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Clinicocytological analysis of cases with positive cerebrospinal fluid
in our hospital
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Table 1

Clinical features of cases with positive cerebrospinal fluid cytology

Pediatric group

No. of cases

Acute lymphoblastic leukemia
Acute myeloid leukemia
Medulloblastoma

Anaplastic ependymoma
Primitive neuroectodermal tumor
Germinoma

Anaplastic astrocytoma

DN DN DN DN DN

(M4)

Total

12

Adult group

No. of cases

Adenocarcinoma

Squamous cell carcinoma

Acute myeloid leukemia

Malignant lymphoma

Multiple myeloma

Central nervous system tumor

Small round cell tumor (histology undetermined)

3

2
6
6
1
5
1

(lung 10, breast 1, stomach 1, prostate 1)

(lung)

(M12, M2 1, M3 1, BT from MDS 1, biphenotype 1)
(DLBCL 4, ALK(+)LBCL 1, FL 1)

(DA1,AA1,GB 1, Germonoma 1, PB 1)

Total

34

Pediatric group : =19 years, Adult group : =20 years, BT from MDS : blastic transformation from myelo-
dysplastic syndrome, DLBCL : diffuse large B-cell lymphoma, ALK(+)LBCL : ALK-positive large B-cell
lymphoma, FL : follicular lymphoma, DA : Diffuse astrocytoma, AA : Anaplastic astrocytoma, GB :

Glioblastoma, PB : Pineoblastoma

frL, Matzfro7z.
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Table 2  Cytological features of cases with positive cerebrospinal fluid cytology
. Cell Cell Cell Nuclear ~ Chromatin .
Histology Back ground . Nucleoli Cytoplasm Others
arrangement  size shape shape pattern
Carcinoma Adenocarcinoma Inflammatory  Isolated or Large Round Round or Fine Prominent  Scant to moderate Eccentric
cluster irregular or indistinct Vesicular nuclei
(2 cases)
Squamous cell Inflammatory Isolated Large Polygonal Round or Coarse Prominent Moderate, thick Nuclei in the
carcinoma irregular (afew) center of the
cytoplasm
Acute M1 Clear Isolated Small Round Round or Coarse Prominent Scant
myeloid irregular
leukemia M2 Clear Isolated Small Round Round or Coarse Prominent Scant
irregular
M3 Clear Isolated Middle Round Round or Coarse Prominent Abundant,
irregular Azurophil granules
Auer body, Faggot
M4 Clear Isolated Small Round Round or Indistinct  Indistinct Scant
irregular
Blast transforma- Clear Isolated Middle Round Round or Coarse Prominent Scant
tion from MDS or large irregular (multiple)
Biphenotype Clear Isolated Middle  Round  Irregular Coarse Prominent Scant
Acute lym- L1 Clear Isolated Small Round  Round or Indistinct  Indistinct Scant
phoblastic irregular
leukemia Precursor B Clear Isolated Small Round Round or Coarse Indistinct Scant
irregular
Hemato- Diffuse large Clear Isolated Large Round or Round or Coarse Prominent Scant
logical B-cell lymphoma irregular  irregular Abundant, Flame
tumor (ALK +) cells (ALK+)
Follicular Clear Isolated Small Round Round or Coarse Small Scant
lymphoma irregular
Multiple Clear Isolated Middle Round or Round Coarse Indistinct Abundant, Eccentric
myeloma irregular Perinuclear halo nuclei
Flame cell (+)
Central Astrocytoma Clear Cluster Small  Indistinct Irregular Fine Indistinct Indistinct
nervous Anaplastic Clear Cluster Middle Indistinct Irregular Coarse Small Indistinct
system astrocytoma
tumor Anaplastic Clear Cluster Middle Indistinct ~ Spindle- Coarse Small or Indistinct
ependymoma shaped or indistinct
irregular
Glioblastoma Inflammatory  Isolated or ~ Large Round  Roundor  Coarse Prominent  Scant to moderate Multinucleated
small cluster irregular Intracytoplasm cells (+)
vacuoles (+)
Medulloblastoma  Necrotic or Isolated or Small Round Irregular Coarse Prominent Scant Multinucleated
inflammatory cluster (multiple) Vesicular (+) cells (+)
Germinoma Small Isolated or ~ Middle Roundor  Ovalto Coarse Prominent PAS (+)
lymphocytes cluster irregular round
Pineoblastoma Necrotic Isolated or Small Round Round or Coarse Prominent Scant
Inflammatory cluster irregular (multiple)
Primitive neuro-  Necrotic or Isolated or Small Round Round or Coarse Prominent Scant
ectodermal tumor inflammatory cluster irregular (multiple)
Small round cell ~ Inflammatory  Isolated or Small Round Round or Coarse Indistinct Scant
tumor cluster irregular
(histology

undetermined)




294

Photo. 1  Cytological features of lung adenocarcinoma. The neo-
plastic cells show eccentrically located large nuclei with
coarse chromatin and conspicuous nucleoli (Papanico-
laou staining, X 40).

Photo. 3  Cytological features of acute promyelocytic leukemia
(M3). The neoplastic cells show Auer bodies (Papani-
colaou staining, x40).

T, BMAMRIZANEITH o 72 WIS ALK B KA
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Photo. 2 Cytological features of gastric adenocarcinoma. The
neoplastic cells show eccentrically located large nuclei
and intracytoplasmic vacuoles (Papanicolaou staining,
X 40).

Photo. 4  Cytological features of diffuse large B-cell lymphoma.
Many large-sized lymphocytes with large nuclei and
conspicuous nucleoli are observed (Papanicolaou stain-
ing, x40).
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Photo. 5 Cytological features of ALK-positive large B-cell lym-
phoma. The presence of pseudopodial cytoplasmic pro-
jections was characteristic (May-Giemsa staining, x
40).

Photo. 7  Cytological features of astrocytoma. Low-cell-density
cluster of glial cells with mildly irregular small nuclei
were observed (Papanicolaou staining, X 40).

) YREHPALNEERO LD, ¥y a<F v hSHIERCIR
WCHEER L, W RB/MED A SN HE~IIMERE % &>
TSRS/ NESUR~ IAEPE I I BL L T 72, Tl
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Mt Td - 72 (Photo. 10). HE3FME, AR E X O
PNET Ti&, Stk F 72138 E RO %2, BMEYS
L, MERRO < F 2 ET HHE - BB~
BIALEA L, MRS Z L IS 25 S 3R ~ IR g
P HBLL T 72 (Photo. 11).

Photo. 6  Cytological features of multiple myeloma. Many plasma
cells are observed (May-Giemsa staining, X 40).

Photo. 8  Cytological features of anaplastic astrocytoma. High-
cell-density cluster of atypical glial cells with enlarged
nuclei (Papanicolaou staining, % 40).
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Photo. 9 Cytological features of glioblastoma. Atypical glial cells
with large nuclei and conspicuous nucleoli. Intracyto-
plasmic vacuoles are observed (inset) (Papanicolaou
staining, x40).

Photo. 11 Cytological features of medulloblastoma. Cluster of
large atypical cells with coarse chromatin and conspicu-
ous nucleoli (Papanicolaou staining, % 40).
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Photo. 10  Cytological features of germinoma. Cluster of atypical
cells with enlarged nuclei containing nucleoli (arrow-
heads) in a background of small lymphocytes (arrows).
Positive cytoplasmic PAS reaction is characteristic
(inset) (Papanicolaou staining, x 40).
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TR THLLERZOND.

FHEHIE, BFRTRESFRMCREIEH ) FEA.

Abstract

Objective : Cytological examination of the cerebrospinal fluid (CSF)
is useful for the diagnosis of a variety of diseases of the central nervous
system, especially detection of leptomeningeal tumor metastasis. In this
report, we analyzed the clinicocytological features of patients with a
positive CSF cytology at our hospital.

Study Design : We reviewed the clinicocytological features of 76
specimens obtained from 46 patients over a period of 5 years. Speci-
mens from pediatric patients (=19 years) and adult patients (=20
years) were separately analyzed.

Results : In the pediatric group (12 cases), central nervous system
tumors (9 cases) such as medulloblastoma, anaplastic ependymoma,
primitive neuroectodermal tumor and germinoma, were the most com-
mon, followed by acute leukemia. In the adult group (34 cases), the
most common tumor type was carcinoma (44%), followed by acute
leukemia and malignant lymphoma ; adenocarcinoma was the most
common type of carcinoma (87% ). The most common primary tumor
site origin of carcinoma was the lung (80% ).

Conclusion : Cytodiagnosis of CSF can be difficult, as neoplastic cells
from a variety of organs can be found and the tumor cells sometimes

show marked degeneration. The present study demonstrated differ-
ences in the distribution of the common tumor types between adult and
pediatric patient groups. Therefore, a combination of detailed observa-
tion of the cytological features and clinical information is essential for
leads to the correct diagnosis in patients undergoing CSF fluid cytol-
ogy.

X

1) Prayson, R. A., Fischler, D. F. Cerebrospinal fluid cytology : an

11-year experience with 5951 specimens. Arch Pathol Lab Med

1998 ; 122 : 47-51.

Crespo-Solis, E., Lopez-Karpovitch, X., Higuera, J., Vega-Ramos,

B. Diagnosis of acute leukemia in cerebrospinal fluid (CSF-

Acute Leukemia). Curr Oncol Rep 2012 ; 14 : 369-378.

3) Wu, J. M., Georgy, M. F, Burroughs, F. H., Weir, E. G., Rosen-
thal, D. L., Ali, S. Z. Lymphoma, leukemia, and pleiocytosis in

S
~

cerebrospinal fluid : is accurate cytopathologic diagnosis possi-
ble based on morphology alone? Diagn Cytopathol 2009 ; 37 :
820-824.

PR, KR, GHEENL, R, KHEEET BH
WIS - 13 A BRI A Sk LG 2 & OV Y V3l D
BRI R OGRS, H ERMIT 258 1998 37 @ 286-291.

Bae, Y. S., Cheong, J.-W., Chang, W. S,, Kim, S., Oh, E. J., Kim,
S. H. Diagnostic accuracy of cerebrospinal fluid (CSF) cytology

4

=

5

b

in metastatic tumors : An analysis of consecutive CSF samples.

Korean J Pathol 2013 ; 47 : 563-568.
6) Ho, C.-Y., VandenBussche, C. J., Huppman, A. R., Chaudhry, R,,
Ali, S. Z. Cytomorphologic and clinicoradiologic analysis of pri-
mary nonhematologic central nervous system tumors with posi-
tive cerebrospinal fluid. Cancer Cytopathol 2015 ; 123 : 123-135.
Schinstine, M., Filie, A. C., Wilson, W., Stetler-Stevenson, M.,
Abati, A. Detection of malignant hematopoietic cells in cerebral

)
—

spinal fluid previously diagnosed as atypical or suspicious. Can-
cer Cytopathol 2006 ; 108 : 157-162.

8) Ji, M., Chi, H.-S., Jang, S., Park, C.-J., Lee, J. -H., Seo, J. J. Acute
promyelocytic leukemia presenting with central nervous system
involvement : a report of 2 cases. Korean J Lab Med 2011 ; 31 :
9-12.

9) Zappasodi, P, Rossi, M., Ambaglio, 1., Bernasconi, P, Corso, A.,

=

Lazzariono, M., et al. Clinical efficacy of arsenic trioxide in a
patient with acute promyelocytic leukemia with recurrent cen-
tral nervous system involvement. Ann Hematol 2011 ; 90 : 595-
597.

Ishida, M., Yoshida, K., Kagotani, A., Iwai, M., Yoshii, M.,
Okuno, H., et al. Anaplastic lymphoma kinase-positive large

10

=

B-cell lymphoma : a case report with emphasis on the cytologi-
cal features of the pleural effusion. Int J Clin Exp Pathol 2013 ;
6 : 2631-2635.

11) Rosenblum, M. K., Nakazato, Y., Matsutani, M. CNS germ cell
tumours. Louis, D. N., Ohgaki, H., Wiestler, O. D., Cavenee, W.
K. WHO Classification of Tumours of the Central Nervous Sys-
tem. Lyon : IARC ; 2007. 198-204.




298 i

J. Jpn. Soc. Clin. Cytol. 2016 ; 55(5) : 298~301.

'_
L

HiEAIIEIZ B 1) B xeroderma pigmentosum group A FEH KB L

excision repair cross-complementation group 1 & DR

B kW TR A ET
i 9 o

&= DNA 55 T Td % xeroderma pigmentosum group A (XPA) (22oW T, MiEICB KR

HEROMHF T IATbN TV RV,

B9 bivbitid 30 Bl OMBRNEEEIATIZAE AR %2 17 512 DNA B8 =T CTd 5 XPA B X U excision repair
cross-complementation group1 (ERCC1) DFEHZFEHIZ DWW THREGA % v T/,

BdE - XPA B H IS E R CTIX Bz HETH D, MESLEZEE OMENEFRETH -7z, /2, T
T, BB RKEE, Ki67 BatER e O L HE Tdh -7z, XPA&EHIZ ERCC1 &H & 3 IEHHT A2 TH -

7z.

f&am - CNHDZ LA o XPA EAO M FEBIINES OARICH G L TW5b 2 EAVRK I,

Key words : Lung adenocarcinoma, Xeroderma pigmentosum group A protein, Excision repair cross-com-

plementation group 1

L U &®IC

RV R AE 3 R RSB O FRENETH
b, AREDBFH TIE, DNABRGERN 1519 5 BaE 2R T
LT 720, FIIEARC X ) BEREED) 2 27958
LHTE. ZORBTII DNABEKREDKTZb 72567
BIZTOHBEICL > TA~GDO 7208 LN 7 ¥ M4y
FHIh, Zo0H)bERMWIHEESNLZOFIAROBERTT
xeroderma pigmentosum group A (MLF, XPA) &IEN T
W, 20 XPA&EHICE L Tl DNA SIS S =T Y

The expression of xeroderma pigmentosum group A protein and
excision repair cross-complementation group 1 protein in lung adeno-
carcinomas

Satoshi IKEDA, C. T,, I. A. C., Chigusa NAGATA, M. D., Keiko
SUZUKI, M. D.

