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Table 1  Changes in the cell number with time according to the cell preservative solution used and storage temperature

1 hour 3 hours 6 hours 24 hours 48 hours 72 hours
RED-RT 52.0+13.12b 48.6+7.7*P 44.2 +4.8*P 46.0 = 8.9*P 47.8+1.8*P 51.0 +10.92>
CelV-RT 54+1.1 54x27 2.8+1.8 24+15 1.6+0.9 0.6+0.9
(10.4%) (11.1%) (6.3%) (5.2%) (3.3%) (1.2%)
RED-4TC 49.0 = 8.5*P 45.0+11.1*> 43.8+2.9*P 51.0+9.5*P 52.4 +8.0*P 52.8 +10.4*>
CelV-4T 21.2+8.7* 20.0£4.92 23.8+5.12 26.2£59? 19.6 +8.42 17.4 7.6
[43.3%] [44.4%] [54.3%] [51.4%] [37.4%] [33.0%]

a : Significant difference in comparison with CelV-RT, b : Significant difference in comparison with CelV-4T, Steel-Dwass test (p<<0.05)
(%) : Cell number in CelV-RT/RED-RT, [%] : Cell number in CelV-4C /RED-4TC
(RED : CytoRich™ Red : CelV : CelVerse™ ; RT : Room temperature ; 4C : Cold storage)
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Photo. 1 72 hours after in investigation 1
At 47T, the CN in CelV with BL (a) was 33.0% of the CN in Red with BL (c), being significantly lower. At RT, the CN in CelV
(e) was 1.2% of that in Red (g), being markedly lower. The sample processed in Red had a clear background at both 4C (d)
and RT (h). On the other hand, the sample processed in CelV at 4C showed only ghost red blood cells (G-RBC) in the back-
ground (b), and that processed in CelV at RT showed not only G-RBC, but also aggregation of blood components (Aggre-blood)
(f) (Pap. staining, a, c, e, g : X10,b,d,f h : x40).
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Table 2  Cell number according to the use of separating agent for processing at RT

1 hour 3 hours 6 hours 24 hours 48 hours 72 hours

CelV without BL 422+6.1* 44.0+6.22 41.8+4.6* 42.6+3.1*° 450+3.6* 44.0+5.8
CelV with BL processed with separating agent 27.4+42 276+34 17635 82+22 7.0+2.8 6.8+3.2
(64.9%)  (62.7%)  (421%) (192%) (156%)  (15.5%)

a : Significant difference in comparison with processing using separating agent, Steel-Dwass test (p<0.05)
(%) : Cell number in CelV with BL after processing with separating agent/Cell number in CelV without BL
(CelV : CelVerse™ ; RT : Room temperature ; with BL : with bloody sample ; without BL : without bloody sample]
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Photo. 2 6 hours and 72 hours after in investigation 2

After 6 hours at RT, the CN in CelV with BL using separating agent (c) was 42.1% of the CN in CelV without BL (a), being
significantly lower. The CN in CelV with BL with separating agent decreased sharply after 72 hours (e) to 15.5% of the CN in
CelV without BL (b). After 6 hours in CelV with BL with separating agent, both G-RBC and Aggre-blood were recognized in the

background (d), increasing further until 72 hours after (f) (Pap. staining, a, b,c, e : xX10,d, f: x40].
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Table 3  Cell number in samples with BL processed with hemolytic and separating agent at RT
1 hour 3 hours 6hours 24 hours 48hours 72 hours
CelV without BL 86.0t12.1*° 86.4*+11.1* 85.6+9.0° 854+4.70 854+3.0° 85.6=4.0°
CelV with BL processed with hemolytic and 49.0+13.7 488+10.9 47.3+55 451+48 442+108 44.8+11.7
separating agent (57.0%) (56.5%) (55.3%) (52.8%) (51.2%) (52.3%)
a : Significant difference in comparison to processing hemolytic and separating agent, Steel-Dwass test (p<0.05)
(%) : Cell number by processing of hemolytic and separating agent with BL/Cell number of without BL
(CelV : CelVerse™ ; RT : Room temperature ; with BL : with bloody sample ; without BL : without bloody sample]
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CelV without BL (RT, 72 hours)

Photo.3 72 hours after in investigation 3

CelV with BL, hemolytic and separating agent (RT, 72 hours)

After 72 hours at RT, the CN in the CelV with BL that processed by hemolytic and separating agent (c) was significantly lower
than that in CelV without BL (a). The background in the former (d) showed both G-RBC and Aggre-blood as compared to that
in the latter (b), and yet the CN in the former accounted for about 50% of that in the latter (Pap. staining, a, ¢ : x10,b,d : x40].
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Abstract

Objective - We tried liquid-based cytology (LBC) processing of a
bloody sample (BL) using CelVerse™ (CelV : alcoholic level-40.5% )
as the cell preservative solution (Cell-Preserv).

Study Design : After the samples of intraoral squamous cells and
blood were added to CelV, the samples were preserved at room tem-
perature (RT) or in cold storage (4C) for equivalent time intervals
(longest-72 hours) . Then, after hemolytic processing of the LBC speci-
men, the cell number (CN) and background findings were examined.

Results : (1) Inthe CelV with BL, the CN at the RT was significantly
lower than that at the 4C.(2) Based on result (1), density gradient
processing with a separating agent at RT was attempted ; the CN
within 3 hours accounted for about 60% of the CN in CelV without BL,
decreasing steadily thereafter with time. (3) Based on result (2), Sure-
Path™ vial as Cell-Preserv was tried as the hemolytic agent, because
the alcohol level of this agent was low (23%) in comparison to that of
CelV. The CN after 72 hours accounted for about 50% of the CN in
CelV without BL, with marked improvement of the CN in comparison
with result (2).

Conclusion : Processing of using hemolytic and separating agent was
the better method for BL in CelV.
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report

A case of mucoepidermoid carcinoma of the lung arising in a bron-
chial lumen that was difficult to diagnose by preoperative cytological
examination
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Photo. 1  Chest CT showing a well-defined nod-
ule measuring 17 mm in diameter, with
a central low density, in the left lower
bronchus (B9+B10) (a : mediastinal
window setting, b : lung window set-
ting).
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BEEBEFRRR : CK5/6, p40, p63, CK7 2Btk %R
L. TTF-1, NapsinA, CK20, a-SMA & TH - 72
(Photo. 5b-d).
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Photo. 2 Bronchial brushing and washing cytology.
Atypical cells seen in irregular stratified clusters (a), sheet-like clusters (b), or scattered as individual cells (c). The cells showed
centrally placed round nuclei with prominent nucleoli and abundant eosinophilic cytoplasm (d). A few vacuolated cells with
mucin (e, f) and pyknotic cells well stained with orange-G (g) were also observed (Pap. staining, a : X 20, b-g : x40).
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Photo.3  Macroscopic findings of the resected specimen.
The tumor appeared to have occupied a bronchial
lumen (a). The cut section showed a whitish solid com-
ponent (b) and a cystic component with a hematoma

(c).
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Photo. 4  Histological findings.
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The tumor with the solid (asterisk) and cystic component (star) was found to compress the bronchus (arrowheads) (a), focally
bulging into the bronchial lumen, with erosion (arrow) (b). The tumor cells showed eosinophilic cytoplasm and round to oval
nuclei with prominent nucleoli(c). A mucin-rich cell was observed (inset) (HE staining, a : loupe image, b : X4, ¢: X 10,

inset: x40).
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Photo. 5 Special staining and immunohistochemical analysis.

