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WZZVoI LT, ZORIZHEBIRERE EDTHwEZEEZRLTWETH, Ehwn
ZHNUEO B ECTEMOFFHA R FHEN TV AWML TY. Zoftl, SEESKLOE
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B 4o HPV A AR ISR TR L 7258 Ak T 5. HPV O#eArdiid PCR EY % EA
JKEN T EES A MPM 7 A b 2 L72. MPM 7 A b, 13 #¥i® hrHPV (high risk HPV ®W% ; 16, 18,
31, 33, 35, 52, 58, 39, 45 51, 56, 59, 68 A EL) DI LOLYETTHEHFNAL R LT W7 HED
HPV %! (Super hrHPV & %5 L, Sup hrHPV & Ws§) # % 4 ¥ 7 L, %) @ 6 fidio hrHPV (Other hrHPV
ERRT) —HEE L7z,

BAE M 14EH T, =CIN3 2R L2 EUEAIEZIc L 2 L) MPM 7 A M2 X 5139 % sh
7z. CIN3~® HPV BIDiEE ) A 713 Sup hrHPV I $ 15 HPVEITH o 72, 4 F TOLEIC I UEH A
YD =CIN3 @ HPV BT & A &5 Sup hrHPV (25 F N TWw5b HPVIITH 5. —J5, FRAOGHIEEO
Total hr HPV (SCHik L% %@ HPV #? 5 % hr HPV @ 13 fli®> HPV % 0 & % Total hr HPV & #:3) o
ShrHPV (Sr#k ko> HPV Bl 9 % Sup HPV 25 £ 5 7 Fiso HPV Bl % ShrHPV & #:97) OEE1E 70%
F9CTH Y, Y D 30% 5 1E CIN3 ML EICE/L L Twizvy, NILM T hrHPV 238k & % 2 %  oiis =i o
WZHRIZ3ETE LT 5.

5 HPVAE OB A X 2 BB Z W MPM 7 2 b @ sup hrHPV 25 2 L TR A Z & A TE
NILM T hrHPV 25p&fk & 7% 2 MG 2 E ORI 3FET L1075,
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Table 1  Sizes of the PCR-ampli-
fied fragments

HPVtype  Amplicon size (bp)
Type 16 536
Type 18 427
Type 31 132
Type 33 246
Type 35 620
Type 52 332
Type 58 385
Type 51 181
Type 56 180
Type 39 182
Type 45 166
Type 59 203
Type 68 175
Pglobin 765

EANOGHETHIETHHZHZ 2L, S HITIEH
NPT L2 d HPV BBtk o2 2 Wik LIRS MR & 3
FEFT BV LRIELTHILICH 5.

II. MRERE

1. #®fF

Wﬂﬁ%fﬁ"ﬁﬂ]ﬁ’ﬂw DT HFR AR % HPV IS L
7o AT 440 BRAK,  BRISUYI B (M B 22 4% 2016.10.31~
2017.5.19 O #ifA T, negative for intraepithelial lesion or
malignancy (NILM) (&% ®—#8 2016.10.31~2016.12.17
DR TH 5. 2016.10.31~2016.12.17 » NILM (HPV F
P IIMZ 1AERIC HPV 2 BT 2 L8 H 5. B 14F
% NILM O] ERER1E, HPV BI2SBisk: & [ — o5 7
51X, Colpo ¥ 72 I3MEZHLETH Y, B2 GE1F
WA 7 VNRE L7

2. A&

1) #iMLE1X Liquid based cytology (LBC) Ak % i J{
L, EHREMSERE Y > & — Bl s T1ro 72,

2) MPM 7 A + @ )5 ; LBC Bifk%* & Chelex, protein-
ase K TDNAZ# il L, ¥V F 7L v 7 X polymerase
chain reaction (PCR) (& QIAGEN Multiplex PCR Kit % Jf|
WCHTo 72, WAL SFHELZZDNAZ T 7L —bhE L,
T4 =L L TC1IB3HEEOHPVH 794 ~—t >y M
sul s (NEEE)DTI4 =% MATRET T4 ~—
ELTHWZ (Tablel). 754 ~—0&kihd7 > 7y a
v ORSHERIKE O HERE % Z B LT, Sup hrHPV O 4%
HPV RI2SH4E L 22\ & 912, Other hrHPV ® 4 HPV #lix
TELPZTHVHEHPHICHINTE % X ) ICRE L 72, Fig. 1

A5 X912, Sup hrHPV (16, 18, 31, 33, 35, 52, 58
R 3B 25U BE T, Other hrHPV & 39, 45, 51,
56, 59, 68 BO—FHMEAWFEIZ R 72, Y VF T Ly 7
APCR#IFE1F 2—7THrw (MPM 7 A b) (BFiFsE
5651029 “5), B4 L 72 PCR FEY) % % ik B C 23 [ 5 L
7z.

3) XYWL VEIH L2 U A2 HPV BT 55— %13
MPM 7 A M2 X 5D DTIEZRWDS, EARICIE PCR 31
EOWCTEHPVEIS Y A ¥ v 7 ShTwb, Thbb,
Total hrHPV 121X MPM 7 X MZ& £ 5 13 fiio HPV
(16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59,
68 7)) HEENTHBY, ShrHPV 121X MPM 7 2 k@ Sup
hrHPV (16, 18, 31, 33, 35, 52, 58 %) & [alkko HPV
BAREFEFNTVD

1. #% 2

1. MPM 7 X rDIEE

MPM 7 2 MZ&EFINAHELEHPVIIO TS5 2 3 v FE/ERK
L, Thatike LT, &E, HBMEE2HREL, o,

BAKB O BERE, 7)) =F v 7L OREBERBRZ T
MPM 7 A @*ﬁfﬁ‘f’i”l‘ﬁﬁ L7

D &E; 7923y K100 3¢ —

2) BAUKE) (B MultiNA) O5EERER~ LV F 7L v
2 2 PCR OFBEA S, Sup hrHPV 4 HPV #UZ HEH L
HTnwZeERLE (Fig D).

3) Sup hrHPV O & & 7 ) =5 v 7 & @ ik E:
ER—HE B THSE. MPMTA MDY AT
=F v T LAFEOHBEDONEDLTH 5.

2. MREEZEMPMFTXNTO—RIA7)—-Z2TIC&

% =CIN3 D& HEE O HER

D) MIBZORIZE D —RA Y ) —= ¥ 7 OfEF13 Table
212H A5 X912, low grade squamous intraepithelial lesion
(LSIL) DL k7R LA A8 103 BT, €09 i
7T cervical intraepithelial neoplasia (CIN) 3 DA E%&/RL
720X 2561 TH 5.

2) —7J7, Table 312A%Z & <, MlaARMAEE 103
Bl 9 B HPV Bk 91 ik T, £d 95 5 CIN3 LL L
R L7201 20 Bk TH 5. HPV BptEefkicid Bid 91 i
KoM, atypical squamous cells of undetermined signifi-
cance (ASC-US) (HPV Fzt%), NILM (HPV Fzth) offfk
o, oo =CIN3 ORMREEILAE 36 MK TH -
7z, NILM OAREAHNLZE OBMBAEEOK) 1/3 1T#EE 2w

25 b5, =CIN3 O kAEEI: HPV Mk & 277
ﬁ‘fﬁlﬂﬂ'ﬂa/ £2E0 %< oTWV2.
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Fig.1  Electropherogram of the high risk HPVs

Abbreviation, legal name

T31, HPV type 31 ; T33, HPV type 33 ; T52, HPV type 52 ; T58, HPV type 58 ; T18, HPV type 18 ; T16,
HPV type 16 ; T35, HPV type 35 ; A gr (A group), HPV type 45, 39, 51, 56, 59, 68

Table 2 =CIN3 in women with cyto-
logical abnormalities

Cases Colpo or Biopsy
=LSIL : 103 CIN2 20, =CIN3 25

Table 3 =CIN3 in women who were MPM positive
(=LSIL, ASC-US, NILM)

Cases Colpo or Biopsy
LSIL (HPV+) : 91 CIN2 18 CIN3 20
ASCUS (HPV+): 29 154 CIN2 3 CIN3 9
NILM (HPV+)* : 34** CIN2 2 CIN3 7
36

*refer to Materials in Materials and Methods. * *repeat
HPYV testing after 1 year.

3. HPV & hrHPV ® CIN3 NDER ' X 7

hrHPV & LT 13 F8H (H 53 14 FifH) 25380 5Nn T
WA A, DAETIE CINS ~NHEJE LW HPVALE LCT7
FEDZT SN0 530, Ty 16 B HRMER LA wiz
BDIZ, D CINSIZHEE L3 \w»E S TWw5bY, Table 4
& MPM 7 A b % i\ 72 hrHPV @ CIN3 ~DE Y X 7 %
ARLTWAS, MEHEGIEA D 22\ A3, 4 HNE 16 BlhSR b %
CWIZB2HITH -7z, Lad CIN3 ® HPV EZ W d

Table4 Risk of progression to

=CIN3 by HPV type
HPV types Risk of progression*
Type 16 8.8%
Type 52 7.6%
Type 33 2.9%
Type 18 1.2%
Type 58 1.2%

*HPV typesin =CIN3/Colpo or
Biopsies

Sup hrHPV (2 £ % HPV EITH - /2.

