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0 Fig.2 Comparison of the results of CK5/6 immunostaining and

conventional + LBC LBC only

Fig. 1 Inadequate cases in different settings
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(15.6%) AWARAEIE T - 72 (Fig. 1). LBC ¥l
BATICL ), BAAREIERIIAEEZD > THRA L (p=
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CK5/6 i gets % MifT L 72 62 Bl Wi, ik 32
B, B30 BITHo7 (Fig. 2). EMEMEE T 32 #1r 29
%1 (90.6%) %% CK5/6 f&tk & 7 - 7= (Fig. 2, Photo. 1b,n).
CK5/6 i gt IOV CTHMA IS L2 b 0%
Table 1 12733, HHEIZH 2 b 5F CK5/6 Mtk & 72 - 72
FEMBENE 3BT, 9B 2HFAEN A 7 IKBEME (Photo.
le), 16250 F AR S Z R L, 3%)& b Triple negative
(Z2 va¥rryEZitk - 707 270 v 254K - HER2 53
FRTCREM) #UE (Photo. 1d) THh -7z, — i RMIKET
&, 30 B 23 61 (76.7%) 75 CK5/6 Btk & 7 - 7= (Fig.
2, Photo. 1h). REYEIZH 220 5§ CK5/6 BTk L % - 723k
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L3261, BYE29 I TH o7 (Fig. 3). MPENER; T1d 32
Bivp 27 51 (84.4%) 75 p63 Btk & % - 72 (Fig. 3, Photo.
1c). pb3 Sy Yeft il Flo OV TR BIC L= b 0%
Table 11277°F. HEPEIZ L A0 b 57 p63 Btk & 7 o 72k

the final diagnosis

RFNE 3BT, 360& D ICEEMNEO—ERA k%2 R L7z
(Photo. 1f). —J7 RMEHRZE T, 29 Bl 24 61 (82.8%) 7%
p63 Bt & 72 5 72 (Photo. 1i). RYEICZH 2 202b 53 p63 &
P& 7o 72FRWAIFNL 5 BT, TARZ ) LML
% HSN72HER] (Table 1*, Photo. 1j,1) 4 %1, REMEZEIR
JESS 1Bl E E sz,

Pap Jefa OLREIC D  MilaZ o BRE < [N EE]
B [EEREV ] & LT HEREES 126150, 20
95 6 BHNIDOWTIISRIEGA OB X 0 2 W25 jE
L7 o7z (Table2). REYEo 1 BNEFELMENEE (Photo. 1g,
h,i) THo7z. ENED 5 FHIE R E o REEILEE 3
%1, solid papillary carcinoma 1 %] (Photo. Im, n,0) X ¥
FHZ I PEFLASHE 161 (Photo. 1a,b,¢) TdH -7z,
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CK5/6 Fth e ME 1% % h v VA 7T 5 L, J&E
78.1% (25/32), ¥ESLEE 86.7% (26/30) TdH o7z H v b
T 7% 10-20-30%ICEZ 5L VTHOYAE D RE
84.4% (27/32), WrBLpE 86.7% (26/30) &%V, v b
71l 40% T3 K 90.6% (29/32), 5L 83.3% (25/30),
1y b7 50% TILEE 93.8% (30/32), HFEEE 70%
(21/30), 7 v FF 71 60% TIIIEIE 93.8% (30/32), 4%
FLEE 60% (18/30) T o7z (Table3). BpPEIEBAIZHT
HIRTOH v M+ 7ET, AEENED LN (p<
0.01, x —FeksE).
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20124E X ) LBC 238 A L, fEkikL oft HMIH %2 45T,
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Photo. 1  Results of CK5/6 and p63 immunocytochemical staining in different breast lesions ( X 40).
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Table1 CK5/6 and p63 immunostaining results according to the histologic type
CK5/6 p63
Negative Positive Negative Positive Not determined
Malignant tumors
Invasive carcinoma of no special type 17 2 17 2
Mucinous carcinoma 2 0 2 0
Carcinoma with apocrine differentiation 1 0 1 0
Encapsulated papillary carcinoma 2 1 3 0
Solid papillary carcinoma 4 0 2 0 2
Ductal carcinoma in situ 1 0 1 0
Clinical malignancy 2 0 1 1
Benign lesions
NOS 1* 0 1* 0
Intraductal papilloma 1 7 0 8
Usual ductal hyperplasia 0 2 0 2
Sclerosing adenosis 0 1 0 1
Fibroadenoma 1 3 0 4
Phyllodes tumour 1 1 1 1
Clinical benignancy 3% 9 3* 8
Total 36 26 32 27 2
*Cases with a lot of apocrine metaplastic cells
B9 b iub U HE R & L3 LBC A TIr ) &
ben 52% 31% EWCE D ESHIERHEERIBWAL, R EAERTHD S
enign B
(13) ©) LR L.
10% 7% (n=29) . o . PN
R 3%6%6% WA AE A L2 SIS 1 2 DO AT 2
1)(2) (2 - s N
WO N3, —obEMIHEEO YRS Th s, fEkETIEMIL
. 50% 34% . - . o leore o
malignant (16) (1) BRSNS FLATA FH T RTREMLAE L
W2 Ty, MO EA DAL 212 & ) e
0 5 10 15 20 25 30 35 %. —75 LBC (Sure Path™) D54, #EIC X 0 il % s
negative  mostly negative  mostly positive positive N.D. WA T4 FICHHE SEAL7-0MBRHEEN D LwEvwbi

