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Ktz e Bbn 478, sk, 22 ¥ a—%—% w7z HPV &GS O 8T EE 8%
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&, BRI e hs, WEZBE TR W AGC &g S 7z Hlie & FZRE o [ IR % P4
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Table 1  Final histopathological diagnosis of AGC cases

NEM Polyp GH CIN1

SCC AIS CA EC OC Total

AGC-NOS 13 1 1 0 0 2 1 2 22
AGC-FN 2 0 0 1 2 1 2 1 9
Total 15 1 1 1 2 3 3 3 31
% 48.3 32 32 32 65 97 97 97 100

NEM : no evidence of malignancy, GH

. endocervical glandular hyperplasia,

CIN : cervical intraepithelial neoplasia, SCC : squamous cell carcinoma, AIS :

adenocarcinoma iz situ, CA : cervical adenocarcinoma, EC : endometrial carci-

noma, OC : other cancer

Table 2  Rate of invasive and non-invasive lesions

Non-invasive No malignant

Invasive
AGC-NOS 5
AGC-FN 5
Total 10
% 32.2

0 17
2 2
2 19
6.5 61.3

SNz EO%ME, BB E I FISEY BRI & 1T L 72
SEFD & TN 3 T L OSEEMINES T 14D L nega-
tive for intraepithelial lesion or malignancy (NILM) %%\
ADRERERVEDOELTHH-72. F7/2, AGCNOS &
AGCFN % BN (BB L CAIS #&5T) & BRI
SHL, MEMEM Y 7 EZR (EasyR) P2 i H L 72
Fisher O IEFEMUE I & 2 Mt # 0 B2 et L7z, =i
FalE & IR BT (RYEZ &) 1B W TH ERICHE L
7o, EHIT, FEROF M L BN OBIFIT OV T HmEE
T 2475 72.

. % S

Wtiae T 5 AW AGC &I S 7 HEfli% 31 6 (&1
AR ZRER D 0.16%) T, D9 H AGC-NOS % 22
%1, AGC-FN 289 B TdH - 72. 4EililE, AGCNOS TixH
Jeff 45.5 7% (31 7% ~78 i), AGC-FN T Juff 45.0 sk
(38 ~687k) Thor. MEDAMIL, AGCNOS TiE
PARERIAY 7 651, PHAEFAIZ 5 HITdH - 72, AGCFN TIlIPH#E
AiAs6 B, HREBRIEIFTHo 2 FERDOFFZIEL, AGC-
NOS Tix 7 %1, AGC-FN Tl 6 BIDE 13 BlIcild 7. N
UL, AR 9B, B2 AREAT1H, MR A
160, BEREEAS 1B, V) Y @ERDS 1 BITH - 72,
RRRA SR, M2 X % follow up 2 & 72 B DO#%
i 19 B (AGC &1k 61.3%, AGC-NOS/AGC-FN : 17
Bl/2 1)) T, FD%h0 BIERETSHEIRE IR AT 145,
$HAEARY) — 725161, CIN (cervical intraepithelial neopla-
sia) 125261 (6.5%, 261/0 1) Td-o7z. HEEMHZEIX

1261 (38.7%, 561/7 1) <, WFEEHEA 161 (3.2%,
0pl/16), AIS2526] (6.5%, 061/261) T, T =S
BHE2S 361 (9.7%, 2B1/160), FEMIEL3H (9.7%,
16072 B1), Mlgssss OFfAs 3 6 (9.7%, 2 #1/1 #1) T,
PERIZIR SRS 1B & FLHE 2 BICTdH - 72 (Table 1). T =S
O 3 BRI SRl THARE XS Tk
Moz B E BT SR SE Y bR & fiAT L 72w
3BT, F0HH 26I%AIS, 1HNIESHE BT DOZW T
otz BRI 1061 (32.2%), FERIENE (AIS) & 2 641
(6.5%) Ta -7 (Table?2).

AGC-NOS & AGC-FN % R (RSB L OTAIS %4
tr) & BLPEREIC/HE L C Fisher @ IEFERUE I TREHIYIC
M L7z 25, AEEZH#ED (p=0.00197). —J, &
i & IR (B2 &) CREBEICBWTHEE
iRk ro7z (p=0.0742) (Table 3). FEROAMEIZE L
T, BN & IR A LREH RSG5 &,
AGC-NOS, AGC-FN oW §FhIizBW T, FERD H LR
B ERICLVEVIFRTDH > 72 (p=0.000297)
(Table 4).

Iv. £ =

NREZAT VAT A 201 12BWT, AGC EHE SN H
BEIE 0.08~2.1% B L iy ST 59, Hiiikic BT
LFMED 0.16% Th - 72, BEFEIER S8 E81,

FEIMENZ 5~17%REETH 5578, —J, AFITB VTR
JEOEEE, Shoji & OHIEY TIL53.7%, BEES0VIZL S
& 28.6% LAHMENCHL L TH SIS W, SO RGIE—
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Table 3  Relationship between end point and AGC subcategory

No. of AGC cases with grouped end points

End point

AGCFN (n=9) AGCNOS (n=22) pvalue

Malignant (including AIS)
Invasive

5 0.00197
5 0.0742

Table4 Relationship between symptom and invasive carcinoma

Invasive carcinoma

Without invasive carcinoma

Symptomatic Asymptomatic

Symptomatic Asymptomatic  p value

AGC-NOS 4 1
AGC-FN 5 0
Total 9 1

3 14 0.0207
1 3 0.0476
4 17 0.000297

Wik TH 2 DIx L, AIROBEF IS RIERR BT 55
RTHY, WRPELLIEDVENTHL EEZ A, Y
RICBWTHREHED 322% M s, avRRae—%
HMARZ, FENBINE OMRE 5 KR ERAE O TEMEHIRIE
ENb. AGC IZFFEDHHRINE ZIRTDOTIE R L, MoV
AT DESERTEH AT T —ThHhbH I L2 HEHRT S
VBENH 5.

AGC @ follow up D2 Tld, CIN2 LLE O F 7w
SAGC D 6~18% 12785 b NSATBIIRZE & 0 DL W HE
THREENTWB8ID F 2R LR LRI L
E LA 5. —J), BE#EZ S HSIL Tld AGC &
DENVHELHGEDH Y, WHELTH S0 HSIL 2 &0
W LRERETH 5O AHLEEL, ASC (atypical squa-
mous cells) Lit#id 5 EHHERENTVBHY),

American Society for Colposcopy and Cervical Pathology
(ASCCP) 12k Bavt ¥ A4 4 K54~ (20124F) T
&, BRI E v 724 AGC OFERITT, a VKRR
Y — EFENAERITINZ T, 35 bl Ed 2 Wi ZA O
VA7 0HDGEITNBEARET) T L E2HERL T
LW WhEEE I ERE OB TER S TV R WAES]
bl b7z, AGCNOS & AGCFN OB I FHEEA
BT HENDH DY, — T, WHIL T SEHIBRI,
R, TR PIBEEE 3 & ORI 7 & O EERRA S
BWT, HEMHAWEREDD D LT 5 0 5610,
Lee Hid, ZBHOHBEICE LT, AGCNOS #f & AGC-FN
BBV TAHEEZROLEMELTWDID, LlEkick
WD, BB L IFREE L L O (REEB &
CAIS #&te) L RUEMICHOEL THE L2225, AGC-
FN T3 AGC-NOS IZHARTHEMEDOBED R & v ) fE R
(p=0.00197) %7K L7225, [IHZEIC B\ TR & IR
WCIIAEAEZRDLH o7 (p=0.0742) (Table 3). LI L