4. HPVICELB—RRI)—Z JHDREBRD-HD

AREDOKRE

—RAZ ) == ZICHPV it #E AT 5012, WHE
ZWAfEH SN TwE, BRZHEZ DR T 57201218,
—RAZ ) == 7 TRE CIN3 LLEIC AR B HEE »HIc
MEILEY 7Ty P TELPB XL D, MEEEL
T Total hrHPV (MPM 7 A b @ hrHPV BNZAHY) % )
¥ % 2 ShrHPV (Sup hrHPV @ 7 fii3i> HPV B Y) %
S 5% AREBRIEP D TR IRTETODLAEO L
DF—% #MATHE L7z, Table5124 5 X912, bt
THEENLCINS ZEOTOFEHHEHANA O HPV X
Total hrHPV @ %) £, ShrHPV 255 % #1413 94% D ETH
D, 3L AL D=CIN3 ® HPV #7s ShrHPV & Fh 5 &



106 AR R A
Table 5 S-hrHPV/Total hrHPV ratio in Japanese women with =CIN3
Authors Endpoint ; =CIN3 Total hrHPV* S-hrHPV* * S-hrHPV/Total hrHPV
Miura S, et al? ICC, ADC, SCC 1789 1698 95%
Sasagawa T, et al'® SCC, ADCA 241 227 94%
Onuki M, et al'V ICC 110 106 96%
Takehara K, et al'? SCC 102 100 98%
Narisawa K, et al® =CIN3 40 100%
Present report =CIN3 48 98%

*Total hrHPV and * *S-hrHPV : refer to Method 3) in Materials and Methods

Table 6 S-hrHPV/Total hrHPV ratio in Japanese women with low-grade cervical lesions
Low-grad S-hrHPV/
Authors WEHACE  Total hkHPV*  ShrHPV** r
cervical lesions Total hrHPV
Miura S, et al? in LSIL 264 163 61.7%
Sasagawa T, et al'® in LSIL 57 42 73.7%
Takehara K, et al'? in LSIL, ASC-US 708 462 65.2%
Nishiwaki M, et al'¥ in LSIL, ASC-US 188 116 61.7%
Present report in LSIL, ASC-US 89 65 73.0%
Average of ShrHPV/total hrHPV 67.1%

*Total hrHPV and * *S-hrHPV : refer to Method 3) in Materials and Methods

Table 7 S-hrHPV/Total hrHPV ratio in Japanese women with repeat NILM HPV testing after 1 year
Authors NILM Total hrHPV*  ShrHPV**  ShrHPV/Total hr HPV
Sasagawa T, et al'® in NILM 87 73 83.9%
Onuki M, et al'V) in NILM 222 129 58.1%
Takehara K, et al'? in NILM 225 152 67.5%
Asato T, et al'¥ in NILM 189 119 63.0%
Present report in NILM 39 29 74.0%
Average of SShrHPV/Total hrHPV 69.3%

*Total hrHPV and * *S-hrHPV : refer to Method 3) in Materials and Methods

LERLTWS6912) —JF Table 61245 X 9 12 =LSIL,
ASC-US 7 & D ¥E# D 53 J 5 53T @ Total hrHPV @ 9 £ 0
ShrHPV @5 2 &3 F3 LT 70%55TH 0, 30% 5
CIN3 DL EICHER L2 2R LTV 591, Table 7 ®
e 14140 NILM TORSED FEETH 0 1071214 iR
% T HHEDOMPM 7 A+ TOHWE Sup hrHPV [k
MIETHITHLEEDNS.

Iv. # =

FEHEVBAD—KRAZ ) —= 7L LCHIBZ IR %
HIFCEZLIFFETHS. L L, MIZIEHT AN
ZOBMIEEED 57T <, WEBIRIL 50~80% & v
NTw5. FCRTRANTESPAMRZIS, koML
WA CTHPVRESEASN TS, KRETRE—KAY
==V 7EE LTaNAHPV T A+ (BED 373 A 4800

YAFR) B LTWS. I/NA HPV 7 A Mg, kEO
TEHERADK 10% 50 % 5D 5 BANOME) A 7 935
WHPVI6 & 18M %z ¥ A ¥ Y7L, 0o 12 FE
hrHPV & —5ll &3 % 3 TH Y, FDAIC L o> CTFESH

BAMRBO KA ) —= v FICEAT LI L R2KRAIN
72HETHBY. LaL, bREOFEHEANANDHERY)

A 7 H3wiv hrHPV 13 HPV16 %2 18 Bl T2 <, 524,
58 #il, 33 A7z A SN THE YO, #7212 MPM 7 A
BT ELENH 7. MPM 7 A MIHARTT =S
WA ) R\ 7 M (16, 18, 31, 33, 52, 58, 35 %)
%4 ¥ 7L (SuphrHPV), 25AAL L2372\ 6 4 (39,
45, 51, 56, 59, 68) & —FGillE L CTv»% (Other hrHPV).
Ll OMEHEBIEUZ A 7 D5 7295, CIN3 2R MikiZ§
T Sup hrHPV THh - 7z, Mz T, Table 5127R"7 £ 912,
I FE TOHEO HPV Bl % MPM 7 2 M Cff& CHHd
5 L ODVEOIWMEB O T EHHAA D hrHPV BIZIZE A L



4558 % 35, 2019 4F j 107
ASC-US ASC-US
Other hrHPV (+) or Sup hrHPV (+)
HPV (—)
other hrHPV l
i 1 year later Sup hrHPY
Examination Y 1 year later Cytology triage
3 years later 1
year later
/ \ Colpo., Biopsy
v
| Examination 2 years later | Colpo., Biopsy <
| Cytology triage |
Fig.2 Primary screening for cervical cancer in Japanese women (Sendai)

A3 Sup hrHPV I2& 2 HPVEITH B (94% DL E). —
Ji, Table 6 (2 % & 9 (MO 5B 27T D ShrHPV V. b1
(& Total hrtHPV @ 70% 55 Tdh 5. T4abbH, —RAZ Y —
= 212 Sup hrHPV 23 % & 30% iR O K5 M 5L % I #ile#Z & Sup hrHPV %2 —R A 7 ) — = 7 ie LTl

59 ZEMNTE L. 72 Other hrHPV IZHAALT 5 b DAt
Holt LTHMMPEZZ M) T—VELTHRERTH) &
C&oT, RELLZzRL32EXMRETHS (Fig.2 %
I). MPM 7 2 b B> NILM Btk 2 ¥#ed 2 225203 1
FEROWWAERICE 5. 14O HPVIED S R & 17— 7%
LIFEMANLETH Y, Jlo HPV I F 213Kk L Tw
TUEHGBHE HPV B2 5 72 b D LM L & 975, Fig. 2
B TRDO—RAZ ) —=vro7a—F v — FERL
t CHEFEFTHILICE ST, RELLZRST LI
BT AR CZ EDNREE A THA ).
ﬁ%%“ﬁmeM@mmw%@ﬁf%nw,%@&
ZHkEE, WROT7 1T (F4Y, AFYRA, XT3,
IAAZYH, BT 7Y, BE, JER) TiTo72 30 L L
DRKBBEA 7 ) —= v T ORFEE D LIC, 3ETLTHy
ThHrL b TBY?, BKTIET TIIWMY) AnShT
V5. NILM T hrHPV 25 & 7% % @134 NILM @ 85~
0% THY, LizhsTEHL ORBZHRE THRZHIREE K
EERULSETLICTLIENETHA).

HET252212X5T, 2hFETHPVEOKRBNDEA%
GE wat BREZW OME, MEZENEL NILM O
hrHPV OHlEIC & - T, RS HROLEROME L HT %
LEbNS.

i HIEFR T RS AR I H D) $EA.

Abstract

Objective : This is a report of primary screening of Japanese women
for cervical cancer, the screening method involving a combination of
the HPV status and cytological results ; we also evaluated the useful-
ness of MPM test as a primary screening method for cervical cancer.

Study Design : The MPM test simultaneously amplifies a total 13
high risk-HPV types by multiplex PCR in a single reaction tube, which
are separated by electrophoresis. Seven high risk-HPV, types 16, 18, 31,
33, 35, 52, 58 are examined individually (Sup hrHPV) and the remaining
six high risk-HPV are detected together as one (other hrHPV).

Results : The HPV-based screening detected a higher number of =
CIN3 cases than conventional cytology. The following genotypes were
associated with the risk of progression to =CIN3 in this small study
HPV16, 52, 33, 18, 58. In 5 previous reports based on studies of Japa-

nese women, =CIN3 was reported to be most commonly associated
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HPV genotypes 16, 52, 58, 31, 33, 18 and 35, (ratios of ShrHPV to total-
hrHPV, 94%). On the other hand, in Japanese women with low-grade
cervical lesions and NILM, the ratios of S-hrHPV to total-hrHPV was
only about 67-69%.

Conclusion : Introduction of “sup hrHPV" for primary screening
reduces overdiagnosis. The findings lend support to a screening inter-
vals of 3 years for Japanese women with a negative result of NILM for
HPYV, similar to the case in the US.

X

1) Roche-Media Release, Basel. FDA Approves Roche’'s HPV Test
for First-Line Primary Screning for Cervical Cancer, and About
the cobas HPV Test and cobas 4800 System. https://www.
roche. com/media/releases/med-cor-2014-04-25.htm (2018 4 7
A31H)

2) E5BRERIR S AT - REERR. DA OH Y TTITH
T OB SHHEEE ~TEHPARZOMBEHEEF IS
WT~. 2013 4 2 H. https://www.mhlw.go.jp/stf/shingi/2r
9852000002x6jv.html (2018 4£ 7 J1 31 H)

3) Matsumoto, K., Oki, A., Furuta, R., Maeda, H., Yasugi, T., Takat-
suka, N., et al. Predicting the progression of cervical precursor
lesions by human papllomavirus genotyping : a prospective
cohort study. Int J Cancer 2011 ; 128 : 2898-2910.

4) BRIEAR. HPV test A O T H BRI ONER . HE
IRHEE 2009 ; 61 : N294-N297.

5) BLEEFSH, LR, ANBEFR K OB v F T Ly
APCRICEZNA VA7 HPVD ¥ 4 ¥ v F A K
2011 5 55 : 1028-1032.

6) FREEFSHI, NEERR, R PR, BT # HPYV
A & BEAER AR & DI B X ORI L XVIZBIT 50
A1) 22 HPV Bl PEImFL IR 2013 : 62 1 93-97.