Fig.3 Comparison of the results of p63 immunostaining and the
final diagnosis
N.D. : Not determined

F9, BAEAEIERO EMRE T, ek - LBC A
B 32.1% % 5 LBC HMHE 15.6 %~ & KIFIZmA L 72, $L%
PR CHAIZB W THRAANEIESRIT 10% U TFICTsZ L
WEFELWVEENTWAYS, LBCIZL ) HEfEIZEDL 2
ENTE MBETIIIEOMATZWNIT BV CIdsHERDS
B s, S M2 o@Esx, 1) Wiz iEo 2275
Mg GBS RIC T 7Ty —3DE), 2) Mgz
B9 RER], 3) BUNRIRZE, 4) WWREIZIEVIRZE, 5) ARSI
DR ELROENT WS 720, WMAKAEIEE & 255 W H
MICHDEEZLNL. LPLENS, BEARERZ LBCIZ
BATT A2 L CTREIERIIA RIS L, FHRLEEIGE
B sz FURERIRE M 12 B W THEREICLBC %38
MT 25 ETCRBIERERLZR IS Z LiTHESLTY

TV, 20D REMBYEORSTH L. BRERRNOBRIC
A% 0TI, &5 WIZEREY - 22T IR T
FEFEIRG 2 0 LT RN 2, TRENRAT 2
GBRH L. FORDEEERIC X DHERETIE LMD
MK BV ITFERN L &AL, Ml bz < TRl
ANWEIE] &% BB0% D o0 TE RV LTS, —
77 LBC T, CytoRich™Red ® Il - HHWELIEM & %
DRI SN2 X MR - BRSNS ASEPRTT R I B2
SN, #EE L MRS T & [HAEASEIE ] 25584 L7
LEZOLND.

RIZ, CK5/6 %R p63 DI geth s RAEEOEINCAH &
Bbhs:, MEkZTORBOMEN LI NTEHIO, M
2B 5 REEROEN, S5TH 1 broFrR
p63 EH Wi b 3 2101 Ko MErCLBCIZBIT
CK5/6 fefs et | VIS O 9 #Ihskett:, BMIRZEOR
SEIGYATEN A ZIRICH T & 22 V), p63 fosis Yefin 13 B
BrDKy 9 BEgA R, BUERZEOR 8 HIV ML %= 72.
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Table 2  Cases in which a correct diagnosis was obtained by the addition of CK5/6 and p63 immunostaining
Cytologic diagnosis
Histologic diagnosis
Pap only CK5/6 p63 Final diagnosis
1 Indeterminate + + Normal/benign Sclerosing adenosis
2 Indeterminate - N.D. Malignant Solid-papillary carcinoma
3 Suspicious of malignancy - - Malignant Invasive carcinoma of no special type (low grade)
4 Suspocious of malignancy - - Malignant Invasive carcinoma of no special type (low grade)
5  Suspicious of malignancy - - Malignant Invasive carcinoma of no special type (low grade)
6  Suspicious of malignancy - - Malignant DCIS (low grade)

N.D. : Not determined

Table 3  Sensitivity and specificity of CK5/6 negativity for malignancy using various cutoff points
Cut-off point (%) 1 10 20 30 40 50 60
Sensitivity (%) 78.1 84.4 84.4 84.4 90.6 93.8 93.8
Specificity (%) 86.7 86.7 86.7 86.7 83.3 70.0 60.0
p <0.01 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01

CK5/6 & p63 I BB RNMBOKE - FRELR L. 4
WNRICRI SR E R, BREOATIZREOEINICHET
% &9 BB EOFFRIER T, ARAESHVEEZS
ND. 72720, 4 2o0FEELERTE .