ORER LY, AGCFN &HE SN, X0 EERE
OWREMZ SHICEN 2 TTNIE O 2w L 2 FHEERL
72. AGCEN IcBWTIE, IIVRZR IV —RNFHLEMRT
REDRROD L e, SRS BRI S T
WBIWS MHEERICB VT D, B H IS Y B % i
17 L AIS & B S 7=l 2 2 BlRED 7=

HLRE A I B 7 ASIR T T d o 7IEBI OMINa % %, AGC-
NOS 3 X " AGC-FN 122\ T # N2k (Photo. 1, 2).
BERED S B, AGC-NOS &g S 7R OMlafgIc>
W, 3BIEBLTHIICRE L 25, TESEIEED
JEG CIIBRAIDG L, TP BIREG 2 &0 AIS B
A& D72 (Photo. 1a). JHHIEIER OIERITIX, LH DR
RSSO MBl A2 2 5 b, MBE DOZMED 7208/
fili L T W72 §EMEAH - 72 (Photo. 1b). FLIRIZFEAERI T
&, BARER S S A TH - 72729, AGC-NOS D
kg L W < 7z (Photo. 1c).

Liiak T AGC % RO AR S W 252 i TdH - 72 10
BHETRT3IHEULETHY, TEREISHEGEN:. B
B OSEMICBWT, INVER I — L FEHFTAEBRD
XU WA, F2WERER LD, AGC DHED S
BNDZE L MESHIICW 2o 722 WS R
Wz4T-7236DH % 2628 WT, FIITAIS & Bk
Nz, LU 1BNESHEREIER & RIEOZER THh - 7-.
DX HITAGCHER ZRBBIZE L, BEMEICW/zoTL
T o EBNZ R WA, &SRB HERO LA ER
5. FO—o0JjkE LT, HPVRESE 2 SN TWw 5.
B EIZ B 5 AGCISH T 5 Y A2 HPV MDA ED
\FTHAHH, ASCCP I >t v HAH AL FF4 >~ (2012 4F)
T, AGC OFH T OPEITH Y A 7 HPV Mefr i3 3%
LTWwwn M2 BT H M ST,
L2 LEEOHE T, AGC OFEMIZBIF A5 A2 HPV
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Photo. 1 Cytological findings in AGC-NOS

a : Small cluster cells show feathery, palisade and radial arrangement. Nuclei present monotonous and granular hyperchroma-
sia. However, the cluster is keeping cell cohesion, and the shape of nuclei is still rather uniform. The histological diagnosis of
this case is endocervical adenocarcinoma, usual type (Papanicolaou staining, X 40).

b : Small clusters consist of small atypical cells in inflammatory background. Projecting nuclei have round and irregular form,
but the border of cytoplasm and cell membrane are unclear. This case is judged as underdiagnosis due to degeneration of cyto-
plasm. The histological diagnosis of this case is endometrioid carcinoma of the ovary (Papanicolaou staining, % 40).

¢ : The clusters are consisted of very small cells with round to oval shaped hyperchromatic nuclei in radial arrangement. They
are extremely small and not considered to be from uterine cervix. The histological diagnosis of this case is metastatic breast

cancer in uterus (Papanicolaou staining, X 40).

WO R WE S Twb. AGC L HIE SRR O
#125~35% 0515 1) A 7 HPV Btk T 581118 CIN2 DIk,

AIS, SCC (squamous cell carcinoma) 3 & U5 SHERIGRHE
% HPV R ZE L 35 L, Castle 5O TId, AGC D
B A2 HPV Bk 376 o 5 % HPV B 28 1 148 51
(30.5%), = I <o Ml 239 (& 3 40 (0.7%) TdHo
7218 HPV &M 1076 51T, HPV %2 13 27 f1
(0.2%), & PR < fuis#e9i 1L 60 Bl TdH - 72 (5.6%).

Thbb, AGC DHEREFDH H, B A2 HPV T
1 CIN % AIS B & O FE SRR O REMEA S <, &)
A 7 HPV B TUEF 5 IENE R ABBAR 4 O 1] REVEATE .

F 72, 50 L EI2B 1B AGC B, %) A2 HPV EtEo
Yity, T ENBE R MRS O REMEIZ S SICEd kb &
WOk EE s L EZ OND. Sk, I CiTD
NTWwa A Y A7 HPVIEH FESREREZ ISR T 5 &,
AGC DL T DHIRTO—Bh & e B0 H LItz

AGC DFRIRI Y oo iz CTARIBIZ B 5 BHAE
IR, S5 RARFADPRETH L. bhbhoWi
Tl, AGC-NOS & AGC-FN OWEEIC BT, HIERDY
A3 X0 BRI O W EEMEAE V. AGC TR DS BT
WCHAETHI L 2B T A HELAW 2 ES 5.



§57% 5%, 2018 4F

I 249

C

Photo. 2  Cytological findings in AGC-FN

a : Small cluster cells show feathery and radial arrangement with granular hyperchromatic nuclei. But in this case, these cells

are small amount and severe degenerated. The histological diagnosis of this case is adenocarcinoma iz situ of uterine cervix

(Papanicolaou staining, x40).

b : Large cluster cells in a bloody background are seen with morula formation and captured neutrophils. It is difficult to observe
details of the nuclei due to cell degeneration. The histological diagnosis of this case is endometrioid carcinoma (G1) of corpus

uteri (Papanicolaou staining, % 40).

¢ : Small clusters and scattered cells show high nuclear to cytoplasmic ratio and partially naked nuclei. Because the cells are
poorly differentiated, therefore, it is very difficult to distinguish from immature squamous cells. The histological diagnosis of
this case is endometrioid carcinoma (G3) of corpus uteri (Papanicolaou staining, X 40).

V. #&

b1
il

AGC & HI5E S MBI E M A S TR A S
N7z, W LEBIRER T ESR DA OIRE b & 72 B
B el % &I, WA & HH % follow up 23T
H5.

FHOWE, RTINS ARRHIOREIZSH ) TEA.
W AWML OBMIZH2Y, MREGOMEIIE LEELR IS
2720 72 A RIS R A EMHE R BER PR o T ITRIK (CT) 12

RAHELET.

Abstract

Objective : The 2001 Bethesda System defines atypical glandular
cells (AGC) as glandular atypia that lacks pathological features for a
definite diagnosis of adenocarcinoma or adenocarcinoma iz situ (AIS).
For our study, we assessed histopathological outcomes in patients with
AGC, determined using cervical cytology.

Study Design * A total of 31 patients diagnosed with AGC based on
cervical cytology over a period of five years at Kindai University Nara

Hospital were included in our study. We analyzed and compared each
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patient’s histopathological diagnosis to determine how many showed
signs of malignant transformation.

Results - A total of 31 patients (0.16%) were diagnosed with AGC out
of 19328 patients who received cervical cytology in five years. A total of
31 malignant outcomes were recognized in 12 patients (38.7%), includ-
ing 3 cervical adenocarcinomas, 1 squamous cell carcinoma (SCC), 4
corpus cancers and 2 other cancers. Cytology also revealed that 2
patients had AIS (6.5%).