Department of Pathology, Tsuchiura Kyodo General Hospital

A SCHIRESRSE T 3000028 KM il BEol40101 +
T R bR B IR

SR 27 4F 3 18 Hazft

PR 28 4F 5 J1 23 H#

LEZOLNTWDEY, BT TE L DIEE TSN T
WL DI TIERWY, SEbIbIUEINIEICBIT 5 XPA &
F D ISR A 7535 % B9 % 72 D IR O R ENHT AR A % xf
LU XPA P OFEBLZ -, [ARIC DNA B BHEEN &
# 2 LN T\ 5 excision repair cross-complementation
group1 (LLF ERCC1) EH2IZDWTH FARIZ A L Tl
IR F & OBEZ Rz THET 5.

II. WREAE

x5 2012~2013 4E 124 BE T S 4172 30 Bl Ml
SEB & 72, ERIONFIZEYE 15 81, 4otk 15 61, 4EE
AR 31~T79 1%, VI 675K TH D, FEBNT TR THNE
BITH Y, LB~ aALBIAs 24 61, AR5LBEIAS 6
Bl T TAM 1360, IBIMOF, T 241, MY 66
THolz. MBEENZWIEL [N ] I 15
N72d. 2 S OFER O AT RSB 2 S ER S 7z
JEE M S IE R Z 7275512 95% L ¥ — V2 Tl E
LTHRAFL, S RoBEHIHW72.

PEG 12DV, XPA #H, ERCC1 EHIIX T4 E
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J 7 a—F VHUREMH L CRERGEITV, ZORAD
EBLE, RS T O N7 Rk IIIN T3 X O ps3 HH
8Bl Ki-67 Btk & OB % <7z PiikicowTidbt
XPA $ifk (7 @ — > 12F5, Neomarkers £, Fremont, CA,
United States, 400 f57580), $t ERCC1#ifk(Z u— > 8F1,
Neomarkers £k, 100 f5 A ), HLpb3 Pifk (7 o — >
Pab1801, 74 A~ A4 7 a5 X4, WH, 150 {57
B, PUKi-67 ¥tk (7 v — > MIB-1, DAKO #t, Hut,
150 A M) 22wz ALz XPAB L O
ERCC1 122V TidA+ — b7 L—7 %2 H /2N s 2 pH
9.0 DPUFIRIEIH (=F LA NAL A TV R) FT155
M, p53 B L K67 12OV TIZHH500W 0BT-L v I %
JAW 7 nEBLE % pH 6.0 O 7 T ¥ G T 15 25 HAT
W, ENZENZDOH 20 M ZE E T o 72, —RIUED KIS
BRI IR T 90 AT - 72, ZNLLFE® L#iZ Novo Link
Polymer (54 1~ 4 7 0¥ A5 L A%k) 2 HWTiro 7.

B, BRI EIX, 10% UL Lo EERIOR I
ST LTV A AR L g L7z Ki67 hic
DWW TIRESE M 200 M %2 Bi%2 L TRtk R 2 M L7z 4
WEHIY 7 M3 Lo 72 HUE I IR RHLRR 22 0T 0
RAESRETIAT- 7. MUE IS, MlessmssIcpI L
TR tHE, THRTFCEL TR 4ARE FofboiEbiz>
W CId Fisher REZ i L T, 5% LT DGl %
boTHEELHEL.

T, COMEHIH o TIBENOMERR & DOKEE
72 OREFHF 5 401).

Im. #% 2

TEY At OFE R, XPA &, ERCC1 &H & b ISHICHH
LT (Photo. 1). DR, XPA & 1Z 30 B 15
Bl (50%) T, ERCC1 &M 1861 (60%) Thatk & Hl5E
Nz, FLTHEBICO W TRIHEREN R T- & o B
%7z (Tablel, 2).

Table 1 ® XPA B EIZOWTIEE T, B~ bR
T 24 B 9B (37.5%) DEEMERTH - 72DIZHF L, K
SALELERE Tid 6 Bl4B] (100%) 25BtETH 0, koL
JELDOMENEETH -7 (p=0.0169). F7, JEEHOT
KT (p=0.0492), I AE (p=0.0378), Ki-67 Bth®% (p=
0.0206) L OB AETH Y, MEH ORIV HETE
BLTWAZ EAREE N F7-, XPAZEIZ ERCCL
HHERERBTAHEMTH o 2B ETIE Lo (b
=0.0604). —75, Table 2 ® ERCC1 &[22\ Tid Ki-67
FatEse (p=0.0416) DAAORFICIZAEET L 20>
7z,

b

Photo. 1  The expression of both proteins in an adenocarcinoma
specimen (a : XPA, X200, b : ERCC1, x200).

Iv. # =

A1, Wil S L C XPA &1 & ERCC1 & O FH &
BEH7z ZofER, XPA &AIIEE MR R it 0
JUEZL CICHE L GERIEHL Tn AT b o/ £
72, XPA#EH & ERCC1 &H O FEBUL IEAHBY 5 % M1 23
Hoi.

XPA, ERCC1 % &@ DNA i BHEEAFOEIITALE
BHOERETFICE R E SNT, DTIORTEIICT
TIZZ L DD THINL TV 5.

XPA 22 W CILifa 7% B A23G 75 4 BANGE O R
FHHRFELTHHTH L ZEPHME SR TWEY, F7-,
PRELHEZ D Tid XPA O & IS BT 4 A G D %)
FRRT-L LTHH EHE ST 59, XPA OF#FEN
TdH 5 XPCIZDOWTIE, ZOREGAHLE Tldta
BEIED BN 270 23 S T 2 %%, Ml <
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Table 1  The correlation between the expression of the XPA protein and clinicopathological factors
XPA
n positive  negative mean * SD )
Differentiation degree well~moderate 24 9 15 0.0169*
poor 6 6 0
T-factor T1 13 5 8 0.0492°* *
T2 12 5 7
T3, T4 5 5 0
Pleura invasion positive 10 7 3 0.245*
negative 20 8 12
Lymph duct permiation positive 10 7 3 0.245*
negative 20 8 12
Vascular invasion positive 10 8 2 0.0502*
negative 20 7 13
Lymph node metastasis positive 6 4 2 0.6513*
negative 24 11 13
Stage IA 13 5 8 0.4621*
more 17 10 7
p53 positive 13 9 4 0.1394*
negative 17 6 11
ERCC1 positive 18 12 6 0.0604*
negative 12 3 9
Diameter (mm) XPA negative 15 24.40+9.61 0.0378* **
XPA positive 15 31.87+9.14
Ki-67 (%) XPA negative 15 20.87+£17.79  0.0206* **
XPA positive 15 43.93 +31.09

statistical test *Fisher-test, * * y*-test, * * *Student’s t-test

Table 2  The correlation between the expression of the ERCC1 protein and clinicopathological factors
ERCC1
n positive  negative mean £+ SD p

Differentiation degree well~moderate 24 13 11 0.358*
poor 6 5 1

T-factor T1 13 7 6 0.591**
T2 12 7 5
T3, T4 5 4 1

Pleural invasion positive 10 7 3 0.694*
negative 20 11 9

Lymph duct permiation positive 10 7 3 0.694*
negative 20 11 9

Vascular invasion positive 10 8 2 0.235*
negative 20 10 10

Lymph node metastasis positive 6 4 2 1*
negative 24 14 10

Stage IA 13 7 6 1*
more 17 11 6

p53 positive 13 9 4 0.465*
negative 17 9 8

Diameter (mm) ERCC1 negative 12 26.92+9.62 0.594 % * *
ERCC1 positive 18 28.94+10.38

Ki-67 (%) ERCC1 negative 12 20.00+17.41 0.0416* **
ERCC1 positive 18 40.67 £30.24

statistical test *Fisher-test, * * ytest, * * *Student’s t-test
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FHEHANOBERETFICAHBN LT 2WE DD 5. 2O
LTI XPC DI BLUI H A~ OIEYIE L AL, Pk
ARETTHo72 e MEIN TS,

ERCCl1&EHIZDOWTidbhvbh b LUE & b ¥iit 247 -
Twa. DRiobhbhORHTEIAINVKTIF &5 F
V=V TIHEIRDAT D NI FAAHE O AT I/ it o 2
DRI DNl MR 2DV T ERCC1 3B L 7 9 > 7
EOREMIEHH OEFHFDRTWH & LTHIFFEhTw s
11 A tubulin ®FBL & & RIEHBRILFZITTR, Tho ok
F ORI EE TIABISTERAVE CRBICEYiET
o 72 REME B U L 72D,

e lal DR T Id XPA B F1 AR 5L R 191 0> 251 205 By
HTHY, EEEO TR K67 BiExe oMMy AET
Hotz. TOIZ LX) XPA&KIOBRFEIUIBTHGED F
JEECTHE S 5 TV AB Z LAVRIEE NIz, —TJ, IRERER
) OSHiEERE  E ORI E & XS, ASAHIHIR
F-pS3FHE LML o7z, 72, 1A B0 I/ NI
BITH B HREEOEA TXPAGTHEBIA S 0, %O
WPk THB LZZRE L W) XV ESORM 25 0RE T
HHWHEEELEZ Sz,

IiHE B9 B e et 2 v 72 XPA & 1 0BRSS
DV, TEZHiPH TR % #ZE L 724 Zhang 5D
W% ADF BT Ehh ol ZOHE T TIXIE
W& D ST E ORI <, B Tk XPA &5
T B E THERANOEIMELIHZ Shz v
I . HRIOBE TIEH R REDIERTH ), XPAEHD
BRI FEBIATER TN A H 2 T & 72 % 2 Z 3R 1 CHGE
FTHIEETELRVY, ZOHEIIOVWTIEHEDBEE %
T7IrU—F5ILICE s THBREISITMAEL 72V EZE R T
W5,

& LT, MR 12 38 W T XPA & FNE 5L AL o JiE B
RMFHRED B WIEF CTRBIRIASALNL I E XD, £D
R FEBLANER DR ICH G55 Z LAVRIE S N7z

FHOIE, RTINS ARPHIREIZSH ) TEA.

Abstract

Objective : The xeroderma pigmentosum group A protein (XPA)
protein, which is a nucleotide excision repair protein, has not been ade-
quately examined to date.

Study Design : We investigated the expression of the XPA protein and

excision repair cross- complementation group 1 protein (ERCC1) for 30
cases of lung adenocarcinoma imprint smears.

Resnlts : Our results indicated that the XPA protein overexpression
was significantly correlated with the degree of differentiation, the T-fac-
tor, the greatest dimension and the Ki-67 positive rate. A trend towards
coexpression of the XPA protein and the ERCC1 protein was noted.

Conclusion : Our data suggested that the XPA protein overexpression
was associated with high tumor proliferation activity.
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Hi - IRE D T — T VIRMIZIS 55 5
5-7 3/ L 7)) VERHOERGIR O HTE

=4 BIEAD

ERHISSE
G A YLD

NEOTERY WE Y
=¥ HWY

KB 57 SRbeh S A HEY, 6 R BRES W

B89 - BaIRE LR OZH

WIEE - REA T — T VIRMIRZ AR TH 5755, MBOZEEIC X ) B

WCHEETAHENLIELIEH A, 22 T573I /7L 7Y v (DT 5-ALA) 4etayh: %2 RIS ol B &

LTHWwWSZ LoEHRELMET L7

Bk T AKRRMIEZEA 30 FllC oW T 5-ALA BB oG Z R L, ROTE®Z - RED T —
7OV IR SRR 30 BIIZ DT 5-ALA Hett 28 i R & vk L 72 M 2 o A I % WRGiE L 72,

BAE @ AR S RIED 5-ALA Jeta 283 0% B 13, HBAS OMEIITIT - LA 2R L2 B
FRE N T — T IVIRMIR AR TI, BB (20%), MRS H (17%), AL 7 61 (23%), &
126 (40%) THolz. THICSALAGAREREZ MK LEAHET 22 LIl Lk o TEHREVOTRTE
L ORI O — R AEYE & g S, B 14 61 (46%), SRS 061 (0%), SR 4 51 (13%), K&
P12 61 (40%) L7 h, BREZfEETE 2h o EM 1/3 13 L.

HEER O RE A T — T VRMIBEEZICB VT, 5ALA Yt 28 I % B A2 M 2R E SR LAk E S
BT EE, MRZoREERCICHEESE) B EE LN,

Key words : 5-Aminolevulinic acid fluorescence cytology, Catheter urine of renal pelvis and ureter, Urothelial

carcinoma
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573/ L7 v (5-aminolevulinic acid ; 5-ALA) 13,

Combined conventional and the 5-aminolevulinic acid (5-ALA) fluo-
rescence cytology is considerably useful for the catheter urine cytology
of upper urinary tract
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am SCRURIEE R G T 591-8025 FrilidbIX B MM 1179 3 KBR%
SEBEH YL ATES A BHEA

SR 27 4F 12 A 24 HZAY

F 284 7 H 7 HZHE

WL OPDIEEIZB W CTIEEMICIY) AT TERE SN
52 ENRHMBNTWAAOEWE Y, EEomEY HIY L
L CHAEZ DIIRICH PG E > TW b, JREEO 15 RNE
BB LT, IRk 2 4 & LT 5ALA %
F 7= 30UBE ISR 3 X ORI RS O % Lo YRS HR
HEINTWBEY, 5ALA Jett il oW TIHEAR 52 o
W Hh, TOHPFUI—BIFFEDOMAEZEIIT BV COA ¥
FaR—F —DRUETHL. FITELELITENE K
BLT, b ThENTEL LX) SALA Y EE %
FL7: ZOSALARMME L Z VT ETBEREICOWT
HARRAINEZ Bk 2 LG L, MaEs i Lo ik
BHERR L7z, T INEEEL - IRE S T — 7 IVIRBRIKIZ
HEIS L, MR8 2 mhZk s LTog %2
D7zl OMET 5.
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Table 1  5-ALA staining protocol (modified method of Fujimoto et
al.)

Centrifugation (at 1,500 rpm X 5 min)

Suspension of the pellet in MEM with 5-ALA (finally 200 xg/mi)
Incubation at 37°C for 2 hrs

Centrifugation (at 1,500 rpm X 5 min)

Resuspension of the pellet in MEM

S U A W N

Fluorescence cytology

*MEM : Minimum Essential Medium

a b

Photo. 2 5-ALA positive cells under white light
a ' 5-ALA fluorescence staining microscopic
photograph (x20).
b : White-light microscopic photograph ( % 20).