—2Bid CK5/6 « p63 & 12, BALNEE O— R THED
B X8 — v RS IRMAIBIAAAAET A 2 L TH D, A
TR E BT 3BT OATEY L7zAS, CK5/6 Btk 4 3 i
12 p63 Pk 2 BA% Triple negative 727 L — K722
ISR TH Y, Pap Yol BT 5 RAID R X H 5 Pk
LIEBTE 220027 K7 ) v fbERTHILTIE,
BMTHoTH CK5/6 - pb3 & HIZKEMEDHEMS (y — %
IRY 7280, BIEOENIRN. /27 \WETH D, Tanaka 51
p63.CK7/8.CK5/14 #1 7 7 VHLAK, HiH & & p63 Hifkof
PERIALZZIC BT T R 27 Y Yo b2 Rm 3 etk 2
HEHMELTENOL bibhd AEORKEEMZ. 32
D13 CK5/6 gt 2 BT, S FLUENE - MUHEIE -
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Abstract

Objective : The aim of this study was to elucidate the usefulness of
liquid based cytology (LBC) in fine needle aspiration cytology (FNAC)
for breast lesions. We conducted a prospective study to examine
whether LBC could improve the quality of FNAC and whether immuno-
cytochemistry might have a clinical impact on the differential diagno-
sis.

Study Design - We compared the proportion of “inadequate” cases
between conventional smear plus LBC and LBC only. LBC specimens
were immunostained with CK5/6 and p63, and the percentage of posi-
tive results was compared with the clinicopathological final diagnosis.

Results : Among the 127 enrolled cases, we excluded one case of
simple cyst and included 120 cases in which aspiration was conducted
by a board-certificated breast surgeon. The proportion of inadequate
cases decreased significantly from 32% (18/56 : conventional smear
plus LBC) to 16% (10/64 : LBC only) (p=0.03). Most of the malignant
tumors were CK5/6-negative (91%), and 77% of the benign lesions
were CK5/6-positive. Most malignant tumors were p63-negative (84% ),
and 83% of the benign lesions were p63-positive. When we set a cutoff
point of a positive cluster at 40%, the sensitivity and specificity of CK5/
6 negativity for malignancy were 91% and 83 %, respectively (n=62).

Conclusion : LBC in breast FNAC can contribute to precise diagnosis
by allowing more cells to be collected, and immunocytochemical stain-
ing is useful in the differentiation between benign and malignant

lesions.
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A case of tubular adenoma of the breast diagnosed with fine-needle
aspiration cytology
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Photo. 1  Ultrasound images
a : Ultrasonography showing an irregularly-shaped
hypoechoic mass.
b : Elastography showing a hard mass.

Iv. ZER|ES |#RARES

IRk > /N TR R SR B & A MR L AL 5~ % FLAE R A
fafEsho 2 FEFH O 4R % L 8GRSO 72 (Photo. 2). HIH 13,
MR B A CRREEN IS 2o CTEE 2 ME 2 A L,
N/C B L, — B BB IR PN i (ED) A%
LNz Bz 7 u~xF 2B L, —#ICEAME
OHVOML AN F BREEREO /NS 1
THBRE Y FREICEDBEATEPE L N, VAL E
HZLTWwWAHDLEZ b7z (Photo. 2a). %X, KD
¥ — MRALE LR EL T, BadBRRo 7 o< 5~
AL, BAMRZEN 2 b o7z, RO KIHBAEI C
D N/C IiZFEWV & 1dv 2 %52 - 72 (Photo. 2b). Tl & b
THPEZIZIERNTB Y, TROMEEO ML
Lholz.

IS OMBEAT R SAEIE, EEHLVIZEEEH
WrL7z. F -k & U CA R IE %2 250 72,

Photo. 2 Cytological findings
a : A small lumen-like clump with secretion (arrow)
can be identified (Pap. staining, % 40).
b : A sheet-like mammary duct epithelial clump and a
biphasic epithelium are identified (Pap. staining, % 20).