The tumor cells were partly positive for alcian blue staining (a). The majority of the tumor cells were positive for CK5/6 (b) and

p63 (c), and negative for TTF-1 (d) (a-d : x10).
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Photo. 6  Differential diagnosis of cytology.

The squamous component of our MEC case (a : same as Photo. 2b) resembled adenosquamous carcinoma (b) and reactive
atypical alveolar cells (c). The intermediate and mucin-producing cell components of our MEC case (d) resembled normal

bronchial gland cells (e) (Pap. staining, x40).
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Abstract

Background : Mucoepidermoid carcinoma (MEC) of the lung is a
rare pulmonary neoplasm and sometimes, when it manifests as a sub-
mucosal endobronchial tumor, preoperative cytological diagnosis could
be difficult. Herein, we report a case of MEC arising from the lung that
was difficult to diagnose by bronchial brushing and washing cytology.

Case : A 40-year-old woman visited our hospital with an abnormal
opacity on the chest X-ray, that had been detected during a medical
checkup. Chest CT revealed a well-defined nodule in the left lower
bronchus. Bronchial brushing and washing cytology showed polygonal
cells with centrally placed round nuclei, along with tiny foamy cells with
cytoplasmic mucin and eccentrically placed nuclei, but no definitive
diagnosis of malignancy could be made because of the mild atypia and

low cellularity. Eventually, the tumor was diagnosed as a low-grade
MEC of the lung by transbronchial biopsy and histopathological exami-
nation of the resected specimen.

Conclusion * Cytological diagnosis of low-grade MEC of the lung is
sometimes difficult, particularly by bronchial brushing and washing
cytology alone. However, the unique cytological characteristics taken
into consideration with the clinical and radiological findings may allow a

correct diagnosis of low-grade MEC to be made preoperatively.
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Photo. 1  Cytological findings. a : Case 1 Atypical squamous cells with dense nuclear chromatin (Pap. staining, % 40). b : Case 2 Atypical
glandular cells are present in clusters (Pap. staining, x40). c : Case 3 Atypical squamous cells are present in clusters (Pap.
staining, x 40). d : Case 3 Atypical glandular cells with dense nuclear chromatin (Pap. staining, x40).
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thickness of the epithelium. The lesion was classified as CIN3 (H. E. staining, % 40).b : Case 1 Biopsy
showing atypical glands with hyperchromatic nuclei and structural atypia (H. E. staining, X 40). ¢ : Case
2 Koilocytotic changes extending near the surface level and mild parabasal atypia of the squamous epi-
thelium. The lesion was classified as LSIL/CIN1 (H. E. staining, %40). d : Case 2 Biopsy showing
atypical glands with hyperchromatic nuclei and structural atypia (H. E. staining, % 40). e : Case 3 Atypi-
cal squamous cells with hyperchromatic nuclei occupying the full thickness of the epithelium. The epi-
thelial cell polarity and stratification are lost. The lesion was labeled as CIN3 (H. E. staining, X 20).f, g :
Case 3 Adenocarcinoma showing features of mucinous carcinoma, intestinal type. Cancer cells showing
positive immunohistochemical staining for p16 (f : H. E. staining, X 40, g : positive immunohistochemi-
cal staining for p16, % 20).
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Table 1  Literature reviews of Papanicolaou smears for the detection of adenocarcinoma iz situ
Author Year  histological AIS (n)  suspected AIS by cytology (n) PPV (%)
Niu S. et al. 2019 72 6 8.33
Kondo E. et al. 2015 65 16 24.6
Umezawa T. et al. 2015 74 33 44.6
Zardo L. M. et al. 2009 60 17 28.3
van Aspert-van Erp, A. J. etal. 2004 210 104 49.5
AIS, adenocarcinoma iz situ ; n, number ; PPV, positive predictive value
2\,
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Photo.3  Case 1 : Lesion distribution of CIN3 and AIS in coniza-
tion biopsy.
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Abstract

Background : Adenocarcinoma of the uterine cervix currently
accounts for approximately 20% of all cervical cancers, and its inci-
dence has been increasing, particularly in young women. In general,
diagnosis is more difficult when glandular and squamous components
coexist than when either lesion exists alone.

Cases * Case 1 is a 38-year-old woman, in whom the findings on cervi-
cal Papanicolaou (PAP) smears were categorized as high-grade squa-
mous intraepithelial lesion (HSIL). Histological diagnosis after coniza-
tion revealed coexistence of adenocarcinoma iz situ (AIS) and cervical
intraepithelial neoplasia 3 (CIN3). Case 2 is a 51-year-old woman, in
whom the findings on cervical PAP smears were suggestive of AIS. His-
tological diagnosis after conization showed coexistence of AIS and
CIN1. Case 3 is a 43-year-old woman, in whom the findings on cervical
PAP smears were reported as “atypical squamous cells, cannot exclude
HSIL (ASC-H) and atypical glandular cells, not otherwise specified.”
Histological diagnosis after conization revealed coexistence of stage IA2
microinvasive adenocarcinoma and CIN3. Definitive surgery was per-
formed in all three patients after the conization.

Conclusion * We report the clinicopathological characteristics of
three cases of synchronous squamous and glandular lesions that were
treated by definitive surgery. However, it is difficult to detect coexisting
glandular and squamous lesions of the uterine cervix, and when glan-
dular abnormality is suspected from cytology or HPV typing test, closer
investigation is warranted to determine possible coexistence of glandu-
lar and squamous lesions.
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Photo.1  MRI T2-weighted image. This image shows a tumor

(arrow) in the palate, visualized as an uneven high sig-
nal intensity. The tumor is relatively well-demarcated,
with evidence of invasion of the surrounding tissue.

MRI T RN 2 BB E % R 3 2R R 25380
Sh, T1 MR TIIMERFRFEOF 5 E2RL, T2
W{E TRAY—4EE5Th o7 (Photo. 1). Miffl, %
TERIE D32, TR S0 B bk 2 i 55 0 SR IR A3 Bt
nzs, BEADVPZEFNDLOBELHZLL BP0 TS
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MASHMBLLIRD 7= D THEZZ L7z, SHOXIG I % U
FET B 72O\ HEE ORI 1M AHEAT S vz M
THEEME»ED SN, BEPNEINYEREHLL 727
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137 » HRGIZ 47mm T o 7225, PR b B ERIC
12 68 mm 2R L T 7z,
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DS EE TR b B 57z (Photo. 3). B2 1< VI
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EAS, MRt OMILE CINEE S E X SNSRI
MeE T & o 72, TAKEAR O35 FLHLRL S Wi t4 (M A

Photo. 2 Findings of fine-needle aspiration cytology of the myo-
epithelial carcinoma. Numerous isolated cells and
irregularly-shaped large discohesive clusters are seen
in a mucinous background (Papanicolaou staining, X
4).
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Photo.3 High-power view findings of fine-needle aspiration

cytology of the myoepithelial carcinoma. Rather disco-
hesive clusters of atypical cells with plump cytoplasm
are seen. The cell boundaries in the clusters are
unclear. The nuclei are of varying sizes. The nuclear
morphology is also irregular, e. g., nuclear grooves are
seen. The nuclear chromatin is fine granular, and the
nucleoli are prominent (Papanicolaou staining, X 40).
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L Cw/z (Photo.5). /MHINEICIIBIEARER s 0~ T
YORRIEIALNLE 2o T2 THHIELTEMIEOMINE &
WIhiz T2z, By prCHalE & 2 TRNRIE O Wi )5 O %3



232 H A BRI 2 2R
@ 2 - -
S & .
- 023
X .s'ﬂ'.f' ~ r
. » -]
B A %
. " .
“ b d
: P <
‘ -
e 7
- 3 < 2 s .
Photo.4  Cytological findings of the pleomorphic adenoma. A Photo. 5 Cytological findings of the pleomorphic adenoma. Epi-

large cohesive cluster with papillary configuration com-
posed of small regularly-shaped cells is seen (Papanico-
laou staining, % 20).

thelial cells arranged in tubules containing light green-
philic secretion (Papanicolaou staining, x 40).