Conclusion : Approximately 40% of malignant neoplasms were
detected in patients diagnosed with AGC. Therefore, detailed examina-
tions are required and if no malignant lesions are identified at first, con-
tinued careful follow-ups should be carried out.
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TESRETIE, FOFR ML) EIC human papilloma-
virus (LLF, HPV) H 535 2 L 29EFMICH LIS
n, ZOVEHBED LNV THENFE22oH 5. F
B SR AR AR T BRI S RIS S, 209
5K 80% % i 6D B T SR T LR 1E HPV & Ge IR
THLDHNIBLLEE ENTWASY, HPVIZ 100 282 5
FATHPAMONTEY, EEMITHE L OBEEOR N A
) 227 # (high-risk HPV, LLF, HR-HPV), RMRZETE
WCBEs 2 a—1) 27 & (lowrisk HPV, DIF, LR-HPV)
KRB SN B35, BRI FE A2 &, cervical intraepithe-
lial neoplasia (-5 S8 _E Rz NIESS, LLF CIN) 1 225 CIN3
~NOEREIL 10%, CIN3 2 SREEA~OERIT 12% & Sh
TBYY, 3L ALOBRIIFHL &5 VIEERBROE
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Table1 Details of the HRHPV (+) and HR-HPV (—) cases

No. of cases

No. of cases Avg. age, yrs

Avg. duration to Avg. observation

advanced advanced (months) period (months)

35.6
HR-HPV (+) 30
(17-71)
46.7
HRHPV (-) 24
(18-79)

9.8 10.6
(16.7%) (519) (0-24)
9.5
N/A
(0.0%) (0-20)

* Avg. : Average, N/A : not applicable

hWCHRNET S, Lad o T, BIBHDT B ZE kR
FT50h, HBVIIHBT 200% %5 OBERT
HETZIENTENE, BRANERDLDSELILEZON
b, oL, MilEZoArsInNEHETAHILIETET
WARWIRRTH . £ 2T, EAEEH SN TW2S DA HPV
MA&TH Y, LSIL % ASC-US (atypical squamous cells of
undetermined significance) &\ 7245E61%5 HR-HPV 124%
PG L T B0 E) RIS 2 L TRABIZOZE|C
%5,

—75, hybridization ;% polymerase-chain reaction (PCR)
B O HPV IREDE R L2o2oH %25, i CHifETdh
DI, RAETRE MR A I ARAR & L CEE AR
ETH DI EIZMEN R, HPVIEGICHH L ShTwb
MRS E ST aHErehTwns., —flE LT,
% 1M % parakeratocyte (%5 f1LMIIE), dyskeratocyte
(BALAL), koilocyte 72 EAZIFHNBD. bhvbhd
HIBIERE E P12 & OEEMIZOW TR S MET L TE T
BY, ZBMBFR - EEFICEMICALDNS L)
R2HBTnwsb. LoL, 21 E THRHPV &G L oLk %
TH 2L TETCW RN o7

ZZTARISEO—2oHOHME LT, FHEHAT LA
B & B SNERNCDOWT, HRHPV &30 A 4t & R
72 B O ZALOBEME IO W TR T 52 & & L7

FMBZA ) —= Y FREICBNT, TESEHRRE
EHBLL 7o P LRI O AR X o THE S h, IS
¥ a<T r OZALEHEZENICB W THEELRER A ¥
FCTHhDH Mz TBEIAIMBOK s o<F Vi
DNA (deoxyribonucleic acid) &3EHFHEMEEHADO L A b A8
#EA LT T&72DNP (deoxyribonucleoprotein) 75 7 %
WETHOVBNIZEITNTWEY, ra<xF roZtic
DWTHGET L7z sCid A 5N 5205, Bk 217 - 72T
Yhwv. BraxFroamIcBE LT, FESEBERMIE
ERRE LT 2470 25T, zu~xF viofik
DNA & & ORICE WHBEEZ 1 TW 59, F 72 75 S
FERIFHEIZBWTY, biubho I g TOMGE T
O~ F ¥ O AT TH 5 T L & FEREETH
5 PR PIEOER, SERIE E PN S A H

THHEVIFRERZETVE, LrL, Zo¥rzuavFy
D54 & HRHPV &G DA O B 2O W CTd F 721 5
TR\,

DEzsEz, RfEO2OHOHKWE LT, TESHR
RENIER & BB S NERIC DO W, HRHPV &G0
ML u~TF Y OEACDOBEHEICOWTHKT LI L L
L7-.

I. WREAE

HEE, 20114E 1 H ~2012 4F 10 H o B2 3% e T HR-
HPV d (N4 7)) vy F¥Ry 7 F v —ik, =22 b%¥EA T4
I ARSI REL) 2 0RH L7 63niMia <, ASC-
US #7213 LSIL & ¥ & 7z HRHPV (+) 30 B (ASC-US
15 %, LSIL15%1), HRHPV (-) 24 # (ASC-US 15 #i,
LSIL9 #5]) ot 54 & L7 (Table 1).

5T I P HR-HPV B 45 4 MR B D ZE(L DR
=

ZA%M, JEEIRY koilocyte % & T koilocyte (2D T
EARHPOWMBEE S b L. BIFRICBWTIE, B8
2D b O % ML, ST LOb 0 LML B L
Wat L7z, BEVOENEL, 2oLy LAMLE-T
Wb LoxEPE (+) (Photo. 1a, ¢), E2EENTWw5
D, BHELRYHo>TwBEEIXEYE (-) & L7 (Photo.
1b). Z 7: koilocyte I3 F P OBEERAS 10 LA 2 4
L, WIEERRRE PR &Ml E OBiAHANE T, SEBiR O3 Gubn 55
ZRDDLHDE L7 (Photo. 1d). RifFeThr v v 55
koilocyte (&, 4FBUIN 2 MIRE 22 % b DOAMEEIDIA S L
v, Wb 5 IEEI koilocyte b EErd L7z,

HRHPV B0 HF ML 22O BB OBEMEIZ DWW
T Microsoft Excel ®73H1 Y — VTR L, A EEREIZIE
Wilcoxon BE % VT, p<0.05 2 FHEED Y & LHKIL
7z,

RET T HR-HPV B &7 O~ F > OZELDOREEMN

Brua~<F rogdufattl 5420w THRE L7z, ASC-
US W2k & U TR P s B F LR AIE % o 2.5~3
b Twnap0Z s, ERFOZEOEED 12,5
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Photo. 1  Multinucleated cells and koilocytes
a : Abinucleated cell with compression (arrow).
b : Abinucleated cell without compression.
¢ : A multinucleated cell with compression (arrows).
d : Akoilocyte (arrow).
All panels show Papanicolaou-stained images, X 400.

um L E ORI %2 5 _XCEIN L 720 WM (Nikon
ECLIPSE Ni-U) O3 400 f512C7 Y % v X5 (Nikon
DIGITAL SIGHT DS-Ril) % Ji\ Tk, W{EHENT Y 7 b
Image] (http://rsb.info.nih.gov/ij/) # W7 a<F »
DYVEL 3 A FHI L7z, FIEB O % v T HR-
HPV BEOF L =T v otk BruxFro
345 O B2 D W T Microsoft Excel 4341 — )V Clb
WRL72. HEEMEICE tRET vz,

1) ®raxFo0faEdnstilhE (Fig 1)

(1) MIED TV & ML 28 = 3 a ™ Yefn S 7=
EFVZNH AT THEHE, Image] L TH{%%E 8bit D
LA AT —VIZEWT 5.