R LEBEZHCTIHE Lo TWwbH I L, BIUOKRM
¥ — MRAE LB BB O — I RN A A 2 <
THERIE o &) LEWEEA AL N D Z e, JHRHE
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HLRR O RE 24T ) Tidt & L 7.

V. #8#%52 (core needle biopsy)
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Photo. 3

Histological findings

a : Atubular proliferations with round ducts of uniform
size is observed (H. E. staining, X 40).

b : Epithelial cells are positive for cytokeratin (Immu-
nohistochemistry, x40).

¢ : Myoepithelial cells are positive for smooth muscle
actin (Immunohistochemistry, x40).

72, P ko i &0 ERIE & HIF S 47z (Photo. 3).
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Abstract

Background : Tubular adenomas of the breast are often diagnosed as
a fibroadenoma from diagnostic imaging and fine-needle aspiration
cytology.

Case ' A 27-year-old female presented with a right breast mass. Ultra-
sonography revealed a 9 mm irregularly-shaped hypoechoic mass in the
outer layer of the breast on the inside of the fat tissue, and the depth-
width ratio was more than 0.7. Elastography revealed a hard mass. Tak-
ing these observations into account, we thought the mass may be a
malignant tumor. The cytological findings from the specimen showed a
small lumen-like clump with secretion and a sheet-like mammary duct
epithelial clump. These 2 types of clumps and the biphasic epithelium
revealed that the mass was a tubular adenoma. Fibroadenoma was
ruled out as there were few background stromal cells. The histological
findings from the specimen showed tight small gland duct hyperplasia
with scant stroma. The immunohistochemical assay revealed that the
epithelial cells were positive for cytokeratin and the myoepithelial cells
were positive for smooth muscle actin, which showed the biphasic
nature of the epithelium. Thus, we finally confirmed the diagnosis that
the tumor was a tubular adenoma.

Conclusion ' Based on the clinical imaging there was the possible
suspicion that the tumor might have been breast cancer, however, the
fine-needle aspiration cytology suggested that it was a tubular adenoma,

and fibroadenoma and breast cancer were ruled out.
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arsenic trioxide (ATO) DML D EHERE, EEEHEAZ
2 57212102, INE BRI IS SVE ML % 728, tamibarotene
(AmS80) HHITH A b 5939, FsE APL 2 #85k L, BNE
HEW R O SLH MG & PRSI BE R R AR O M i i & Gett
TR OREFIZAL % PR CHUEMGE L -0 CTHiG 3 5.

0. fE £

Bl 415k, B

KIGME CBRERE - JFil T R&E bR L.

F 5 T A A .

FEPRIEE - Fibed 2 ALY & B REMA % 17, 36
P I 45 P S [ E e B (disseminated intravascular coagula-
tion syndrome : DIC) &M sh, EiILEHIZ7 7 v
IMER 7 7 Ty MBI AR S F RIS % 1T L,
Table 1 ®FER LY, APL & 3BWishzY, WAEIH LD
ATRA ZHuls & L7 B8 ABEIC X D 45 1 M H o5E ¥
fRIZIEL, T4 OHEDHEY 21T > 7245, 729 9% H BIZTH
L7z, ATRA iS5 L, ZOMICHEKNAHO 7 T
Wl % 2 BEFSHE U7z, 2 [0 H 58 4 5% 1% o> Hb i o ¢ 5=
(ATO) RHEFHFE (Am80) HHIZTHEE, IR L RO 72
A5, AWM O RET RIERO S, BEHEMRAEICTHRE
(Photo. 1) 2&Eb i, MEHEMAZEITL/ZLZAT 7
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Table 1 Bone marrow smear findings

Onset CNS invasion
Myeloblast 13.9% 5.3%
Promyelocyte 83.4% 71%
Myelocyte 0.0% 11.8%
Metamyelocyte 0.0% 7.6%
Eosinophiliccyte 0.0% 13.5%
Basophiliccyte 0.0% 6.9%
Lymphocyte 1.5% 8.7%
Monocyte 0.0% 1.4%
Proerytroblast 0.0% 12.1%
Basophilicertroblast 0.3% 2.2%
Polichromaticerytroblast 0.9% 1.9%
Orthchromaticerytroblast 0.0% 14.6%
Megakaryocyte 0.0% 4.5%
Neuleated cll count 46.6 X 10%/ ul 12.2 %104 ul
M/E ratio 82.3/1 3.56/1

Bone marrow smear findings (onset)

Bone marrow smear showed hypercellularity which atypical pro-
myelobalasts present in 83.4% of nucleated cells, some with Auer
bodies or faggot cells. This led to the suspected diagnosis of acute
promyelocytic leukemia.