=

=

=

~

~

=

7) Wright, T. C. Jr., Schiffman, M., Solomon, D., Cox, J. T, Garcia,

E, Goldie, S., et al. Interim guidance for the use of human papil-
lomavirus DNA testing as an adjunct to cervical cytology for
screening. Obstet Gynecol 2004 ; 103 : 304-309.

Bulkmans, N. W, Berkhof, J., Bulk, S., Bleeker, M.C., Kemenade,
F J., Rozendaal, L., et al. High-risk HPV type-specific clearance
rates in cervical screening. Br J Cancer 2007 ; 96 : 1419-1424.
Miura, S., Matsumoto, K., OKki, A., Satoh, T., Tsunoda, H., Yasugi,
T, et al. Do we need a different strategy for HPV screening and
vaccination in East Asia? Int J Cancer 2006 ; 119 : 2713-2715.
Sasagawa, T., Basha, W., Yamazaki, H., Inoue, M. High-risk and
multiple human papillomavirus infections associated with cervi-
cal abnormalities in Japanese women. Cancer Epidemiol Bio-
mark Prev 2001 : 10 : 45-52.

Onuki, M., Matsumoto, K., Satoh, T., Oki, A., Okada, S., Minagu-
chi, T, et al. Human papillomavirus infections among Japanese
women : age-related prevalence and type-specific risk for cervi-
cal cancer. Cancer Sci 2009 ; 100 : 1312-1316.

Takehara, K., Toda, T., Nishimura, T., Sakane, J., Kawakami, Y.,
Mizunoe, T., et al. Human papillomavirus type 52 and 58 are
prevalent in uterine cervical squamous lesions from Japanese
women. Pathol Res Int 2011 ; ID 246936 : 1-7.

Nishiwaki, M., Yamamoto, T., Tone, S., Murai, T., Ohkawara, T,
Matsunami, T, et al. Genotyping of human papillomaviruses by
a novel one-step typing method with multiplex PCR and clinical
applications. J Clin Microbiol 2008 ; 46 : 1161-1168.

14) Asato, T., Maehama, T., Nagai, Y., Kanazawa, K., Uezato, H.,

Kariya, K. A large case-control study of cervical cancer risk
associated with human papillomavirus infection in Japan, by
nucleotide sequencing-based genotyping. J Infect Dis 2004 ;
189 : 1829-1832.




J. Jpn. Soc. Clin. Cytol. 2019 ; 58(3) : 109~115. j 109

4

REHRS

Flediic s i 2 HPV BRENFH 7= 848 A KRGS 5 4RO A
—F BB AT T 7 F ¥ b 2 AR 0%

A el
L7y —A ) =y 7 ARBE L

BEY : THSANAMBZZRONER L MIILZ - HPV B3RO W, HPV RIS % 17> 72 2012 4E
A5 2016 4F F TO 5 4ERM OFAKE ROV TR L7z

HiE R, 205, 257, 307%, 357%, 40 % T, LBC AULIREUE THIKLE & N4 U 2~ HPV O 4 i
MGG L7z, 2014 4F & 2015 4E 0 20 %58 & HPV 7 7 F Y HHi % 2 7248 TH - 7-.

BGA& 2011 4F & HPV A2 B L 72 2016 E &2 ik T % &, 2 RITEEETIT, 23.9%2°5 33.5%~
BN 72, AE#EITIE, 20 M T22% 11.2%, 25 7% T 23.0%, 30 /% T 36.0%, 35 7% T 40.2%, 40 /% T 49.0%
EZBHEON 2Rz M ASC-US LL ki, 54EM DT, 49%, HPVEMERIZ87% TH - 72
HPV 7 7 F > HH4EA 0 2014 4E DML BRI 7.8%, 2015412 0% T, HPV Btk3iZ, 2014 4513 11.1%,

2015 4F1E 3.1 % TH - 7=.

&R - M2 RII AR TIEAN 10% D% 720, HPV REOBERIIMIE L ) &2 o7z HPV 72

FUHRMORIISRE D IHFING.

Key words : Uterine cervical cancer, Mass screening, HPV vaccination, HPV test, Cytology

1. #&

il

TEFEADBAZ, KHRFAGOBAL LT, ADPBAICOVT
TR <, FFIZ20~30 LD FEHE DD ATIIHE 1L
TH Y, BmERIIkEVTWw 5. 2012 SEOFETTIE, FH
10908 ADZWEAS, iz e FESEPACREEAL, 2712 A0
KT BoTwadY., Zok) RET, FEENAT
Bim o F 8L, BEogivy s+ v Emicie shizic
bbb o, TORIKGOMED A6, JEATEE IR

Five-year preliminary results of cervical cancer screening with
human papillomavirus test in Usa city

Hideo MATSUMOTO, M. D.,E L A. C.

Matsumoto Lady’s Clinic

FOSCOMRIES RS T 872-0042 KpRE i EM 1032 LFa—
A7) =y JRAARBERE AR

SER 304 9 A 6 HEZfh

SERE314E 1 ] 22 H 3

WYIZiE HPV (human papillomavirus, PAF& HPV) 7 27 5
CVEMEHERE L v E VW) T AL MEREL, KYE P
BT F v EREZTAHEE1%YICHHT, TEE
AR D720120E, FEHEPAMZOEEENZ HITH
FoTETWVS. L2L, TEHEIAMREOZZRITE
T 24.5% (&ERE) & &FY, holkEozS
FT70~80% 123  MIT R VO BIRTH 5.

ZF T, BN Lo, F4E1 (N56000 A,
KOV ET ) 2BV, 20124E5 H1 H2 5,
HPV WA R - R 7 — R 0 50 (20 7%, 25 %, 30 7%
35 %, 40 OEB A XR L 2 MEMRS) & Blgh L7219,
L 7 — RV REA S X AR om LML
ZHPV B2 00 L7-RZB O 2 Hi & L7 5 » 45T
W CTOITEZE EhE L-RZo—BTH 5. HPVHREIZH
LCIkMEFEZ BV L, MAZ A% LRI D 4
SN, BRIV TOFMLED 2 Sh7z. SO GE
UM oI LT, fEkE) oMz T, mhb o
B8 & MldiE D A DHEIRZ A Tb T 5.
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Table 1  Rate of cervical cancer screening by age (%)
20yo*! 25y0 30yo 35y0 40yo total Cand.*?
2011 86 (23) 216 (70) 234 (69) 254 (91) 32.7 (114) 23.9 (367) 1533
2012 19.1 (52) 31.9 (82) 34.7 (99) 44.0 (147) 36.7 (117) 33.8 (497) 1467
2013 159 (43) 27.2 (65) 317 (97) 39.2 (122) 415 (153) 32.1 (480) 1506
2014 13.2 (33) 269 (65) 323 (83) 37.9 (122) 39.9 (145) 30.9 (448) 1462
2015 124 (32) 27.6 (68) 38.6 (95) 403 (128) 44.0 (155) 33.6 (478) 1421
2016 11.2 (28) 23.0 (50) 36.1 (92) 40.2 (107) 49.0 (174) 33.6 (451) 1343
by times*3 1.3 1.1 1.5 1.6 1.5 14

Number is rounded off to one decimal place.
*1yo : years old
*2 Cand. : Candidates/number of subjects

*3 ! by times means the increasing ratio from 2011 to 2016 for each age group.

—75, 2014 4, 2015 4ED 20 MBI % %1%, HPV 7 2
F OB ERGLERTH Y, migZBaEEL il
eiro 1z, HPV U 7 F HAEDS, MRaZ k=< HPV
Fatk=e, HPV 16 - 18 B O3B % T L TV % 2
BNV THIRE - M L0 T, ZORKRIONVTY
WHT 5. 72, 2014 405 2016 EDO SR E T, HPV B
PEFIZOWT, AE#BI O HPV B4 R M5 i 2w T
b L 7=,

II. LV AE

R — R U HREA TG E L, 20 %, 257%, 307K, 35
%, 40 7% T, 2012 4E 1% 1467 %4, 2013 4E13 1506 %4, 2014
413 1462 44, 2015 4E13 1421 44, 2016 4E13 1343 4 ThH -
7z (Table 1). MlEZBARDOERILZ L, Liquid Based Cytol-
ogy (LAKE LBC) MUNERSHRAGEY C, MBLIRIUL 7 T T $RIX
THib 7z, MBI Sure Path B ER CTHEERIC, MM
WA & HPV-DNA Aot L7z, BiZid, Sk N o pe it
ANEBE, NAMBHIC X 2 HHZ, ToRLExZ T Tnwb
OBtk cirbh:, M2 e, KFREBRA
S & RIS R £ v 7 — N ORI I T b
72, HPV-DNA #iftid, 2012 4E & 2013 4E1%, 7>~ 7)) 2
7HPV (¥ o - ¥4 75 A7 4927 24 T, ~"4)
22 HPV 16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58,
59 B LU 68 B 13T OAF MDY, 2014 4EH B 1L TN
2 4800 Y AT A HPV (B2 - ¥4 T T I AT A4 97 A
) <, HPVe6 B b iz S/ 14 Hi¥H, /"4 ) A2 HPV
e 16 B - 18 BL & Z o fiiod HPV B (12 FH) (2400) THe
EEN . AT ST HPV Btk 85 4T - 7-.