II. WLV AZE

1. BRRMEZICE S 5-ALA £EBETE

FARIR 30 B 2 5-ALA et Zsihicfit L7z, NFUL, ik
955 5%\~ T RE DR B 1 15 N 55 YD B Ay (transurethral resec-
tion of the bladder tumor ; TURBT) x4 & 7 - 72 22
&, BEBEPICIEI S 2 il 25 7 S BV IRAER O R G L
oz 8B THh 7.

E SRR 2 BREL B 72 72 B AR L, — 7 idEss
DRI Z AR & L CULB L Papanicolaou 4eff 2 47\, il
Fid 5-ALA GBI L 72, lE ORI ZEARD
PRSI, GIE A7 AL 2 EHREKEL Y a~ 2 WEH
Wiz 2 ERE O TIT - 72, Mg e, ik -
MR - AR - BBk o 4 BEREREA L CT1T - 72

5-ALA #2851, AR S S 280eiiesg o %
— B2 L 72785, in vitro incubation {238\ T CO2 A ~
FaR—F =1 THINSR %2, HEMLTE RIS 22 RPMI-
1640 128 2 C MEM ¥73b (Life Technical #:% ; MEM) %
iz, RO FNE%E Table 112K L7z, E9HMAE
1500 rpm T 5 43 .0 L, R MEM 2 mil % il 2 TRl

a b

Photo. 1  Oxalic acid calcium showed a false-positive result
a : 5-ALA fluorescence staining (x40).
b : Sternheimer staining (% 40).

FAHE E L7z, TS, BRSO HHICHE L T 5ALA i
FREEDS 200 ug/ml (272 % X D INA, T CHEINGFIC
JTC T2 MR- 72. 4B, 5ALA DEFEICHE L T, Bt
BEARIEC & D MeEF L, 100~800 ug/mi D FEPH THett DA
IMERRE L 72, R T 2% 1500 rpm T 5 450 LT
WEZ BN L, B @ 400~440 nm bandpass filter & %
IUH @ 610 nm longpass filter 2435 o> 4 FEEEMEE 12 T a3 6H0
Rz xiTv, Rt e Blgt L. BlIgIck L T,
W% YU T 2D ERRFIBRAITEZ % 72® 10 75 PANIC#E
8L, BEEo Tilsk - RAEL7Z. OBy 2 v@A IV
T NEOWEDS YT R AR 5720, WHREIRIICE
BLCHEHFEORILE L LTBIEL LEMLTH 5 2 & 2
L7 (Photo. 1, 2). FRGHELEBOHEIL, WSH1R
HttE 2 L7 b 0% bt RORBEZELZD0D
L IZERIGREEZ B LD 02850, Rtz 80
ZWHhoEEEE LT3 EBTIMIIL2 (Photo.3). 29
L TN BRSO 5ALA B B0 R Z2 20
#® TURBT OfM#EZ ORI S LTHRE L, AL

fER & g L7z,
2. BEZ -KEHWT—TIVRMIREZICEH TS 5-ALARE
£k

KA H S TR S N & - IR 7 — 7 VIRMIRL 2
30 AERG L L7z, ko4, Papanicolaou il X %
MRS H % 3B & O 5-ALA O FFAi 1 A AR IR BRI HE U CTAT
W, ZOHOMBZ OIS LT 217-72. 356
IZFDOREREIIC, 5ALA OYMETEOBELZMEKL, 2
R & F o S IS o RSB oA FPEIZ D WOl
L7
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Photo.3  Judgment grades in 5-ALA staining (Fluorescence cytology)
a : Negative (x40), b : Weakly positive ( x40), ¢ : Strongly positive (x40).

a b

Photo. 4  False-positive result of 5-ALA fluorescence staining in
squamous papilloma
a : 5-ALA fluorescence staining showed strong positiv-
ity in inflammatory cells and histiocytes (x40).
b : Papanicolaou staining showed benign cells with
inflammatory cells (x40).

|11 7 b

1. BRRER®EZHEVER

1) BARMNEZ B 5 5-ALA et ZE il i R

HARIRMINE 30 BloAHkZ (TURBT) offRix, JENE
B 131 (AR Bk % 5 1, FHEOMAETRE R L 861),
P b FLEENE 165, PRI L 16 51 (MER low grade
urothelial carcinoma ; LGUC-10 #, high grade urothelial
carcinoma ; HGUC-6 #l) T& - 7-.

5-ALA OfESIE, Btk 13 1 (43%), 55851 3 #1 (10%),
Btk 14 B (47%) THho72. SALA#mFEEFOHNRIE, FE
M55 0B (0%), Jm V- b ZLBENE 160 (100%), #E 12 1

(75%) (MR LGUC-7 # : 70%, HGUC-5#l ; 83%) T
Btz 5ALA GSREEBIONFIE, JERES 161 (7%),
260 (12%) (HE LGUC-2 6 ; 20%, HGUCO I ; 0%)
THho7z. 5-ALA BYEBIONGRIE, FERES 12 61 (86%),
#E 26 (12%) (HER LGUC-1%1:10%, HGUC-1 1 ;
17%) TdH o7z, 5-ALA DSB8 L 7w F L s 2LEE
O 161 TIEBPET RS SEf i R ER IC X 5 b oT, E
BRI H AR REYETSH - 72 (Photo. 4).

2) 5-ALA B 04GR L AT & DK

HARRBR T Db b LD 5-ALA $ett 25 13: T 5-ALA By
PSR, FEBESS 0%, #E 75% (WER LGUC; 70%, HGUC ;
83%) TdH V), FEAR S in vitro incubation % T? 5-ALA [
P (JENESS - 0%, G1:50%, G2:70%, G3:83.3%)
LR DORRETH o722 5 (Table 2), A
5ALA OEREZ /IR L L7z ffilaomitic B CH %)
e A L7z

2. BE -REHT—TIREEFEICHE TS 5-ALA RBEE

1) B RES T — T VIRMIRZ oW KR L 5-ALA
Yeft 25 1 DGR

B REN T =T IVIROBRRII R E B2 RSk
%L, REOWGHIBRE SN0, HRERIKICHEL 72
5-ALA et 23 Mle oM Ic B W THMTH 5 2 L ®
& N7z (Photo.5). 2 TE&E: - &N 7 — 7 IVIRM
Fais ket 30 B DT FARIRRAR I e U CARE: 2 JifT L,
MM oM E L S-ALA R Z B XL OCRGZ O/
Table 3 (2R L7z, MifgkE iy, Eesl (20%), &
g5 E (17%), AL 76 (23%), & 12 6
(40%) TdH - 72. 5-ALA Y2 Cix, 5 bk 16 6l
(53%), 5501k 4 B (13%), B&PE 10 B (34%) TH - 7.
M2 CHELEB X OSSR & L7z 11 601%, §XC 5-ALA
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VSR TH o 72 BEHE 7 BlOWNERIZ, 5-ALA BB
3B, s9BEtE 4 BITH o7z B 12 HlONRIE, 5-ALA R
Btk 2 1, Btk 10 BlCdh - 72

2) IR Z QMBI E B X OHERZ W o R &
5-ALA O Jetili R o Hoig

MlLZ O E & 5-ALA e B X OHMBZ oK R %
Table 3 IR L 7=,

HREZ O R, FEMESS 16 6] (2B FHBZEOMAE THRE %
L &2 ffERR), BE:IRES LR 1561 (WER LGUC ; 1 4,

FREZ CIXIRIES A3 3 B, LGUC 281 BICTH - 72, Btk 12
1% 5-ALA BeEAS 10 61, @k PkAs 2 1T, Mk Tidd
NCHMER TH - 72, MILZHE DN T 5-ALA 255k
THo72 200, BRI I AmhoEEE OR A
EEZ LN OB HE LERTH - 72.

3) B - RE A T — 7 VIRMIIESZ 5-ALA B fa ko
FER A MR L7 A

& RE N T — T VIRMIEES I 5-ALA B 2L O R
IR L TRAEMICH E L72#E R % Table 4 1IZ/R- L7z, Ml

HGUC: 14 1) Th o7z, MaHE TEMDS X OTEMRE
W1 BNE T 5-ALA D #FETE T, M2 TIdaBlHGUC
Tho7z. BB 7 B 5-ALA @B 1EiX 3 #IC, #HikR2
TIFEBIHGUC TH > 7z, 51 4H1id 5-ALA H355F 1 T,

Table 2 Comparison of the sensitivity of our modified 5-ALA
staining method with the results of Fujimoto et al. in
natural urine samples

Histolo Our modified  Results of Fujimoto
&y method (n=30) etal.(n=30)
Non-tumor 7% 0%
Urothelial LGUC G1 70% 50%
carcinoma G2 70%
HGUC G3 83% 83%

LGUC : low grade urothelial carcinoma
HGUC : high grade urothelial carcinoma
G1 : urothelial carcinoma grade 1

G2 : urothelial carcinoma grade 2

G3 : urothelial carcinoma grade 3

Table 3

a

Photo. 5

b

Feature of HGUC (Invasive cancer)

a ! 5-ALA fluorescence staining showed strong
positivity (x40).
b : Papanicolaou staining showed “atypical cells”

(% 40).

cytology and histopathology in upper urinary tract lesions

Comparison of the results of modified 5-ALA staining with the results of conventional

Histological diagnoses

Conventional cytology 5-ALA staining results UcC (%)
No tumor (%)
LGUC HGUC
Negative 0 (0%) 0 (0%) 10 (67%)
Negative Weakly positive 0 (0%) 0 (0%) 0 (0%)
Strongly positive 0 (0%) 0 (0%) 2 (13%)
Negative 0 (0%) 0 (0%) 0 (0%)
Atypical cells Weakly positive 1 (7%) 0 (0%) 3 (20%)
Strongly positive 0 (0%) 3 (20%) 0 (0%)
Negative 0 (0%) 0 (0%) 0 (0%)
Suspicious for malignancy Weakly positive 0 (0%) 0 (0%) 0 (0%)
Strongly positive 0 (0%) 5 (33%) 0 (0%)
Negative 0 (0%) 0 (0%) 0 (0%)
Malignant Weakly positive 0 (0%) 0 (0%) 0 (0%)
Strongly positive 0 (0%) 6 (40%) 0 (0%)
Total 15 (100%) 15 (100%)

UC : urothelial carcinoma, LGUC : low grade urothelial carcinoma,

HGUC : high grade urothelial carcinoma
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Table4 Cytologic comparison of the results of Papanicolaou
staining and combined results of Papanicolaou + 5-ALA

staining
. Combination method
. Conventional .
Cytological category Cytol (%) reflecting the results
olo,
&Y ) 5 ALA staining (%)
Negative 12 (40%) 12 (40%)
Atypical cells 7 (23%) 4 (13%)
Suspicious for malignancy 5 (17%) 0 (0%)
Malignant 6 (20%) 14 (47%)
Total 30 (100%) 30 (100%)

ZCHEMEB X OEMAER D L < IZBRAHIE T 5-ALA A%k
Fth 2 AR L HE e L2a 1 14 BIASEME E 7
D, MEZICEH L MR crtcho72b0%
5-ALA DFERDWH A0 b BTN & HE LA
12605t E ), MBZICER L. ZofFE, BEH
ETIHESERECOIEIT 2 < 2, RAGHIE 461 5 13%
(WER FEMES; 361, #E1B)) &b, RELZHEETE %
o 72RERNZ 1/3 1234 L 72,

Iv. £ =

R BRI LB RN 0 10%, SR BRSO 5%
& LB EE DR W IERS ©H 55, EEIRE B EE A
R B RE ORI — RIS IREB M ATE H L S
LZHEBEOBEMZWAH L W &5, RRITFIRIRES
WL BHMBEZ VR EINAIRETHA. LOLEVLFHED
WS RS N L MBEAVNS W LR EOHE2 S, 7
FREHC L A IEE AR —BIICIZITTh R TRV OR
BRTH 29, 200 BICHPIR, A T—TVIREE
DIRMBLZ A R R Bhio—o & LTELfThbhTwna.

RER R IE S O FHERIC BT 5 B HiEIE 40~80% L 7%
MHHT, I FOREZIEL BV EEZLNLTY
27, FORREE, RARWEEZ W LY Sh 5720,
JESAL O B AR & RO ZE D R 720 & %
Abha, FMIHLTEE - RED T — T VIRITIRE F
TAHT—TNVEIFALTIRNE NS 720, JEEHTLo LBl
RO k& &b I HRWH 2 B S5 2 &h
LEWICAHATH L EMESNTNEY, —FThT—7
WVEEIZHE D IRE ORI L 0, R LRz A3 R
BWIRTZ CMBLL, BWIcHEEr 272386055 L O
HLH B, X o THIlLZ i s 24 M Ak ofk T
NEFNTE.

5-ALA 1Z 1987 4£1C Malik 5V & o THE I NN D
ISR CTH 2 NEEREIV 7 4 ) Y WET, RSP

HEENIICHLD A E N, I+ FYTHTHIEWETH S
Protoporphyrin X (PLF PpIX) (ZZ&M SN 5. JEEHIILAN
Tl ferrochelatase GO T L T % 72 PpIX 2355 &
M2 R D, MNIZKEICER L GRaoEbE I8
T5. ZOWHZRMP LT, EEML OHELIENE - FE
W - EVENNIESS - BEIERE - W2 e & R R SACERRIG H
ENAHIICH->TETNERI,

ZWICET 5 5ALA OFI L LTid, BARLVIIIRS
X OB 2 >, AR T 5-ALA 2 HLD 3A R0
RIS L7z, 2K, FEIEL 10 BITIE 0%, BEEHE 20
BITiZ grade BT G1; 50%, G2:50%, G3: 83.3%DM
PERPH LN, @EEOMEBZNREE D bR TH 728 i
HLTWD, T, HESIVEIBAT LEEORAENE W
BeAR Tl 5-ALA D HOUIREE DA BASE WEIANC & o 72 & i
%L, Olivo? 5 & [AARICHAT LEHED G313 G1 - G2 & b
L CTAHRKIZ S-ALA QMG ES S » o 72 i L Tw
b, SGHOMEIZBEWTY, @SRRI bR SEG
5-ALA 2S5tk CTH 72, ThoDZehbbil L bE
FRIEE PRI ERHRIC DWW TR, 5-ALA O bR LB Wr
FEHTHEEEZ LN

ZrlalH b i in vitro incubation 12 BT CO2 A » F o
N—=F — TR TIPSR 2T % 5-ALAZ 2 v,
FRIR 7272 H IS L 7c BARRMIB 2 R CTREAR S o Hids
LT[R D 5-ALA BtER 2 L 2 722 &2, R
— IR BT ORI ke E 2 bhi.