Bone marrow smear findings (CNS invasion)

The bone marrow smear showed hypercellularity. With balsts
present in 5.3% of nucleated cells, the promyeloblast ratio is a little
high. Large quantities of granulocytes, erythroid precursors,
immature eosinophils and megakaryocytes could be observed.
Non-CR Suspected

Photo.1  Head CT/MRI findings
a : Head CT Day 1061 (CT of the brain showing sym-
metrical subarachnoid hemorrhage)
b : Head MRI Day 1081 (MRI of the brain showing in-
tensive signals in the vicinity of the anterior cerebral
artery on the cortical FLAIR that implicated encephalo-
pathy due to effects of the immunosuppressive agents)

. &&45%

A ML R PRAE A R 5 B R PRAE A 13 97X T May-Griin-
2044m wald-Giemsa 4+t (MG 4ft) %47\, EEBEMEROME
. . . . BEAIIEZ IS Tl MG a0 A% 53, S HIXHRB$ 5 Y
Photo. 2 Cerebrospinal fluid Papanicolaou staining image o . . . ‘ .
Cerebrospinal fluid findings. Atypical cells have %47 572, Papanicolaou #¢ffs (LL'F Pap. %eft), MPO ¢

enlarged cleaved nuclei with prominent nucleoli, and fi, PAS KU, g CD56,).
nuclei shapes like an iron array (Pap. staining, % 100).

27 VLY TrouaY— - Ay —F T a ISt
Ty MR E RIS A Sz (Photo. 2, 3). HH
Wit S N4 BEMAT O A5 513 Table 1 Td - 72, APL &t IV. EERERMT &ARETFRIALIE
R e WS, FEENILARE Y R 5 APL O WK
AR X DA 2 X D 1116 H B ICKIR S /e, BHERMTIZ 1 Image ] Z W72, FEHAALEEIZ X EZR
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Photo. 3  Cerebrospinal fluid MG, PAS, MPO, CD56 staining image

a ' MG staining showing atypical large cell having fine nuclei with prominent nucleoli, and cleaved faggot cells.

b : Atypical cells showing periodic acid schiff reaction.

¢  Atypical cells showing positive myeloperoxidase.

d : Atypical cells showing positive CD56 ICC.

(a : MG staining, x 100, b : PAS reaction, x 100, ¢ : MPO staining, x 100, d : CD56 staining, % 100)
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V. EBERMRAR

Pap. #4t0 CIGZEEMEICHINBL L, N/C hsE < Bifm AL
[T, RS NMEE A 5 BRI LS iz, Bo
Yhrime, 87 LA RS A5z (Photo. 2).

MG Hefts TIZ AR THRAMEMAMT TR/MEDTH LS, BT
FEDRGIMIDS A S, T A — VBRI B ERR T d - 72,
Ty WMRZZLL, 77Ty MIBIZISAETH-
7z. MPO et Tl uba kT i %2 7R L7z, PAS BUR Z 55y
T -7z, CD56 gt (immunocytochemistry : LA
T, ICO) THMEgRE/R L7z, MG Hfi & MPO 34t % 479
Z ZIT & DRI APL Ml &R 7z (Photo. 3)

VI. &8 R &N ERRMEEES & DLEE

ARBNITERE 4 1A 5 PML-RARq 3815 F B8 D3 23R
BOREE & & HITH 7 MGtk R E § % b b trisomy
8 %> monosomy 9, 14 23A& L7z, FEAERE, 7290 H, L
T 1087 9 H D 3 BEIZ b7z o THHMGER 2HiAT S, FIREIZ
PR 2 A L TWo T, RO, BRERE L
B SN ERER IS A S NI & Get kR IC DOV TR
HEma .

TR A Bz APLAIIZIE Fig. 1 @ X 5 ORI
B/MRIZBWTIZRE R bIZA SN o 7oA, MiluE
DYutER 7 X — VR OB ITE/L L Tz S
LIZENLZ X YVHIEICT 572018, 7T A= VEROKE
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77 Ty MO EICO W TR FIICHET L7, 3%
WoOFREICHIT %5 APLAIN 126 77 » P& RS L, Hif
NOBR L 7 7 Ty Ml fE RE L 7.