(2) #ru~F ok Bt BEfA, Brav
F ¥ D% 0-255 D pixel & L TEAEILS 5. S HITL
DERAERF DU HIRORIEDOTIYfEZ 0 & L, BEARM DY
atEoENE 2 L.

2) Uy AavF DA DEREIAE

bbb NABHSE L 72 Radial Distribution (RD) 1!V % HJ
WCERi L7z, RD A & 3% 2 1~ F & 5045 % G FIIR IS
B L7720 TH 5D, BT OH S OWiEE, il
HALHAE S 720 O pixel D75 7 ZHEHR L, BESAG O
EE A5 RD % k> % (Fig. 2). RD %, & x
(Bl — 0z ) CTHRINT 2. 2o IEORIC %R 5
EXRIBOLFIHK a<F L ORGEEEDH Y, A0

7% % L ER3BOPRRIBIRIREH LT LER LT
5. WA % Photo. 2 127”7,

1. #% 2

1) HPV B & REE TOHIM

WEIER ERE24 A A7+ 0—T v S L7225, HR-
HPV (+) #13 HRHPV (—) BRIZHARBEHICHEITRE &
LCHR N7z (Tablel). 7+ u—7 v 7HE¥IZ HSIL
VL& Bl & N 7zEkid, HRHPV(+) BT 561(16.7%),
HR-HPV (-) #TOBITH - 7.

5T I HR-HPV B E BN MBRTEDE/LDE
=i

1) Z#%MkE

HR-HPV &40 £ & Z A% o HBLEL o ik % Fig. 3
R BIEHES (-) o =Bl GEZEE) ol
i3, HRHPV (+) B : vhJefli 23, HRHPV (-) #¥:
Hgefii 14 ©, HR-HPV &G A ik & OB IZ A 5 iz
Motz (p=037). BEPHE (+) oMl BEH)
o3I, HRHPV (+) #f @ fhijefi 3.5, HRHPV (-)
B ULl 0.5 T, HRHPV (+) BETHEICEL S ALN
(p=0.001). F7z, ZEMIICEL TIE, FEEEIHOM
B¥E HRHPV (+) #F @ HpJefii 0.0, HRHPV (-) #¥:
L 0.5 T, AREAIZALNRT (p=031), BEHHIICD
WTh HRHPV (+) #F @ Hhdefi 0.0, HRHPV (-) #iF:
L 0.0 T, AEEIIALN RN o7 (p=0.13).

2) koilocyte

HR-HPV &G 0 A 4 & IE 2 KU 1¥) koilocyte % 15 T koilocyte
OB O LKA Fig. 4 I27" 3. HRHPV (+) B @ ke
i 77.5, HR-HPV (—) ¥ : " yefii 77.5 C, HRHPV &4
DFMEE OEMEZA SN RA 572 (p=0.53).

METT : HR-HPV B &4 7 O~ F > OZ/LDREE M

1) ®o7AavF L OREMHE

HR-HPV &AL B 7 u<F > ottt o bz
Fig. 527" 9. HRHPV (+) ¥ & HRHPV (-) HOKHES
s overlap LTEBY 2HEICIIHEENAONL Do 7.
F 7- HR-HPV (—) %13, pixel A5 —120 £ % —20 ®
2 AP — 7 DR SNL WM AR L7z, FEtsmic,
HR-HPV (+) % :0.30+0.34, HR-HPV (-) # :0.30=
032 THEEXALN -7 (p=1.00).

2) %O FLDRTE

HRHPV 0L 7 u~xF 0454 (RDE) O
W% Fig. 6 12773, HRHPV (+) # : —28.9+15.9, HR-
HPV (-) # : -409+16.4 T, HR-HPV (+) BEIHEIC
EWEIE SR S 7z (p=0.021).
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a

b c

Fig.1 The image analysis procedure for measuring the amount of nuclear chromatin.

a : Digitization of a dyed cell image.

b : Conversion of a color image to an 8-bit grayscale image. Extraction of a cell nuclear image.
¢ : Measurement of the pixel value in a nucleus.
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Fig.2 Determination of the RD value

the nucleus
periphery

Layer line from the periphery to the center with intervals of a few pixels. Aver-
aged pixel values were calculated within each layer with a 1-pixel interval, and
their distribution from the center to the periphery in a nucleus is shown as a

graph. The RD value was obtained from the gradient of the regression line and

the nuclear size.

Iv. # =

AARTREZF ¥ AT 2 2001 MEPL1- = SH AL 2 s
AW D ANSND X )R, TNFE T Lro7:
ASC-US, BEFHEAYW 2 RE T LA & v 9 5083
bolz. THIEKREDI/Sy 7+ ZF %~ %) (The Wall
Street Journal #£7%, KENC BT 5 F = @AM E OB BN
WCOWTHEDREE LENBEWZ E 2L, Y1) vy

THEEZHE L) %20 COREESHERZEFT AER L 728
WEHKXTH Y, ZOASCOH T T —IFiakEtE% P <
EWV) BIRTEELMED T & SN TS, FRORET
EHARIZBWTASC ONEDITHERTH L2 HERZ ED,
F 72 LSIL & ASC-US D MM HERDAD D T ) A Sk
Mo7zZ &5 LSIL & ASC-US & —#ilZHh ) 2 & & L7,
FEERISEDO KK O KR HPV OEGTH L. L
LA s, FESEEHPY ERO ) bREHIZE T2
BRI —HTHY, LLABINKEAXRY FTHS.
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Photo. 2 Three types of distribution of nuclear chromatin
a : The highest hematoxylin-staining intensity is local-
ized at the nuclear periphery (RD =105.96).
b :The staining intensity is evenly distributed
between the nuclear periphery and center of the
nucleus (RD=0.48).
¢ : The highest staining intensity is localized at the
center of the nucleus (RD = —123.72).
All panels show Papanicolaou-stained images, X 400.

N.S.
500
= 400 HPV (+)
L.; n=30
& 300 HPV (-)
E n=24
Z 200 N.S.1no
significance
100
0

Fig.4 Association between HR-HPV infection and the
number of koilocytes
The number of koilocytes was not related to the
presence of HR-HPV infection.

AL 272121, FED HPV ¥ 4 705 Fifn e § % 2
EDPEELINTWD. fEEf& LT16 18, 13, 33,
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N.S.
HPV (+) n=30
p<0.05 HPV(-) n=24
N.S. © no significance
N.S.