—J, 2014 0 20 KMZZZH L 33 4, 2015 4FE1% 32
4T, 2014 4 CERL64EEF ) @ HPV 7 7 F 35
1% 85% (178/209), 2015 fFJE (L 7 4 F ) 13 92%

(214/233) TH o7z, MEBHERIEIXRELRA YT T AT LI|2H
=19 72,

1. #% 2

1. BRBZLEROHRE - FXBIFHE

W23 2 M - EERICA D &, 20 % Tld, 2011
4E & HPV BRI 2 Bia L 72 2012 46T, 8.6% (LLF, /b
BE—E THER) » 5 19.1% LG8 L7225, ok
TL, 2016 4£ T3 11.2% TdH - 7= (Table 1, Fig.1). 25
TIE, 2011 413 21.6% Tdh - 7225, 2012 413 31.9% & 1Y
M, 2016 4E 1% 23.0% Tdh - 72. 30 4 TId, 2011 4E13 23.4%
THo7l2h%, 2012 4£13 34.7% L 84N, 2016 413 36.1% T
ol 35T, 2011 4E13 254% Tdh - 7245, 2012 4
132 44.0% L BIIN L, 2016 4E 1% 40.2% Th - 72. 40i% Tld,
2011 4E 13 32.7% T, 2012 413 36.7% & BN, 2016 4£ 13
49.0% Td - 7z. AFEERIPFHZZFIT, 20114513 23.9% T,
2012 413 33.8%, 2016 4E 1% 33.6% TdH - 72.

2. FHAIMIRZEBERDHER

54 0 ASC-US UL E ol b tEas i, 20T, 2012
413 5.8%, HPV 7 7 F »HARER O 2014 4F & 2015 4F 1%
7.9% & 0% T, 2016 413 7.1% Td - 7= (Table 2, Fig. 2).
54 DOFIIE 6.0% Th o 72, 25 TIE, 2013 4EA51.5%
LKL, 2014 4E259.2% LB <, L 55% TH 72 30
TIE, 2014 4E7253.6% LK<, 2016 425 6.5% L B <,
Y3 4.9% Tho72. 35 TIE, 2013 4AH33.3% &% <,
2016 4EAS8.4% L <, FIE5.7% TH - 72, 40T,
20124EA51.7% LK<, 20134EA75.2% & i <, P13 3.4%
Thol:. BEEOFHHEEFIZ, 43%595 56%T, &
ROFI1E 4.9% DML BEETH - 72,

3. FEF HPV MR DR

54E [0 HPV BPEsR1Z, 20 7% Tid, 2015 40 3.1%HME

O
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Fig. 1 Rate of cervical screening by age (%)
This shows the increasing rates of cervical cancer screening from 2012 to 2016 with the HPV test
and from 2009 to 2011 without the HPV test.
Table2  Positive rate of cytodiagnosis by age (%)
20 yo 25y0 30yo 35y0 40 yo total Cand.*!
2012 58 (3) 85 (7) 51 (5 75 (11) 17 (2) 5.6 (28) 497
2013 93 (4) 15 (1) 41 4 33 (4) 52 (8) 44 (21) 480
2014 79 3) 92 () 36 (3) 41 (5) 41 (6) 51 (21) 448
2015 0(0) 44 (3) 53 () 55 (7)) 39 (6) 44 (21) 478
2016 71 (2) 40 (2) 65 (6) 84 (9 23 (4) 51 (23) 451
Positive : Positive means ASC-US or worse on cytological findings.
In 2014 and 2015, the rate of positive results was low among women aged 20
years from the HPV vaccination period.
Parenthesis : numbers of positive cases.
*1 Cand. : Candidates/number of subjects
(%)
10
5
0 ¥0
2012 2013 2014 2015 2016
Fig.2  Positive rate of cytodiagnosis by age (%)

In 2015, the positive rate of cytodiagnosis was 0% at age of 20 years from the HPV vaccina-

tion period and emphasized by showing the positive rate in numbers.
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Table 3  Positive Rate of HPV test by age (%)
20 yo 25y0 30yo 35y0 40 yo total Cand.*!
2012 96 (4) 17.1 (14) 7.1 (5) 75 (9 7.7 (8) 9.3 (40) 497
2013 163 (7) 194 (13) 14.4 (14) 11.4 (14) 5.9 (10) 11.8 (58) 480
2014 1.1 (4) 108 (8 75 (6) 58 (7) 42 (6) 79 (31) 448
2015 3.1 (1 6.1 (4) 32 (3 79 (1) 46 (7)) 53 (26) 478
2016 7.1 (2) 10.0 (5) 9.7 (9) 121 (12) 75 (13) 9.3 (41) 451
*1 Cand. : Candidates
(%)
20
15
——20yo
——25yo0
10 ¥ 9.6 7 O 30)’0
\ 35y0
\\ 7.1 +40y0
5 %’4 :
\
3
0
2012 2013 2014 2015 2016
Fig. 3  positive rate of HPV test by age (%)

This graph shows the lowest positive rate of HPV test in 20 years old subjects from the HPV vaccination

period in 2015.

<, 2013 4ED 16.3%AH <, FIT94% Th -7 (Table
3, Fig.3). HPV 7 7 F v B4R o 2015 413 3.1% T,
SRR OPTH RIKOBEERTH - 72, 25T, 2015
EAT6.1% LK<, 2013 4EAH719.4% L&, FI 12.6% T
Btz 30 TIE, 20154E473.2% LK<, 20134E7514.4%
LEd, P 83%TH o7z 35 TIE, 2014 4EA55.8% &
K<, 2016 4ED5 121 % L 85, FH89I% TH -7z, 40k
T, 2014 4EA%4.2% LK< 2012 4EDY 7.7% L <, F
44%TH - 7.

ZAEFE DY HPV Btk 1X 5.2% 20 5 11.8% T, &fkD
I 8.7% TdH o 72, W TIE 25 s —FF v HPV By
MWRTH - 7.

4. MREEZHEROAR

M Bt IE XL 2 #5538 ASCUS DLk & L7z, il
ZHIE TORBERIEGNI D SN o 72, 54EM T ASC-
US &, Bl 110 B 47 51 (42.7%), K\ T LSIL %% 35
%1 (31.8%), HSIL 15 %1 (13.6%), ASC-H 8%l (7.2%),
AGC 56l (45%) TdH-7z (Table 4). ASC-US H5&Bio

Table4 Details of positive cytodiagnosis
2012 2013 2014 2015 2016
ASC-US 13 8 2 11 13
ASC-H 2 0 2 3 1
LSIL 8 8 11 2 6
HSIL 1 4 3
AGC 1 3 1 0
total 24 21 21 21 23
(%) 4.8% 4.4% 4.6% 4.4% 51%
0 (497)*1  (480) (448) (478) (451)

*1 : Parenthesis : number of candidates screened for cervical can-
cer each year.

HPV BERR 1% 40.9% T - 7-.

5. HPV BB MG D AR

2014 4EFE A SR L 72 HPV BUHIE (3232 4800 ¥ A 7
LHPV, Oy o - ¥4 757 A5 4 v 7 A%t) Tl&, HPV
16 &, HPV 18 i1 & =1 Dbk o> HPV 12 FHIZ401) T, 2016
HEF T 3ERM, B 85 Bl oW THRE L7z (Fig.4).
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B HPV16 [ 16+ other types HPV18
M 18+other types M Other 12HPV types
Fig.4 Distribution of HPV types (n=85, 2014-2016)
The HPV test was performed from 2014 to 2016 with the
COBAS 4800 system HPV Test.

Table 6 Distribution of cytodiagnosis in positive HPV casses by
age

Table 5  Distribution of HPV types in positive HPV casses by age

20yo 25y0 30yo 35yo 40yo  total

HPV16 1 2>4 3>5 1 3>4 10
16 + other types 0 2 2 0 1 5
HPV18 0 1 0 3> 5 0 4
18 + other types 0 0 0 2 0 2
other 12 types 3 11 11 22 17 64

total 4 16 16 28 21 85

20 yo 25yo0 30 yo 35yo0 40 yo total

NILM 3 10 13 12 12 50

AGC 0 0 0 1 0

ASC-US 0 2 0 5 2 9

LSIL 1 2 1 3 2 9

ASC-H 0 0 0 2 2 4

HSIL 0 2 2 5 3 12
total 4 16 16 28 21 85

(n=85,2014-2016)
ASC-H and HSIL were predominant at the age of 35 and 40 years.

HPV 16 #lix 10 61 (12%), 16 &l & Z DR AL 5 Bl
(6%), HPV 18 #IZ 4 5 (5%), 18 &l & ZDMhDRAIZ 2
Bl (2%), €0t HPV #1d 64 I (75%) Td -7z (Table 5).

6. HPV 77 F LB EATO HPV &

20 % M2 @ HPV B PE % 1%, 2014 4E 1 33 v 4 91
(12.1%) o HPV [tk % 52%, HPV 16 #1316, Z oo
HPV B33 1T - 72, 2015 413 32 i, 161 (3.1%)
@ HPV Btk T, Zoftho HPV #ITH - 72,

7. 85fM HPV BB DAER

HPV 16 #1%> HPV 18 i, 4Fifn& & b IZkk& 2583
BEEIZED 51T, HPV 18 BIIZ oW T, 35T,
17.9% (5/28) & & d-72. HPV 16 - 18 BILSt D Z Dl
HPV G YEE A%, &4EME T, 8 75%H#E 2 G0 T
(Table 5). 4Fih & MILZW & OBERTIZ, 35 & 40 DS
ASC-H & HSIL ® 75% (12/16) % 5% T\>7= (Table 6).

(n=85, 2014-2016)
The other 12 HPV types are predominant in each age group.

MM W & HPV ¥ 4 7 & OfRi%, ASC-H Tix, HPV 16
X HPV 18 #2575% (3/4) TH 7275, HSIL TIZZD
o> HPV % 4 72575% (9/12) T, HPV 16 #A25% (3/
12) THotz (RITRET).