72721, HOCOBIZIE L T EMae v = v h v
T DEEOEN 5-ALA B e R RS 2 L5, O]
PR T CIRIEE O FRGN R %2 RS 5 LD D 5
CEDBWHLPIIHR oz F2EH S WL 5-ALA 7 72
LEHE OHER ) VOB WK LT, BhEtko £ RRK
BIEMEY YN TO PpX ORI ER L E 2 5N
EWE LT, Zofl, B RES T — T VIRBIEIC
PEMENE S 2SR A L 7235812 b 5-ALA B EMTIE A3 A i 0 R
LNzZ ehs, TMNREONELSOHES S 7 — 7 VilA
B OARVLESHTE SRR I B U CRRIRIER & 0 A3 5
CENEELEZ LN

B - WRE N 7 — 7 VRIS 132 O A3k
KRBT ORPE SNDEHEVRH Y, ZOHEIFEEIZ
%6 Eh% 2%\, SHOKENT 5-ALA 2o gkl R %
MR IR L TRERNSHIET 5 2 128D, EEEE
AHL, BN 23% 2005 13% AP L2 L9 b,
5-ALA Z2EO B HIEE & - RE D 7 — T VIRMIBZ IZ B
TEHTH LI LHRENT. RiEZEBICHEOBY T
ENT B0, PRI IA N2 EZ D EIERMZNSRE
THZEIBENTIEIZWI L0 5, WNREHK S TR O
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Mz TEMERE VB X OVERIHIEG & 7% o 7ZAER] 2 0 R 12,
2 Il H DU QMR Z RIS #EIN T 5 2 L%, ARTH L L
Bobniz, 7z, MG AL o B R SAE Mg 2 1 2
RY 2R, MMOENOEEMIATRA L TS 5 LR
R ZEND, WEOMIBZIZOHE L THiBITE L LTH
HyR&eEzoHN72.

5-ALA Hef 3§ TITMD S < Oty OIES; 2 1 R IZ I
RIBHENTWD Z L2, SHMIEZIZE W THIRDSL
DORRAR, (A RE R0 5551 PR ERE 1) 0D B 0D i IS
BWTZLOHMHEORGESEENS.

FHOBFRTNESFRMLEDH ) LA, FLYBEMMERS
DERBEZTTVET.

Abstract

Objective : Due to the degenerative cellular morphology, diagnosis
often remains obscure in catheter urine cytology of the renal pelvis and
ureter. We applied the 5-aminolevulinic acid (5-ALA) staining method
reported by Fujimoto et al. to catheter urine cytology of the renal pelvis
and ureter.

Study Design : We applied 5-ALA staining to 35 natural urine samples
to confirm its usefulness. Then, we applied the staining to 30 catheter
urine samples obtained from the renal pelvis and ureter.

Results : The results of 5-ALA staining of the natural urine cytology
samples were similar to those reported by Fujimoto et al. In the cases of
the catheter urine samples obtained from the renal pelvis and ureter,
the conventional cytologic (Papanicolaou) staining yielded the following
results : malignancy in 6 cases (20%), suspicion of malignancy in 5
cases (17%), atypical cells in 7 cases (23%), and a negative result of
cytology in 12 cases (40%). When the results of 5-ALA staining were
combined with the results of conventional staining, the following results
were obtained : malignancy in 14 cases (46% ), suspicion of malignancy
in 0 case (0% ), atypical cells in 4 cases (13%), and a negative result of
cytology in 12 cases (40%).

Conclusion  5-ALA staining diminished the number of cases with

“suspicion of malignancy” and also the discrimination difficulties in

diagnosis, and enabled more accurate urinary cytologic diagnosis.
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PRI A & v & — ik e PR

BHY : BEPENERE (leptomeningeal carcinomatosis, LLF LC) (&, JEHIILOMMENERREIC X il 2 5 HmkE
TTFHRARTH S, BBEICBIT D LCHERNITOWT, BEER Z I E &, EFRNRBRET 2Nz 72,

HiE 1 1992~2013 4E O B FERM AL S 23T 1172 5812 #ifk 1310 ) & R G2 kraT L 7=

BkE 1 22 4E [ C LCJEBI R 5 A L RIS L 72, BRI CIid, 2006 4 LA IE IR ASH] & 20 & 72 o
7z, BalEi% 1267 Befk 407 BT, LRz 245 61, I BEGR 160 B, ASHH 2 B1CTdh - 72, B IE 220 B C 5N
wHE, M (s B, #LR (7eBl), B (14 6) DIETH o7z, FUEIX, LCISIET TOMMASEY 792 » H
LR HB L VARICE,-7 (p<0.01). MikEE, LCIIEHZR DTS 2006 4F LLREIE L LLaT & 0 A%

2R, P66 2 HER 3SRz (p<0.01).

faam - AR OMER R, T FIRHFSR OB PHEDORIINC L ), LC 2T 2R13L ko
72, LC ORIZWT & W) 072012, M2 345 Mr 2L 21005,

Key words : Cerebrospinal fluid cytology, Leptomeningeal carcinomatosis, Adenocarcinoma

L & U &®IC

WAORISERRLHFREOM EICL Y, PAREOELF
MR LT 525, 20— TaHint, Mk
Wi iESE (leptomeningeal carcinomatosis, LLF LC) &34

Cytological study of leptomeningeal carcinomatosis from adenocarci-
noma

Tomoko SAKURAI, C. T, I. A. C., Masashi KANDA, C.T,,J.S.C.,
Kimiko AZEGAMI, C. T, L. A. C., Aya KITAZAWA, C.T, J.S. C., Junko
TSURUMAKI, C. T, I. A. C., Katsumi TOYOSAK]I, C. T, J. S. C., Yoko
KAWAGUCHI, C.T.,J.S.C., Noriko KINOSHITA, C.T., J.S.C.,
Takashi KAWASAKI, M. D., Keiichi HOMMA, M. D.

Department of Pathology, Niigata Cancer Center Hospital

Fn SCMMEERSE T 951-8566 Hrik v XA 2 D 150 3 #r
B A Y V5 — RN BRI T

SR 284 1 A 20 HZAft

SERE 28 4F 5 1 24 H 3

MLTWa2. LCIE, HMi BN IC iR 3 2 IRE T,
U, WEAOIE D ICHRSEIR 2 R IC R R SN B 2 L)
B BRWIY D LCIE, ERELDODTTFHAREINTEL
A5, T RERSE & B L SR R0 U Rk o R 1T X
D, —ERTHBEHDIBIDED HNTWDHLY, Al ALixi %
7oA n L, MBMIEEIC X AHEFE TR
ZWiDs, RO RMIRBICAT R TH L. W, HETho
MBI, BAVBLREODENRT V. T2, [
MIRIZNEAL L, IEVEICHBT 2@ 0, B
ZOHEIIWEEZ: = & 2%\, YEeTl, TR
O R AR R R [T 0 LC o #eak B 9\ BEH N 2 A3
fibhTwa, 4 LC 258 bt il S 1L 2 Bk,
BIEDBEEN L L hoTETWA, Sl #3 22 M DR
WOHIRa SRS e &, WIEIE B % O SRR &2 0 7z



§55% 557, 2016 4

f 309

Positive

Suspicious
500
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All cytology specimens

200

No. of CSF cytology specimens
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10,000

8,000

6,000

No. of all cytology specimens

4,000
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0

T T A < B N S O N T T TR S S S - SR~ SR S R
9 F I X DN NI LS IOV ILELSELST ST LN NN
QI 3 93 3 93 93 FFFSFFFIPFFIPFPFedLPee

Year

Fig. 1 The number of all cytology specimens and number of CSF cytology specimens from 1992 to 2013

II. WLV AZE

1992~2013 412, Y Pe TREMMINEEE 23T b 7z 5812
1310 B A G L L, MBBZHE, HEemke, 5
e ERFOBIZ oW TR L 72,

W, BEMOMUR O B I AR TR SR S h g
WZERL, REREARERE LT TS, 4TI
TV R B2 7] § . BRI, 1500 rpm T 5 53
Ma O b2 B &, WiEIC3% 7 V7 2 VI PBS % 2,
3z, +—FZAATHOKMAKE LTw%. May-Giemsa
Yt VIR B AR O/ERICIE, 1miJHF v v /N— & R—
WN—=T 4 NF—% ML, AF5A4 KT IA%ty bT 5.
F ¥ UN—IZHA%E 1~27% AT, Cyto-Tek (Sakura Finetek
Japan) T 800 rpm - 2~3 ZrliEfE, 7272HI12F ¥ N —
AL USRS TR 2179 . % 72, Papanicolau Je s JT i [
FEAROERIZIE, 6miF v Yy N—E T2MERHL A S
A NI RAELY MT5. BARICABRAREKEZMZ 6ml &
L, Cyto-Tek T 1500 rpm - 5 ;a0 B2 Br&, A5
A RHT A TARNIZIHY LY — VEERIZAINLS.
Papanicolau 4¢ff, May-Gemsa 4efld, #EkiETiro Tw
%. Papanicolau A & May-Giemsa Jef AL, £ 1
BAEB L T 525, MR REICI D, BAROHE R
Kaiited 5.

PRFEREBN DTN, 7L, B o SHERIICB VT

LC F8JE4E# % Mann-Whitney U M€ % W TH B EBE
EATo 7. BIEOFEEEDS LCHET TOMM & 20k
DFHIZDOWTIE, Kaplan-Meier Hif % i %, Log-rank
test 12X AHEEMTE 24T - 72, p il 0.05 Kiiz H o T
HE AW LU e, EZR version 1.27 #fFH L
7z

Im1. #% g

1. BERREREE (LC) OAER

22 4E[ (1992~2013 4£) T, BEMHAEIZ4ER 80 141
Bh S 400 HFaite & 5 UL B L 72 (Fig. 1). %8
MR EIZ 5812 4 (1310 #1) T, HIEAEFE, BaM:
AT 4241 1% (73.0%), 5eltkas 258 1 (4.4%), FEROAD
46 fF (0.8%) THo7z. Bpthix 1267 1 (21.8%), 407 5
T, 224 THEM 20 AT 5 100 2L L& 5 DL R icig
U 7z, 38 M2 MRS (B MM a1 7 W AS, BRI 2005 4F F
THEM 20 LT THERZ L T 72b A%, 2006 4E 5 S 85
i zR L, BIETIRER 100 2Bz w5 (Fig.2).
LC B2t f R IE S DA OB i THh - 72 B
$ ORI E SIS 13 119618 - 7278, HRBRERI 72 <,
B 2 B AR D3N 72 22 o 7.

RECRE R R, R % 24560 (60.2%), 3E R HR
160 B (39.3%), A 2% (0.5%) TH-7: (Fig.3). L
B2 AT b % WHLER LRI © 220 61 (89.9%) T, &KW
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Fig.2 The number of CSF cytology positive specimens according to histological type from 1992 to 2013

Unknown
2 cases
(0.5%)
Non-epithelial type Epithelial type
160 cases (39.3%) 245 cases (60.2%)
Others Small cell
3 cases carcinoma
0 0,
(1.9%) Leukemia ' 15 cases (6.1%)
Myeloma 98 cases Adenocarcinoma
5 cases (61.2%) 220 cases (89.9%)
(3.1%) S
quamous cell
carcinoma
5 cases (2.0%)
Lymphoma
54 cases Others
(33.8%) 5 cases (2.0%)

Fig. 3 The histological types of 1267 CSF cytology positive specimens from 407 cases
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Others
15 cases
(6.8%)
Stomach
14 cases
(6.4%)
Lung
115 cases
Breast (52.3%)
76 cases
(34.5%)

Fig.4 The primary sites of LC from adeno-
carcinoma in 220 cases

T/MAENENE 15 81 (6.1%), R P LB 5 81 (2.0%) Tho
7o FERERIE, HIMNG 98 1 (61.2%), BV ¥ 8)E 54
%1 (33.8%), HHlE 5 B (3.1%), BEEUHIANE 2 61 (1.3%),
EHEAE 16 (0.6%) Thoi-.

T 98 o> 558 g 2 1%, Wil 115 81 (52.3%), FLI 76 #1
(34.5%), H 141 (6.4%), KW - JRE - HARBRAE 2 i,
38 - T - AR 1B, ERAH 6 BITH - 72 (Fig.
4).

2. LC BERDLLE

1992~2013 4F (2 Y e TR W - AT b 72 e Bk
PHEBIEL L, BEHCHNERS T LC & 2 & N7 R B % i
L7z BERHIIZ R ENE, EBEOEFRO—IREEZ 5
na.

KETEVEIE S 1 49698 BT, LC 1% 407 61 (0.82%) 12H5
N7z, FRGRTIE, /NI 1.87%, R 0.73%, WELE
B2 0.07% % 272 (Table 1). JE bR TIE, ML
13.48%, MRV 30 3.66%, BN 1.72%, EVET R
0.34% Td -7z (Table1). LREROIEEHITIE, M (NI
Fade) 1.82%, Wl (FE/MIRaRE) 1.70%, FLIR 1.30%, JPEE
0.27%, ' 0.18% T -7z (Table2).

3. IREEGIDFM

iR O 72 FUs R T A, FLBR, HicBWw T, LC o
FEREAEWS, FIE E TOMM, BEZOTFHIIOVWTHREL
7z.