N.S.
compression compression compression compression
) (+) =) (+)
Binucleated cells Multinucleated cells

Association between HR-HPV infection and the number of
compression-positive multinucleated cells

Significant differences were found in the number of binucle-
ated cells with compression between the HR-HPV (+) and
HR-HPV (—) groups. There was no relationship between
the presence of HR-HPV infection and the number of binu-
cleated cells without compression or multinucleated cells
without compression.

p<0.05
HPV (+)n=30
HPV (-)n=24

0
~175 —145 -115 -85 =55 25 5 35 65 95 125(pixels)

Fig. 5

Association between HR-HPV infection and the stainability of
nuclear chromatin

The lines represent the sum of all the pixel values of the tar-
get cells. A significant overlap was observed between the HR-
HPV (+) group and HR-HPV (—) group, and no significant
difference was observed between the groups. The HR-HPV
(=) group showed bimodality with two peaks with pixel val-
ues of approx. — 120 and approx. — 20.
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Fig. 6 Association between HR-HPV infection and the pattern of
distribution of nuclear chromatin
The RD values tended to be higher in the HR-HPV (+)
group as compared to the HRRHPV (—) group.
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121E, BRERZHIED - L RVWBIENLETHL7205%D
B 21T\ 720,

LRSI BT 5 HPV EHOMARICIE I ETICS
XKFXFIRPWHER SR TWE, —FlE LT, £HMER
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N F TIZEEMLR ML OBIEPES X HPV &g
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HR-HPV (+) #2SHRHPV (-) BICHRERICE W E

M2SH SN, TNFETORE LFEEOKREL Ro72. L
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RHH2D O 2H 0D 5. MBLRLGFLO % A21%, HPV 16
R ES EAZHUC X 2 MRS 2 BIER L 72 L o520 4 B
BH, bbb ORI E V2R Cld a2 Rwic X
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ENBHIEHELY, FREMERLZEN L THRENIC
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R FTHREY, MR e LTS h T & 7
721, HR-HPV & LR-HPV ®Tfij /i ®» E5, E6 & 7% koilocyte
OWiEZFRTHEINTH N0, HRHPV O A DOFE Y
BT LIV Z v, HPVAEBICIEK L 722 25, HPV 16
BL 52 E ZMMoRTHIFEIIZE DL S v EDHRED
HHW, X5 IHEZ ETEOMBEIILT L EETIE
% <, koilocyte ® HBLI1Z HPV &4 5.1% & 45 b
DY R EEIN koilocyte (& HPV 4D 16% L 22& 5§
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TVAHEDH LY. SHOMEIZEB VT, koilocyte D
B L HR-HPV B0 4 O B I Z A e 0o 7z
Koilocyte {22\ CTHINE 221 %2 & DM AN AL AT & A
DYWL H 5D TIE BV E VWb S H 5257, B
FEERE RS T AT A 2001 LT ST 2 b kX
IZBWT3, koilocyte DEF L LT [BREMOMIBEDH
BIBRICHT Tl L= M 0% &2 #8 5, LSIL\CHH 4§
LEEB A M L) XH)ITBREMEE) oL &
NTW510 M 22 O Hoo & Tld HRHPV &3 & 1%
WY, BruvFrOBbEBSET LI LNEETDH D
EEzZoHN.

— eI R Tl IE RIS 7 v~ F v ol
ERALNLEINTWA., L, Mgz Trsru~F
VERRPRIZMEDL L ZFBWICEFOE LR RIL TV
bOHNEL, FOHWLEIIERTHS. AR TIEZD
W L LT, WS Y 7 b Image] 2 V5 2 & T
7 u=F v OXHYEE % pixel i & L CTHFBIWICE L 72,
ZOFEFR HRHPV (+) # & HRHPV (-) BEOKERSG D
overlap L TBEY 2HICIFEEVSALN D572 Lo
L, HR-HPV (—) #1Z, pixel A% —120 &#—-20 D 2 »
FriCE =2 BALNE L o7, ZD2DDE—2
WOV TR 2 BERNICARET L 72458, B -20 TA LS
V— 7 LIXIEFAIZIC R R 7 u~ T U E L7,
WhW BRI E DD TH o7 F728-120 TH
BNHE—=7 2%, BlERLTWLI OO 7a<xF oo
BERZELALNT, BRMOZWHILZL b0 TH-
72. —J HRHPV (+) BZIZZnkS5 %R 2200 —2 1%
ALNT, ¥—2R3ru~xF UimElLs, wbwbi
BB 2 0THY, HRHPV (-) HOEY -2 1L
ru~xF rOMeEREIIEDS h o7z WL ASC-US
LCHIE S N ERI T S HR-HPV EGeifa o 5 A% 7 < F
VHHRT L LV HE L H LAWY, FEI GBI D
b S NER TRV, MfER 2BV TASC-US % LSIL
CHIET BB, EBNICE o F roMELERL TV
%72%, HRHPV EHOAHEIZh b LT 7 a<F Vs
BELTWLIREND Y, SROBRE TRAEBEENAD
NahoizBbhi.

¥ra<F roaficMLT, T ESAERIEE x5
LT frolcblbORE T, ZuxF oMk
DNA & & ORICEWHET 25 Tw 29, Brza<wF oo
A, IERYEERAEAERIC A S b P (peripheral) #,
FEJE TR & B LRICIRIEL TA BN A M (mixed) %,
Kb EBlic A 5N b C (central) Bk & < 3 RIZ4HT
L&, WELHHEENDH AL EIRBIN. Thbb,
PRARDOHIBBICEREOD M TIIMEH LT CHE L

LH0N% L, BREOLRVHMBETIEIPREE LS SDOHP% ]
MEIOREDASND. FTESTRFLFEICBY
Th, Br7u~F v O5mIEREETH 5 mF Lz L Ik
B TH L LENEOER, SESERE LENEOSE
MCOEFEHTHD L) EREHTE. ZoBIu~v T
YOGMONED 72, FBUIES b OBL WA, bhvb
NOMFE T u~F v ORKEE BT 27 r 5 4
ThHRDEZHIEL, ¥ru~xFrohizifiLz. 4
F OME TIX, #al#M21d HRHPV (+) BCTHEICHE
WEN AR Sz, WIRTIED 25 2 wAy, HRHPV (+)
HETRDEAREL, HTTREHEPLVILFIHE 7 a<F
YWGAT B PRNBLNEHINS A SN D, TEGEE A R
M2 H W72 MEHC X b, RD 13 DNA & & M2 A 5
N, Brua<F o Bl ntid b PRI GO W, o
WA 5 CHUIHIICTH 2 2 L Abh o TwaY. D
F ), HR-HPV J&GsHilE o 722 22121% Cell cycle 7 & B 5 L,
HR-HPV O 7= Ofif & O #RE % Ji 72 LT 2 Ml D718
WEZ L.

V. #& A

HRHPV &g &, 1) BIEHRI Bl B, 2) RD i
B A7 u~F Mo M3l L oMEEIIRIE S h
7o, Gk, BEHRE B o £ BT D & 2 O HR-
HPV A RO 2 HIFL TV E 2wk E2 5.

X O, BURTREFSHCRE I ) TEA.
EE L AR JSPS BHFE: TP17K08744 DB % 21T 72 % DT .

Abstract

Objective : We sought to determine the characteristic cytological
findings associated with HR-HPV infection in uterine cervical squamous
lesions.

Study Design : We examined 54 cervical smears obtained from 54
patients : the HR-HPV (+) group (n=30) and the HR-HPV (-)
group (n=24). We counted the number of compression-positive multi-
nucleated cells and number of koilocytes, and evaluated the stainability
of nuclear chromatin and calculated the RD values using a digital imag-
ing analysis software.

Results : A significantly larger number of binucleated cells with com-
pression was observed in the HRHPV (+) group as compared to the
HR-HPV (- ) group. No significant inter group difference was observed
in the numbers of binucleated cells without compression, multinucle-
ated cells, or koilocytes. Regarding nuclear chromatin, although no sig-
nificant inter group difference was observed in the stainability, the

highest staining intensity tended to be localized at the nuclear periph-
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ery in the HR-HPV (+) group.