Iv. £ =

FAET T 2012 4E 2 & T 5 SHAS A DATBURZ 1 HPV
PR 7 — R U HM0 % 5 » ERTHCEAL T, $
WCHEREO TEFNARSZZEON e B LT
7o AER, PEFRGSE AHIAE 0 2011 4F & 3B A 5 4% 0 2016
ELILIEL T, 20T 1345, 25/ T 1145 30T 15
%, 35T L6144, 40T 155 L ZBERDN EE D7,
T GAER AR DI TIZH 10% AL OB TIZ D % 2%, 30
WL ETIE, 15/ &%) oZBRom LEEALNT. —
7. 20 7%, 25 i Tl BRoOM RO SN b o0, B
FENIHIETIZZR L, TOERITHT 22K Lok
DOLRIPLETH L LEEZ SN

HPV B HME % 00 72 2012 4E 8 LIBE D MGE 25 3 H
10% 8 L 72 F g, 45—, MRy — 8 v 5 mifi & v
) ZEDIED, FTTHEYA FHS50ERE, HiR~D4F 4 [
WL 2ZBBRL L, MBAREIHLT, D
W 5% R L7 FANGEI2SA /@ R e E 2 S
N5, FI230 D LOERNIC BT 2 2B O,
Social Network System (SNS) 7 &, Hisic B 54 »
THHRESHI L B R R E g S /e,

ASC-US DL E%& Btk & 3 % 4B O MR btk 3 & & %
&, AR O 4.9% T, KAEE T ORI R
RO Do 72h, 40 T 3.4% & Bt ML W E A
D, 40 LI O B AR R B O Z BRI O W ORI E 5
ZHbDLEZ LN

T, HPV 7 7 F YRR TH % 2015 40 20
ROMNLL RN 7 <, HPV R 1B T(3.1%),
Z Do HPV BITdH - 72, 2014 4ETid, HPV Bitkid 4 41
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(11.1%) T, 2095 H 3FIAZ Do HPV T, 162
HPV 16 M Tdh - 7243, Z® HPV 16 Bk 1Z, HPV 7
IFUHEMEZT TRz EAHIHLTWS, Uy
FUBMRHRLEZ TIVHERTH L. o 2FEMITLEHE
PINCH 7 7 F o ERIEE <, 80~90% L oo gefli=k 2 52
OB T H o7z, FAEH T, 2015 EEDOT 7 F V#
P2 92% & 2014 4EED T 7 F D HRRS% L ) b <,
COENDPELLEBBEICEEL L2000 Ltk

FARTOFEEBA T T 7 F VRO, F—2
R=VRBEA L VT —TORERNIED HH, BB E T
AGEVWHBILTH 5.

AEENR O HPV B2 513, 54ERM D28, 20 %, 25
T 9.4%, 12.6% &<, 307%, 35T 8.3%, 8.9% & F
WLLTETHBY, 40 TIE 4.4% & 40 ITMIEE & Ak
B AT %2 > T {EIDSFED H 7z, HPV Btk
DEAERTE D31 8.7% T, MIEZ OB 4.9% 12 iR
95 EBERIZEW. 72720, HPVRAETHEY T, fl
THREBHEDP VD EDFRET, MBOKELEZ D
&, MifEZ X ) HPV A2 0EH L2 TH S AMS
BAZN) == TV BRPOLEDOLNLIWZATH
%. ASC-USJERITO HPV BptE#1% 40.9% T, XL AF ¥
AT L TO ASC-US Ok, HPV BtEsR 50% LLFTH 1,
MRS RE L LTIz YRRk EEx ohi.

2014 4EEED SR L7252 4800 3 A 5 A HPVIZ X %
85 Bl HPV MiAE D IR TIZ, # 25% 12 HPV 16 & - 18 Y
DAY A7 HPV Rl ZBDTH Y, Thid, thoHiEEo
HPV #5545 &l L T 721420,

85 BIOFAAE KA, MifEFETIE, ASC-H % HSIL i,
AT 70 B L BMEE D 5 < e DD 2 HSRT2D5,
e L HICHPV 16 - ISR OBENEL b 2 Lidk
{, &LA, Zofo HPV #7s, ASC-H % B CTHIES
BWv. 2o ki, TESEDSAMBETOHPV I LD AR
ZETOHOHPVRGADENTH D Z EDIED, R TOR
MELT, WRLDOHEIZH S L H 12, HPV 16 - 18 HlC
W<, VA RTH D HPV 52 HOLEAERTFAL D) A 7 &
LTI AT, HBRI B EE |2 HPV 58 75, BIRRIRZE
ICRDOLNLZERELEBLTVZDONE L\,

TESEAN AL T OWMIE R ZZHREIZOWTIE, 4
D 5T L DITBIRZ OREED DO SRS,
FNTIE, SHOFHREFIE, ML - HPV #id &
bICEEOAIE, 3 EHROMIEE BMMRAE L D, 3 HE%
WCHNE R B & IR L 2236, £ o 2 8%, B, 5
EROIR 7 —RURBEZ T LI LB EHILT
W5, A3 EPIRIE 2 T L ORI X B T ESDS AW
EDLTFETH L. BRETOFETORE Y AT 4

1, HWKMEE NS E L HPV AR M & 2 h Dbt
DIEEROERICE, kA O 1ET L OMEZIZ L 5T
FHEBAMB 21T - TV A, 2009 45 5 HPV Mg i i
F M L2 BRE T, MlLE - HPV REREO Y
&, Wi HREZ 3~5 FEICIEEEE LT, T2
255 65 K E TR RERMIZTED E LTS, KA
DT EEHBAMB DT A K4 2 TiE, 21D S 65 %
TOEMZT MBI RERE LT, 3ETLOMIBICL S
Wiz & 30 Ll E 65T ToORNLEIF, JET MBS
PdHBHVIEIHPVREZ A TIIESET L OMB 21T
TLHRAT VI ELTHRLTWEE5, HPV #its % fif
WA SBIET BRI OVTIZEMDOHH E A TH DI,
PR W B AAAE h OAAE R L O BLR &, HPV 12D W T Ol
DEMEEZ D E, 207050 HPV MATHIZLE L Z
ZAON5. HEROITHRZ TIE, 20 EZagE LT,
1~24EDOKRBEET, MZOERKERIIFESNRTVER
v, 5, HPVREGH FESrARZ O 7 — ¥ £ftx
b o T IFICHE WIEEE OSSO L L w ) HEh S
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Abstract

Objective : To present the five-year preliminary results of combina-
tion screening that included the human papillomavirus (HPV) DNA test
and cytology started by Usa city in the 2012 fiscal year to improve cervi-
cal cancer screening rates among young women.

Study Design : This screening was performed in candidates aged 20
to 40 years. We investigated the screening rate, positive rate of high-
risk HPV, and results of cytodiagnosis including the 20-year old candi-
dates of HPV vaccinated in 2014 and 2015.

Results : The screening rate was 33.6% with the HPV test in 2016.
The highest screening rate among women aged 40 years was 49.0% in
2016. The total positive rate of high-risk HPV was 8.7% : the rate of
positive results on cytodiagnosis, defined as atypical squamous cells of
undetermined significance (ASC-US) or worse on cytological findings,
was 4.9%. The rate of positive results was 0% among women aged 20
years from the HPV vaccination period.

Conclusion : The positive rate of high-risk HPV was higher than that
of cytodiagnosis, suggesting that the HPV DNA test can supplement
cytodiagnosis in cervical cancer screening. HPV vaccination might con-

tribute to the decrease in positive result rates on cytodiagnosis.
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Photo. 1  Aspiration biopsy cytology image (A : Papanicolaou
staining, x 40, B : Giemsa staining, x 40).
A large number of histiocytes and mature lymphocytes
are observed. There are no epithelial cells in the speci-
men.

Photo.3  Imprint cytology image (A : Papanicolaou staining, x 40,
B : Giemsa staining, % 40).
A and B show monotonous lymphoid cells slightly
larger than mature lymphocytes.

7o, EHTHESBOLEFRD ) Y 8EIERA D > 7272
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T E LD o7272010, EH VIR AT S Nz 7
iR & 0 REAIIES, MUEREZ 21T - 7.
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Photo.2  Aspiration biopsy cytology image (A : Papanicolaou
staining, % 100, B : Giemsa staining, % 100).
Higher magnification of Photo. 1 shows small mature
lymphocytes without atypia.

A B

Photo.4  Imprint cytology image (A : Papanicolaou staining, X
100, B : Giemsa staining, % 100).
Higher magnification of Photo. 3 demonstrates monoto-
nous lymphoid cells with cleaved nuclei and distinct
nucleoli which suggest the possibility of centrocyte-like
cells.
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Photo. 5 Histological finding of resected parotid gland (HE
staining) .
Blue arrow indicates lymphoepithelial lesion (A, x20).
Centrocyte-like cells and neoplastic plasma cells (C, x
100) are observed (B, X100).
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Photo. 6 Immunostained image of the resected parotid gland
(Immunohistochemical staining).
Neoplastic plasma cells are positive for kappa-chain (A,
% 40), and negative for lambda-chain (B, x40).
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Photo. 7  Histological findings of the resected parotid gland (HE
staining, * 10).
A large area consisting of histiocytic accumulation is
observed.

AR TUE SR PE G S THARERAS S-100 BH ISR TH
D, MEREEBGRD ASNARD 72728 LCH & HLH I3 45E
MTho 7z RAEMNELEAMBRERREIEA ST,
malignant histiocytosis b I EM TH-72. ~r7ar7u7)
VIMEAA HNF, CLCRLELZ: EDAR L NIz7281) %
TEEMNEEY ¥ 8IE D HENTH - 72. SHMLIE 10~20 7%
RIZIFFE L, FEER ETIMERE N 2 £ vy, SR gt CHLER
ERAS S-100 EH BT E 72 A, SHML EEMEY) » o3 E L o
OB D G EI N TV B0 2 zxt LA TR T
RS CIE 2 <, S100EHOBEMTH 72720 %D

WHREEIZGRER TH 57223, DX, SROMER T
5 N7 % B OMMERERO MBUIMEE S RN 20T
HolzEzZHNh.

