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tion) DARFEEZF, T/, HBAZ ) —= v 7 igdeE
EHWIREEHEESED LN LD Y, LM
ENnTnw5o,
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LI ENTFRENDLD, RIBTOFEMLHE IV . B
By A7) — = v 73RS TIS O/ TdH 5 ThinPrep®
Integrated Imager (Hologic ft:, LL'F 12) (&, ThinPrep® %
ROFTRTOMBIZOVT, ZOBORES L RKE S IR
& LTHR 90 B CHMRRAT L, MR LAMEE X & 22
BLEF 2 HE) I EIRT 22 A L TB D, 12 HHGM
ThinPrep® Stain (LLF TP %4ft) 25 Z L35k L o
TW57,

Shbhvbiug, 12 2 el EARIc B
5 ZDOH IO WTHRE 21T - 72, RWFIZEIEF D
—Ir L LCT4rbN, ThinPrep® (2 & V) D H 5 A
BHBAEBEEETDH 5720, OHESHECTHN SN L0
Doz ot 2H5HTH S TP Jtao ettt % M
WL, 2o AMECOWTHE 52 L2 B, F—117
N DFRGERBARD SRR Z VT D794 2R L7

II. &LV AE

2016 4F 2~4 H12 4B Tird 7z LBC (ThinPrep®) 12 &
L E SR A 552 Bl A %G & L7z, MifgR AL
H By ¥ 4k% 18 T3 % ThinPrep® 5000 72+t v ¥ (Hologic
) ZHWTER L7 552 HlONERIE, NILM (negative
for intraepithelial lesion or malignancy) 429 %, ASC-US
(atypical squamous cells of undetermined significance) 72
%1, LSIL (low-grade squamous intraepithelial lesion) 39 %1,
ASC-H (atypical squamous cells, cannot exclude high-grade
squamous epithelial lesion) 5%, HSIL (high-grade squamous
intraepithelial lesion) 5 5, Adenocarcinoma 2 & %.

MRS L B 7T IVTF = v 7 THREEZITV, Xt
5 2001 #EPHEFEKZIH - TEE O/ a0 7 Jefh (2
& % ThinPrep® BEADHE 21T 572 (LY MRS . 128
FHEIAX, 552 %10 ThinPrep® 5% 4:#ifk %> 5 ThinPrep®
5000 70t v ¥ & H W TEARLZ B L, Hologic 2 XD
HWESNIROEMEBH o2 Lo 777 A3NTWEH
B Yett %2 8 Compass (Hologic #1) % BT TP 4t % 47

W, FORBRI2 ZHWTHREE (DT 12 8 %47-7-.

2 MEEOBIZIE, M SO e REReE77 I 4
v FIREECTHEEZ 1T - 72, 1212 X Bl 5E 13 Hologic #:
DHEIET 70 b a— VI LT, BIRE N 2285 O
AT, BERTRPRFEZEOTENILM & L, 224
iz 1 15T b BT b S Ml 2 R0 12 A
1, ERIMREIARAT L AL 2 52001 EIHE R
T L7z, 12 Megiid 3 oMkt (R W sr e
BiZBOBD 224, 84, 34E) Tirore.

HEH 3B, TR 28— L7120 0% R
B L, 3HMPA—FE Lo TEMIHEER3HTT 4
AAyvavyEFORKHESE L, TA4AA YT a v
%, A—FUEFNZ DO W THE 12 RFEZ 1TV, MKLH E % 1
KL7.
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3. RSB A A EE AL ko

TREBI DRRET
4. R 24T S 7z 58 BN D\ CHLIRES Wt A &
g

5. M gt & ASC-USHEF DN A4 ) A 7 HPV (human
papillomavirus) AR & DK
NA Y A7 HPVREIZIENA 7Y v F¥y TF v —ik
(F77 4k, UFHCH) 2w

1. #% g

1. MI&EE & 12 BREEDOMBTHIERER D L8k

Table 112 M MREEHIFLH & & 12 AREEHIILHE & & o Lt
RE2RT. ML 12 REEOMILE E D —FI1 88.4%
(488/552) Tdh - 7=, F7-MifaHE NILM % ktk, ASC-US
PbEzaEtEe ek L2580 mEo—33F1% 92.6% (511/
552) Th-o72. MKEEIZHBWT NILM & 7% - 7= 429 i
385 5 (89.7%) 1%, 12 SEINL 72 22 BLEF O A DO FEMeEE
TEMATRETH - 72, 12 HHEIR L 72 22 BEF IS EE T
AasgEbih, SHEMmEE~EIT Lz#61E, NILM fERFT
10.3%, ASC-US 4%l < 83.3%, ASC-H, LSIL, HSIL,
Adenocarcinoma ®&HERITIE 100% TH - 72.

2. Mi&sE & 12 DO MABEE R —BUESCBE ¥ 2 1%5

HN ] 8 DA—EREBNIE 552 Bl 64 ] (11.6%) TH -
7z (Table 1). Z® 9 H 39 %1 (60.9%) & NILM & ASC-
US DHEA—HTH - 7-.

UTITREN A —BOER % 2 FlRT.

FE 1 M #e$E ASC-US (Photo. 1a)/I2 # § ASC-H
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Table1 Comparison of cytological diagnoses between manual and 12 tests (N =552)
Manual-Test

NILM ASC-US LSIL ASC-H HSIL Adenocarcinoma  Total

NILM 410 22 432

ASC-US 17 37 3 57

LSIL 1 10 31 1 1 44

2-Test ASC-H 1 3 8
HSIL 5 4 9
Adenocarcinoma 2 2

Total 429 72 39 5 5 2 552

NILM, negative for intraepithelial lesion or malignancy ; ASC-US, atypical squamous cells of undeter-

mined significance ; LSIL, low-grade squamous intraepithelial lesion ; ASC-H, atypical squamous cells,
cannot exclude high-grade squamous epithelial lesion ; HSIL, high-grade squamous intraepithelial

lesion.