LC ZAERE O340y (fpjefi) 1k, &1k (n=205) T
125957 (60) T, MifE (n=115) X 62.55% (63), FLHE
(n=76) 1X55.175% (57), B (n=14) 1L 6197k (62) T
Btz FHEO LCIIEFERIIMRE L ) FEICEL (<
0.01), B LD SV (p=0.063) 12dH - 7= (Fig. 5).
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Table 1 The frequency of LC involvement by the type of malig-
nancy
LCcases Allcases %
Epithelial type  Small cell cancer 15 804 1.87
Adenocarcinoma 220 30318 0.73
Squamous cell cancer 5 7280 0.07
Others 5 2994 0.17
Subtotal 245 41396 0.59
Non-epithelial Leukemia 98 727 1348
type Malignant lymphoma 54 1474 3.66
Myeloma 5 291 1.72
Melanoma 1 293 0.34
Sarcoma 2 866 0.23
Subtotal 160 3651 4.38
Unknown 2 4651 0.04
Total 407 49698 0.82

Table 2 The frequency of LC involvement by the primary
site of epithelial cancer

LCcases Allcases %

Lung (small cell carcinoma) 14 769  1.82
Lung (non-small cell carcinoma) 121 7123 1.70
Breast 76 5864 1.30
Ovary 2 728 0.27
Stomach 14 7995  0.18
Thyroid 2 1280  0.16
Esophagus 3 2218  0.14
Kidney 1 1235 0.08
Uterus 2 2712 0.07
Colon 2 4798 0.04
Prostate 1 3131 0.03
Unknown 7 3543 0.20
Total 245 41396 0.59

PRI DFERA S LC3IE T TOMIM &, LC BIEBR DAL
BRI oWTIE, 20 (1992~2013 4£) &, Hil (1992~
2005 4F) &M (2006~2013 4F) @ 2 D OWIMIZ 451 Tl
BaiTo7z. WL, BBz 72hl 102 51, FL 67 41,
Hople L7z, BgHMo»H (LUTM) &, HoRRE
LC 38%E, $7213 LCRIE A CTH 5 2 & % Hik
5. LCHIET TOMM L, FH (hdufl) 1I2owT4l
THDE, FLHEIZ0~300M, 79.2M (64) T, Mo 0~
120M, 274M (18) R HHMD 0~46M, 14.1M (11) XV

BICED o572 (p<0.01) (Fig.6). Rl & #uc5 72
W, LTI, %I (n=50) A%35~300M, 99.8M (80)
T, Wi (n=17) ®0~32M, 186M (18) kv, HEI
M L Twz (p<0.01) (Fig.7). —J5, WikEi&, il (n
=21) ®0~46M, 189M (16) &, #M (n=81) ® 0~
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Fig. 5 The mean and median ages at the time of diagnosis as LC
in lung, breast and gastric cancer
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Fig.7 The Kaplan-Meier curve for LC-free survival according to
before 2005 or after 2006 in breast cancer

120 M, 29.6 M (20) \CHEAITRP -7 (p=0.088). H
Wi, B (n=3) ®7~30M, 163M (12) &, &8 (n
=6) ®0~46M, 13.0M (9.5) ICHEXEEILh -7 (p=
0.742).
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Fig. 6 The Kaplan-Meier curve for LC-free survival in lung,
breast and gastric cancer
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Fig. 8 Kaplan-Meier curve for overall survival after diagnosis of
LC in lung cancer cases comparing before 2005 and 2006

HEAEI -7z (p=0.459). Fild & BN 5T 7294,
Wi cix, BEIAT0~57M, 6.6M (4) T, Rifio 1~8
M, 21M (1) X)FBICEEL TV (p<0.01) (Fig.
8). —J, FLEIRIMD 0~23M, 48M (2) &, #%M»D
0~33M, 49M (3) WCHEZEIIR»->72 (p=0.847). §
JEIET O 1~4M, 23M (2) &, #Ho 1~10M, 3.3M
(25) IZAHEXE (p=0.505) dZahol. B, WMEHERIC
1 LC 38HEfA 2 L E O RIS S DRGRD 7.
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Photo. 1  Cytological and histopathological features of breast can-
cer cells
Lobular carcinoma cells in cerebrospinal fluid show a
rosary-like appearance and intracytoplasmic lumina
which are also seen in the primary cells.
A : Breast tumor (H & E stain, X 40)
B : Cerebrospinal fluid (Pap. Stain, x 100)
C : Cerebrospinal fluid (May-Giemsa stain, x 100)

Iv. £ =
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Photo. 2 Cytological features of lung cancer cells
Adenocarcinoma cells in cerebrospinal fluid are small in
size, oval in shape, and with loose cellular adhesion
compared with these cells in bronchial curettage.

A : Bronchial curettage (Pap. Stain, % 100)
B : Cerebrospinal fluid (Pap. Stain, x 100)
C : Cerebrospinal fluid (May-Giemsa stain, X 100)
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Abstract

Objective : Leptomeningeal carcinomatosis (LC), which is associated
with a poor prognosis, is a condition in which malignant cells diffusely
spread to the leptomeninges. We review herein epidemiological data on
LC patients with adenocarcinoma diagnosed with cytological examina-
tion and treated at Niigata Cancer Center Hospital.

Study Design : We analyzed 5812 cerebrospinal fluid cytology speci-
mens from 1310 LC cases between 1992 and 2013.

Results : During 22 years, the number of LC patients increased by
more than five times. In adenocarcinoma cases, an increasing tendency
was clearly seen from 2006. CSF cytology positive for malignancy was
identified in 1267 specimens from 407 cases. There were 245 cases of
epithelial tumors including 220 cases of adenocarcinoma. Primary sites
of adenocarcinoma cases were the lungs (115), breasts (76), stomachs
(14), etc. The average of the LC-free survival in breast cancer patients

was 79.2 months, which was statistically longer than in lung and gastric

cancers (p<0.01). In lung cancer, the overall survival after diagnosis of
LC between 2006 and 2013 was 6.6 months, which was about three
times longer than in cases before 2005 (p<<0.01).

Conclusions : Increments in central nerve system metastasis were
seen according to the progress of anticancer therapy. The cytological
diagnosis of LC will obviously increase the opportunity for early diagno-

sis and appropriate treatment.
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The significance of pleural fluid aspiration cytology in hematologic

malignancies A single-institution study
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Table 1  Characteristics of pleural effusions of 32 cases
Case No. Histologic diagnosis Types of effusion  Cellularity * Cells in effusion Cell block diagnosis™* *
1 Malignant lymphoma serosanguineous 3+ Immature lymphocyte Lymphoma
2 DLBCL serosanguineous 3+ Atypical lymphocyte, tingible NA
macrophage
3 Malignant lymphoma (B-cell type) serosanguineous 3+ Atypical lymphocyte NA
4 DLBCL serosanguineous 3+ Atypical lymphocyte Lymphoma
5 Follicular lymphoma (grade 3B) bloody 3+ Atypical lymphocyte NA
6 Macroglobulinemia serosanguineous 3+ Atypical lymphocyte Lymphoma
7 AML bloody 3+ Blast NA
8 CML-BC serous 2+ Blast NA
9 AML serous 2+ Immature granulocyte NA
10 MDS serosanguineous g4 Dysplastic hematopoietic cell, NA
granulocyte
11 Multiple myeloma bloody 3+ Immature plasma cell Myeloma
12 Multiple myeloma serosanguineous 3+ Immature plasma cell Myeloma
13 Multiple myeloma bloody 3+ Immature plasma cell NA
14 DLBCL bloody 2+ Lymphocyte predominant No malignancy
15 DLBCL bloody 1+ Lymphoma, CD20 (+)
16 Follicular lymphoma (grade 1) serous 3+ Lymphocyte predominant NA
17 Follicular lymphoma (grade 3) serous 1+ NA
18 MALT lymphoma bloody 2+ Lymphocyte, histiocyte No malignancy
19 PTCL bloody 1+ Lymphoma, CD3 (+)
20 ATLL bloody 1+ NA
21 Castleman'’s disease bloody 3+ Histiocyte, lymphocyte, neutrophil No malignancy
22 Multiple myeloma serous 2+ Lymphocyte predominant Myeloma, reactive T cell
23 DLBCL serous 1+ NA
24 DLBCL bloody 1+ NA
25 Follicular lymphoma (grade 2) chylous 3+ Lipid macrophage NA
26 Intravascular lymphoma serous 1+ NA
27 AML bloody 1+ Neutrophil No malignancy
28 AML bloody 1+ Adenocarcinoma
29 AML bloody 3+ Histiocyte predominant No malignancy
30 CML serous 3+ Lymphocyte predominant No malignancy
31 MDS bloody 3+ Histiocyte predominant NA
32 MPD serous 3+ Neutrophil predominant NA

*1+ ; small amount, 2+ ; intermediate amount, 3 + ; large amount

** Antibody set used for malignant lymphoma and myeloma are [CD3, CD20, CD79a, MIB-1] and [CD138, kappa, lambda, cyclinD1, IgG, IgM,

IgA, CD5], respectively.
DLBCL : diffuse large B-cell lymphoma, AML ; acute myeloid leukemia, CML-BC : blastic crisis of chronic myeloid leukemia, MDS ; myelodys-
plastic syndrome, PTCL ; peripheral T-cell lymphoma, ATLL ; adult T-cell lymphoma/leukemia, MPD : myeloproliferative disorder, NA ; not avail-

able
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Photo.1  Pleural fluid cytology (Giemsa staining, % 40). a: Case 4, DLBCL : High N/C ratio, increased chromatin and some cytoplasmic
vacuoles. b : Case 7, AML (M1) : Reticular chromatin pattern and granules in the cytoplasm. c¢ : Case 10, MDS : Mature and immature
hematopoietic cells of three lineages. d : Case 11, Multiple myeloma : Eccentric nuclei and clear Golgi apparatus.

a b

CD8

C

Photo. 2 Histological findings of Case 30, a case of drug-induced pleural effusion (X 20)
Cytological findings (a). Numerous small lymphocytes and a few histiocytes are observed.
The lymphocytes are CD3-positive T cells (b). Dasatinib, a tyrosine kinase inhibitor, induces
extravasation of CD8-positive cytotoxic T cells (c).
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5125 % B> 72 18 B AP A B L2 /K I 81 3l R2 S 7.
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60% TIKIFRE P LTIV % F TOHEIZZEh TN

47 » M, 156 » J, 857 HTH o7z, FEEIZB MRS X
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Oy 7 EORKEE, ¥E¥LE, PPV, NPV % Table 4 (Z/R L7z,
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Photo.3  Histological findings of Case 15, a case of DLBCL (X 20)

Cytological findings (a). A small number of atypical large cells are seen in a bloody back-

ground. Cell block reveals clusters of lymphocytes (b). The large cells are positive for CD20

(0).

Table 2  Clinical features of 32 cases
Duration from diagnosis Duration from pleural Follow up . X
Case No. Age Gender o pleural effusion (M) effusion o death (M) M) Treatment Outcome Medical history

1 68  Female 3 0 3 CT DOD
2 63 Male 6 0 6 CT DOD Hypertension
3 64 Male 1 1 2 steroid DOD
4 55 Female 0 34 CT CR
5 59 Male 0 65 CT AWD Hypertension
6 72 Male 0 48 CT AWD COPD, AV block
7 73 Male 2 25 27 CT DOD Cerebral infarction
8 69 Male 30 33 CT LOF Hypertension
9 48 Male 1 2 3 HSCT DOD Esophageal cancer
10 66  Female 7 14 21 CT DOD Buerger’s disease
11 52  Female 93 0 93 CT DOD DM
12 72 Male 42 0 42 CT DOD Chronic hepatitis
13 64 Male 16 0 16 HSCT DOD CRF
14 61 Male 22 8 30 CT DOD DM, hypertension
15 75  Female 1 13 CT AWD Chronic hepatitis
16 72 Female 1 64 CT+RT CR DM
17 25 Male 6 59 HSCT CR Thymoma
18 81  Female 5 0 5 CT DOD COPD, AV block
19 57  Female 60 21 81 HSCT DOD Chronic hepatitis
20 74 Male 112 0 112 CT+RT DOD
21 48  Female 34 49 83 CT DOD CRF
22 74 Male 10 15 CT LOF DM, CHF
23 59  Female 42 43 HSCT DOD Hypertension, hyperlipidemia
24 72 Male 19 CT AWD CHEF, atrial fibrillation
25 57 Male 0 16 CT AWD CRF
26 59  Female 42 2 44 CT DOD
27 62  Female 2 52 HSCT AWD Chronic hepatitis
28 72 Male 96 98 CT DOD OMI, chronic hepatitis
29 58 Male 12 1 13 HSCT DOD DM, hypertension
30 71  Female 26 33 CT AWD hyperlipidemia
31 54 Male 216 3 219 HSCT DOD Chronic hepatitis
32 92 Male 32 1 33 CT DOD Hypertension, CHF

CT ; chemotherapy, HSCT ; hematopoietic stem cell transplantation, RT ; radiation therapy, DOD : die of the disease, CR ; complete remission,
AWD ; alive with disease, LOF ; lost of follow up, COPD ; chronic obstructive pulmonary disease, DM ; diabetes mellitus, CRF ; chronic renal

failure, CHF ; congestive heart failure, OMI ; old myocardial infarction
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Table 3  Clinical summary of positive, false-negative and negative cytology groups

Cytology Positive group (n=13) False-negative (n=9) Negative (n=10)

Male : female 9:4 4:5 6:4
Age (range) 63.5 (48-73) years 63.0 (25-81) years 65.6 (54-92) years
Follow up periods (range) 30.2 (2-93) months 51.3 (2-112) months 57  (19-219) months
Duration fr tation t

uration from presentation fo OCCUrrence 455 (0.93) months 27.9 (1112) months 43.4 (0216) months
of pleural effusion (range)
Duration fr f effusion t

uration rom occurrence of cliusion o 4.7 (025) months 15.6 (0-49) months 8.5 (142) months
death (range)
Total number of death 9 5 6
Cause of death (number of cases) lymphoma (3) lymphoma (4) IP (2)

IP ; interstitial pneumonia, IVL ; intravascular lymphoma, CHF ; congestive heart failure

Table4 Comparison of sensitivity, specificity, positive predictive value (PPV) and
negative predictive value (NPV) between cytology smear and cell block with

immunohistochemistry (IHC)

Sensitivity (%) Specificity (%) PPV (%) NPV (%)

Cytology smear 59.1
Cell block with IHC* 72.7

100 100 52.6
100 100 50

* 1 Case 15 was excluded from analysis.
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DO TIE, EEMWAKZ AT 2 LM T HE, 13 5
R R K EOBIZTFRELZRINA VAT TV —T L H
WYERDH Y, FHROARTDH D LG SN,

HONUONIRIR LS RS HIED 4 611%, wIndig
JERN DT EIBANE A & OFFHE & & 2 5 N5 ¥R OREST
Hotz. ThET, MEZVREOEE, TOHROEREE
MWEMBBEEEH T 2ho72L )12, SRR
BWTEELEbDNL-ZD—2L LT, BUBROTHA
FHRIDVARTHmBETFoNS. JiKIFEZ0L D
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EDVBEEOEED, FKOEE AE I GHFEE LERRF
BEFTH DL Toadak L, MKOVERSS 5 e o ff 4
ZED 2 OMPLMNEZ RS LEEE 2 Shi.