V. #& B3
ORIk O M &2 L) k) > S CULXHLER 2 iR
GEMERT AL, YY) UNERrEETAI L

HWEEZ % 2R D 5. T DO IR R %2 I 721E
BEROBISEPLETH 5.

FH O IR T RS FRRACIRERZ S D TEA.
ARG DR 135 58 10 H AR ML - XIS (2017 4E 5 7 27
H, KB 12ToELL.

Abstract

Background : MALT (mucosa associated lymphoid tissue) lympho-

mas develop not only in the lymph nodes but also in the extranodal
organs. We report herein on a case of MALT lymphoma the diagnosis
of which was difficult because of the coexistence of a large number of
histiocytes.

Case : A man in his seventies visited our medical center because of
swelling of the left parotid gland and left cervical lymph nodes. We sus-
pected sinus histiocytosis of the parotid gland based on the results of
aspiration biopsy cytology. Magnetic resonance imaging could not how-
ever rule out malignant lymphoma, so a left parotidectomy was per-
formed to make a definitive diagnosis. Imprint cytology of the parotid
gland showed centrocyte-like cells (CLCs) slightly larger than mature
lymphocytes and a large number of histiocytes. The histological find-
ings revealed three areas. 1) An area mainly consisting of CLCs ; 2) An
area consisting of neoplastic plasma cells which were positive for
kappa-chain, and negative for lambda-chain ; and 3) An area mainly
consisting of histiocytes.

Conclusion : If a large number of histiocytes intermingles with CLCs,
it may become difficult to make a diagnosis of MALT lymphoma. In
order to make a definitive diagnosis of MALT lymphoma, careful con-
sideration is necessary not only cytologically and histologically but also
clinically.
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a

Photo.1 CTimage (a) and MRI (b) show-
ing a mass in the upper pole of the
right kidney (arrow).
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BRI G2 ML EH 2 b,

FAiAAARL - MR IEES IR L & &G U272
AR, AR 58 4 » ABICABRIBM 2S5 S h
7o, WIRPAT R CIEE LIS, B ST 5 X912
41x 31 mm KO ER G OFEHHIH H N7z (Photo. 5). i
OIS, &Y X B EMEDHET, EEERE LB
BAFTHDARTH o7z MERFIIIE, AR DS RS
LR T FIAT R o0 J 955 A e 7 V4 JPi A 33 R L BEUIR B 5 2 T I L
DOOMAE L, NEMERHEE BN OETAA LR
7o, i, MEREEBEOANEY T Yk ERD7z. E

Bk, 2 RIFLBUKE AN & 220 S i
V. #E =
FLBELIR MG (X A D) 15% 12 A B, M
TURF ARG (SR THIE DO B TH V. TSI
D FARIE & M B O FFE A S PRS2 1AL & 2 RIS
WMEIN D, 1 ANSIESEHIAL A3/ N 7 7K TRl B

v
Mk, BREANZZLL, Shbhvbhasiek L7z 2 BILIE
BN AR AL = AR R R X I e, A% RS EET
BOBERBLS A SN D &SNS, BEMEIAS i
DR, ~NEYVTF) VikEERED LY,
FLBCIRE MR HE O MR (% & s L 72 k<, Tk
ko 7 PR S IE BRI NE A3 S — NIRZ © FLECIRSE S
THHEL, MIEE < BRCR, e L S FME CR
1, WM MAZ 30, 7 a~F 2SR 2 S JRCIR
THAHERHLENT VB9, Granter 571%, KM &
MBLEN ONE DT VKDY, FLEREHIRE % 2
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Photo. 2 Cytological findings.
a : Tumor cells scattered along with hemosiderin-laden phagocytic cells in a bloody background (Papanicolaou staining, X 20).
b : Tumor cells forming a papillary cluster with a fibrovascular core (Papanicolaou staining, x 10).
¢ : Columnar tumor cells are seen in the stroma (Papanicolaou staining, X 60).
d : Foam cells (arrows) are seen in the stroma (Giemsa staining, x 10).
e

: Tumor cells containing hemosiderin granules (Papanicolaou staining, X 60).
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b

Photo. 3  Histological findings of biopsy specimens.
Tumor cells forming papillary structures with a fibro-
vascular core. Foam cells are found within the papillary
core (Hematoxylin-Eosin staining, a, * 20, b X 60).

55 2Th o bIBERSIEAT R TH 5 LiBNTU
%.

ABITH, NETTY CEAEMNEE M 7T S
BN ATHAEE 2> & FLBUIRESH THBLL, TESHINE I A
W WKL A b 7)) — iR, BIZME, 2
O~ F AIBGERCR, NCHHBE R NMAS AR S, )
BENTVBITREAHT 5. FLEIREN TR, MEIHE
KRB DEFES A SN, TEEMOMENICONEY T
) Y EEZ NG ERBER D 5, Granter 5%k
RBEERREORH VIR LN TS, EROZKT
1, MIZETED AR SN2 2 & R RAIRR R o2 &
A5 HE R EER T, B E RS o R TE R
Mo 728, ALK O B I L & G b TR EERTL S
MR L7z R, Al o Mt Rk 2 KL T8
0, 2 BZLEIRE RN ORI 2 Mg <d 5 &Hlrs

Photo. 4

Immunohistochemical findings.

The tumor cells showed partial positive staining for
cytokeratin 7 (a, X20) and clear positive staining for
CD10 (b, xX20), amethylacyl CoA racemase (P503S)
(c, X20).
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Photo. 5 Macroscopic findings of the right kidney containing the
41 X 31 mm yellowish-brown tumor.

%2 ENTE 2 MAFREMILNE I 7 L — FAEwn
CENRLZVEENTVEH?Y, G2H 5 G3REDIEIEH B
LEZBN, RBIO X ) IS G2 Y & iV
A, VN O E o 4E 5 R BE S o Ml B~ E
DT VR E o Ml AR A R L, A
B USTEVE O MR 2 XN CTH B L E 2
DY

WA D HLKRAL & D835 % R 2. FLBCIR B
(&, BYEIESCH LB M TIRINEE S 2 %552 L8
BB, RENZ B THEET R CEE D 72 BRI 79 15 i
&, —RENCIRIE D B TH B 72w, MWEIXME R R TE
DI T & 278, BRI D4 2 WIS IR G IE ©
(& MRI T2 5B CTIRE T 2R T 720, HEZROAT
FLECIRE MR & DSBS HEE 7 2 & 53 59, MlpT
T, WREGMIRL o MBLSIN A, #5SRIE O M < M5
Wz R D B T 589, BEHE T - L HHED
VIR R AL R LR BRI R R AT A L
5, B{EHRATENDTEETH 250 0% . Mg LT
EREAMEICZ L, RUIClaikiRo B E 2 Mg E b b,
BT FIE CTHBE 2B /IMEZ R 5. U L CRLEEIRER
MR T LRSI L, BRRoOME Th b 2 &
R E 2B, TOEDIT, FLBLIREINNE (35 S
EDOENHFIEE 25 2 L 03H L. ML R I E555%
HFLIIRESL TO MBI A SN A, ME T HIR TR
Fog lehses &, BIIRAEL, 7 a~F VSRR IRCR, &
IMEDSHRE T B & L 10D 5T R oS & Wi ST
WA, FLEIREMINE L @i b £ <, MilRZoaT
DEINIHEE L SN TVB, Lal, HEEHIIhe
MBATH Y, BHNmEO 1%MBE D%, EBHERD

FALIZIEZES DI wEERDbR, BEICITEEIC R 5 0%
b, RIEMBALFEWIE, FLEREHIE 1 CD1o,
amethylacyl CoA racemase (AMACR : P503S) 3Bt C&
D, EEERICNOPBEUTHLLVHIEVDDD.

AR, BHEE T A IREE O L LT, B
b7 Eofi/N Az o0H ), WM ERET HIH
2o THFRTRBIMIA L D EEE L 2o TWnh. WL, il
BRACTHMNEE L2, SR EES M2 4T > T
P OWEE SR RO D 2 EITEH RN TH S LT
W5, EIEEAMREAT o 22 EE, MR W R &
IR RARORR, F IR O AR SN S
EVIH RN D L. T E TIXEIEL OMIE % A& 545
RIFFEAE L7208, Rkl & o TESHIM 2 T <
LEZ LN, Hic OBEEOMILGZ IR L TB L LER
5. R R B X W GR A T OBWIDR S % 72
W, ENPUNOBEEESEMEINLIBEENLVEEZD
M, B 7 H IS o B FLEEIR R B s o i
MMz L TBL CEREETHHEERD.

V. ¥ & &

2 RIFLBREINE D 1 Bl 2R L 72, BWRONEY T
D CEEMIE, 74 7Y — VAR CERAIROMIBE 2 b
DEEEHHL O FLBARE IR LI ERIC A B N 2 1 kM o
ik, BIOESGMBEANOANETY 7 VLA, 2850
SHARE M 2 2 T & 2 HELMBERTH 5.

FHOIE, RRTNSHRMORERDH ) TLEA.
ARG O IEH 58 | H AR A A A WAL (2017 455
H. KB i2THERL.

Abstract

Background : Papillary renal cell carcinoma (PRCC) is the most
frequent histopathological variant of renal cell carcinoma, after clear
cell renal cell carcinoma, however, there are few reports of its cytologi-
cal characteristics. Herein, we present a case of type 2 PRCC, with a
comparison of its cytological versus histopathological features.

Case : The patient was an 80-year-old man with a tumor in the upper
pole of the right kidney. CT-guided core needle biopsy was performed
for histopathological diagnosis, and washing of the cells left at the nee-
dle tip after biopsy were submitted as the cytological specimen. The
wash cytology revealed hemosiderin-laden phagocytic cells and numer-
ous tumor cells forming papillary clusters. The tumor cells were colum-
nar and contained granular cytoplasm and round nuclei with prominent
nucleoli and fine granular chromatin. Foam cells were found in the

stroma. Histopathological examination of the specimens obtained by
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the core needle biopsy and surgical resection showed that the tumor

was composed of cells forming papillary structures with a stroma of

vascular connective tissue. The tumor cells were also columnar and

contained eosinophilic granular cytoplasm, and there were collections

of foam cells in the stroma. We diagnosed the tumor as PRCC, type 2.