(Photo. 1b), AEMHLARS I 13 2H R 8w 7 Lz LA <
Hol:. TOBOMNBIC L HRBEZTIENILM & 7% 5
TWh.

FE] 2 : M #$% LSIL (Photo. 2a) /12 #$i HSIL (Photo.
2b), M2 W E HSIL/CIN (cervical intraepithelial
neoplasia) 3 THh - 7z. M MEEEA % FiiR#E$ 5 & N/C It
DN (Photo. 2¢) AT b MIlEd 5N
7z,

3. 2HBICHS T IMRYES HEER TAR—REL -
T-fEB DR

Table 2 12 12 HE £ 25 3 ZOMIaAELHTA—FH &
BoloRER, BXOEMREILERERT. 3H0OMEM
L OB ESIAR—FE R o 7EMIT 14 61H Y, M
e NILM JEBIC 3 61 (0.7%), M #edii ASC-US JEHIT 5
Bl (6.9%), M #REE LSILJEFI T3 B (7.7%), BIUM
Mgt ASC-H ERIT 361 (60.0%) THo7. HHEEICLY
A—FHNZ 14 FIH 5 6 BT L7-.

4. HIBEZPEITEI N 58 FIC DOV THEBRZRTER &
)>4:5%

B 28 P2 AR S & fiAT L 72 58 S BT 5 M i,
RgEENENOMBBHE L MEZHER L OB %
Table 312779, MLZ NILM/#LkkZ M, M2 ASC-
US/#Lik 5 et 7 v L LSIL/CIN1, M5 LSIL/#Lik 2
LSIL/CIN1, #ifuiz ASC-H 7\~ L HSIL/##%iZ HSIL/CIN2
72 \» L HSIL/CIN3, #ilzi% Adenocarcinoma/#1#%7% Adeno-
carcinoma, THAHLEIC—HEEFH/T 5 &, Mgz &M
k75 W O — B 1d M M T 86.2% (50/58), 12 Mg T
93.1% (54/58) T - 7z. LSIL OIFZEMIMZIE, M sk
T95.0% (38/40), 12 Mi#iT 97.5% (39/40), HSIL DL E
DIFZEMI T M BT 60.0% (9/15), 12 Kidii T 86.7%
(13/15) Td Y, 12 KT HSIL PLEOIRARBIN A TE

FERE o,

5. M#&$EHIE ASC-USTERID /N1 1) X% HPV (human
papillomavirus) REFER & DL

NA ) A7 HPV MADSHEAT & N7 B o M Megi i Wit
P& 12 MBTB WG R O Ll & Table 4 12759, M BREH &
ASC-US 72 fivh 36 ) CHADSEIT S, /"4 A2 HPV
MA B MERERZ 21 B1Tdh - 72 (BPES 58.3%). 12 Mgk
& ASC-US 57 v 18 i THAE A AT S, NA ) A7
HPV B tERE B 12 B1CTdh - 72 (BtE% 66.7%). M i
ASC-US/I2 #:#5 NILM FEFIE 10 Bl Y, 2D ) 5 9Bl
NA Y R 2 HPV BN TH - 7. 72, MHRET ASC-
US/12 #e@s LSILFEBNE 8 Bl ), &FITBVTNA Y R
HPV B3 Btk ¢ - 72

Iv. # =

[{—HEBNC BT 5 M REE & 12 e MIH & o —HeR
1% 88.4% T, NILM % F&fk:, ASC-US DL L&k & skl
A O DO—BRIZ 92.6% L Wiz R L, 12 Mg
M #egE & IZIZFEORELA R T L EE 25N 120KHE
BTH 5 TIS Z HOEITIZ S M E TICHEA D 1 159,
Biscotti 513 F#EiMd & TIS Mefi & ik L, Mg Eo—
HEE 93.3% EHEHE L TWwBY, TR L2 ABZEC
BUF 25 2 HsEE MMSEOMBLH E —FE L 12TH L L,
[2 121X TIS & S OB WHREER A% H 2 L b b,
F 72, NILMJEFIOFK 9 %2 12 HNEIR L 72 22 BB O A D
WETHWT 52 EDBTRETH - 7.

ARSI TE, FEBIZAE % OREF CTHSER A % 352
LTWaWA, HEDAZ ) —= v ZBREPSHEHR LM
e T NILM AT 5 3 4 OMEERE A3 3 4
THY, 12 RFHREART 22 HEF O AOKHE T NILM & H5E
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Photo. 1  Two liquid based cytology (LBC) slides were diagnosed
as being atypical squamous cells of undetermined sig-
nificance (ASC-US : a) and atypical squamous cells,
cannot exclude high-grade squamous epithelial lesion
(ASC-H ; b). Atypical cells with slightly enlarged but
almost normochromasia were diagnosed as being ASC-
US (a). Atypical metaplastic cells, with increased
nuclear-cytoplasmic ratios and nuclear hyperchromasia
providing inadequate evidence to diagnose these as
high-grade squamous intraepithelial lesions, were inter-
preted as ASC-H (b). (a : Papanicolaou staining, x 40,
b : ThinPrep® staining, X 40).