ENOOMERE Fig. 1 IR Lz, 7 A= IVEHRICE LT
1, FEIERE & AR TR HRIREO T AH RIS L TE
0, FEFEWEE HARAIRER (central nervous system : CNS)
RHEEEE TIRARETAON 272, 77 Ty MO
HWRIZOWTIE, ek & RRICE R R, TR
& CNS EHFIZB W TH R A S 7z, CNS iz
W B fAr i & SR MR Z o I IZIBFKTH - 7
(Table 2). ¥i/MEOBIZBWTIZ, AEEEFEDOLNL
Nz,

VIL. % =

A2 R 5 L, BEIO APLIEFNIIWMZ R 5 PML-
RARq 157595 DI A2 trisomy 8 D YRR H 24 L
Tz W OMT E & B ITH 72 AR R S mono-
somy 9, 14 23A b, BN ZEAL & B LT 2 0] Relk
DR SNz, W7z A MR R I X ) PRA RN T
LEN5CD56 5B, t(11;17) B AERE L O
APL & RO GERPIE 2 15 L7222 555, W%
&SR TIX APLAIMN O BR B A BAZ RO, HIEE
AR B TR 7 7 Iy MIRBRICAEEES AL R
7o Bl EED TEICBREE RO

ABE ATRA (G H R BABIRTE 262 2 L 5 2 T 2 7
T7 7= L TUTOOEH LT,

1. High WBC count at time of diagnosis

2. CNS hemorrhage

3. Expression of CD2, CD11¢, CD13, CD34 and/or CD56

in abnormal promyelocystes

Differentiation syndrome, concomitant with BM
relapse

Use of monotherapy-only regimen

Use of regimens that exclude cytarabine

DIC at presentation

® N o9

A very high LDH level at diagnosis

EREXOABNL, 272 DEWHERT D o TRESMHZE D
HIDIBIEERLTWAS, KL 2 B HOEEEHRO
REAIC 2 0l 7 BT HIMASH - /2. T D Z &1 retrospec-
tive |2 2 1UE, 9 CIZ APLARE A3 %4 BE "] (brain blood
barrier : BBB) %l Y #ilF, BEBEREICA - TV 7zl Rgt:2s
EEA37.9.10)

INFE TOXEA R ELIT I IUE, 2149 ATRA & APL M
B L CMEFET 22210k, TR =Y RV
DI LTEOEND DD LEZ LN TV, KO

Number of azure granules Faggot cell proportion
n.s. p< 0.05
140
p< 0.05 n.S. n.s p< 0.05
120
140
100 120
30 100
80
60
60
40 40
20 20
0 0
onset relapse CNS onset  relapse inggison
invasion
ofaggot onot faggot
Fig.1  Comparison of cell images of BM and CSF at 3 stages

Table 2  Statistical comparison of APL cells at 3 stages
Onset Relapse CNS invasion (BM) CNSinvasion (CSF)
C
a b d
Nuclear irregularity (++) (++) (++) (+++)
Nuclear chromatin fine granular fine granular delicate mesh-like delicate mesh-like
Nucleolus 1~2 1~2 1~2 1~2
Cytoplasm week basophilic week basophilic basophilic basophilic

Azure granule and number large granular (+ + +)

fine granular (+)

fine granular (+ + +) fine granular (+ + +)

a-d : MG staining, X 100.
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£ 9 IC APL IZHF R 2B Z T RE SIS 222 ), ATRA
DVEHMER S FLRVTHIHENE 2 L E o7z Bl
R ClX, ATRA IZ APL OFIEICTE %% PML/RARa O ff) %
ZHETLHTRENETHLZEPHL RS2 L
Do T, BEEMOFEIM L L T FISH #: % RT-PCR % T
PML/RARa Bl & 5T O 2SEHIC 2 u, BRI
SEETIRIZ R o T2 L W B,