FIZSAHR S8 SR TR EFIRRMEREIEH Y FEA.

AL OFE T L4 54 o] H AR R 2 F0 K 4% (2015 4F 11 H,
ZaR) ICBWTHELL.

HEE AR ST, BRI ATA L v 5 — LR
JERFH TSGR SR L R E T,

Abstract

Objective : The aim of this study is to investigate the significance of

thoracocentesis of hematologic malignancies.

Study Design : We examined 32 cases including 18 malignant lym-
phoma, 10 leukemia and 4 multiple myeloma cases. Characteristics of
pleural effusions and clinical outcomes were compared among positive,
false-positive, and negative cytology groups. We also investigated the
sensitivity, specificity, positive predictive value, and negative predictive
value of cytology smear and cell block diagnosis.

Results : All specimens of positive cytology group showed cellular and
monotonous appearance, and tumor cells exhibited characteristic mor-
phology of the disease. The majority of non-malignant effusions were
caused by complications related to the treatment. The patients’ out-
come was unfavorable regardless to the etiology. The sensitivity, speci-
ficity, posituve predictive value, and negative predictive value of cytol-
ogy smear and cell block diagnosis combined with immunohistochem-
istry were 59.1%, 100%, 100%, 52.6% and 72.7%, 100%, 100%, 50%, respec-
tively.

Conclusion : The cytology smear of pleural effusions is useful and
highly specific for the diagnosis of hematologic malignancies, and the
ancillary cell block method increases the sensitivity. Thoracocentesis is

strongly recommended for the purpose of appropriate treatment.
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Cytological analysis of mammary secretory carcinoma——Particu-

larly focusing on discrimination between mammary secretory carci-

noma and its analogues——
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a b

Photo. 1  Findings of aspiration cytology in Case 1. a : Abundant
cells arranged in sheet-like clusters (Pap. staining, X 4).
b : Tumor cells showing small uniform nuclei and
mucous globular structures (MGSs) (Pap. staining, X
40). c : Clusters resembling bunches of grapes (Pap.
staining, X 20).

L7220, ¥ — MREHI 2RI b B s hb 2 &h'd
%Y. F7:, MGS MEME I T 2 & 7 By ORI’
BERT I ENL WY,

AF T WNE 2 HEE 5 5 7202 il 7 2 il
TH5ZEEHMWE L, 2002~2012 4F F TIZ Y ik THREER L
72 3 PIBRBIC OV T Z oM RO G 2179 2 L2l
72, ZOBROBIZTREDKNR, B 1BNITWHE L 1Z
WA BRWIEBITH A Z LWL, A% &7z 3 HIOM
i BAZ DWW TR 2 17 72

Im = f A

BOE 20 &k

BEFERE « Jrcdimze L.

BUREE © /eflm L2 ) Mtk T4k e %%, AE
TIHIZ 1 em K ONEHR 2 4545 S A, W5 IR & hEdT.
EHINHEDOHE L 2 0, FHHERDEIT S N7

ZERIRS IMBRESFR R« Milei 3B T, — i EMZ D
5500y —FRZEARETLZEHTHIL TV
(Photo. 1a). #ilao N/CHIIME L, Hd/NRITRE 2131
13—, BMEIZZ CIAUKETH 572 (Photo. 1b). %
B MGS A6, 7 By OpIRkEEE b 2© 7223 (Photo.
b, ¢, MRFRENCZ L < SRR & fE L7z

HERPT R - ERED 2 I ERB 2R L, RN
(ZHFRRIE S 2 I B RIUIRAE H % B H 17z (Photo.
2). WEEHII/ N Tl — 2 P Z A L, BRAIIZL
<, Mo 3HRI3HRH T & %2> 72 (Photo. 2¢). LA LR

Photo. 2 Histological findings in Case 1. a : Cells showing tubu-
lar and solid growth patterns (HE staining, x4).b :
Tubular structures containing dense eosinophilic secre-
tory material (HE staining, % 20). ¢ : Tumor cells with
small uniform round nuclei (HE staining, X 40).

X0, D EE L ouwE LB L7

BIEZFEEM : RT-PCR I X ) ETV6-NTRK3 ¥ X J @&
BT AW &1L (Photo. 3a), b TH 5 Z & HSFEH &
nr:.

Im. £ fl 2

B F 69, it

BRFERE @ AR Al

WRE: FAFEOLI) 2R LYPEE %%, A C#iR
122 cm KO JER % 454 S, Iy IR & T, 401
WEEDFE & 722 0, Ay R ST, B LB L
FLE CIBRAR S AT S 7z,

FHRINE MM R - A E M om A LBIRESL T L
Tw7z (Photo. 4a). N/C IlLiZeimL, B3/ NIHE
T, TLREONNIARZRT S REPEICZ L, Bk
IR TH o 72 (Photo. 4b). ML Z XK IR TR %
L, MGS 1348 Td - 72 (Photo. 4b, c). Zribfads
BN S 72D MEETE S, S L7,

FEREFT R - BAGHRATALEUR D B WIXEF RS R L T
WL CTBY, EHENIITRBREO WY OMEHH -
Tw7z (Photo. 5). FAMIRLIZ/NRIB/MEZE D B
fiio 72 K& S OB L IiFRED S B EZH L,
N/C i3 f&A > 72 (Photo. 5b). DL X 0, 73k & B0
L7.

BIZFEEHM - ETV6-NTRK3 ¥ * 5 @& s 2% s
$ (Photo. 3b), ZilfiE LHEEZMI T2 EATE LD o
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Photo. 3  Analysis for the ETV6-NTRK3 chimeric fusion gene by
RT-PCR using paraffin-embedded tumor tissue (a :
Case 1, b : Case 2, ¢ : Case 3). M : molecular marker,
N : negative control, PGK : phosphoglycerate kinase as
positive control (247 bp), PBGD : porphobilinogen
deaminase as positive control (127 bp), E-N1, E-N2
(ETV6-NTRKS3 primers) . The ETV6-NTRKS3 fusion gene
was recognized in Case 1 and Case 3.

72 IS IR & L7

Iv. i£ il 3

B OF 43, KM

BRAERE © B Efk, fod e,

WRE 5 ERPOALELROLZ Y ZHE LTV
A, B EN & & U S bezs. A C S/ ME 23
S B W & G, SR MR & AT, B &l
L, FBYIEMm2SHEAT S v,

FRIGS MR - MR EE T, FRICEPED
R & il 7z, BRI S — MIRE Bk e § 5 HEB Tl
B L T/ (Photo. 6a). BIIMRAENET, BEOKOK/IAR
[ LA Z IR L, FRIRD 2 WIEHROMILE 2 F
L CTw7: (Photo. 6b). —#&BIZ MGS % i 7225, MK A
/I JPE (intracytoplasmic lumina : ICL) % 4 $#8.% 7= (Photo.
6c, d). BEYELHE LS, MBEOMEEIITVWS%

Photo. 4  Findings of aspiration cytology in Case 2. a : A papillary
cluster with a fibrovascular core (Pap. staining, x 10).
b : Small round nuclei with indistinct nucleoli (Pap.
staining, x 40). ¢ : Foamy and vacuolar cytoplasm and a
few mucous globular structures (arrow) (Pap. staining,
X 40).

Photo. 5  Histological findings in Case 2. a : Cells showing papil-
lary and tubular growth patterns. Tubular structures
containing eosinophilic secretory material (HE staining,
% 4). b : Tumor cells showing small uniform round
nuclei with small nucleoli, and abundant eosinophilic
cytoplasm (HE staining, % 20).

o7z,

HEFR AR LR ERIREEE Z R L (Photo.
7a), EHRD DAL MERLIRAE R NI AT R 0 3 W S
MHM L, BERRICIER L 2R 58072 (Photo. 7b).
F 7z, MREPINREDSHIDEb H D, oI
fRAEYE D signetring cell BEORMINL % 72 72 (Photo. 7c). LA
FOFRNS, 5WEE BRI L7z,

B FEEM - RT-PCR 2 X ) ETV6-NTRK3 ¥ A J &
HAZT- 25K S 7L (Photo. 3c), b CTH 5 2 L HWE &
niz.
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a

Photo. 6

Photo. 7

Findings of aspiration cytology in Case 3. a : Atypical cells arranged mainly in a sheet-like fashion, with a small amount of mucus

in the background (Pap. staining, X 4).b : Tumor cells with eccentric, mildly anisokaryotic and irregular nuclei, and granular

or foamy cytoplasm (Pap. staining, % 40). c, d : Few mucous globular structures and numerous intracytoplasmic lumina (Pap.

staining, % 20).

Histological findings in Case 3. a : Cells showing tubu-
lar, papillary and follicular growth patterns (HE stain-
ing, X 4).b : Tubular structures and follicles containing
eosinophilic secretory material, some showing cystic
dilatation. (HE staining, % 20). ¢ : Cells appearing like
signet-ring cells (arrows) (HE staining, x 40).

V. BHREes 5 NICeERAB R (Table 1)

3BNCBWTHWIE PAS (V7 A ¥ — EBiH L ERIKHT
) BROCICT VYT UERETH -7z RIEMRRMLET
1% S100 &KX, a-lactalbumim, vimentin 2S&REGIZFETET
H-7=DIZxF LT, epithelial menbrane antigen (EMA),
P63 ITIER 2 DAIZBEETH o7z T/, FEBIL L 31E b
) F VA AT 47 (ER, PR, HER2 &) Tdh o 7278, I
% 213X ER BatECTdH - 7-.

VI. #HERE2rh R Dtk#: (Table 2)
BIZFRTORE LY, FER 1L 3135WETHY, i

B 2 13RI L T % b O D53 IE L HEEZ WY %
CEDTEHVIER (TWREEBUE) & EZbhiz &I



326

H AR AR AT 2 2 MRS

ORI RN Ze MR T L 2 it S A 720012,
& Rt ) ORI B & FeckiaT L7z (Table 2).

FER) 1B X OV3 (Frisde) LAEBI 2 (SiBUNE) o
1%, Ao MBUZE,
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FIZR L TV72AS, SR BEDGE R Tl iR A ik & B
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< F Y HHWVWEIRT, MGSOMBIKIZE LD THEHT

Hoiz.

VIIL.

=
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Table1  Immunohistochemical findings

Marker SC Case 1 Case 2 Case 3
EMA + - + -
CK8/18 + + + +
$100 + + + +
p63 - - + -
a-SMA + - stroma + -
Vimentin + + + +
a-lactalbumin + + + +
Adipophilin vacuole + - - vacuole +
ER - - + -
PR - - - -
HER2 - - - -
CD117 + + + focal +

SC : Reported cases of secretory carcinoma

BLOEGMEAAROMBIEREICL VSR R ELET
52 —MIiE, HRIRE A (N AY), SRR
B O(FEHER), PR, BRAER, FLEEIRE R ICL 2535 WL
Hv oW SICHESHE N TWAD, 5 0MIZRLAE
LCHOONDE Z ENE WD,

MRS Cld, MR E I EE TR 5w % 5 IR
W, = MRRFAEMEOBNKEERTIHT 5 Z 205
V. BREAZZ L, BAMERIEARHBE N, sa< Ty
(THIBERCIR TR EIERRE, MBI T A b 7)) — ikgetk
THIUBRCIR~ TR, AhZERatk, L— 20K, wkikEz 25
%2, MGS i3 bIFBW LA Th Y, ThrBERLZT
K7 OB IRBEE 3B OMIER TIXRD 5N D Z L DR wT
HiwbhTwna.,

HERGI ORISR R L CTA L L, JER 1122W T
MR Z U SIS Lzas, BALNZ LW &8
TWIEDFTHH E LD, ZEDOMGS 5T F
Y DERBEEDSGFAET 5 2 & SO mBEITH 5 &
Bbhbhiz, KEIDXHIZ, MGSAH HREDEEZ L - TH
HLCwiud, BB oELsHET 208N S5 L%
A BNz, #iE U TR G 2 7R 3 IR EE IS R collag-
enous spherulosis 2% 5N 575, BREEFENEO L9 7% 3
WM HIBERZ R L T awnwZ &, 72, Bk
WO i AR T 1~ B O AR E 2 Y PRA T
WAHZENS, HEMIMGS ThHEEEZ N, T2,
collagenous spherulosis (3§11t L 72 B RRHERR D B A~ &
ERsNTBY, Nz au B Tidsf M7 — Vit
YMETDH %7208, REIOERIRME & & 13 Gett ko & H
LEENIREE E 2 bz,

—J, FEFI 3 IZOVTIE, BRISHHEAH ), Mg

Table2  Comparison of the cytological features between reported cases of SC and our present cases
SC Case 1 Case 2 Case 3
Mucinous material present few few present
Cellularity high high low high
Clusters sheet-like sheet-like papillary sheet-like
Nuclei low N/C ratio low N/C ratio high N/C ratio low N/C ratio
uniformly sized uniformly sized mild anisonucleosis anisonucleosis
Chromatin fine granular fine granular granular fine granular
Cytoplasm fine granular fine granular fine granular ICL
granular lacy lacy granular
microcystic foamy
lacy
foamy
MGS characteristic findings frequent very few present

(bunches of grapes-like

structures)

(bunches of grapes-like

structures)

SC : secretory carcinoma, ICL : intracytoplasmic lumen, MGS : mucous globular structure
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FHVZ220wb oo, BEOKIEAE LBOR/NAN %GR
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B L72& 2% (Table 2), 43 & W SEDNE ORER] 2 &
DN FA O M BUERE, N/CH, MGS 0¥k Lil#Ew
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MR R & 2RO RA SR, ¥ — MREAROE
THILL, N/CHIMEL, 7a~xF VIZHIERIRTH -
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2 1T MH e B OMB G A R L TB 57, Mluir iz
FE LT 2 &R/ WiE % 58 ) ERTld v e b
nz.

YA EH BB 3 B & BEHLS B 0 S0 AR L 2 o 5 1 % Lhilik
ME) L7z (Table 1). — #9123 1 a-lactalbumin, S-100
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JEBI 1 & 313, EMA O REDAMIBEREHl o gefufE i b &
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LR 5Tz, 5w ER, PR, HER2 & b
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BPEIZZ LW A T, ZRifEA & v MGS R 7 F
T OERMEE, 2B O KMo ICL % EofiRICEHT S
CENEETHL. LoLads, HKEE, ML,
FERLRAL 720 TR AN EE 2w D B 1, ek
D 721213 ETV6-NTRK3 ¥ * T @& #Ain T DM TIT

ATENEFLWEEZ LN

FH O, FRTREFBHCREIEZD Y A

AESCOBRE, 451 W H AR S matdii ks Bil) ©
JEF L7z,

W BETRNZP BIIEZ T W2 E F LAEERRRY
BB — I BB AN IE M A ISR L T £ 9.