L72REBNCHET % 3 4 D FHMEBER AR 1 5 ThHhDH T &
A5, NILM FEGNIC B\ ClI MR o a2 A 5
LEz b,

—C, MM & 12 Mg OMIEE 221X 11.6% O E &
TARA—HDBA SN, A—FIEBID 9 B 12 1§ T NILM &
o 72RER (22 61) 1X, M MEETid4fl ASC-US TH -
7o, ZO 2280 M BSHEEAZHBEE L/ 25, 7uv
FUBRIZZ L TORIEKRZ RO UE ASC-US & LTw
52 EN% L, 22 B 19 BT M MEEIC T ASC-US %€ %

HAFHBLTCwWAboEEZ 5N 121F, #%NDNAE
BV TR T RE 28I 2 BIRLCTBY, Ju~F
YHEICZ LWEECHEEIR S e Wl h 5. £
D7z M #i$E T ASC-US HI5g & 72 o 7IEB D% 2512 1
FTIINILM O ozt 2 b7

Nt A 52001 #PHEAANX T, FhFEFTOY T AH5H
2137225 72 ASC 2 E0f LW AT & A 7 3 ) — A%
by, ZorI47) 7IMERELMICBW TS A%
DELENRDLEINO FASCHOH T T —13fH 4 D
HMINBIZ#EH T 20 TiE R, BEAEEROHE OO0 b D
ELTHEINTWS., DVWFOTERNATREZANLL
72 ASC OBE 21X BIHE 70 I S e OV ASIR T B % 7290,
HEMEOKE 2T uvnbhTwall,

AIFFEICBWTH, MBS L 12 MEEoR 6 #T NILM,
ASC-US HIEDSA—H L 2572885, ASC AT T —DHWn
FVLMEV LN THEL TV b LEZ LN,

W2, 12 Me$EIZ TR R over diagnosis 127 - 72#IH & L
T, Pap efnk TP Rt fetath 0 sZ8iF o s, M
Fedie TR o SLR RS F R HEE (Photo. 1a) & Il L ASC-
US LM% L72A%, 12 Mg TR AR T 2 b A 4
falHg L7zb oo, TP RMEIZ L DB Rt s, 7
O FUAMELTWAHDEHB L2720, BAljEL2 X
0 i < FFifi LT ASC-H & H)%€ L 729 (Photo. 1b) 25
%. T, Pap Juft & TP Gett o Gtttk & 28 H 2 AR
—HOPH & #E 2 S/ Halford 5 OEICBWTE TP
Yefty CHREOGAMEDTRL 25 2 AR I TEB N, a
V¥ a—y — RN % ISR % et d % TP Yufn
EAROBENIHAPLETH L L BbNS.

M #e$i LSIL/12 #285 HSIL & 72 o 72 0 = H121d, M
MG % WLE S &, X ) m R 2 SALHI 2 B U 2 729
BlAdH 5. —FlE LT, MMBEHEART LSIL A4 o KH 5
RIS (Photo. 2a) A2 EGED b, FEIFET 5%
O HSIL #1245 o /NRLER AN (Photo. 2¢) @ Lk & L A%k
BENT. EMHMEZ WL HSIL/CIN3 Th o7z, 121X
LEgE, T3, BINI N 22 B2 EICHERE L TWwL D
DTHY, BIRESNHEF I HSIL A2 o /N E R
PEFITN TV, ROAT v TOLHBREEDORIZIZ,
H 50 Co/NURARE O MBUEE LA S e E o
LI ENHEEELRS. TOZEDSI21F, MEZEAD R
) ==V ZHARICMA T, BEMAEAR R 3 AEAR D 7
TNFzyv 7 HELTOHAEHTHL I LARBENS.

12 Megs TRk A U o EAR—BHEL 22
Lk, TP a0 fCTh 2 MBI S A%, 70~
FUHMEOABEITRE UCERT2EEAD 0, Batue
HMRMRA 252 ORI R Jeta I L Tz & T
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Photo. 2

Three liquid based cytology (LBC) slides were diag-
nosed as being low-grade squamous intraepithelial
lesion (LSIL : a), and high-grade squamous intraepithe-
lial lesions (HSIL ; b, ¢). Atypical cells characterized by
nuclear enlargement, hyperchromasia, and binucleation
were diagnosed as being LSIL (a). Atypical parabasal
cells with increased nuclear-cytoplasmic ratios and
nuclear hyperchromasia were diagnosed as being HSIL
(b). Paired cells were also seen (b). Atypical cells, with
increased nuclear-cytoplasmic ratios, thick and irregu-
lar nuclear membranes, and irregular chromatin distri-
bution, were suggestive of HSIL(c) (a, ¢ : Papanicolaou
staining, x40, b : ThinPrep® staining, % 40).

Table 2 The number of mismatch cases before and after re-screening

Manual test Number Before re-screening  After re-screening
NILM 429 3 (0.7%) 1 (0.2%)
ASC-US 72 5 (6.9%) 2 (2.8%)
LSIL 39 3 (7.7%) 2 (5.1%)
ASC-H 5 3 (60.0%) 1 (20.0%)
HSIL 0 (0%) 0 (0%)
Adenocarcinoma 2 0 (0%) 0 (0%)

NILM, negative for intraepithelial lesion or malignancy ; ASC-US, atypi-
cal squamous cells of undetermined significance ; LSIL low-grade squa-
mous intraepithelial lesion ; ASC-H, atypical squamous cells, cannot
exclude high-grade squamous epithelial lesion ;: HSIL, high-grade squa-
mous intraepithelial lesion.
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Table 3 The correlation between cytological and histological diagnoses

Histological diagnosis

Negative LSIL/CIN1 HSIL/CIN2 HSIL/CIN3 Adenocarcinoma  Total

ASC-US 3 16 2 21
LSIL 22 3 1 26
Manual test ASCH ! 5 4
HSIL 1 2 2 5
Adenocarcinoma 2 2
Total 3 40 5 8 2 58
ASC-US 2 11 13
LSIL 28 2 30
Dtest ASC-H 1 5 6
HSIL 1 3 3 7
Adenocarcinoma 2 2
Total 3 40 5 8 2 58

CIN, cervical intraepithelial neoplasia ; ASC-US, atypical squamous cells of undetermined significance ; LSIL, low-

grade squamous intraepithelial lesion ; ASC-H, atypical squamous cells, cannot exclude high-grade squamous epithe-

lial lesion ; HSIL, high-grade squamous intraepithelial lesion.