Conclusion : Papillary clusters, granular cytoplasm, hemosiderin-

laden phagocytic cells, and foam cells in the stroma comprise the char-

acteristic cytological features of PRCC, type 2.
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E #

% clear cell variant of solid pseudopapillary neoplasm @ 1 {4l

wH B WA T
B
i o VLI A RS IR L A5 5 X 0 RS o e BEAF SRR AR ) g BES WAL

AKH AR HHT JERY

&= : solid pseudopapillary neoplasm (LLF, SPN) (21X clear cell variant (LA, CCV-SPN) 23ffE9 %
B, FOMBBIEREANESZ MG L2mSUIBR O NS, Slbivbiug, RO 16288 L 20T, M
fafgds L OEHRBIZOVWTE L, HTOLMNELEZTT- 7.

FEF] B 38 5%, B BRI IEE £ R0, ME NS TR (B, EUSFNA) 2%
T30, Mg Tid, Mgt AR, HIBRIR 7 1< F > % 588 2 /N o JE 3550 2348
SERAEYE R /ANMERI TEHGRD Sz, W RRNER R R RLBUIREE R b A S, SPN % 5E- 72, fiEAR o
getts C, JEEANIEIE f-catenin OB ERT % 72, CD10, vimentin 23B51E, trypsin 25 TdH 1), CCV-SPN
L@,

FEEm o EE I SPN X EFIAHK 9 B E 5 528, i S TWwD CCV-SPN BB 5% o Tw
7o RUTHMIR FARO BEIEE T, BEEFITH SPN 2HH 0 —2I2Hh 1, BMIICHREGMEIT > THEEZK
THIENEETHA.

Key words : Solid pseudopapillary neoplasm, Clear cell variant, EUS-FNA, Imprint cytology, Case report

L U &®IC

[ solid pseudopapillary neoplasm (PLF, SPN) (& WHO
S (2010) CICEMEEEICAE SIS Z09b, B
FLUBRMEE 2R &, MBS A H 3 2 REMa 0%
RRPAFER OGN 9FLL L2 kbbb 0%
2006 412 Albores 57 clear cell variant-SPN (LU, CCV-

Cytologic features of a clear cell variant of a solid pseudopapillary
neoplasm of the pancreas in an adult male patient—A case report——

Ikuko NAGATAY, C.T, I. A. C., Ai TAKATAY, C. T, I. A. C., Atsuko
OKAMOTOV, C. T, J.S.C., Kaita IMACHI", C. T, J.S. C., Yutaka
DAIMARU!? | M. D.

DSection of Pathological Research and Laboratory, ?Department of
Pathology, JA Hiroshima General Hospital

a SCRURIEE KRG T 738-8503 JA B HT i HET 13 D3 )R
1 VLR S U7 R 2 3 S U 0 A e o BRAE JE ARk AR
%

R 304 7 A 21 Hft

SERE314E 1 H 31 H#

SPN) & LCHfisH L7220,

Al b ik EUS-FNA (endoscopic ultrasound-guided
fine-needle aspiration) TRl 2B L 720 T, ZOMIE
BE P ICHET 5.

. fE 151

BE 38, B

BRAERE, KIGRE : FacFEH L L.

WRE S LURB © BF IR0 5 & OEmE» D
D, BiEZZZL, A& - IEHNTYREE /S,
CTMATTIE, T3 o %L & BRI SRR
DZ L\ 16 mm KOIEIUEAY (Photo. 1a), EUS (endo-
scopic ultrasound) TIi&, WHBIZAHKILR —FRLT I —H
WoH 5 13mm KOJER A (Photo. 1b), MRI Tl, T1 i
A {5 TS 75, T2 SR IR Tk S5 5 DR i 25459
N7z (Photo. 2).

EUSFNA ZE itk B RLIER AT S 7z @i s
) R EHERS, TR, IREBRBIIFRD SN ko7,



#5558 % 537, 2019 4

127

Photo.1 a: Computed tomographic image
showing a well-defined low-density
mass in the head and body of the pan-
creas (arrow).b:EUSrevealsa
rounded mass of about 13 mm in diam-
eter with multiple calcification without
any cystic component.

HWHEHRISPN & [AARDIY s S 7z, ALAREATH T,
246 7 HFEBBIE L TV 2205, HFHOIRMBITEED 5Nz,

m. MEMRE

EUS-FNA Tid, 752 /N PRI A3 9857 §icE P
R/NEM, BT RURERE HUL & B A BRLY TR S h
7z, —RIIIBILERER A Sz, EEMEO K X 8
PR EROR 2 15, A IE A58 bz, iR
TEME, B3, Bod Uh, kIR o< 5 >,
INRVBAMEDR R SN Tz B RBEIRO N Lo T
(Photo.3). VlEX Y, SPN Zsktbi/:.

NEER A T, AMRESIFERICEETH 7. i
Bl L RS L 7 KBAEBR R I e E T 5B L,
NaDAEEVEDRE S A H T o 72, WTRU/NERZ AT 5 A5k
Big b 2 8GR 7z, BAFIRERIDEA LN M

Photo.2 MRI. a : T1-weighted MRI showing
the tumor with low signal intensity in
the head and body of the pancreas
(arrow). b : The tumor is seen as hav-
ing slightly high signal intensity on
T2-weighted imaging (arrow).

Jag 32524 L, dEEE T h, iRk 7 o
< F R /NEIBIME SRS & 72 (Photo. 4).

T ANERIE, 3 — W3t TT A4 b GIFYelt, Papani-
colaou L TER SN, XA 7Y YTV K - FAPFLMT
Byt HE 30 CIKfh, PAS 3eta 25k,  al-anti-trypsin
M2 7R L7z (Photo. 5).

IV. #EFHrRR

EUS-FNA &, #HfkDZMED 52 - 7275, #Milg# T SPN
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a a b
Photo. 3  Cytological findings of the tumor in EUS-FNA smears. Photo. 4  Imprint cytology findings. a : Vacuolated neoplastic

a : Branching papillary-like fronds are observed, com-

posed of central fibrovascular cores with attached small
uniform tumor cells and single cells (Papanicolaou
(Pap.) staining, x10).b : Small-sized neoplastic cells
can be seen arranged as pseudo-rosettes with hyaline
globules, vacuolated cytoplasm, eccentric nuclei, and
nuclear grooves (Pap. staining, X 40).

d e

Photo. 5

cells arranged in loosely cohesive clusters and singly
(Pap. staining, % 10). b : Fibrovascular cores, pseudo-
rosettes and hyaline globules can be seen (Pap. stain-
ing, x40).

f

Hyaline globules are periodic acid-Schiff (PAS) positive and contain al-anti-trypsin (arrow)

(a : Shorr staining, %60, b : Pap. Staining, * 60, ¢ : May-Griinwald-Giemsa (MGG) staining,
% 60, d : HE staining, X 60, e : PAS staining, x 60, f : al-anti-trypsin, X 60).
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VEEb N7, RIEG A 1T - 72, CD10, vimentin,
al-anti-chymotrypsin 2%F 7, AE1/AE3 %34T SPN 127
JE X% h o7z

a 1

Photo. 6 Macroscopic findings. a : The cut surface of the tumor
(arrow). b : Fine sections of the formalin-fixed speci-
mens show a demarcated and un-capsulated gray-white
and firm mass. No cystic component can be seen
(arrow).

C

FIEEARTIE, BIBAEICIERE 13 mm, JEPH OB &
DB FEAS LI BT 722 K B FE TV O BEIE 257860 & 7z
(Photo. 6).

FURR AT, BRI AR I 2 K &, JESGHE A/ i
BIXXUON7-BIRMEE 2R L, BEMEMELEL T
7o, BRI R P D BERLRE A~ DR 3A b Sz, 1BFLTEM
EIERD ONL o Tz JEEII R & 2 2 855 &
ML N 22l %2 A3 2 RITMI A & 72 2555, & DSIRAE
L7288 25750, RBMIIZIES ® 9 MM L2 HodTwn
7z (Photo. 7). 7z, BEMEMIZHEE OREHHIC X 2 kI
ZALTH A5 TALmm, Ak, 0, (a0 El
DD b7z

Yt Tld, CD10, vimentin, PgR 2%, p-catenin
DA% - MR gt A 2 L, AE1/AE3, trypsin, ER 2%
Bk, e-cadherin 2% - Ml & & 12FaE: T - 72 (Photo.
8ad). UilXD, CCV-SPN &Blrah.

V. =

SPN IZEERE D 1~3% % 502, BEKRERICHFFE L2,
20~40 JRACICE <Y, 9EID & SN B1D . £ IHHE

d

Photo.7  Microscopic findings. a : The tumor is un-capsulated and is composed almost exclusively of

clear cells (HE staining, X 2).b : Neoplastic infiltration into adjacent normal pancreas can be
identified (HE staining, % 10). ¢ : Tumor cells are separated by thin-walled vessels (HE stain-
ing, x20).d : Tumor cells are observed with multiple cytoplasmic vacuoles of different sizes

(HE staining, X 60).
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a CDI10

c PgR d

3 —catenin

vimentin

e mitochondria

Photo. 8 Immunohistochemistry shows positive staining for CD10, vimentin, PgR, mitochondria and

nuclear accumulation of f-catenin (a-d : X 60, e : x100).