Photo. 6  Fine needle aspiration cytology showing both the pleo-
morphic adenoma and myoepithelial carcinoma compo-
nents. Small cells with uniform circular nuclei sur-
rounding the light green-philic secretion (long arrow),
consistent with the features of pleomorphic adenoma.
There are also small clusters of atypical cells, consistent

with the features of carcinoma. Some of the carcinoma Photo.7  Macroscopic view of the sagittal cut surface of the

cells have rather large nuclei with conspicuous nucleoi. resected tumor. The lower surface is the palatal

A nucleus of a carcinoma cell is quite large with a con- mucosa. Teeth in the lower right corner have been

spicuous nucleolus (short arrow) (Papanicolaou stain- picked out at the pathology laboratory. The arrow

ing, x20). shows the upper turbinate. The tumor is solid and white

in color, and shows irregular invasion of the surround-

ing tissue. The PA component is seen as a light brown

FHE LT b (Photo. 6). nodule (square).

IV. UIRRARADRIEMBBFRIAT R R LI ET S PRED 70 f 56 cm KOJER TH -
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Photo. 8  Histologic findings of the myoepithelial carcinoma.
Nodular tumor nests of various sizes are seen, with sep-
tal hyalinized connective tissue (Hematoxylin and
Eosin staining, X 4).

Photo. 10 Necrotic part of the myoepithelial carcinoma. The car-

cinoma cells are polyhedral and have large irregular
round nuclei and plump eosinophilic cytoplasm. The
nuclear chromatin is coarse, and the nucleoli are small.
Necrosis is seen in the center of a tumor nest (arrow)
(Hematoxylin and Eosin staining, X 20).

7). RFRE AR OIS TIE, EEIE 2 T IR HAR
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72, ORISR CIEROICEIELSED Stz s
SO L E 2 b REMMRILSE T, AEL/
AE3, vimentin, ¢-SMA, S-100, calponin, HHF35 %sFi4:,

Photo. 9 Histologic findings of the myoepithelial carcinoma. Car-
cinoma cells are arranged in solid sheets or in a trabec-
ular pattern within myxomatous and hyalinized stroma
(Hematoxylin and Eosin staining, x 10).

AE1/AE3 Fr‘b ~ 59‘7

Photo. 11 Immunohistochemistry. The tumor cells are positive for
AE1/AE3, $-100, and a-SMA (% 20).

p63, GFAP »'fatt# 7k L7z (Photo. 11). Ki67 Btk
#E O hot spot THJ 20% TH - 72. HE f§ & Szt o
RS Z ORENE I P AEL O FEETH D EEZD
niz. F72, BOERRLIKIAFEDED LN, PHTED
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13). ZTEBIEDO B ASRIET 5 2 &5 5 i LR % i
W& L7 IR R & i & e,
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Photo. 12 Mixed area of carcinoma and pleomorphic adenoma.

Carcinoma components are invading (left half of
Photo.) the PA components (right half of Photo.). The
stroma of the adenoma is hyalinized, and many ducts
are found to contain secretions (Hematoxylin and Eosin
staining, X 4).
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Photo. 13 Histologic findings of pleomorphic adenoma. Ducts of

the PA are composed of biphasic cells. Neither the
inner ductal cells nor the outer myoepithelial cells show
any atypia (Hematoxylin and Eosin staining, x 40).
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Abstract

Background : Carcinoma ex pleomorphic adenoma (CXPA) is a
malignancy developing from primary pleomorphic adenoma (PA). Itis
rare to see both benign and malignant components of CXPA in cytology
specimens. We report a case of myoepithelial carcinoma ex pleomor-
phic adenoma, in which both benign and malignant components were
detected in the cytology specimens.

Case © A woman in her nineties presented to us with a submucosal
mass on the right palate that she had had for 13 years. She had been fol-
lowed up as a case of benign tumor. However, in the previous seven
months, the mass had enlarged rapidly. Fine needle aspiration cytology
was performed to determine the appropriate treatment strategy. Cyto-
logical examination revealed weakly cohesive clusters of large atypical
cells, consistent with the features of carcinoma cells. Histologic exami-
nation of the resected tumor showed tumor nests composed of polygo-
nal cells with enlarged irregular nuclei. Based on the histologic and
immunostaining results, the tumor was diagnosed as a myoepithelial
carcinoma. In addition, PA components were also identified in the
tumor tissue, based on which we made the diagnosis of CXPA. A review
of the cytological finding after the histological diagnosis revealed the
PA components.

Conclusion ' In a case with a clinical course suggestive of CXPA,
cytological observation should be performed bearing in mind the pos-

sibility of finding both PA and carcinoma components.
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A case of lung cancer diagnosed by cytological examination of a fluid
specimen obtained from a lesion on the buttock
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Photo. 1  Abdominal CT image.
A cystic lesion with a thick wall is
observed subcutaneously.
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Photo. 2 Cytological findings of a fluid specimen obtained from a

V. ﬁ%i}?&i_ﬁﬂo).’ﬁﬂiﬂﬁ-?-%ﬁﬁi lesion on the buttock.

Atypical cells with large prominent nucleoli, increased
nuclear chromatin, and karyotypic irregularity are seen

FEEOEHBMIIEGMBELITo72L 25, W CT in a necrotic background (a : Papanicolaou staining, X
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Photo. 3  Histopathological findings of a fluid specimen obtained from a lesion on the buttock.
Most are abscesses and necrotic tissue, but atypical cells with a high N/C ratio and karyotypic irregularities are seen. The
tumor cells showed positive immunohistochemical staining for CK AE1/AE3 and CK7 (a : HE staining, % 10, b : HE staining,
% 40, ¢ : Immunohistochemical staining for CK AE1/AE3, x40, d : Immunohistochemical staining for CK7, x40).

R O /NEBE & GRD 72. TR EENI N AP 2 FR& 72 S A
M & B L 7M1 Td - 72, S s Tl CK5/6
Retk, p63 Batk, Napsin A B, TTF-1 Btk CRF LR
RIS ERNTH - 72 (Photo. 5).

VL. PET-CT (Photo. 6)

HEF 2B A PR IR 5 & mdR i, Al B 3E O AN
&AM SRR T RO 7. AEE T RO S
TGO DY, BB SEb 7z R R
B, LR Y NoEBgrEEbh. Do
e SNV IFHAOE 2L i R/l TR¥ (s

¥

VIL DFRIESSM Photo. 4  Chest CT image.