EC, WICHEE 2501k, ATRAH LG IR X F
SELRFEEHTH A, Wwbwb ATRAFEFEHETH D, Th
B LTH ATRAIZ L o THAL - B L 72 APLAIREAS I
B, IL-6, TNFa 550 & FEF ¥4 A A 2 ML,
capillary leak syndrome #2232 L 23 HEH & E 2 5T
W5Y, EHICHEELRZ L1, APL MIBASRERE ISR A
T3 R OZIERE CTH D, T LTS ATRA X
[fEEIZ CD11b, CD13, LFA-1, VLA4 & Y oA %
upregulate L, IL OFEHIC L D & SICHAEMIIREmEIZ L
T VCAM1, ICAM1 % E O Tk S, HIMER & Ik
|2 APL #ifli% BBB %l S, fiENICBEALS 5 &5
LIMEDLH LW, Lizh->T, COBELETLIERELT,
APL HIE D534k - s L 72 APL Mg A 45 L 72 LRt o 8%
FTHh, Sz, ATRAIZ X 2O R0
bbb, SHICHBEFEHELEZLIDVAI T 775 —
\Z APLAfif2IC CD2, CD34, CD56 7% & OXhFifb % w3~ —
B — DR, AREID X 9 12 myelodysplastic syndrome
(MDS) I K ABND & ENTW 5 trisomy % monosomy
ERTYRMOAREZHEDL DI ETHYY, AT X —
VR OZALR 7 7 Ty MO S- L, Moho
i etz ) BIGATHFERN & v 9 Kesk 2 A BRbE N
TRIYZ I EERETAUREEDLH D, BRKEVDOT
H BN, EiEZIZWizo Twiwn, 2 Thitb i ARs
D APL AN D TEREA I ZESUI O W TR L CAZz. T A —
VKRR 7 73y MO EZBA I NS —ED 5}
b - WBABRZ R LT 5 —, RiENO APLH#IRZIZO
H CD56 DFEBMNA SN2 L9 s, —HOEALB S %
AL REED H D, S5 DIEFORAEIRIC X 5 A
VL b s,

VIIL. #% B

I B D Pap. BEA D 2 Tld APL DAL WL K #E T,
MG %, MPO e DA TH A, 15, PUEANA
BRI EICLD, R mMBEEILLL T
&, BOARRE LIRBANENL L ORD Y ARSI N

FH ORI RSP CIRE RS ) FEA.

235, R L OB E 559 W H AR A 2 EF R & THREL.

Abstract

Background : Central nervous invasion of acute promyelocytic leuke-
mia (APL) is rare. We report a case of APL tumor cells in cerebrospinal
fluid.

Case ' A 41-year-old male, who had achieved complete remission
(CR) of APL with all-trans retinoic acid and chemotherapy, presented
with persistent hemorrhagic diathesis and abnormal cells in a periph-
eral blood smear. In addition, following two episodes of subarachnoid
hemorrhage of unknown etiology with convulsive seizures, magnetic
resonance imaging revealed multiple cortical/subarachnoid lesions in
the cerebrum Atypical promyelocytes were cytologically detected in the
cerebrospinal fluid, in spite of normal findings from the peripheral
blood smear. Based on these findings, the patient was diagnosed as hav-
ing meningeal involvement from the APL, associated with convulsive
attacks. The neurological symptoms were suggesting that the neuropa-
thy was possibly caused by intrathecal infiltration.

Conclusion : Since an extramedullary or intrathecal relapse is
extremely rare in APL compared with other types of leukemia, precise
cytological evaluations should be performed immediately, when APL

patients with CR manifest some neurological symptoms.
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AL 80 AR, L. 20 4EHT A & LA MAlHE (2R A 48
N TR, EEFT RSO S nwizofkaigg s
ncwiz ShlifwhA L EikEEH»DH ) MRI CTHEHERT
R, IMERIE 2 320, #52 Tl dural tail sign & X35 il

i o t)%‘«lkUDiEé?m@%% R 72 72 @ I O A DS HEA T S
nr:.

m. MEMRE

fir BRI O 72 D1 HE S L7 RER R TR IRIRED
WA Z 8L, Papanicolaou (Pap.) #fabB L "X A - F
AR AT WIS L A s o~ T v 2 RN
B LEEMIE O %2 A TSNS 2 WIZERED
ERMEZ R LERZIER L Tl bz, R

Signet ring cell-like cell clusters in the cytological smears of a secre-
tory meningioma

Rie OIKE, C. T, I. A. C., Mizuho TANAKA, C. T, I. A. C., Chisato
YAMADA, C.T, I. A. C., Eri NISHIKAWA, M. D., Tatsunari SATAKE,
M. D.

