - no limit

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

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

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

For books :
Name (s) of the author (s). Title. Place of
publication : Name of the publisher ; Year of

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

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

(8) Figures, tables and photographs

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

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

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

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

The text should be started on a new line.

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

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

7 ) English manuscripts

English manuscripts are to be written double-spaced on

A4 paper, and should not exceed 10 pages.

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

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

Japanese manuscript.

5. Reprints :

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

6. Review of the manuscript :

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

7. Proofreading :

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

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

8. Publishing fee :

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

9. Revision of these rules -

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

Appendix 1. Submission of manuscripts to Acta Cytologica

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

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