A mass lesion is visualized in the upper

lobe of the right lung.
BT $HUUE & HI IS SN o T8 2 v T+
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Photo. 5 Cytological findings of bronchial brushing cytology.
Small clusters of atypical cells similar to the atypical
cells found in a fluid specimen obtained from a lesion on
the buttock are seen (a : Papanicolaou staining, x40,
b : Papanicolaou staining, X 40, ¢ : Papanicolaou stain-
ing, x40).

IBLEEBWA31T bI7z. PD-L113 %838 (Tumor proportion
score=95%) T& -7z (Photo.7). EGFR&f&TZERIIE

T, ALK @G s 13BN, ROSI MG ER 3BT
Holz. RATTY XA TIZLBHEEVHIBS N7

VIII. # =

i AR B A CE B b £, BB LT
WERRLE LTI, I, M, EREIE D 5. S hlod%E
BIClE, K[EXLE T EROMBRIGED A7 {, LR
BRI % 520§, FEEBWIIZW 5 hholzh, A48
TR OIS Wi R & PET-CT OFFE» 5, Mo
NP R PR % &t % 3880 & I S Mz, K i bER~D
HERIILBNEINTH S E Vb TWwb2, /AN iR
AL R JL P R 85883 5 & & 13 L 2 728 T 11
BIEmDTENTH AL, S HIERERARROMIBE
ZERR L LTI OBWI 725 72 &0 ) i BiliE 2 o,
JiliE ASHL P PR gz L 72485 & L Cid PET-CT O # %
ERTLHE, M) o8 s ) o8 R4 LGRS
ERE) vo8EiE el L, AILMEBEICRE L2 e
Zz2 N5V, bbb ASRER L 7R TR RO
EEMAETIMRESLERNEIRD L o7z, BMEBESHEK
L, MEEOETICX 5B X o TRERAEEIEIZ G- 72
CETHEMEBE L2 ENEZ SN,

BRIz 1, ARSI =09 b, WM W21
b ALY 2 o TV B KHINENE o M 15 1350
M Gaensgs d, ZRMICEDEmNZRLTED, KM
THBEZENMEE R T HB05% 0 vbilTw Y, B
PN NARE O W Tl IS, A LM R M e A
BRI FRD T, BEAMEAE L 7= Mg = o o My % 72
W, A OGFIZIZ N7 5 o 729, MR KA
ZHT HMNEIZ D72 2 & o o B VEIES o W REMEAS
RS, BUHEEICHBLT A ML b S ERR D, ZIRMICE
ORfETH D, BPIIZRE THIR 2 /ME 2 53 24
fad Aoz, KiilafoMBENNSE AL Tz
EEZOND. HRMRIEN/C I L, BAAEE 2 SLALH
L D/NMEFRDTRD bz, REDORE, SUESCEEM T
b FAROMILE RO, MO LBz Zhoo
ML e AR b T3 LR~ — A7 —TH % CKAEL/
AE3, CK Camb.2 IZBatE%Z /R L, CKb5/6 &1L, p63 Ei:d
SR LEREEIIHRENTH Y, Chromogranin A K&,
Synaptophysin B, CD56 Bk, NSE BEEofSF 7 5wkt
W b B S .

CK7 Btk, CK20 et gt & — > 20 S Jililigss oo v g
Y% % 2 7255, TTF-1 B, NapsinA BBYETH D, Lo
AN A TE T, REOBRMMIEE RO L 25
KHNNEHE DERAE % W L 726
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Photo. 6

PET-CT images.
Elevated uptake is seen in the mass lesion in the upper lobe of the right lung and in the sub-
cutaneous lesion to the left of the anus. Elevated uptake is also seen in the lower pole of the

right kidney and in the left inguinal lymph node (a-d : PET-CT images).

Results of molecular pathological diagnosis.

The tumor cells showed strongly positive staining for
PD-L1 in the cell membrane (Immunohistochemical
staining for PD-L1, x 40).

Al REER L 7E BN FS B ORI EE L7228, B
NN P OMINEE & 58 LHERMIES & D iR
FAMRALEZ R 5 2 & TR Wz o 7z BESETE
% HIYICHENE S L7z PD-L1 SBURIT OfE %8, MRS RL
oo REBEICHL, RAT70) AT & B EEI G S
n, ) USEIZIER A X CRANL, MIIESS, R ERIESS
& D A/MEIN TREEIZRITFCTH 5.

B PEMEZBIE T PRARGIKETH 508, HE
F v 7KL v FNHEHTDH S PD-1/PD-L1 Jifk o BH512
X0, WHEEEKICKE LB E T b, BIfE, HART
T\ 3 THEH T RE 72 20 ARG # 3 1L, EGFRTKI,
ALK BH#E3E, ROS1/TRK BLEH], MAEFEETH LN
AR TN AN, A, BWEF v 7R,V MUEAITH
HYLPD1PARTH LRV TERLTOY XA TD 2
KGR E N2,
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Miyazawa 5 O#Hii512 X 1uiE, PD-L1 3B OBk 13 I/
Al TR T 21%, P R T 44%, Kllad <
67% TH Y, B L R L TR L KRN ©
<, B IR MR g s BB (57 %), FoIEdsb s
A (54%) TR, Bk W, HE1THE, MmN
B, ) oEREBEETEW LA S TwAY,

Al U 7ie i, BB AR oMl & 2RI
Mg SN, PHROUBRICORNP >R TH S, B
PR FHE S BE DN G A TOAEIETE L Lo BB HIEE
L, BEEEOWEREE SEHICBWTRELERT S S
EHBMETH Y, BHEETH - BT ST RE, fEM
ALER BT 2 RINCER T 2 L PHEETH D &
Ezohiz.

5L, FRTRESFRMCREIZH ) FEA.

Abstract

Background : We report a case of lung cancer diagnosed by cytologi-
cal examination of a fluid specimen collected from a lesion on the
patient’s buttock, with no detectable primary lesion.

Case : A man in his 60 s presented with a painful abscess around the
anal region. Cytological examination of a fluid specimen obtained from
the abscess revealed atypical cells with large and irregularly shaped
nuclei, increased nuclear chromatin, and conspicuous nucleoli in a
necrotic background, and multinucleated cells. Although cancer metas-
tasis was suspected from these findings, the primary lesion had not yet
been identified. CT led to the discovery of a mass lesion in the lungs,
and bronchial scraping cytology revealed atypical cells similar to those
observed in the fluid from a lesion on the buttock. Based on immuno-
histochemistry, the lung lesion was diagnosed as a primary non-small
cell lung cancer.