Division of Diagnostic Pathology, Nagoya Ekisaikai Hospital

A OSCOMRIE RIS T 454-8502 Al ERITHUIIXARAENT 4 @ 66 ki
SRl A B [ SN L Y5 3

SER 304 6 A 6 HEZfE
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ASERIIZECS) L TR S, BOMWiIEALA ZH T Tw»
7z, MBSO W IE i S IREI 254 S, MK 3%
BB AR % RSl 25ED 57z (Photo. 1A).
F 72 PN 22 A A S M2 O WIS AR B 7 BRI
(BB RAR) %2 AN ASRD 55— T, EHELSDH
0, NFEC/NERDE % & PR L 22 M N 22l o A 5
No M%< §2® H 7z (Photo. 1B). F AH4fa Tl
Y TRINES RNy TAES SN iR (A

IV. #ARFRIRRR

FANZZ L WS BIEMIL AR 2w L 2 — MIRICH A
L, L2ALEAHTIHEIREENEDONT. F28%
5~15 um DUFEEVEI et S N5 ERIRI A3 Bl bz
(Photo. 2A). T 5 1 3AINBE D 22 NIZAFAE L PAS (Peri-
odic acid-Schiff) XY 7 A & —L 1Lk PAS (d-PAS)
Btk Tdh v, Bibkifke % 2 57z (Photo. 2B). ikl
#EALZ£1121%, CEA (carcinoembryonic antigen), EMA
(epithelial membrane antigen) (ZERIRY, 225 NI (2,
AE1/AE3 13+ & L CZERMNENCHMEEZ R L7z, IEEM
® Ki-67 index (X 1% L FTH -7z LLE X ) 5w E
LW L7z e BRI C % < Ml S22 IR D
ML b R BTz,

V. £ £

Gk AN | XA DR A & XN 2 M R 3 AR & A
FTHMBPARD HND T L RIFHICL TV 55, BHIH
B TlE 2 OB R N O Z2 NS AEAE S 5 JEHE
HEWETH DY, MRS EEARRHAEA T B A EY %
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Photo. 1 Cytological features of imprint smears

A : Tumor cells can be seen to slightly overlap each
other, having round nuclei with intranuclear inclusion
bodies and nuclear grooves. Spindle cells and whorl
formation are seen in the upper left and lower right cor-
ners, respectively. B : Tumor cells showing intracyto-
plasmic vacuoles with fine granules and features of sig-
net ring-like cells (A : Pap. staining, x40 ; B : Pap.
staining, X 100).

DI)BTHA). ZOL) 2MILIZFIBGHIERE ZHKT 5
ML & OFRI DTN, ¥ a<F Vil EOMEM
WCZLKEmAINIEWEETH Y. Lo LMK N 220 & R
OFHNEHEET, 2RI AEERD 5 b FRARY E 01
EDWE ORI E R LHRNPEEZERZONL. TL5HO
FEBI O & 5 IZENERMIE Rk DML % B2 5 2 W& 1335
WS 2 a0 B L EZ bND. L7z2h o THl ki
JEIE D ML 2 B A I BN A DML A3 % BAFAES 555
ENRHHIERZHANOTBLZENITRUTH 2.

FH ORI RS FRMCIRERZD ) LA

Abstract

An 80-year-old-woman visited our hospital complaining of conscious-
ness disturbance. MRI revealed an extracerebral mass in the left lateral
sulcus. Imprint smears of the resected tumor revealed cell clusters
composed of round, polygonal, or spindle cells. Some of these cells or
cell clusters showed whorls, intranuclear pseudo-inclusion bodies, or

Photo. 2 Histological findings
A : Tumor cells are arranged in sheets with whorl for-
mation and some of them show eosinophilic cytoplas-
mic inclusions. B : Intracytoplasmic inclusions are PAS-
positive and diastase resistant. Their size, shape and
density vary (A : HE staining, X 20 ; B : PAS diastase
staining, X 100).

nuclear grooves. These findings were those of ordinary meningiomas,
but some other cells showed expanding intracytoplasmic vacuoles,
forming cell clusters mimicking signet ring cell (SRC) carcinoma. It was
necessary to distinguish these cells from those of metastatic SRC carci-
noma, through knowing that SRC-like cells were components of secre-

tory meningioma in imprint cytology.
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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 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 (After publi-
cation of the printed journal, the articles will be pub-
lished electronically). The authors are permitted to
post the title, affiliations, authors'names and the
abstract of their article on a personal website or an
institutional repository, after publication.

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

3. Submission style :

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

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

1) Text and writing style

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

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

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

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

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

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

A minimum resolution of 300 dpi print size is required

for printing photographs for publication.

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

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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