Conclusion : Our results indicated an association between HR-HPV

infection and (1) the appearance of binucleated cells with compression

and (2) localization of the nuclear chromatin at the nuclear periphery,

as shown by the RD values.
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N2 2 e & e b B PIE O g liia 23 B U 72
HEED 1 151

A BED BRI Gk I Y
W e
SRR FIR BERA DR, [ R ES TR

BRI R (R & B o 2 B OREMINE % 32, FIRNS TIH-HINENE & B B R e 2 il L 7:
BT ORER R L 72,

fEB - 63 5%, Bk, HCV (+). 56 mElRe i FEMIREHE TR BBl 2 =205 72, CT A TR NS @
k% 2%, ERCP % ftifT. Z 0%z 5 5 mfTh .

1 [l H O B2 3 Bk & s U 72 23 PR C IR MU O AP A5 2 R L 72, FEMIIR IR ATk ofk v
EIRF 7T BAEE R R L7, BRI, ] O R T AR I B P I T ek 2 A L, BN P
Th o7z, HEMIbE gt C Hepatocyte (+), CK7 (=) /R L7z, 2~4 B OH-#lg2 3Bt THh -
7=. 5 H OIS CIlahiss % 56 5 MRER 2 D HGEED 72, 2o/ NI~hRIC, S M) —>
CHRFEFLZLVHMIBELZ A LT BIBIEAETH Y, 7uxF VI3RS EL Tw Zhbid,
Hepatocyte (—), CK7 (+) THho7-.

FFRE 5 26 A & R GBI ES & fiAT, AP & 2 s iz, A @S AT LT, #mastrbi:.
JFE MRS VT C, IAERBL R b B PR %GR 7.

s 2 2 B TR & RO 2 OB 2 20T 1 FITh - 7-.

Key words : Hepatocellular carcinoma, Carcinoma iz situ of the pancreas, Bile cytology, Double cancers

ML 212 B MBI O B % 520 7= J5 612 134 7%

L X0 &I <, B S ITHFHR AL L 2 a0 th 3 % 5D 72 it
HBNIMRR L R 74P TIIERD 2o,
FEAIERE DI R BE DAL IX PIIRREE,  IHHRIR I BE D3 A, bIb UG HIIEES 12 3 TR & i L5

FEICHAEND A, IKCRAMERTWAE I ETH D, it WD 2 T OREMINL 2 320, FIBIC CEEE 2R L
INLEF Z R L 72D THIET 5.

Hepatocellular carcinoma——Carcinoma iz situ of the pancreas dou-

ble cancer : evaluation of the bile cytology—— L. fiE !
Yuki OBARAY, C. T, I. A. C., Miho HAGIOITAY, C.T., Michihiro
SHIMIZUY, C.T., Kohji YOSHIDAY, C.T., Shunichi SASOU?, M. D., = E:63 i,%i, Bk
M.IA.C.
DDepartment of Pathology and Laboratory Medicine, ¥ Department BRAERE © 56 Fi I BT 1= THFRES-YIBR, HCV (+).
of Pathology, Hachinohe Red Cross Hospital R - 2014 4F 1 H, BEIEE CT WA CANF PR
ROCHURGCRE T 039-1104 ARSI HEAF R 2 iRz R, WHEIRWATIEIRERE % (endoscopic retro-
VANED S e 5] 7 ¢ s 2y SN 26 . . e
PRk 29 4 10 1 23 024 grade cholangiopancreatography, LLF ERCP) 28iifT &1

T304 5 A 14 HZH 7z, BEEEE A Tb NS, BEOIRE EORE LY
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Table 1 Table showing the results of each of the cytological examinations performed
Date 2014. 2 2014. 2 2014. 2 2014. 11 2014. 11 2015.7
Method Bile cytology Bile duct
brush cytology
Number of times 1 2 3 4 5
HCC (+) (=) (=) (=) (=) (+)
Adenocarcinoma (=) (=) (=) (=) (+) (=)
Photo. Photo. 1 (a-c) Photo. 2 (a, b) Photo. 3
Frilid o7z, EAESRE TREI1ER <, AW JRlTKEICHIMEEZ 2L, RACIUEROIL Wil E %4

HHAF SR 72 TR IS N LSRR RE B IHAF ¥ L+ — 3 (endoscopic
nasobiliary drainage, LL'F ENBD) %% i#. ERCP FFlIZHE
BL7-Hi& ENBD ®iE#% 2 HH & 3 HEICHRE S L7z
S & B3 MfT bz, Z D% ENBD 5k
SNz WAE3 A, BEEBE A fTbh. BE-F
P CAEMFHIEE Bsllik KT 23 mm OLRZ 72, JHEWN
HEETI—TRRAY -2 RERHER T HO LN TW
2. ZOWIER T I -RECTZMMEER CThH - 72, HE
WCEBREALNE o7z FAE4 A L 9 FICHEMERE,

FregreRs s, JHEREZZEL, PUMAORS TgE L. FH
11 . 0 ERCP 23947 & hUkZ2 512 ENBD A3 iE S

N7z, BRAETES AR b, ERAMT b7 2SR
ER RIS b olz. FLF—YFa—71d1

HHAEHEICRE SN, WEZSHHL 6 HHIZENBD X
D PR S MRS X A e 20 2 i bz, 20
R ENBD 7MRE Sz, BEWATA FTHES AR S 1rb
N7z DSHRR R RISRR D b e o 720 2015 4F 2

H, MEEZIC X BHEDS L0 CRFROWBHH I AR
L7z, WIS D72 5 Z IV 2 580, BhiE b
EAHEAT SN2, Z D CRIF RIS 2 BHATH IR
BeL7z. AR 7 H, #H, BEHMAIROZzO AR BEr
/f NS b & ARl 2 3T b, AR

TSz, W9 N, BlELAREH M TARE L7275,
ﬁ?&' CAEGIRESEALL, 10 HIZB T L. HmaiTbh
7z,

Im. MEMRE

WiAT S 7ML & Z DR D —E % Table 1 1278
¥

Ry +iffaze

TIE - BEPEE WL 72A%, PR TR R e o
AR & ifEsR L7z, A Ao IS, F721%
BAEME % 52 L 72 (Photo. 1a). #EfIREBENIC I3 M A4S I %
RO, WEAIIEIR & 7 o 22 % 2GR0 7. il

5ol

L, AR NSRRI 2 o 72 BN, 2
O F 3B ENEL, MERIRTABEFECSMAL T
7z, ANRBIME%E AT LT 7z (Photo. 1b). BN Mw E 3
AMEEAT Bl DRGERD 2. 2 S ORI M
At 4efn ¢ Hepatocyte (+), CK7 (=) T& - 7= (Photo.
1c).

2~4 [0 H : BEETH - 72,

5 H @ EFRo RN & 587 2 SR o b B T 4
Wa DRERD Tz, ORI M A TRl TR
b AT, mERMEZ R L7 N~ p T,
MBEIZZ L I4 MY = 2T > Tz Bl
FH%ERL, BRIEIAETH 72 7 u~xF JiSMBkIR
ZEL, AEECHEL TV BERLAEBMEZAELT
w7z (Photo. 2a). T 5 OMINEATRIZ, bk oo AR &
EZ MO X ) RIERIRO B HRE XA SNk o
7272, NHMNERE & xR o R 2 2 & kL, wb
W AHRRNERIIE & % 2 72, 2o ok, Hepatocyte
(=), CK7 (+) Td» -7 (Photo. 2b). Lk Hepatocyte
(+), CK7 (-) OJF#ilasE &%z oM aMBIEHBIL T
Wi ho 7z

FEEEEEEES

PBIR E 7 o 7ol 2 50, 1 1 H o IHH e &
[F AR DRI E % A 3 2 IF-fasa e 2 2 BEED 7-.
VT H 2 ENIRRERZ R TIRTaR2 E 3 598

Mg % 58 72 (Photo. 3). TN 5 IZEBIEERE & 0ER2
% Lo 7.
IV. FRIBHERBFTR
B H&
R OBEW A FTIIES AR T, Tk T,

INRINTEAR 2 49 % N/C L/ & W IR AT 7 3%
WHEE 2R LTH 0, HMEsE & 2 S 7z (Photo. 4).