Table4 Comparison of diagnostic results of manual tests and 12
tests in the case of HPV-DNA
Manual test/I2-test
HPV-DNA Total
ASC-US/ASC-US ASC-US/NILM ASC-US/LSIL
+ 12 1 8 21
- 6 9 0 15

NILM, negative for intraepithelial lesion or malignancy ; ASC-US,
atypical squamous cells of undetermined significance ; LSIL, low-
grade squamous intraepithelial lesion ; HPV, human papillomavirus ;

DNA, deoxyribonucleic acid.
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Abstract

Objective : We compared the performance of a computerized Thin-
Prep® (TP) Integrated Imager (I2) with the manual reading of paired
TP slides stained with an ordinary Papanicolaou stain (TPM).

Study Design : The study consisted of 552 cases, and compared the
results of 12-screened TP (TPI) with TPM. This study also compared
high risk human papillomavirus (HPV) positive rates in cases of atypi-
cal squamous cells of undetermined significance (ASC-US) diagnosed
using TPI with those diagnosed using TPM.

Results : Concordance in cytologic diagnoses between TPI and TPM
was 88.4%. Concordance between cytologic and histologic diagnoses
for TPM was 86.2%, and that for TPI was 93.1%. The detection rate of a
low-grade squamous intraepithelial lesion with TPM was 95.0% and
that for TPI was 97.5%. The detection rate of high-grade squamous
intraepithelial lesions (HSIL) and high-grade disease with TPM was
60.0%, and that of TPI was 86.7%. These results suggest TPI is more
accurate than TPM for diagnoses of HSIL and high-grade disease. The
high-risk HPV positive rate in ASC-US cases of TPM was 58.3%, and
that for TPI was 66.7%.

Conclusion : The 12 is useful in cervical screening and may contrib-

ute to improved accuracy in cytologic diagnoses.
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Table 1  Clinicopathological background in positive and negative peritoneal cytology patients
Cytology positive  Cytology negative
(n=13) (n=401)
Age, mean 58 (34-75) 55 (23-87)
TA 2 251
1B 0 53
Surgical staging (FIGO2008) I 0 25
I 3 65
v 8 7
Endometrioid carcinoma G1 0 168
G2 2 140
Histological

istological type G3 1 42
Non-endometrioid carcinoma 10 51
Myometrial invasion 13 324
Serosal invasion 2 7
Metastasis to adnexa 5 15
Metastasis to omentum 7 2
Peritoneal dissemination 4 4

False positive cytology (%) — 9 (2.2)
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Table 2  Risk factors for positive peritoneal cytology

Univariate analysis Multivariate analysis

OR (95% CI) p-value OR (95% CI) p-value
Endometrioid carcinoma G3 and Non-endometrioid carcinoma 18.5 (4.0-85.1) <0.001 9.0 (1.7-48.3) 0.01
Depth of myometrial invasion=50% 1.7 (0.5-5.2) n.s —
Serosal invasion 10.3 (1.9-55.1) 0.03 —
Metastasis to adnexa 16.1 (4.7-55.2) <0.001 —
Metastasis to omentum 233.3 (39.9-1364.6) <0.001  104.9 (14.5-758.3) <0.001
Peritoneal dissemination 17.4 (4.666.2) <0.001 —

Table 3  Clinicopathological findings in 13 positive peritoneal cytology patients

Surgical Non-
Case Age Operation Histological type staging endometrial
(FIGO2008)  carcinoma

Metastasis Serosal  Metastasis Peritoneal
of omentum invasion ofadnexa dissemination

1 57 la Mixed carcinoma LA N
arosco - - - -
P by (Endometrioid + serous)

2 53  Laparoscopy  Endometrioid carcinoma G2 TA - - - - -
3 54  Laparoscopy Serous carcinoma mA + - - + -
4 75 Laparotomy Carcinosarcoma mc1 + - + - -
5 61 Laparotomy Carcinosarcoma mcz2 + - - - -
Mixed carcinoma
6 70 Laparotomy (Endometroid + clear cell) VB N i - - "
7 72 Laparotomy Carcinosarcoma VB + + - - -
8 RY! Laparotomy  Endometrioid carcinoma G2 VB - + - + -
9 75 Laparotomy Serous carcinoma VB + + - - -
Mixed carcinoma
10 58 Laparotomy (Endometrioid + serous) VB N - - N N
11 41 Laparotomy Serous carcinoma VB + + - + +
12 38 Laparotomy  Endometrioid carcinoma G3 VB - + - + +
13 63 Laparotomy Carcinosarcoma VB + + + +
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a
Photo. 1  Findings of magnetic resonance
imaging (MRI) T2 weighted image
in case 2.
MRI shows thickening of the
endometrium and multiple myo-
mas with adenomyosis in the
uterus.
T B TH -7 (Photo. 2). BKMBLZHELETH > 7272
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Photo.2  a, b: Findings of peritoneal lavage cytology in case 2
(Pap. staining, x40).
A syncytial cluster of cells having epithelial binding and
overlapping can be seen. The cells in the clusters have
variably sized nuclei, occasionally enlarged nuclei and
prominent nucleolus, leading to a suspected adenocar-
cinoma.
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Abstract

Objective : The aim of this study was to clarify the background of
peritoneal cytology positive endometrial cancer patients and to examine
the relevance of hysteroscopy on obtaining a positive peritoneal
cytology diagnosis.