Conclusion * In our case, we diagnosed lung cancer based on cyto-

logical examination of a fluid specimen obtained from a lesion on the

buttock. We identified the primary lesion by CT imaging, comparison of
the findings of cytological examination of a fluid specimen obtained
from a lesion on the buttock, and immunohistochemical examination of
bronchial brushing specimens. Molecular pathological examination of
the lung tumor revealed a high expression level of PD-L1. This patient
showed complete response to pembrolizumab treatment, which led to
shrinkage of the tumors in the lung, buttock, and lymph nodes. Since
then, the patient has had a good clinical course.
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T HERIMENEE (epithelioid hemangioendothelioma : EHE) 3/, 1, 45 - WkEBHARIZIFIET 5
EEMEREE TH Y, % {1& WWIRI-CAMTAL B&#IZ T2 A3 5. Shlbivbiud, WEICFREL
EHE % #&ER L 72

FER - 62 5%, B LR OMKEE & &RMEOMENEIE LS 1, B KRG R Bz I 23 g b 7z
B, AEMOFER EHE & 3Bl Sz, AN 2 & OB & U R T b 7228, TR oSt
W TH o 72, WEEDORANEE OB KL ARDIMI A D Y, HEHE - bR E» Tb 225, WiE3 » AT
FEC L7z, MBI © R RO ISR AN RIR, FRICHAE L, LI LIS N E R 7.
NG T 4 UIIEIG AR T O 72 B R RIS C WWTRI-CAMTAL @A B 5 T- AW S vz, e
B OHIBE L RO AR E B2 T 5 I v LA O BAGILAS I BL L Twiz. A EoMiaic
MM % R 7z, ARV T Ty 7 OofEGE TlE, MENE~— 57— & CAMTAL 25k TH - 7-.
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Key words : Epithelioid hemangioendothelioma, Cytology, CAMTA1, Pleura, Cell block
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A case of pleural epithelioid hemangioendothelioma
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A SCHREESRE T 807-8555 AL LN T /B X A » 10 1
SRR R FESIRA 1hBY Il —

AF 2 45 2 A 27 HEZfE

AF 2 4 3 H 5 H#

Fin - MR 625, Bk

BEFERE @ B5IfE, Al AR ot e

BRE Bz ERICGEEL 22 L, FEM X ART
FiMgKZ R S 7z, JER CT CHREFRBNC A I L3E & 5
% 7 cm KOER & WO MR, 4RI f R 23
#& 5 1 (Photo. 1a), positron emission tomography
(PET)-CT T, A lili o> Jifi 555358 <2 45 M Jo 4 A\ C AR AR T HE A%
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Photo. 1  (a : Chest CT) Pleural tumor involving the right upper
lobe and mediastinum (arrow), associated with right
pleural effusion. (b : Gross appearance of the tumor)
Diffusely thickened visceral pleura (arrowheads), and
the tumor invading the right upper lobe (arrow).

TR Bz E AT LT, A RRIPESE T IR AE R O K R,
R IME NN L R, £ 2 5 H# 5 g
R & DR - MRS G BRI BR ST b7z,

AR ERF R : NSE£%19.2ng/mi & B FHZ/RL T
V7273, SCCX CYFRA, proGRP, SIX 7 & Do iR~ —
H—=DLFEA LN D572,

TRARE BRI OB D 0, W1 2 HOMIE
B CT TIIFRAFHE QBRI 2 5588 % B b2 At ~
INETONER, BOKOIHE %807z, REHRE#Ee /SR =
T X B LEEE D ITb 228, EEEREARDO 3~ b
O—VSREEE ), MifAR 3 2 ATRT N B
BREHNII TN R o 7.

L POEREY, RIPMEGFEHN, P FERFHRR

PRSI B o CRE R S, B L A L &SRS
JEJE L Cw7z (Photo. 1b). HMIRRZFAYIIE, HEVEIC IR
L7z BalE e, S0 & WA o s 232k,
FaBIRICHIE L CB Y, MM ERAHIA S, 2%
WIZARIMER A2 AN TV 2 il d & 5172 (Photo. 2a, b).
FE SRR DR RE 70 NN & /NHIPRIC A H 7225, Ko
BEOBREME R, BELFRREMLE XA 20
ZHEE® 5 (Photo. 2¢), MFAIEICEBLT 2% A5N
72, MERBBLZ A B2 B SR 7 em K o0 3 BN W e 2 i
R L, NS % 2 i 70 3 AE % ok TR L 72 il i i
B &)L TWwW22s, M5 EHE Tl & 5
N5, WiRBEN % BT 5 & 9 SR 2 v U RE3E

Bafho 2REMLOMIIIFRD SN h oz, BHEgE
SRILR 10 B & 72 0 LMK Td o 7. JEEGHIIE B 13
Wiz & BSE R, OE, RERRIEL, SR SCRE, WMo
YOSEINI AT W2, SOERMARIL A, MR~ —
51 —T&H 5 CD31, CD34, ERG, FLI-1 OZ%HED 5N
(Photo. 2d), Fpitk~—7%— (AE1/AE3, CAM5.2) b —
ERIC B ETd - 7248, calretinin, TTF-1, Napsin A (3 &%
Tdh o 72. CAMTAL ZEHMBOBHNIIHETH - 72
(Photo. 2e). EHE \ZH51 7% WWTRI-CAMTAL & iz
THEWZEBRET 5720, X5 7 4 AMEENREEY VT
reverse transcription-polymerase chain reaction (RT-PCR)
2i7o7:& 2 A, WWIRI &5 exon3 & CAMTAI &{5 ¥
exon9 ORLE D B IK B IREEY SR 2 17z (Fig. 1).

IV. #BREZEEIRR R

FAHRARD & ORISR AR &, W2 E U2 ko
MRZ oIV Ty ZERMERI N, winhd
FIIE 72 > U S8l ST 0 JE 55 Al 2 7 BV & 72 13t A1
DFFOEI Y 2 £ I THBL L T /2 (Photo. 3a). A¥ad
O AN N 22 e % A 5 TE S b i G2 & 7172 (Photo. 3b).
JESHIE DML E (2 <, BT mAEET—EiFzem L,
WhLRD 7 a~<F » EANOR/MEE AT W B8k
EOBAENHN S, “HE 23S BOMEEMILD 25
Abhrz. evray ZEReHeTRER 2T o728
Z %, CD31 % ERG, CAMTA1 28/ C, calretinin &
TTF-1 (& TH > 72 (Photo. 4).
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W2 5849 %5 EHE 13Ky R <2 OV F A o g I A
HPEVILFIC IR S 5 720, i o N I Rl <2 T v p i
EDOERDMEE 7 5755, EHE IZHIIBIREICZEN S & i35
GANEEA LTS, HARWICIE, OMBERIZ/NESR
K HIFEETH S 2 L, QESEMBIEME, £AE20N
LRI T, —iIC RO MEE A 5 5 EOL BN A
LN E, OMIEZEHTHETHLZ L, O
HHETHY, 7u~F JIMERR, N OBNMEE
1~2 D5 2 L, OMIENZEREH T 52 L, 2550
5N, RHITHFNSIC—K LTI EZD. 77,
YIAARRE Y e EOBEAER BT 23S BMiEo
BHLWESNTWLH2Y, EIERREEE oI, Ratk
OFEVERFHH L 2w ERBEAENHI2Z L, it
5 & OEINIT AL O B R AR OMBLIZ A S h
AN N ZeHa AT B & 7 5. Mentzel 513, k#0912,
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Photo.2  a, b : Tumor cells arranged in small nests or cords, occasionally containing intracytoplasmic vacuoles (arrow)
(H. E. staining, a : %20, b : x40). c : Tumor cells showing severe cellular atypia (H. E. staining, x40). d,
e : Immunohistochemically, the tumor cells showed positive staining for CD31 (d : % 40) and CAMTAL (e : x

40).

100

100 bp Ladder PGK  PBGD
247bp  127bp

WWTRIex3- Negative
CAMTAIlex9  control

b
WWTRI , CAMTAI

(exon3) l [ (exon9)

T C CTCAAAACC CCCATCA G

A Ak /7{/ G

/ “\. ] il Vo S [ 4V N L |
Fig.1 RT-PCR analysis for the WWTRI-CAMTAI fusion tran-
script using the formalin-fixed, paraffin-embedded tumor
specimen. a : RT-PCR demonstrating a 101 bp-sized
fusion transcript of WWTRI-CAMTA1, b : The PCR prod-
uct with fusion between exon 3 of the WWTR1 gene and
exon 9 of the CAMTAI gene.