FIMCCIFIE (1990 g) HMMKIZIH S oDz, Bk
FEBL T, BRI R Do 72, AAEEIZ10.8%9.9
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a
C

Hepatocyte CK7
Photo. 1 The first bile cytology

a : Hepatocellular carcinoma cells arranged in clusters or occurring as dispersed cells (Pap. staining, % 20).

b : Hepatocellular carcinoma cells with abundant clear and vacuolated cytoplasm containing eosinophilic granules. The nuclei
are small and round in shape, and contain dense chromatin (Pap. staining, % 100).

¢ : The hepatocellular carcinoma cells are positive for Hepatocyte, but negative for CK 7 (Hepatocyte (+) and CK7 (—))
(Immunocytochemical staining for Hepatocyte and CK 7, x 100).

cm K, FZEIZ 9.4%x8.1cm KOBIEMEZEALZ £ Bkt il
DR % 385, F OIS D K/ANO RS % HUL
L7z (Photo. 5a).

AR, WESS (m ~ R LR O IR T b - 7z
JHAE NN D RS A S5 72 (Photo. 5b). 2 DTN
FHRL 2SASHLI 70 SR IRME 2 & 7R LA L T 7225, Kifaras
T BN TR Y, R CIREIROMYE %
A3 DRI % £ 5038 72 (Photo. 5¢).  IHAFPI~NZE L 7-
i #2913 PAS BOis (—), CK7 (=), CK20 (-),
Hepatocyte (+), Glypican-3 (—), Arginasel (—), AFP
(=), Ki67 (=), p53 (=) T#®» o7 (Photo. 5d). Z#
513 1 [0 H oL & IR LR ML RS TR 72 Tl
FEML & FDOR%ER L7

B R

Fels (110 ) 1%, WIRIYICEAF IR 2 <, BB R0
o 7278, FAMREEIREERICSH 20mm O R S 12h 7z 5
T b P95 22 (pancreatic intraepithelial neoplasia,
LUF PanIN) % 2% 7z (Photo. 6a). PanIN O 31 &R1 %
Fig. 1 1Z/R 9. F~ 20 BB PO ARFLEIR 12 & ~ R I A AR
DR FEABEAELTEBY, Z OEEHRIIHE~ ORED
BRI AR, RAIOFLREEDS Bz IR T3 72 20 VI SRR
L NIES R ZE (low-grade PanIN) & FJZPUSEH S &
FLI R L R WIESSPER 2 (high-grade PanIN (/] 3655 :
L)) (Photo. 6b) ASEAE L7z, AREEHUEE ~ [ 3
MY ORI R ANRAE LTS IS L, TEDBATL
TWwL &9 1% d A Sz (Photo. 6¢). BERER, BERHRIC
SRESHEBIC G 7 RARL DR ~ R ARG O 12N
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a
b Photo. 3  Bile duct brush cytology

Hepatocyte CK7

Photo. 2 The fifth bile cytology

a A cluster of cancer cells with an irregular outline,
distinct from the hepatocellular carcinoma cells shown
in Photo. 1. The tumor cells with scant cytoplasm, are
tightly packed together (Pap. staining, % 100).

b : The adenocarcinoma cells are negative for Hepato-
cyte, but positive for CK 7 (Immunocytochemical stain-
ing for Hepatocyte and CK 7, X 100).

RS VE IR ZE VX FRD T 7 o 7.

FREEPEERIE PAS BUE (+), TN Ty R (+),
CK7 (+), CK20 (—), Hepatocyte (—), MUC2 (-),
MUC5AC (+), MUC 6 —#&f (+), Ki-67 —#F (+), p53
—#B8 (+) T -7z (Photo. 6d). LRz PEEEDOREMINLIZ 5
[l H ORHI5HIRE RS TRAD 72l & F OS2 /R LT/,

V. £ £

JER R 25 PR P FIR IS LIS LIS L, e 2 T
FTHIELRICHMOEN TS, KHIBENIZRET S &

A hepatocellular carcinoma cell with bile pigment in the
cytoplasm (arrow) (Pap. staining, % 100).

Photo. 4  Hepatocellular carcinoma, needle biopsy (H. E. staining,
x40).

BHY, TNLIIRHHALYOME LR, JHENEE R
RSN T WD, L OFHERISNE PRS2 2B 5
A RRTENE, IR R OIERD S , BEFIFITLFETD
B0 ARKBIS FAROIEREZ R L, TR o 1R
HZMTs, MENEERETICL ) HAENEEZRL
MENFEFT R CTH - 7.

AR S2EABI > &5 AR ES (I L s
BLL, M iasE o HERE & M L 2 M L Tw
5. 2O X9 I TIRNHAE N FEE BUIHE O IE 555
POoBELMIEE &£ 52 5 WEEMDH ), IHENEFR
FREDZWNCAHM 2 TETH D L2 b, KHITIES FAT
DN HIEES T 1T D % AR HE O M2 3
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C
PAS reaction Hepatocyte
CK7 CK20

Photo. 5 The liver at autopsy

a : The cut surface of the liver shows multiple dark green nodules measuring up to 10.8 X 9.9 cm in size, with necrotic changes.

A large nodule occupying the hepatic portal region.

b : Hepatocellular carcinoma invading and protruding into the bile duct (arrow) (H. E. staining, loupe).
¢ : Cancerous area shown by the arrow in Photo. 5b at higher magnification. The cancer cells are degenerative and show clear

and vacuolated cytoplasm (H. E. staining, X 40).

d : PAS reaction and immunohistochemical findings of the hepatocellular carcinoma. The cancer cells are positive for Hepato-

cyte, but negative for PAS, CK 7 and CK 20 (x40).