Study Design * This study was a retrospective study on 414 patients at
our institution, who underwent laparotomy or laparoscopic surgery
after preoperative hysteroscopy between 2011 and 2015. Peritoneal
cytology or peritoneal washing cytology was performed intraopera-
tively. We analyzed the cytological result and clinicopathological risk
factors.

Results : Peritoneal cytology results were positive in 13 patients
(3%). Endometrial carcinoma grade 3 and non-endometrioid
carcinoma, metastasis to the adnexa, metastasis to the omentum, and
peritoneal dissemination were significantly associated with positive
cytology in a univariate analysis (p<0.001). Endometrial carcinoma
grade 3 and non-endometrioid carcinoma and metastasis to the
omentum were significantly associated with positive cytology in a
multivariate analysis (p=0.01, p<0.001 respectively). In the risk factors
of positive cytology, omentum metastasis positive cases were the most
frequent (7/10 patients). Almost all patients with positive cytology had
one or two risk factors. However, one patient had none of the risk
factors. The presence of multiple myomas and adenomyosis were
presumed to cause considerable time and water pressure in performing
hysteroscopy, which led to positive cytology. Recurrence has not been
seen in this case after hysterectomy until now.

Conclusion : There were only few cases in which the ascites cytology
became positive after preoperative hysteroscopy, and most cases had
risk factors for positive ascitic cytology. The influence on ascites

cytology by preoperative hysteroscopy is considered to be minimal.
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Table 1  The proportion of EGFR mutation,
ALK and PD-L1 protein expression

EGFR mutation N=40 (%)
Mutated 13 (32.5%)
No mutated 27 (67.5%)

ALK immunohistochemistry N=40 (%)

Positive 1 (25%)
Negative 39 (97.5%)

PD-L1 immunohistochemistry =~ N =40 (%)
High expression 8 (20%)
Low expression 14 (35%)
No expression 18 (45%)

EGFR, epidermal growth factor receptor ;
ALK, anaplastic lymphoma kinase ; PD-L1,
programmed death ligand 1

B aAT o 72, HE AR IR % 72 S B s gt S e
JESAIIL %2 PD-L1 BstE & LT, &5 NZHEETH %
DAKO #L (California, USA) @ PD-L1 IHC 22C3 pharmDx
[DAKOJD AT ¥ 7HA KFA v EBHFITRIK 100
YL oY) 7 S 2 51l L, Tumor Proportion Score
(PD-L1 J&BUE S M/ S o #8 %, LT TPS) % i
L 3Bl (%81, TPS<1% : X581, TPS149% ; &%
Bl, TPS=50%) (Z&Ffifi L 72.

1. #% g

40 FIth, EGFR @z F2 513 1361 (325%) IO 5N
7z (Table 1). ALK Sl brdetaid 161 (25%) 25k
HTdH o7 (Behh, BemiE chitt) (Photo.1). PD-L1 g
PEML AL F Y T T B A 8 B (20%), KFEHLAT 14 Bl
(35%), MEFEBIAT 18 ] (45%) Td -7z (Table 1) (Photo.
2).
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A

Photo. 1

C

Photo. 2

B

Hematoxylin Eosin (A) staining and ALK (B) immunohistochemical staining of lung adenocarcinoma cells using a cell block
cytologic specimen ( X 20, objective).

D

Hematoxylin Eosin staining (A, C) and PD-L1 immunohistochemical staining (B, D) of lung adenocarcinoma cells using a cell
block cytologic specimen. A and B are from the same case with high PD-L1 expression ( x 20, objective). C and D are from the
same case with low PD-L1 expression ( x 20, objective).
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Table 2  The relationship between cell block construction meth-
ods and the status of PD-L1 immunohistochemistry and

EGFR mutation
PD-L1 immunohistochemistry
High (8) Low (14) None (18)
1) Fibrin clot (15) 4 (26.7%) 5 (333%) 6 (40%)
2) Centrifugation (13) 3 (23.1%) 4 (30.8%) 6 (46.1%)

3) Sodium alginate (12) 1 (83%) 5 (41.7%) 6 (50%)

EGFR mutation

Mutated  No mutated

(13) 27)
1) Fibrin clot (15) 5 (33.3%) 10 (66.7%)
2) Centrifugation (13) 4 (30.8%) 9 (69.2%)
3) Sodium alginate (12) 4 (333%) 8 (66.7%)

PD-L1, programmed death ligand 1 ; EGFR, epidermal
growth factor receptor
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Abstract

Objective : We examined the status of epidermal growth factor recep-
tor (EGFR) mutations and expression of anaplastic lymphoma kinase
(ALK) and programmed death ligand 1 (PD-L1) using cytology cell
blocks of malignant pleural effusion derived from pulmonary adenocar-
cinomas.

Study Design ' Pleural effusion from 140 patients with suspected
malignant effusion was harvested. Cytological diagnosis was per-
formed, and cytology cell blocks were constructed at the same time.
Using cytology cell blocks, EGFR mutation analysis and immunohisto-
chemistry analysis of ALK and PD-L1 were conducted.