Abstract

Background : Mammary secretory carcinoma (MSC) is a rare tumor
that is classified as a special type of invasive carcinoma. Cases of MSC
not containing much secretory material are sometimes misdiagnosed
as benign lesions because of the mild cytological atypia. For enabling a
more precise diagnosis of this tumor, we reviewed the data of three
cases of MSC diagnosed at our institute.

Case : All the three patients presented with a breast biopsy revealed
an abundance of tumor cells in all three. On histopathology, the tumor
cells were arranged in sheet-like clusters in two cases and in papillary
clusters in one case, with mild nuclear atypia observed in all three
cases. Mucous globular structures were observed to varying degrees in
all cases. Subsequent genetic analysis revealed that the ETV6-NTRK3
chimeric fusion gene was undetectable in one case.

Conclusion : Although it is not easy to distinguish MSC from benign
lesions because of the mild nuclear atypia, our review indicates that it is
possible to make a precise diagnosis of MSC by careful observation for
the specific cytological findings of this tumor. However, we also encoun-
tered a case of breast carcinoma with quite similar morphological and
immunohistochemical findings to those of MSC, and analysis for the
ETV6-NTRK3 chimeric fusion gene is needed for a definitive diagnosis.
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Photo. 1  a : Mammography showing an asymmetric density in
the right breast (arrow). The mammary ducts are pre-
served in the breast mass. b : Mammography showing
an asymmetric density and architectural distortion in
the left breast (arrow).
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Photo. 3  Aspiration cytology of the right breast mass.

a : Large histiocytes are observed in a background of
erythrocytes and inflammatory cells (Papanicolaou
staining, x20).b : A large histiocyte showing foamy
cytoplasm and prominent nucleoli. A variety of inflam-
matory cells —neutrophils, lymphocytes and erythro-
cytes— can be seen within the cytoplasm of the histio-
cyte (so-called emperipolesis). While the entrapped
cells are mostly intact, some are pyknotic and show
karyorrhexis. Pericellular halos are seen around the
entrapped cells (Papanicolaou staining, X 100).
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Photo. 4  Cut surface of the right breast
mass showing an ill-defined whit-
ish tumor measuring 2.5 % 2.0 X
1.5 cm in size in the adipose tis-
sue.

a b

Photo. 5 Histological findings of the right breast mass.
a : Infiltration of the mass by many lymphocytes and
large histiocytic cells is seen, with interstitial fibrosis
(HE staining, x4).
b : The histiocytic cells show emperipolesis of neutro-
phils and erythrocytes (HE staining, X 40).
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Abstract

Background : Rosai-Dorfman disease (RDD) is a rare histiocytic
proliferative lesion of unknown etiology, typically characterized by bilat-
eral non-painful cervical lymphadenopathy. Herein, we report a case of
primary mammary RDD which was difficult to distinguish from masti-
tis.
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Case : A 70-year-old woman was admitted to our hospital because of a
non-painful mass in the right breast. Mammography revealed asymmet-
ric opacities in both breasts. Fine needle aspiration cytology (FNAC) of
the mass in the right breast showed large histiocytes scattered in a
background of erythrocytes and inflammatory cells. The histiocytes
had many blood cells within the cytoplasm (so-called emperipolesis),
and the blood cells had pericellular halos. Histopathological diagnosis
of the excisional biopsy specimen of the right breast mass was RDD.
Partial mastectomy of the left breast revealed micro-invasive ductal car-
cinoma, but no evidence of RDD.

Conclusion : When we encounter an inflammatory lesion of the
breast, it is important to look out for the presence of large histiocytes
with emperipolesis ; the finding is important for the diagnosis of RDD.
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Photo. 1  Colposcopic findings of the vulva
and vagina at 25 months after the
initial surgery
There is a blackish tumor on the
left labium minus.
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Photo. 2 Histological findings of the resected tumor
a  Scattered malignant cells are seen under the skin
(HE staining, % 40).
b : Spindle-shaped malignant cells with oval nuclei (HE
staining, * 200).

TR TE . AT VHEIZZTATRICROONLD
HTdHh o7 (Photo. 7).
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> Wik % #8972 (Photo. 8).
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MEEFEER 25 » H THR/ANEEIHIH L 22 P 5sEs L, W

IRAIZIEAREEITE T (Photo. 1) MM F Kz, FEZ, BTH
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a Melan A

b HMB-45

C S-100

Photo. 3  Immunohistochemistry of the recurrent tumor
Tumor cells showing immunoreactivity for (a) Melan A,
(b)HMB-45 and (c)S-100 (x20).
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Photo.4  Colposcopic findings of the vulva
and vagina at 95 months after the
initial surgery
There is a pigmented area located
near the urethral opening.

#Ab424e{t ¢ lx Melan A FstE, HMB-45 Bk, S-100 B
TdH -7z (Photo. 2, 3).
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W% (Photo. 5, 6).
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b b HMB-45

Photo. 5 Histological findings of the tumor resected at the sec-
ond relapse
a : Malignant cells are scattered under the skin (HE
staining, % 40).
b : The spindle-shaped malignant cells with oval nuclei
are more prominent than in Photo. 2 ; the cytoplasm
contains melanin granules (HE staining, % 200).
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Photo. 6 Immunohistochemistry of the second recurrent tumor
Tumor cells showing immunoreactivity for (a) Melan
Aand (b) HMB-45 (x20).
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Photo. 7  Smear of vulval scrapings
Scattered small cells on a clear background with multi-
nucleated cells. Malignant cells showing hyperchroma-
sia and melanin granules in the cytoplasm (a : Papani-
colaou staining, X200, b : Papanicolaou staining, X
400).
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Abstract

Background : We report a case of primary malignant melanoma of the
vulva.

Case : A 64-year-old woman presented with a vulvar mass and was
referred to our hospital. Cytology showed features consistent with the
diagnosis of malignant melanoma. No distant metastases were found.
Resection of the vulvar tumor plus dissection of the inguinal lymph

nodes was carried out, followed by 6 courses of DAVFeron treatment.

Photo. 8  Smear of urethral scrapings
Scattered small round cells on a clear background. The
malignant cells contain coarse granules and a few mela-
nin granules in the cytoplasm (a : Papanicolaou stain-
ing, %200, b : Papanicolaou staining, X% 400).

Recurrence in the left labium minus was detected 25 months after the
initial treatment. The recurrent tumor was resected, followed by the
administration of three courses of DAVFeron. Early diagnosis of recur-
rence was made by brush cytology.

Conclusion : The present patient has survived for 100 months since
the start of treatment, indicating that cytology is useful for early diagno-

sis of malignant melanoma.
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A case of clear cell renal cell carcinoma with metastasis to the skele-
tal muscle, diagnosed by needle aspiration cytology
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Photo. 1 Magnetic resonance
image (T2-weighted)
showing the intra-
muscular tumor at the
right elbow on the
sagittal plane
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Photo. 2 Findings of needle aspiration cytology of the tumor. a, b : Isolated scattered cells or irregular clusters of neoplastic cells with

low nuclear to cytoplasmic ratios. The nuclei show slightly irregular nuclear contours, with small and inconspicuous nucleoli
(Pap. staining, a, x 10, b, x40). ¢ : The tumor cells showing abundant vacuolated cytoplasm (Giemsa staining, x 40). d : PAS-
positive intracytoplasmic granular material (PAS staining, X 100).
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Photo.3  Immunocytochemical findings of the tumor. The tumor cells are positive for (a) AE1/AE3, (b) vimentin, (c) CD10, and
(d) PAX8 (x40).

Photo. 4  Histological findings of the resected tumor. The tumor Photo. 5  Histological findings of the primary renal cell carci-
cells have round to oval-shaped nucleoli and abundant noma. The morphological features of the tumor are
clear cytoplasm (HE staining, % 20). consistent with those of low grade clear cell renal cell

carcinoma, and resemble the findings of the intramus-
cular metastatic tumor (HE staining, X 20).
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Abstract

Background : Skeletal muscle metastasis from renal cell carcinoma
(RCC) is rare. In this paper, we report a case of RCC with metastasis to
the right brachial muscle diagnosed by fine needle aspiration cytology
(FNAC).

Case : A male in his fifties who had undergone resection of a RCC 4
years previously presented to us with a swelling and pain in the right
elbow. Magnetic resonance imaging revealed a mass in the right bra-
chial muscle. FNAC revealed tumor cells that were scattered or formed
irregular aggregates, had vacuolated cytoplasm and round to oval
nuclei, and low nuclear to cytoplasmic ratios, but no marked irregular
nuclear contours or conspicuous nucleoli. Histopathology of the
resected mass revealed proliferating tumor cells with round to oval-
shaped nucleoli and abundant clear cytoplasm, with necrosis. More-
over, immunocytochemical and immunohistochemical studies showed
that the tumor cells were positive for AE1/AE3, vimentin, CD10 and
PAXS. These findings were consistent with the morphological charac-
teristics of the clear cell RCC resected 4 years previously. The final
diagnosis was clear cell RCC with skeletal muscle metastasis.

Conclusion : Although cytology is not commonly performed for the
diagnosis of RCC, it is important to recognize the cytological features of
RCC in cases of RCC with metastasis.
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changes of the barium crystals in macrophages—— IHRE « AREZIRE  BFHIFICE ZLELED2H -7,

Misa SONG, M. D., Machi NAKAJIMA, C.T.,J.S. C., Tomomi

WEETNY 7 22X B HEMRZIT, TR L2
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KIMURA, M. D. EREAM X AR CH P IS RE HITIR - B 2 5D N Y 7 4
Department of Diagnostic Pathology, Itami City Hospital A & SN S IS PR 2R EL & - & 7z (Photo. 1).
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TFHRRREZER K Y - e s N .
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Photo. 1  Frontal chest radiograph showing
deposition of barium in the air-
ways in bronchioles of the right
middle lobe.

Photo.3  Macrophages are seen gathered around a clump of bar-
ium crystals (Pap. staining, % 10).

Wl D F B D7z 0P ER G- 2T VBBEE o7z K1
SRR SN X B X OSSR CT TH 3 S5 12N
U 7 A OFRAFHHERR S L7z (Photo. 2).

ABERFIRSE : BT : 36.7C, BP:164/85mmHg, HR: 90/
5%, SpO2 : 98% (Room Air)

PRI AtILEY % 20, ME T TEEON IR~
RNEFROK WA ROz, FIER LR L, FBI/N
o=z 77—YHHBLTw (Photo.3). 2HTH 5
HAERE NS AAR~Y 7O 77—V bAbNE
(Photo. 4). fRIGHEMEE T Z 15 DR E OBE T % 172
L7-.

Photo.2 Computed tomographic image
showing barium deposits in the
right middle lobe even at one year
after the barium aspiration.

Photo.4 A few crystal-laden macrophages are seen (Pap. stain-
ing, x40).
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B OFE69m Bk

E R PRI

BEAERE © BRI,

BRI - ARREARE 1 4 4R80T & O EATVEOME T RS B
K OREERE O 720 R RSB T o 72 (AR
VBRI SR RO, AEAT VBRI & B S ). R
ZTNY T L 200ml ZNRL723 HERIZ, FEBE Y BR
EAHBLL 72, A LY A LTSN hUELET, T
W RS 2S B U 727200 1 Bl G B 2 i S 7z, YY)
v LR 15 HERIZHER X 8 (Photo. 5) 35 X UMgEE CT T
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Photo. 5 Frontal chest radiograph showing
massive alveolar depositions of
barium in both lungs.

Photo. 7 A clump of crystals infiltrated by macrophages and also
crystal-laden macrophages are seen (Pap. staining, x20).

WG N Y 7 A O KRR & RGN 28 h3Ha 4 S Pt
TSI N7z, 24 HRRIZAE XN T S h /. 7]
AP O B X IR £ T S 2 Wi e T & 7
Mo e, BRI B E o [R5 % §R9 72 (Photo.
6). BALF 2 5 #Mlifa @ Midr, B7a 7> & R Sl 4 i
(transbronchial lung biopsy, TBLB) #3717,

BT : 36.5C, BP:91/68 mmHg, HR:100/%", RR: 24/
4%, SpO2 : 81% (Room Air)

BRI A A : pH : 7.48, pO2:51 mmHg, pCO::31.6
mmHg, HCOs; : 23mmol/l, sO: : 88.7% (Room Air)

MR B ZERETEN T, BT

Photo. 6  Bronchial endoscopic examination
shows adhesive white material in a
segmental bronchus.
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8). TBLB DLk T3l P B 3T % 715 374G il A3 Fe i
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) U SERZESRD 5N DR TH -7 (Photo. 9, 10).
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b

Photo. 8  a : The barium crystals in the macrophages are cuboid
(right) or granular (left) (Pap. staining, X 40, normal
microscopy).

b : The barium crystals showing birefringence under
polarized light microscopy. The granular crystals
appeared to lose their birefringence (Pap. staining, X
40).

%% 528 55513 R OWLS | R AR 5 O 5 bF % BE b 70
CTEESLHWY. FNTHLHN) 7 2 BFEINS
WINPT § 2 ALFM RV T F 74 TF v —ay 7Y
EEZONDLHE LD B.

e L 72N AR THIEE LTHRED L <
WX SN B 7%, RIBTIEEMMIC D720 TR 5. 1S
RIS & 2 MR T, REMEL 723D 7 A D% I3HRAR
L, RELO L) KM HE§ AWl H 2 L LTw
%9,

FER 1 O & 9 IZHRIER PV R TH 5553 ERTDH
D, KOPNGVEIMESNLEANHLEER LN
%, ZO &) EHEOBE D ORI S W72 IR IR O

Photo. 9  Foreign material filling the alveolar spaces (HE stain-
ing, X2).

Photo. 10 The crystals showing birefringence under polarized
light microscopy. Crystal-laden macrophages are found
within the interstitium and alveolar spaces (HE stain-
ing, % 20).
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XD BMEOERIESE LT/NY 7 ZIERH LD 72012, S
FTAHENINY) 7 AEEOH TR MERE 72 &2 il T 2 L%
V5.