L7z PSR 25 tH 3§ 2 ORI RS o IR EE 7
B LCwa. AFSYZHIE O RO RIS O KE %
31.6%, #YELMEELITH) L THI%E T LTS L
BT %, Uchida 59134 [l o JJEi# N 25 o & BE 1%
40.8% T, MDELATH) T L TT724% F T L§ 5 LB~X
TW5. JHENZE 249 2 HERFEE B C b R 2R
ETLFEEMEANBT 2 L3RS 2 nzo, YKL
BAEZAT) 2 EDVIEBROM EIZOR0 b L EZ b

1 [0 H O B2 Tl AE oM 23 Bl L Tw 7z
MREEEHE L TL X o7, PG TRl 722 il Al
IRET/MER AL, BRI -7 MY
TEWRIRTH Y, A 7 FEARE OAIUER Tld 2 2o 72

T2 OREHINE & AT E el o 72, WBICAT o 72 IR 840
Naz T DML S, 2o & 3R
MG DR 2 E 2 7208, SIS HE LA o 72, PSR L 72
Bz, AETIED L0, NS 0RO AR
R AAT 5 O%BD7. B EADARS UL, I
Nass O E WIS HED CTH 1, Al HITIFHINEHE O 48%
DIEBINZ, Pedio S IEHFHIBLRE D 23% 1 Ha AR IA - 3%
HRDIE LTS, BRS04 FHHTRE O MG O 53
D—2k LTHRANIEHEaREZZTCB Y, MiEHhko
JE5; & OFHN A H M R & % 2 Sz, Sk
BNCERE L 72l 2 s L 72 & 2 A, el
W e 2 b2 R LTB Y, MEZEAR TR M
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Photo. 6  The pancreas at autopsy

PAS reaction Hepatocyte

CK7 CK20

a : Cut surface of the head of the pancreas. There are no macroscopically visible tumors or dilatation of the main pancreatic duct
(blue arrows), but histologically, pancreatic intraepithelial neoplasia (red points) was found in the head of the pancreas.
b : Carcinoma i situ in a branch of the pancreatic duct, showing a papillary structure (H. E. staining, x 20).

¢ : Branch duct showing the region of transition from low-grade PanIN (blue arrow) to carcinoma iz situ (red arrow) (H.E.

staining, % 10).

d : PAS reaction and immunohistochemical findings of carcinoma iz situ of the pancreas. The cancer cells are positive for PAS

and CK 7, but negative for Hepatocyte and CK 20 ( x20).

EHMLTW, 2oz L SHITEBEAR TR 72Tl
FEAMIRE 2SI CUa R RO E % 5 L 72 O3B e 2
LDz THolbEZ SN 1 HEHOHHHEH
FHBAIEE TRO 722 B o BRI BN b BRI 0%
PN ZILZ KL Tz 2 Shi-.

5 [a] H o [ e 2% ¢ 32 72 S ALHN I 3 i A 25k
<, MM Z L 94 b7 ) = icgeF y, BRENT
BIEARED SR N e EOMBFT R AR L TBY, Lol
fasEMla oML R & 572 2 BUEHIa T - 7. Z O
B I A SN N L=V F 2 =T 5L 72
5 0] H ORI O A B L7z, FERE R BEIAS & o 52
EHERICH Y, BEANHAE P USRI 2 B L

TeEzZ ol AR Ll Lz & 9 2 BAEME 2R 5
FOR R R IIMERE T & T, N & S 7 B et o FE AR
i, WELRZINHE O A D 72 DB 52 NI Sk o B &
Ezbhiz.

LREOEERIHILE 2 43 5 KB o gtz £ 2
7ol & Tl B 2 IREMAIL, SRR A gt TR
13 Hepatocyte (+), CK7 (=) TH Y, %% Hepato-
cyte (=), CK7 (+) Tho7. ZHS IS KL
B N O SuE MR L Rk R E —B L TB Y, [@iRIRK
T SLIGH R S IR, 2 & 57 2 Bt 1
LRENFEHROMILTH 5 2 L3 tuiEdetall X o T Mk
R E .
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Pancreas

20 mm

Duodenum

= Pancreatic intraepithelial neoplasia
(PanIN)

Fig. 1 Schema of the pancreas
Pancreatic intraepithelial neoplasia localized to the head of
the pancreas.
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Abstract

Background : We report a rare case of detection of two different
types of cancer cells on bile cytology.

Case : A 63-year-old male patient had undergone resection for hepa-
tocellular carcinoma at the age of 56. Bile cytology was performed five
times and bile duct brush cytology was also performed, because
abdominal CT revealed dilatation of the left intrahepatic bile duct. The
first bile cytology and bile duct brush cytology revealed many large
tumor cells dispersed or arranged in clusters of various sizes. The
tumor cells had abundant clear and vacuolated cytoplasm and small
round nuclei, and were immunocytochemically positive for Hepatocyte
and negative for CK 7 (Hepatocyte (+) and CK7 (—)). The fifth bile
cytology showed a few tightly packed clusters of tumors cells with
irregular outlines. The tumor cells were medium-sized, with scant cyto-
plasm and irregularly shaped nuclei and dense chromatin ; immunocy-
tochemically, they were negative for Hepatocyte, but positive for CK 7
(Hepatocyte (—) and CK7 (+)). Autopsy examination revealed a
hepatocellular carcinoma invading the bile duct and carcinoma in situ of
the pancreas.

Conclusion : Bile cytology in this case showed two different types of
cancer cells—one arising from hepatocellular carcinoma and the other

from pancreatic cancer.
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A case of follicular dendritic cell sarcoma (FDCS) in cervical lymph
node
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sity Graduate School of Medicine
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a C

Photo. 1  Aspiration cytology and biopsy of cervical LN.

a : The specimen showed flat clusters of atypical cells
with ovoid nuclei of various sizes containing tiny granu-
lar chromatin and pale scanty cytoplasm, with an
increased N/C ratio. b : Some atypical cells revealed
convoluted nuclei (arrows) (a : Pap. Staining, %20, b :
Pap. Staining, X 100 in original magnification). ¢ : His-
tologically, the tumor was composed of a solid growth of
atypical cells with convoluted nuclei and numerous
mitotic figures (HE staining, X 20).

%. ZOAfh, desmoplakin, vimentin, fascin, EGFR 2k
¢, CD20, CD45, CD68, EMA, S100 #&H, a-SMA 7
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WEEDYIARMEN IR SN D, FNICHRNERDALN
5. ¥ a<F V3~ HERCR O b O R LA E
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Photo. 2  Immunocytochemistry using LBC specimens.
The atypical cell clusters showed positive staining for
CD21 (a) and CD23 (b) (original magnification X 40).
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Abstract

A Japanese female in her ninth decade consulted Gifu University
Hospital for a recurrent mass in her right neck. A fine needle aspiration
biopsy was performed, which revealed flat clusters of atypical cells with
ovoid nuclei of various sizes containing tiny granular chromatin as well
as pale scanty cytoplasm, resulting in an increased N/C ratio. Some
atypical cells revealed characteristically deeply convoluted nuclei. His-
tological examination revealed solid clusters of loosely adherent atypi-
cal cells with marked necrosis, hemorrhage and numerous mitoses.
Immunocytochemistry revealed positive staining for CD21 and CD23,
which led to the diagnosis of FDCS.
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A case of renal malakoplakia with numerous Michaelis-Gutmann
bodies in liquid-based cytology
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Photo. 1  Contrast-enhanced computed tomographic image of the
abdomen. There are a low-density area in the right kid-
ney (asterisk) and a soft tissue mass (star).
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Abstract

We present the cytologic features of renal malakoplakia diagnosed in

a 70-year-old Japanese woman. The large number of Michaelis-Gut-

a b

Photo.2  a : Histologic image of a core needle biopsy specimen
showing accumulation of foamy histiocytes with a few
MG bodies (HE staining, x40).
b : Cytologic examination of a liquid-based cytology
specimen showed numerous MG bodies (arrowheads),
some of which exhibit a concentrically laminated
appearance (Papanicolaou staining, X 100).

mann (MG) bodies, a hallmark of this unique disease, in liquid-based
cytology specimens as compared to conventional smear specimens was
particularly noteworthy. Among the possible reasons for this phenome-
non are the increased attraction power of glass slides for liquid-based
cytology preparations, the electrical charge of MG bodies, and the spe-
cific gravity of MG bodies.
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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)
(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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