Results : Pleural effusion was obtained from 40 patients diagnosed as
having malignant effusion derived from pulmonary adenocarcinoma.
EGFR mutations were detected in 13 of 40 (32.5%) and expression of
ALK was found in 1 of 40 (2.5%). Regarding expression of PD-L1, 8 of
40 (20%) showed high expression, 14 (35%) showed low expression,
and 18 (45%) showed no expression. The same examinations were
performed for nine tissue specimens that corresponded to cytology cell
blocks. The results of the EGFR mutations and expression of ALK were
concordant between cell blocks and tissue specimens. As to expression
of PD-L1, seven cases were concordant, but two cases were disconcor-
dant.

Conclusion : The analyses of EGFR mutations and ALK expression
using cytology cell blocks were useful. Further investigation about
PD-L1 expression is currently necessary ; however, if an examination
method and accurate scoring system are established, it will become
useful in the selection of therapeutic strategies.
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Photo. 1 X ray film of the chest reveals an
abnormal shadow in the left mid-
dle lung field.
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Photo. 2  Cystoscopy reveals a pedunculated nodular tumor in
the left apex of the urinary bladder (a, b).
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Photo.3  Cytological findings of voided urine (a, b, ¢) and washing cytology of the urinary bladder (d, e).a : Carcinoma cell cluster on
a hemorrhagic background with lymphocytes (Pap. staining, X 20). b : Carcinoma cell cluster showing loose cohesiveness,
irregular overlapping and enlarged nuclei (Pap. staining, % 60). c : The cytoplasm is weakly stained with light green. Nuclear
abnormalities are evident, such as nuclear enlargement, eccentric location and irregular contour (Pap. staining, X 60).d : Uri-
nary bladder washing cytology reveals a large cluster with irregular overlapping reminiscent of glandular arrangement
(arrows) (Pap. staining, X 60). e : Urinary bladder washing cytology reveals a radial arrangement (left) and a glandular
arrangement (right) (Pap. staining, X 60).



#5558 % 557, 2019 4

j 211

Photo. 4

Histological findings of the urinary bladder biopsy. a :
A dome-shaped elevated tumor is seen with the lumen
exposed (HE staining, X 4). b : The lesion is composed
of thin trabecular, small alveolar or anastomosing
arrangements (HE staining, X 10). ¢ : Carcinoma cells
possess weakly eosinophilic and thick cytoplasm, and
eccentrically located nuclei with prominent nucleoli (HE
staining, x 40).

b

Photo. 5 Immunohistological findings of the urinary bladder
biopsy. a : Carcinoma cells are positive for CK7 ( x 20,
Inset, X 60). A non-neoplastic urothelium is also posi-
tive. b : Carcinoma cells are positive for TTF-1 ( x 20,
Inset, X 60).
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Abstract

Background : Metastatic urinary bladder carcinoma from lung can-
cer is extremely rare.

Case : A man in his sixties was treated with chemotherapeutic agents
for advanced lung cancer (a poorly differentiated adenocarcinoma,
cT2N3MO, Stage M B). The response rate was stable or progressive.
After 2 years and 9 months, macroscopic hematuria appeared and he
was diagnosed as having adenocarcinoma rather than urothelial carci-
noma following urinary cytology. A 5 mm elevated tumor was observed
on cystoscopy. Pathological examinations revealed metastatic adenocar-
cinoma from lung cancer with a positive immunohistochemical reaction
for CK7, TTF-1, Napsin A and a negative reaction for CK20 and GATA3.

Conclusion : When adenocarcinoma is diagnosed in a urinary cytol-
ogy specimen, metastasis from other organs should be included in the
differential diagnosis.
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Photo. 1  Stamp preparation from right cervical lymph node. a : A diffuse proliferation of large tumor cells is seen against the back-
ground of mature lymphocytes (Pap. staining, X 40). b : Hallmark cell : Kidney-shaped or horseshoe-shaped nucleus, and an
emphasized Golgi area (Pap. staining, X 100). ¢ : Outstanding large cells can be seen with an abundant cytoplasm and wreath-
like nucleus (Pap. staining, X 100). d : Cohesive tumor cells (Pap. staining, % 100). e : Mitosis of tumor cells is prominent (Pap.
staining, x 100). f : Basophilic cytoplasm and intracytoplasmic vacuoles (May-Griinwald Giemsa staining, x 100).
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Photo. 2  Right cervical lymph node biopsy (HE staining, % 20).
a : Common pattern : Diffuse proliferation of large
tumor cells. b : Lymph sinus invasion of tumor cells
(arrow).
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AR v SEHEEEARICB VT, K voske B

R BB O Bl % 3885 72 (Photo. 1a). BIE - BEHE
1% & Wit 722 Golgi ¥ % A3 5 hallmark cell (Photo. 1b) <,
BELAMBELIERAREZAT 2 KREMBAAS R
(Photo. 1c), HEEMINEOM A% R #H5 % (Photo.
1d), £ < D5 %% %807 (Photo. le). FAFHMT
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IV. fRIRAERAT R
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FEIC X D BiE X, hallmark cell RAEFRIRAE 2 47§ % KA
JEEE AL O O F APEBSH % £ 9 common pattern # 2 L
(Photo. 2a), ) ¥ 7S{A~NDEE D A 5172 (Photo. 2b).
B - A RE SRS MO SR A R 7z, HiEM
WAt F gt TlX, CD2, CD4, CD30, et &= 1
(TIA-1, Granzyme B, Perforin) 3Bz, CD3, CDS5,
CD7, CD8, ALK BB TH -7z, 512 p63 DI 2%

127872 (Photo. 3).

V. TP63 BB DIER

TP63 O F i B 122w, FISH (fluorescene in situ
hybridization) #& ¥ — 27 I ¥ A2 X 5 8IE I %2475
7.