FZH RO R, LB ORI, RILK 10 #1572
D 2 L Lo EE, MAERIEICEM L 7215 % FHRAR
HWFE LTRIFTRB9%, RBITIZENS ORI,
- FEE 257 | TR ERYASY e N ] ST R0 $1D
OFTHFICHEREO DL FHENS.

EHE (& e Mk AL 0912 25~40% DB A -7 5 F
Lo LR~ — A — 2R 55770, N
PEIE & R SN B RN D B 25, MENE~—H — 1B
WEedlzd, TRICEDVXHTLEIENTREE Ebh
5. L2, BB S AE S RES 5720, i
BHNER = —DORTRIECHH PN ELRGEDRD 5.
EHE 3% BRI 2R EG8IZ T2 4 L, #90% DBk
SN 25 WWTRI-CAMTAI @& z1-3~10, AR % /R
FIRERIGI 2 LD BN R S D YAP-TFE3 Bz
TRHE I N TN 5.

WWTRI-CAMTAI @& fn ¥ %45 % EHE Tli, 20
Rl £ T PE W AY CAMTAL $ifk % v 22 S s deth TR il
WHER 720, WEZMICAHATH 2. KEIO X 5 ITKPE
WIESAASBLT 2 2 2 b B 5720, KEER A HVERK



Photo. 3  a : Tumor cells arranged in loosely cohesive clusters.
(Pap. staining, X40). b : Intracytoplasmic vacuole in a
tumor cell (Pap. staining, * 100).

SNz ray ZERE VT, MEWNE~—5 =120
% CAMTAL1 O%H % ¥4 % Z &3, EHE O#Wi% X
STHEHENEHETHLE-RDNG.

i lgEsEA: > EHE (MBI 2584 Lz & D2k, FEH
WHEATAR L PRO/ARTH Y, ARBIT D JRTERE O
AL 2 DR 3 2 H CHRE DRI 2 72 & o 72 Bkl
HMEMS O F A RMEE % /R 356 Tk EHE O W] #E
HHERD ) 2, KEEHRAEEZ T TRIEZIT, THR
PICBWEEREH LI ENEETHLEEZOND.
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Abstract

Background : Epithelioid hemangioendothelioma (EHE) is a malig-
nant vascular neoplasm with a predilection for the lung, liver, bone and

VA 3 G

Photo. 4  Cell block specimen of ascites. a : Dispersed tumor
cells with hyperchromatic and eccentric nuclei (arrows)
(a : H. E. staining, x40). Immunocytochemically, the
tumor cells showed variable nuclear expression of
CAMTAL (b : x40).

soft tissues, and harbors the specific WWTR1-CAMTA1 fusion gene.
Case ' A 62-year-old male was referred to our hospital with pleural
effusion and diffuse pleural thickening. Pleural biopsy revealed the
diagnosis of EHE, and the patient was treated by extrapleural pneumo-
nectomy. After the surgery, the residual tumor in the pleura enlarged
and the patient also developed ascites. Post-operative chemo-radiother-
apy proved ineffective, and the patient died 3 months after the surgery.
Histological findings : The tumor was composed of proliferating epithe-
lioid cells, that sometimes showed intracytoplasmic vacuoles, arranged
in cords or small nests. The WWTRI-CAMTA1 fusion transcript was
detected by reverse transcription-polymerase chain reaction using for-
malin-fixed, paraffin-embedded tumor tissue. Cytological findings : The
specimen showed epithelioid or spindle-shaped tumor cells having
eccentric and irregular-shaped nuclei and pale-staining cytoplasm that
sometimes contained intracytoplasmic vacuoles. Immunocytochemistry

using a cell block specimen showed positive staining for endothelial
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markers and CAMTAL in the tumor cells.
Conclusion : The diagnosis of pleural EHE can be made in cytology

specimens, and CAMTA1 immunocytochemistry using a cell block

specimen is a useful diagnostic adjunct.
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antigen (CEA) <7 A€/ 7 u—F V#ifk (DakoCytoma-
tion, Glostrup, Denmark) % flif L 7-.

Investigation of immunocytochemical staining method in cell suspen-
sion state using microtube

Masanori ISHIDA, C. T, I. A. C., Takahiro NAKANISHI, C. T, L. A.
C., Yoshitaka TORII, C. T, I. A. C., Seiichi HIROTA, M. D.

Department of Surgical Pathology, Hyogo College of Medicine Hos-
pital
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NHix &5 5 4 Table 1 ®)V—F 7’1 b 2B X OEHHET
o kaviEHw.

PEFePTid, Mg % ¥4 L7z BD SurePath 7L 2 — b A
T4 F (HAXZ b X)) 2H, BEjRfiE
BOND-II (Leica Biosystems) |2 CHef L7z, 4ifi 7o b
IV TIL, PUEIRYE, TBST dkifrosg@mESh, 7av v
TIXEIHFEENC X B WEEZ BT 5 72812 3,3-diaminobenzi-
dine (DAB) Z&faHITld 7% < —RIUASISHI T 1.5 75 I
BER FFOMTRTOGRME TR 1 4B TS S
Bz FEREOBEFIE DL ISR T.

1. 1% fF 438

BD %4 M1 v F Ly PRSI TREE L 2K S
Wtk 1ml #~A 7 0F2—7I1287.

2. %% (Table 1 Routine protocol, procedure-1)

INEI R E O (Merck) 12T~ A 70 F 2—7% 055
M 0T 5. F o — TIEEENI L A3 S 1L (Photo. 1a),
HFELTCREZRET S, EICEEHRE 1Iml 2z,
YNy 74 Y THCilET 5. 8k, A=
LFEIZT 05 0.0y 5. F 2 — TIEBERNIZIRiEAE S
N (Photo. 1b), HEE L CLEZKRET 5.

3. HEREEWNIE (Table 1 Routine protocol, proce-
dure-2)

W ER1300 ul M A, Xy T4 ¥ 72 THAIH#
PEL729 2 TO8CICRELZT IV 7a y ZHIEM (B
&1t 4 =2 A, Tokyo, Japan) 12t > b L, 10 75 & -
Bt S8 5.
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Table1 Immunocytochemistry protocol for CEA
Routine protocol Short protocol
Procedure Time* Procedure Time*

1 Rinse with wash solution three times 1 Rinse with wash solution three times

2 Heat-induced epitope retrieval (98C) 10 2 Peroxide block solution 1.5
3 Rinse with wash solution three times 3 Rinse with wash solution three times

4 Anti-CEA antibody (100-fold dilution) 15 4 Anti-CEA antibody (100-fold dilution) 1
5 Rinse with wash solution three times 5 Rinse with wash solution three times

6  Post primary solution 8 6  Post primary solution 1
7  Rinse with wash solution 7 Rinse with wash solution three times

8 Tris-buffered saline with Tween 20 5 8 Polymer solution 1
9 Rinse with wash solution 9 Rinse with wash solution three times

10 Polymer solution 8 10 Rinse with distilled water

11 Rinse with wash solution 11 Diaminobenzidine peroxidase substrate solution 1
12 Tris-buffered saline with Tween 20 5 12 Rinse with distilled water twice

13 Tris-buffered saline with Tween 20 5 13 Hematoxylin 1
14 Rinse with wash solution 14 Rinse with distilled water 1
15 Peroxide block solution 5 * time in minute

16 Rinse with wash solution three times

17 Rinse with distilled water

18 Diaminobenzidine peroxidase substrate solution 5

19 Rinse with distilled water twice
20 Hematoxylin staining 1
21 Rinse with distilled water 1

Photo. 1

Sediment obtained by centrifugation for 30 seconds

(arrow). a : After cytorich red fixation. b : After rinse
with wash solution.