JEB 1 ORBFITEFROLEDH ), EH 2 o BE 1Tk
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Abstract

Background * Barium contrast is commonly used for gastric cancer
screening, and barium aspiration is a rare complication of the proce-
dure. The temporal changes of barium crystals in the macrophages
were evaluated and compared in two cases of barium aspiration by sam-
pling carried out at different time-points.

Case : Case 1 : A 74-year-old woman underwent an upper gastrointes-
tinal barium study. A chest X-ray taken immediately after the study
revealed barium aspiration. She was immediately admitted to our hospi-
tal for bronchial lavage, and the bronchoalveolar lavage fluid (BALF)
was sent for cytological testing.

Case 2 : A 69-year-old man underwent an upper gastrointestinal bar-

ium study. A chest X ray taken 15 days later revealed massive barium
aspiration. BALF cytological testing and transbronchial lung biopsy
(TBLB) were performed 24 days later.

Birefringent crystals were seen in the BALF in both cases. A higher
number and volume of crystal-laden macrophages were seen in Case 2.
With time, the crystals in the macrophages became smaller with the
loss of their birefringence.

Conclusion : The accidentally aspirated barium crystals mostly
remain within the interstitium and alveolar spaces for a long period, and

only a small amount of barium is phagocytosed by macrophages.
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A case with no history of exposure to diethylstilbestrol with vaginal
clear cell adenocarcinoma

Masato TAMATE?, M. D., Sachiko NAGAO'?, M. D., Motoki MAT-
SUURAY, M. D., Seiro SATOHISAY, M. D., Shintaro SUGITA®, M. D.,
Ryoichi TANAKAY, M. D., Masahiro IWASAKIY, M. D., Tsuyoshi
SAITOY, M. D

DDepartment of Obstetrics & Gynecology, Sapporo Medical Univer-
sity

?Department of Obstetrics & Gynecology, Kushiro City General
Hospital

3 Department of Clinical Pathology, Sapporo Medical University Hos-
pital

an SCMMEERSE T 085-0822 JtifpE g miAMG 1 o 12wl
BRI AR I AFE A

SR 28 4F 3 10 H A

SERE 28 4F 5 1 24 H 3

. #&

il

T IR ARHEMEE 0 1~2%TH 0, Moz L A
EDREEEHETHY, BREENTHD. BEoLHD S
FEIE 8% MBEE LA, WHMITBIRERES L X 5 ICHPTH
%D 1970 AR, SKRECYIBREDOENE LTIRMA L7
Diethylstilbestrol (DES) #4523k A3 0 2 1 25 5 5 %0 4 %
#3895, Herbst 5L L7722, L L, RIBOIMTS
TREBEI 2, HLLEZECEEG IhTwRv
G% L, BRI OEFRE ICB VT H DES L DY
WERET Haid e, F72, R A
L7z, PRass R & LT adenosis %215 WIEE,
TEEOBKFEZ LN TWD

4, DES ’?’?E.Ij‘]ﬁfbﬁ_lﬂ—&f, T D 5 LE R &
V) D B AT AIE % 3R 7 o 5SS I I R 151 2 e



§55% 557, 2016 4

Jj 351

BRL7z. Milas &2 12 TR L, BENHREFTDR
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. fE 151

£ 53K, Pk 50 K.
E A AR
PEORAE @ 180k 1 F5E.
FAME/RIERE - 7% L.

BHHE  EHAE (BMI:30), e, PIBSREREEZ L.
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0, FEBRAES X 0N H I TS BE~fr S .

x400
C

Photo. 1

m. i IE

B 160 cm, A 75kg, performance status 0.

[2$8%2 (Photo. 1a) : BN DNES X T = SHE L/ R &
W E D723, B 4~5 o TR R, S 1
cm BHANCRED 72, JEHORIREAETH Y, LA LR
B PRI L Tz,

M&IRE : CA125=9.3U/ml, CA199=12.2ng/mi, CEA
=1.2ng/ml

FESEERHAIZES - NILM (negative for intraepithelial lesion
or malignancy).

FEHRERMEEES © BB (negative).

fEEE#fEE2 (Photo. 1b-d) @ MPEFHROHFT, HHEML
FARL2S3RD S, —EBIC FLEEIRIE & 0 TR & %) P
b, BIIRELTED, KA ATEZRL T
W5, ruxF oidE UMBRR CHICHES AL TB

%200

x400

d

a : Colposcopic findings. A tumor with erosion and ulceration is seen in the vaginal wall in the 4 to 5 o'clock position. b-d : Vagi-

nal cytology (Pap. Staining) . Proliferating adenocarcinoma cells arranged in papillary structures with hyaline degeneration (b,
% 200, ¢, X 400), with the cells exhibiting a hobnail-like appearance, in a bloody background (d, % 400).
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x400

Photo. 2 Histological findings of the vaginal wall. Epithelial cells
with clear cytoplasm and some glycogen are seen (HE
staining, x 400).
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Photo.3  Magnetic resonance image showing (T2-weighted/Sagittal : T1-weighted/Coronal : Enhanced

T1-weighted/Coronal) . A solid tumor measuring 12 X 8 X 14 mm in size.
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x100
a

x400
b

x400
©

Photo.4  a-c : Histological findings of the vaginal tumor (HE
staining). Adenocarcinoma cells proliferating in the
form of tubular, part-solid and cyst-like structures are
seen (a, X 100). The cells show a hobnail pattern (b, X
400) and a clear cytoplasm (c, % 400).
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Abstract

Background : Primary vaginal clear cell adenocarcinoma (PVCCA)
is extremely uncommon with squamous cell carcinoma, the most com-
mon type of vaginal cancer. PVCCA of the vagina developing in patients
without a history of exposure to diethylstilbestrol (DES) and without
urogenital anomalies or adenosis is very rare. We present a case of
PVCCA in a patient with no congenital urogenital anomalies or history
of exposure of DES.

Case : The patient was a 50-year-old postmenopausal woman, gravida
1, who presented with abnormal genital bleeding. MRI showed an
enhancing tumor in the mid-to lower section of the vagina. The patho-
logical diagnosis was clear cell adenocarcinoma. The patient was
treated by local resection and adjuvant chemotherapy in deference to
her wish based on her religious beliefs. The final diagnosis was
PVCCA, FIGO stage I (pTINXMO). She remains recurrence-free to
date.

Conclusion : This rare PVCCA may be associated with a poor progno-
sis. It is important to detect this malignancy its complications in the
early stage by cytology.
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1) Whartson, J. T. Principles and Practice of Gynecologic Oncology.
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Usefulness of immunocytochemistry for PAXS for the diagnosis of
carcinomatous pleuritis secondary to Napsin A-positive thyroid carci-
noma—A case report——

Masachika FUJTIWARAY, M. D., Norihiko SAKAMOTO?, C. T, L. A.
C., Taku KATOH?, C. T, C.E 1. A. C., Hiroshi KAMMAD, M. D.

DDepartment of Pathology, Kyorin University School of Medicine

2 Department of Diagnostic Pathology, Kyorin University Hospital

ORGSR e T 181-8611 WEUHMZIETHII6 2002 ik
KPR IFEE R

284 1 H 6 HZfF

K 28 4F 6 H 16 Haz#t

HER A E B AR S 2 CTla o 7278, ALERZE
L% R HURPRALEE & LCO FIE LA WHlEgThH - 72
(Photo. 1a). T TIZHUIRIRE OISR %% 2 7225, BiDWwZE
B L TIIR A ISR T 2 B o & LTRAL, FsE
PR O MR D R TE Do lalz®d, RiEDO—E% &
V=) Vg, NT T4 vAMLUTERL eV T O Y &
MR % I CRIEMB LR ER 2 17 - 72, Baukrp o S
HRZIE T RTRBR O Geta Pt % 7R L T\ 72 (Table 1). Napsin
AR (Photo. 1b) (X REHE & LTIy T% <,
TTF-1 14 (Photo. 2a) & &b Tte L ANl 2 /R_02§
LR TH o 7278, PAX-8 25F1%: (Photo. 2b) TH 5 Z &
7 & HURIRRE Ofde LRIl U7, HEFERO 720 12 HUIRIRRE
JEFEHAZ S Rt 2T o728 25, FRIEBE R ML,
FNLRERG & o 2 E LR~ bz 2L, WMELE~—
#1— (CK5/6, CK903, p63) #3baitt & 7 - 7234312 Napsin
A Btk (PAXS 1XR&E) A& S5/ (Table 1). JEHPTHSE
FomEARZIZ, WTEEANDOMEERTHEENE TN T
B 573, Napsin A BHERITFER S e b o 72

a b

Photo. 1  Pleural fluid cytology and immunocytochemistry on
cell-block sections. a : Clusters of atypical cells showing
irregularity of the nuclear size and shape (Pap stain,
% 60). b : Granular cytoplasm showing positive staining
for Napsin A (x40).
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Table 1  Results of immunocyto- and immunohistochemistry
Antibody Source Clone Dilution Effusion Primary
Napsin A Cell Marque Polyclonal X 50 + -/ +
PAX-8 ProteinTech Polyclonal X 200 + +/—
TTF-1 DakoCytomation 8G7G3/1 %50 + + /weakly +
Thyroglobulin DakoCytomation DAK-Tg6 X 40000 - +/=
CK5/6 DakoCytomation D5/16 B4 RTU - -/ +
CK903 DakoCytomation 34BE12 x50 - -/ +
p63 DakoCytomation DAK-p63 RTU - -/ +
Effusion : pleural fluid, Primary : primary tumor (without/with squamous differentiation), RTU : Ready-to-Use
L ATFE LEANDOGLE R S e WML & kO Gefatd:T
Hotz. &0 XD B FUIRIRKEAY Napsin A Bk & 722 5 2o
WTIRESBROMBDBLETH 5.
PAX-8 1 HUIRBE, Mole, B, I = 7 — & \CHk T 2
DN EELRRG KT O —2T, TS DR, S IEE
THMEBICHEMEE b Mo Th FNICHEEE RS
Lldd B A%, TN FE TIZ PAXS Rt DRI Ot 13 2 49,
Napsin A (ZHH RGO~ — 7 —Th HH5, MOIFET
SEE BB DD HIOEENLETH L. FEITHIR
Wk & OER A BT HEGAITIE, WTRORE TS TTF-1 A%
Btk & 7 % DT PAX-8 DY HHTH %.
FHEOIE, R T REFSHLBRED ) TEA.
WEE THREW 2V WK E I R LA
a b B $ T
Photo. 2  Immunocytochemistry on cell-block sections. Nuclei Abstract
showing positive staining for TTF-1 (a, X40) and for We report the case of a 67-year-old male patient who presented with
PAX-8 (b, X40). multiple pulmonary nodules and right pleural effusion 7 years after
undergoing thyroidectomy for papillary carcinoma.
v, = 5= The effusion contained clusters of atypical cells which were immuno-

RV e D b 2 WIERIZBIRE CTH 5. FLIRE 2 &
ORI IREE Tl %% 27292 LI Eh T,
ZD X ) BIEMNIAB L FARCTFEHRARTH S, il
W EEo BV REMRILEN Y — A — & L TTIF1 &
Napsin A 25U ENTW 525, TTF-1 X FIRIREE T D Bk
L BDT, FHRBERIIBWTINS ZENT A
BHEESLETH 5.

Napsin AIZRTF ¥ —¥ Al 773U —IZRTHRT Y
VRRT AN F VT T T =T, fit—772% 1
B oA BUCES- L, 1A 15 oMl B Rk 2 Rtk
L7 B BT B\ TUEMRE DA B Napsin A XS
TEREZEE B2, FIREo—THhtE b2 L
D STV B2Y . KBTI A BB L 725 &
RIS IS8 B O i P Bz~ Db & 24 5 #4512 Napsin
ADMEE o7z, THE TS, HIRIE Tl RoMbIE =R
bR, MUNFLUEIRRE & 2 & 20, Sl A $L B ©
Napsin A2t & % 5 2 E S HE I N TV 5 A2, MR L
720 &) TR EBEA~D4b & Napsin A 5§31 & o B
FHGE S Tw Ry, ABITIE, HFUIRB O FRISH TR
e~ — =Bt/ ic—% L Napsin A d G TH -
7z, LU, Bk ol RN I EMILRE T
& - 72H%, Napsin A Bk, f ooy yEEDAE S

cytochemically positive for Napsin A, as well as for TTF-1 and PAX-8.
Re-evaluation of the primary thyroid carcinoma revealed Napsin A posi-
tivity in the cancer cells with focal squamous differentiation.

Napsin A is a useful marker of pulmonary adenocarcinoma ; how-
ever, caution is needed since some carcinomas in other organs could
also express this marker. PAX-8 staining is useful to differentiate carci-
nomatous pleuritis secondary to Napsin A-positive thyroid carcinoma
from that secondary to pulmonary adenocarcinoma.
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should not exceed 5 pages. There are no re-
strictions on the number of photographs, but
the minimum necessary should be submitted.
c. Briefnotes :
A brief note should not exceed two printed
pages.
No more than two photographs (or combina-
tions of no more than two photographs) and
one figure or table can be included.
If two pictures and one figure or table are in-
cluded, text (1. Introduction ---) and refer-
ences should be approximately 1,500 characters
(3 pages of A4 size).

(6) English abstract

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

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

For dentists : DDS, with other degrees or qualifica-

tions abbreviated the same as for physicians.

For clinical laboratory technologists : MT ; CT ;

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

The text of the abstract should not exceed 200

words (exclusive of the title, authors' names and

affiliations), and the following headings are to be

used.

Original articles and Investigation reports : Objective,

Study Design, Results, Conclusion

Case reports . Background, Case (s), Conclusion

Review articles : headings should be selected ac-

cording to their content.

Brief notes . abstracts for brief notes should consist

of no more than 100 words and no headings are to

be used.

(7) References

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

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

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

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

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

publication : Name of the publisher ; Year of

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

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

(8) Figures, tables and photographs

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

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

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

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

The text should be started on a new line.

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

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

7 ) English manuscripts

English manuscripts are to be written double-spaced on

A4 paper, and should not exceed 10 pages.

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

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

Japanese manuscript.
5. Reprints :

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

6. Review of the manuscript :

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

7. Proofreading :

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

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

8. Publishing fee :

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

9. Revision of these rules -

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

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

N N U N N s NI U N

Appendix 1. Submission of manuscripts to Acta Cytologica

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

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