A=) VEENT T 4 VABYFICBWT, TP63
dual-color, break-apart probe (Empire Genomics, LLC,
USA) % i\~ 72 FISH 2:C, 100 #ifah 61 fBZIC split signal
%R, TP63 DTN AR S 7z (Fig. 1a).

F 7, ) OSHIAEME XD RNAZ H L,
SMARTer® RACE 5'/3'Kit (Clontech Laboratories, Inc.
Takara Bio Company, USA) % i\»C cDNA % 1ER 1%,
5-RACE #:% 1T > 7. TP63 exond #* ik ¥ % primer % /|
W5 LR ORMBEIR % & THME, cloning %, #1n T
BB FENT 2 47\ TBLIXR1/TP63 Bl S 955 W % [ 2 L 72
(Fig. 1b). & 512, TBLIXRI exon? forward primer & TP63
exon4 reverse primer % J\»7z RT-PCR T 239 bp DN F
MR L7 (Fig. 1c). C OME#EY A5 b 5-RACE % & [H]
MO REBHIDFER SN (F—FREF).
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MR HEL L 72 CD30 (Ki-1) PR Y o 78k B 70 3
WML R AHMEETH D, T OHRYMIKENEE t(2;5) (p23;
p35) Z AT % ALCL IZ B\ TRl A E I pSONPMALK A i X
729, WHO 7503855 4 Wih S 132 i F# RiIF 7% ALK
Ptk fl & PHRARZBEERICHE I NY. 20k, ALK
Fa:I o 30% 2 DUSP22, 8% 2 TP63 DFFAER AN 2 S 1L
722, DUSP22 OFABAERNIE ALK B tEA & (22 BRI T
BRI, TP63 DTHENERIZIFEAR, ZoO3HEOL



#5558 % 557, 2019 4

| R2Y

C

Photo. 3
TIA-1 (b),CD30 (c) andp63 (d).

DD R WREGNIZZOHHETH D, S5EEFRETEN
ZN85%, 90%, 17%, 42% TH 5Y. Z o 3 F¥H O Hk
K% W —EFINTH LT A HIEHRE I TwiRWY, 2
D L5 ALCLIZIKRIIZ S &= T 1912 b heteroge-
neous ZIREHTH D EEZ LN TWEY, RENIZWitE
FECTHETRERETH Y, ARGZEEELEo 7.
HARIR IOV TIZ ALK B iR & ALK BRI UC B
W T 3 hallmark cell 2 JEBHINE O AHEAE M2 EOF %
b EidEL Tw b8, ALK BEPERCld common
pattern ? 37> lymphohistiocytic, small cell, Hodgkin-like,
composite pattern & 2% T 1, ALK &R CIZF1C com-
mon pattern # & % L\ o Z2EWASHISE N TWAYD, ALK &
T ALCL O JESAIFL 1X ALK By ALCL O IS & » &K
MTLEMLEZRTEDRTVWLEY, L2LEDDS
DUSP22 % TP63 DFHEBIER T3t LASZEMICE LR
BRI IE A v & DD D Y, KIS DUSP22 O 4§ UE
Bl F—F v illez £ <o, Mg/ <h 5
EENTWABD, ALKKEM: ALCLIZ, % < »°DUSP22, TP63

d

Immunohistochemical findings of the right cervical lymph node (x40). The tumor cells show positive staining for CD2 (a),

TR REPEDIERITH 1), ALK BRI O TEREIAF# L S
5 181Z DUSP22, TP63 Tik§ I DRES %2 S L T 5 &
Ez oMb, Al common pattern 7R L, KIUJEBH
e D35l, hallmark cell LA 2B 2l TE%
PENZ M E AT Wz, TP63 TS BUE B By TRA
MBI L Tz iz e v, LA L&ASS TP63 OFF
HERCE BN H S FI D IEE 1C A % <, MRTERE OSBRI T
HIEHIZIZEA L. 5%, EFROFRE & 5% 5 0E
PEIN5D.

KENE, ZRMECESY Y ETH -7 29 v 2l
laix ALCL ® &7 53, Hodgkin lymphoma %° diffuse large
B-cell lymphoma 7 & C4 8 589728, EDOARDBW
WREECTH 5. AEITIEIEM~ — 7 — ORIEMRRF RS
EATVBWIIWz 57228, S I p63 DFEBL%Z R0,
TP63 DTG DOAFED /R Sz, p63 DIEHIL, 3 F G
fARDBAC L ) TR S B Bl G815 TBLIXR1/TP63
WX o TEHEEYDIESRSL Z 12X 5100 UL p63
DFEBUL, TP63 OFHERL D 7\ ALK Btk ALCL 0 35.2%
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TBLIXRI exon7 TP63 exond

CTAGATTGGAATC CACAGTACAC

e o
-

= £
Q ~
@] ~
0 >
¢ 3
Z =

<4—— 239%p

Fig.1 TP63 rearrangement. a : The TP63 break apart probe
shows split signals (arrow). b : A sequencing analysis
shows the fusion transcript of TBLIXRI1/TP63. ¢ : Detec-
tion of the TBL1XR1/TP63 fusion transcript with RT-PCR.