4. #HFEEORIS (Table. 1 Routine protocol, proce-
dure-3-18)

2. LDV IRIERAT o 721k, K LERIHE - T
300l Mz, EXy T4 72T HRICEELLEY 2T
fRE ORFHI IR THIE - FULGEH 5.

5. 2k - #3% (Table. 1 Routine protocol, proce-
dure-19-21)

DAB SR % O Z88 Kk T © N7z TR 257K 250 ul
Nz, MFPI2TCBD SurePath 7L 2 — b 25 4 FIZ#
W3 a (10 7HiE). BikE, 2oxzer) v rFy
YN— (HARRZ b oHat) 2FHLTAT FERDY
v EAT G, BK - B BABREZATS.

V. #& R

V—F 7 b anciE, 5HFXTITBWTHERDEE
AR TR T D CEA BRI 2RI 525 2 LA TE 2
(Photo. 2). FilEHIZ L > THIlEOKE S, Biru~TF v
ORAMEICHO L RERIA LN D 572 T2, &1
WCEE LRI, R, AhgefadiiE BOND-T 2 FIH L
THERD L BICIOTRRETH o 7o, LIS BT B 1AM
DU % TS 572012, YRR O il ER 2 5%
FAWTOHERE L2 2 A, 261% IO RIS
N7z, 78 b2V T, IEEHIEOIEGFRRROGReBka
2R EhARLN, EE50LETHRIFEIR
WA WRAFERTH o 72A%, KERG ORI kDT
FEREMERE R LZ20ICR L, BiEETIEV—F 7 a b
)V & FRBREOBYEREZ R LT,
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Photo.2  Immunocytological findings (CEA, x20).a:
Conventional method. b : Floating method.

V. =

BRIt 28 2 FH L 72 0E R0 geta Tk, %
WKL T-BEE2SH R L, PURL & Bifk & o3l B As 85
52 lhn, Rl OmEMHESTRETH S i shTn
BV, RGN B TUE T o e I 4G O W REME IS D »
TOMEbEO/D, EREEIV—F THHALTYS
FEMiged & ffr L& & bk L7, 3lEE T, ~ 470
Fa—T7NTHlEREOWM S 2 B/IFTE22 Lhn, &
FEERRA 2 A A3 & DML R Rk 2 R Sk
CHESRTE, HBNYOBRER O 7 b AR e Yt i
MWttt 2R TE 2. LA LER 7T 2Tl
b R BOS ARV 2 R TR AN BT 5 720, e

TR CE LW, CORKRELTIE, TueydR Bk
OWHFDOARE, PURRENA T TH S Z & EDHEH &
ns.

AR PUI IR T B W THRIERMIC BT 2 e & aH
HAL~OEIZH 525, LBC (liquid-based cytology) %43
WhE~ A4 78T 12— THNICFE S S 72 K8 TRIZETURDL
KB ZERTE720, 70— P A M) —7% EHo
MAIIDH TE 2R DRI S Nz, S5 S 5% 5 G
PLETH 5.

FHOE AT EFRHOREIED Y 2.
ARCOR LA 59 19 HABRAILY: 28 20K S (P 3047
6 A, L) TRELL.

Abstract

In this study, we developed a new immunocytochemistry method,
which is performed on floating cells. After antigen-antibody reaction
and colorization carried out under the floating condition in a microtube,
the cells are on a slide glass. This floating immunocytochemical
method allows stronger colorization than the conventional immunocyto-
chemical method. This cell floating method could also improve the
immunostaining by shortening the staining time in comparison with the

conventional method.

X

1) HHER, KRB, AMEFSE, mAmA MEAEE W
e 1. AR IEEMBE RN % W 22 PUEHUR SO 0 ok 2
HZAXLDMEY] (BE3H) ~F YN HORFREOENICH
F PR EEEIZ O WT ~. 2015 AE R E LR AT RS
ZEAN ST 2 sl IR A S8, JSPE 2015 ¢ 799-800.
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THOE KT EkHE
L BU® L

RABRANFEP W (mixed adenoneuroendocrine carci-
noma, MANEC) 34V ESEE 050 & W W IS B 43 D it
HIERE T, 2016 4 O BRI D P BRI 5 7 U BN S h
72V Allbhvbhi, HiEfEH T MANEC 29RIB S/
RN D 1 Bl % A8k L 72 D TS 3 5.

. fE 151

B 59k, KM BEARRRIIAERC S L. BURIRE I3
i & i, W id D, HiPEZRS. iR CT I T
RSN, AN HKTHEERE & R o7z,

Im. MEMRE

LRI MRS <, M RIS oA BN ERFE
WA RS EBIAMKT2ML, 94 M7V — Sk
OB 2L 2/ L Twiz, HIdERLKRDAR
[, #IBERE L Twiz 7o~ T JidHiER IR T,
TEERICAZ DML D, MRNGWIES (neuroen-
docrine tumor, NET) RIRMEIEN E LTH TSN
(Photo 1a).

IV. FRIEAERIAT R

Jf& endoscopic ultrasound guided fine needle aspiration
(EUSFNA) Ok Tl ESMi s ek i, —
wcaty MROEY ZFEH 7. CEAIZ—EROMIIE TRk

A case of pancreatic mixed adenoneuroendocrine carcinoma and
liver metastasis

Tsubasa SHIMODA, C.T.,,].S. C., Keishi MIZUGUCHI, C.T., I. A.
C., Satoko NAKADA, M. D., F. I. A. C., Hiroko IKEDA, M. D.,E L. A. C.

Department of Pathology, Kanazawa University Hospital

aOSCHREE R SE T 920-8641 AL EIT 130 1 &IURY:
FﬁEJﬁFmJﬁlﬂ; SWERE - A TH R

AF 2 45 3 A 3 HEZfE

AR 243 H 9 HZH

%/ L7z (Photo. 1b). F 7z, Z Do s ikba2 0
BrCid, BRI MENTW~ — 7 — 2Bk, Ki-67
index % 13% T NET G2 £ #2117z (Table 1). IiiH &
VELL, AN YOREHETH -7, MBI 2
AA M) vhikE Bt TlX, SR oME Es <
Bk Z RTOARTHY, HOPREEEE TV 2o

BRTHRAEH N TR SN B R0 LM Tid, T
FREVE 2 fE - 72l Bedk, IR, WIREM A B 7. FIRE
1 &R EALTIE, PAS geft, H1L PAS 4+ff, Alucian blue
et DSPttk 2R L7z, F - RBERERLA L, BRED
RN G W~ — A —, CEADEL D ICHBETH - 72
(Photo. 2). FuBEIR, FIREIHCTIIMBENGW~ —FH — 28
Btk © CEA I3 — ¥ CHIbaTE & 22 v, CEA ofeahizEwy
BHON UEosRE ), JEEMIA NET & o
MEOWEZELTWSEZ EH» 5, MANECAVRIZ S 7.

V. £ =

MANEC (& —2 D JEE AL AN - & AV 55U D T )5 D
‘% % & > amphicrine type, T Wﬁ(ﬂﬂﬁ%fﬁﬂﬁ@.kﬂ’\
WSS 2SR AL 5 mixed type, JEEF DO —W 215
JEBSHIL D AAS, BRI 1Z44 5 (Zﬂﬁ%w‘lﬂﬂ@.@&ﬁ‘&) D KP
LZIEZF IS AYRAE L 72 collision type, —D DJlESENTH
S WA NE RN & Ao W N SR e 2SI 72 55 5 & b o THr e
LT % solitary concomitant type, P2 WAEE & 417 wh il
A IS E R L CHY5 L C v A multiple concomitant
type IZHHHE L %2, %@FPT“%) amphicrine type ¥t
hﬁ‘ff L ZRY TIEBEEAICIRE T 5 & 6 oA TIE

WCENLRIESTH B,

H?ﬁz*"%@%ﬁ% TSI RE RS 2R L, Rl
et B PE O RRIEC —F L TN G~ — 7 — 23tk &
ZHolz. THE—2oOMEAs W & NI O ) OVEE
ZHLoTnbIEaRLTWS, Lo TAMIZ amphicrine
type @ MANEC & % 2 7z, #@%, MANEC OZ#iiZidth
ENOBG30% L EEEFNL S DL WHO BETED S



H AR R~ 3 ek

¥ 7“‘&"1 % \

Photo.1 EUS-FNA specimens. a : Cytological findings. Loosely
cohesive cells clusters are observed. The tumor cell
nuclei are large and round, and contain coarsely granu-
lar chromatin. The cytoplasm is light green and the
margin is clear (Papanicolaou staining, % 40). b : His-
topathological findings. A rosette-like structure is
observed (arrowhead) (HE staining, x 40). Some cells
with CEA-positive staining of the cytoplasm are observed
(small window, x 40).

NTWw5b. LA LARFD L IZ amphicrine type DA 1,
—DO DML BT B 5 E N WO E % FFHT 5 Z &
T, MANEC OfiBIEWRe L £ 2 72, F2WIEEICB VT
b, HiERRAOGILIERD SNk v 0o, CEA 75—k
THEICZ B R E, BANOSL@EI 2B 5 7z,
MANEC (3@ % O NET & Jig LT, B HVIER 2%
WO L7225 T, A0SR A S A,
MANEC O ietE%2 £ T 5 2 EAEE L Mbh /.

ARBITIE, ML RASE S O NET R & 1382 56
£ TdHh - 7. MANEC [ZHBIM Ml fRid v g o
775, BRI 7% NET OMlafg & 57 % i Tk, MANEC
DOWFEEICORABT H2UENH L LEEZ HNT

¥ 726113 EUS-FNA & s 3 T o Ki-67 index 23K
EL R R o Tz e RO BRI LR 5 O NE 1
KIFIZHEAT SN72d DT, FHIUCHUE 2B L7 X0 B
FEDEWIESEMBAHE L 722 LB —D e EZ bR
7z.

38§ 2 MANEC (3085 Bl o BENE 3 & 135 70 4 o
B, IR EETAWEEEAD Y, HELRBHARD S
N5, D728 EUSFNA TARBID X 5 12 NET DM g
WA T W IGEE, PREEE O BB b &I E &R
HABETLLEND L EEZ LN

FHE O, AT BOTHRT RS FRRAMCRE XS ) A

Abstract

We report the case of a 59-year-old woman with pancreatic mixed
adenoneuroendocrine carcinoma (MANEC) and liver metastasis. The
EUS-FNA smear was hypercellular with neoplastic cells scattered in

Table 1 Comparison of the immunohistochemical findings
of the pancreatic aspirate and liver specimens

Pancreas (Primary) Liver (Metastasis)

PAS - +

Alcian Blue - +
Chromogranin A + +
Synaptophysin + +

CD56 + +

SSTR2 + +

CEA + (focal) + (lumen)
Ki-67 index 13% 55%

Special staining and immunohistochemical staining of
the liver biopsy specimens. a : PAS-positive mucin is
observed in the lumen (arrowheads) (x40).b : Chro-
mogranin A-positive cells are observed ( X 40). c : CEA-
positive secretion is observed in the lumen of the chro-
mogranin A-positive cells (arrowhead) (X 40).

loosely cohesive clusters. The tumor cells had large round nuclei,
coarse granular chromatin and light green cytoplasm. Although the
diagnosis was suspected as NET or adenocarcinoma, the lack of a defi-
nite pattern and unclear differentiation prevented a definitive cytologi-
cal differential diagnosis. Histopathological examination of the liver
biopsy specimen revealed that the tumor nests contained intraluminal
mucin and immunohistochemistry revealed that the cells were positive
for neuroendocrine markers. Thus, we finally made the histopathologi-
cal diagnosis of MANEC.

X

1) RATIE. BRI B 7L RO AR 2016,
72.

2) Chang, S. M., Yan, S. T, Wei, C. K., Lin, C. W,, Tseng, C. E. Soli-
tary concomitant endocrine tumor and ductal adenocarcinoma
of pancreas. World J Gastroenterol 2010 ; 16 : 2692-2697.

3) Ludmir, E. B, McCall, S.J., Cardona, D. M., Perkinson, K. R.,
Guy, C.D., Zhang, X., et al. Mixed adenoneuroendocrine carci-
noma, amphicrine type, of the small bowel. Am J Clin Pathol
2016 ; 145 : 703-709.

4) Ballas, K. D., Rafailidis, S. F, Demertzidis, C., Alatsakis, M. B.,
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of the pancreas. Journal of the Pancreas 2005 ; 6 : 449-454.
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NOTICE TO CONTRIBUTORS

1. Authorial responsibility :

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

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

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

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

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

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

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

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

3. Submission style :

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

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

1) Text and writing style

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

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

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

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

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

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

A minimum resolution of 300 dpi size is required for

photographs for publication.

4) Style of review articles, original articles, investigation
reports, case reports and brief notes.
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(1)

(2)

(3)

(4)

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

Original articles : no more than 12

Investigation reports : no more than 10

Case reports : no more than 10

Brief notes : no more than 6

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

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

Examples of Key words :

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

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

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

report)

(5) Text and page limitations

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

(6) English abstract

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

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

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

For dentists : DDS, with other degrees or qualifica-

tions abbreviated the same as for physicians.

For clinical laboratory technologists : MT ; CT ;

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

The text of the abstract should not exceed 200

words (exclusive of the title, authors' names and

affiliations), and the following headings are to be

used.

Original articles and Investigation reports : Objective,

Study Design, Results, Conclusion

Case reports - Background, Case (s), Conclusion

Review articles : headings should be selected ac-

cording to their content.

Brief notes : abstracts for brief notes should consist

of no more than 100 words and no headings are to

be used.

(7) References

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

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

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

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

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

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

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

7 ) English manuscripts

English manuscripts are to be written double-spaced on

A4 paper, and should not exceed 10 pages.

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

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

Japanese manuscript.

5. Reprints :

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

6. Review of the manuscript :

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

7. Proofreading :

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

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

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

9. Revision of these rules -

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

Appendix 1. Submission of manuscripts to Acta Cytologica

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

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