WL BDB0, FISHEBEIC X VHERTHIEPREE L
W0 KB FISH #:C TP63 O FAE AR E N, & 5 IZHE
JEM T2 ) 2RI RN BT A 5-RACE #: &, RT-PCR ®
2WY) DFETHERL, ThITICHEIATVES
TBLIXR1/TP63 DRGHRG Y % fEsA L 2 7=

PE3DON KU NI VAT 7 FN=F—F AL ViF, TH
M= A, R L, R AL & R LI I o )
EaFHOW. FHRERICE VIO AL Y2572 TP63 D

RNA &1, HHEROZWL LI L T 25150 oMinz
REZEDBMENTWAEW, ALK& ALCLIZ BT TP63
DHBERE L) EBH DB TFHEARTHLDIE, Thbollk
D SPDETHEL TVDLONH Ltk

VIL. #& B

ALK &k ALCL O C TP63 OFHAGRL % £ 9 fE L IEH
WZENRT, PHRARTH L. Mok, BE - BEE
¥ % 773 hallmark cell X2 JE#%5 O H A5 7% &£ @ ALCL O
AR Z LI EDVBR~NDE AL D, S5I1Z, ALK
Btk ALCL & I L 7z Bi i3 Se s fik b2/ et C p63 %
OFBEPZ, FISHEC CTHBROFEZEET L L
A, BRI T 2 ER L EHRE LD 5 57259,

ARSI L 513, RS N S PRSI BB S ) $EA.

AROEFZ, % 57 Inl H AR BRI A 2R % (2018 4F 11 H,
M) ICBwTHRLE.

B MERRABIIHY, WERVIZZE T L2 YEEmBE
I EAEAEICEEH VL ES.

Abstract

Background : Anaplastic large cell lymphomas (ALCLs) are a type of
T-cell lymphoma, consisting of large lymphoid cells expressing CD30
and are classified into ALK-positive and ALK-negative. Recently, rear-
rangement of 7P63 has been identified in 8% of ALK-negative ALCLs.

Case : A 67-year-old man had a medical checkup and was found to
have a consolidation of the lung on a chest X-ray. A computed tomogra-
phy scan showed multiple lung tumors, liver tumors, and superficial
lymph node swelling. A cervical lymph node biopsy was performed and
confirmed the diagnosis of ALK-negative ALCL. He died six months
after the diagnosis. Histological and cytological features revealed a
common pattern of ALCL consisting of diffuse atypical cells with large
and polymorphic nuclei. Hallmark cells and cohesive features of the
tumor cells were also present. An immunohistochemical examination
showed that these atypical cells were positive for CD2, CD4, CD30,
cytotoxic molecules and p63. The expression of ALK was negative. A
fluorescence in situ hybridization (FISH) study using a break-apart
probe of TP63 showed TP63 rearrangement, and sequencing showed
the TBL1XR1/TP63 fusion gene.

Conclusion : We present a case of ALK-negative ALCL with TP63
rearrangement. This type of lymphoma is scarce and has a poor prog-
nosis. For the diagnosis of ALCL, it is necessary to use not only immu-

nohistochemical staining but also a FISH probe.
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Technique for preparation of liquid based cytology specimens from
formalin-fixed tissue

Machiko TANIMURAY, C. T, L. A. C., Takehiko IKEYAY, C. T, L. A.
C., Eri MIKIV, C.T., Yoshimi MIYAGI?, M. D., Hideto SENZAKI?, M.
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DDepartment of Clinical Laboratory, ?Department of Diagnostic
Pathology, Osaka Saiseikai Nakatsu Hospital
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Photo.1  Histo LBC method (A) and CR method (B) of onco-
cytic carcinoma (Pap. staining, x 40).

Wt TdH 5 %%, CRIETH SN % - 72EFIC B\ T Histo
LBC method 13 HEEAE# ST &, LBC FEADFIUI S
TABEADHES R DML TETH L. FHROFEL
L Chdet e EOpokget, a1 B O &
LRAb.

FH ORI REFRRAIRERZS D TEA.

Abstract

Liquid-based cytology is used in fine-needle aspiration cytology,
besides vaginal/endometrial cytology. We devised a technique for the
preparation of liquid-based cytology specimens from formalin-fixed tis-

sues.
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Photo. 2

2)

3)

4
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5)

Histo LBC method (A) and CR method (B) of muco-
epidermoid carcinoma (Pap. staining, x 40).
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Dt M. Hokkaido Society of Clinical Cytology 2016 ; 25 :
10-14.
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NOTICE TO CONTRIBUTORS

1. Authorial responsibility :

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

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

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

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

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

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

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

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

3. Submission style :

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

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

1) Text and writing style

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

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

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

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

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

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

A minimum resolution of 300 dpi size is required for

photographs for publication.

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



226

H AR AR AT 2 2 MRS

(1)

(2)

(3)

(4)

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

Original articles : no more than 12

Investigation reports : no more than 10

Case reports : no more than 10

Brief notes : no more than 6

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

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

Examples of Key words :

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

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

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

report)

(5) Text and page limitations

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

(6) English abstract

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

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

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

For dentists : DDS, with other degrees or qualifica-

tions abbreviated the same as for physicians.

For clinical laboratory technologists : MT ; CT ;

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

The text of the abstract should not exceed 200

words (exclusive of the title, authors' names and

affiliations), and the following headings are to be

used.

Original articles and Investigation reports : Objective,

Study Design, Results, Conclusion

Case reports - Background, Case (s), Conclusion

Review articles : headings should be selected ac-

cording to their content.

Brief notes : abstracts for brief notes should consist

of no more than 100 words and no headings are to

be used.

(7) References

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

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

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

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

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

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

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

7 ) English manuscripts

English manuscripts are to be written double-spaced on

A4 paper, and should not exceed 10 pages.

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

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

Japanese manuscript.

5. Reprints :

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

6. Review of the manuscript :

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

7. Proofreading :

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

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

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

9. Revision of these rules -

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

Appendix 1. Submission of manuscripts to Acta Cytologica

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

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