PER 2 A L, FoE L i - B0 0 #IIRZE LR 41K
b7 & O RZEALDHEBNTH 5279, JESIE 6~8 cm
BEOKEX %D OHNE Y. SEEI MRS RIHAMAHES L,
TURINZEALZ K L NS TR SPN 8B Do TV A,

Table 1 I b D#EE L7z CCV-SPN @ 1 6 &, Wik
L %272 CCV-SPN 12 '~ %2 7R L7z, i b BBRGE WV R,
CCV-SPN DUF54E i « BALIZMH R SPN & #2437 WS,
BRI PEBEZ DL ETH AL, EHEERLLETDH
5 A%, CCV-SPN (213 PEAEA R W REMED D 5. T 72, M
RISPN X ) b JEBEFEAVNES , WIRIIC R L E D
BVIEBIASAR SN D, BRI ME S, FEEORERIE
BYICZ RO OND. bbb OREFIT BB ClEEE
AVNE L, PSR R L % B ) TEEMENES TH -
72, ZRNIZDOWT, SPN D3R X OSBRI IZ Ltk A v £
VHERT A EVDNTWAI, F72 SPN O
REVEREICL L, BEOALRMRICIYERINS. &
D ENS, BRIV E V2 7\ 72 D E R O B 5l
DEL, B SZEE LIS WEEZ SN TWAD,

JESAH L D% X WAEYE T~ M, TREMaRE L %
BEhsb, bRbHOEFTIZML L Oh72#A% <, B
B TH o720, AEOLRIZMIZ 1 FORTH 7. ¥
rua~<F U IFHL L, BAMKIZNE S HI 2R, RS
Fao ) Bk EESE O FLEERTICALNL. Zh

1, MRZ Tl AT L7/ MEFI R eI & L
THEEND. —J, WFERVEHIN % FLECIRRE 1% % #E R 3
L E LTCROONE. ZOE2S, /NED SN
7 NEEAIE, it Z b & LTV A2 ait s 5 L %
Z5NTW5D3 . bbb ORI T3/ & HEERICA
B OUFRVEMIL RN & 3T d 2 WML BB A2 ASRAE L T A
SN7z. 2, EH A SPN BLEC CCV-SPN 2% Z Ik
ThY, WEEESKPBIMREEL 20, MBEENTH %N
g bz JNFEPRICAE Uz 7z LSS N5, 72, Albores
5 A% CCV-SPN (3 AL B RAE 2 K { L/ L - DI,
CCV-SPN 75 # % SPN X 0 & ZIEPETH v i Bk D
M7z, BIEREESZ LW LIckbEEz 00
%. MR ISRV E OB ENL TV 5.
MNEZ OB oMM 2 BILERBEE A D175 2 i
CCV-SPN O R Iz o—Bi e b L 2 5N5b.
CCV-SPN O N Ze e D Fs AR 13w F 22 50T
Fns, MR R EXE TN, bILbNOERT
b PAS Jettfeth 2 /R L7z, SCHRIYIC S o Z2Hai, 13
BEEIRBOMER, WAL - ZW L7223 bay B 7R
Mk VbR TWABW, bbb OERIZI Fa v FY
TIWE&A, YL b3y Y 7 HuR)sEEH L oo i e & 1 5
FOROB TR 2 2 L7z, —7, M NZER 0PNz N
ERIX BRI R AS A 5 N7 Ao 72 (Photo. 8e).
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Table 1  The clinicopathologic and cytologic findings of reported cases of clear cell variant of SPN
Ag Size Cytologic findings
Case Sex Location Gross findings Reference
(§2) m) Cell arrangement Nuclei Chromatin Nucleoli Cytoplasm Degeneration  Others
1 32 F
Cy (2/3 cases), S,Tr (3/3case) CeorE, . Cy (2/3 cases),
2 32 F BT 8 Fi 1 A% Hy 1)
Hem (1/3 case) PT (1/3 case) RO Hem (1/3 case)
3 26 M
4 U U U U U PP, Sin U U U A% U 2)
5 31 F H 5.2 Cy, S PP.S U U U Eo (papillary area), V (solid area) Cy 9)
6 58 M H 2.6 S PP (<5%),Tr U U U A% U 4)
7 22 F T 2.6 U PP, PR, Sin N Fi U A% F P, Sig 5)
. Eo (adjacent to the fibrovascular cores), '

8 27 M BT 3.6 S A, PP, S, Sin E U U . U Sig

V (aggregates and singly) 3)

. . Eo (near the cores),V (aggregates and §
9 25 F BT 2 Cy, S A, PP, Sin RO Fi . Cy His
singly, away from the fibrovascular cores)

10 42 M T 1.7 U A PP, PR, S, Sin E,R Fi Sm, So Eo (partially), V F Hy, P 6,8)
11 21 M BT 10.3 U PP, PR, Sh Bl U U Eo, V Cy, Hem 7)
12 4 F BT 75  Ca,Cy,Hem PP PR, S R Fi Ab Eo (papillary area), V Cy, Hem Hy 10)
13 38 M HB 1.3 S PP PR, S,Sin E,N,RO Fi 0, Sm Eo, V Ca,Cy,F;Hem Hy Presentcase
A : aggregates ; Ab : absent ; Bl : bland ; BT : body and tail ; Ca : calcification ; Ce : centrally ; Cy : cystic ; E : eccentric ; Eo : eosinophilic ;

F : aggregate of foamy cells ; Fi : fine ; H : head ; HB : head and body ; Hem : hemorrhage ; His : histiocytes appearance ; Hy : hyaline glob-

ules ; I @ inconspicuous ; N : nuclear grooves ; O : one ; P : plasmacytoid ; PP : pseudo-papillary ; PR : pseudo-rosettes ; PT : pseudo-
tubules ; R : round : RO : round to oval ; S : solid ; Sh : Sheets ; Sig : signet ring appearance ; Sin : single ; Sm : small ; So : some ; T : tail ;

Tr : trabecular ; U : unknown ; V : vacuolated

Table 2

Immunohistological differentiation of SPN and its mimics

[-catenin

e-cadherin

CD-10 vimentin  trypsin BCL-10 CGA SYN Pan CK PAS (cytoplasm)
(nuclear) (membrane)
SPN (+) 94% (+)>80% (+)100% (—) (=) 9% (-)71% (+)27-71% (—=) 100% (=)95% ()
ACC (=) 90% (+) 60% (+/-) (+)96% (+) 82% (-)65% (—) 53% (+) (+)zymogen granules
PNET (-)100% (=) 90% (+/-)  (+/-) (=)100% (+)89% (+) 96%  (+) 96% (+)46%
MGC (+) (+) mucin
MRCC (-) (+) (+) (=) (=) (+) (+/-)  (+)glycogen and lipid

ACC : acinar cell carcinoma ; CGA : chromogranin A ; MGC : metastatic gastric carcinoma ; MRCC : metastatic renal cell carcinoma ; Pan CK :
AE1/AE3 ; PNET : pancreatic neuroendocrine tumors : SPN : solid pseudopapillary neoplasm : SYN : synaptophysin ; (References : 5, 9, 12-15)

CCV-SPN O8I Wiz, BpstiiaE (acinar cell carci-
noma, PL'F, ACC) XRFEMWIES; (pancreatic neuroen-
docrine tumors, BLF, PNET), FIEBGHINLA! S (metastatic
gastric carcinoma, PLF, MGC) X i BH 0 B 76 50 M Ao i
(metastatic rena cell carcinoma, LLF, MRCC) 23»7%%%
(Table 2). ACCI1ZHMIZ% <, MLAMIZF £ — 7 > JkL
AT BUHBRIEOME AR TH Y, FEMERS 2R
IHIRHM AR 25H 512, Zo7-%, ACC & SPN & D
FRNZ 1T trypsin 7 & DRI HLEEZR R BCLA10 12 & % 50
et SWHTH A, PNETIE T IR 0~ F ¥ D345
TdH %%, CCV-SPN & sk, EMIaMEsA SR, 7
FVER SR E N 22N 55880 SN b B 5d B, LiL,
PNET Oflila Nz faiZ gtk Td Y, CCV-SPN ©
ZHUCHAUNES C, BEIX PNET O 1 EIREEE & A 7010,
TE7 1L, synaptophysin 75 SPN @ 2 # LI 13149 ACC »
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Abstract

Background : We report herein on the cytomorphological features of
a clear cell variant of a solid pseudopapillary neoplasm in endoscopic
ultrasound-guided fine-needle aspiration cytology (EUS-FNAC) and
tumor imprint cytology.

Case ' A 38years-old Japanese man presented with abdominal pain.
He had a pancreatic tumor measuring about 13 mm. EUS-FNAC and
minimized resection were performed. In both the EUS-FNAC and
imprint cytology findings, tumor cells were observed with vacuolation,
rounded and eccentric nuclei, nuclear grooves and fine evenly distrib-
uted chromatin. On the histological findings, the tumor was mostly
composed of vacuolated clear cells with solid growth. Immunohisto-
chemistry revealed positive staining for vimentin, CD-10 (membrane
staining) and f-catenin (cytoplasm and nuclei staining) of the neoplas-
tic cells. Based on the above panel the tumor was diagnosed as a clear
cell variant of a solid pseudopapillary neoplasm (CCV-SPN).

Conclusion : We present a case of a rare tumor diagnosed as a CCV-
SPN arising in the pancreatic head and body in a young man. The
appearance of tumor cells with large, clear cytoplasmic vacuolation in
EUS-FNAC and imprint cytology findings is useful for the accurate
diagnosis of a CCV-SPN. Immunohistochemistry is necessary for diag-
nosing and distinguishing CCV-SPNs from other malignancies.
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A case of pilomatricoma with suspected malignancy diagnosed by
intraoperative rapid cytological diagnosis
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Photo. 1 A mass in front of the left ear (arrow).

Photo.3  Intraoperative rapid cytological diagnosis (Diff-Quik
staining, objective, % 10). The specimens show an
uneven distribution of atypical cells and a slightly hem-
orrhagic background. The atypical cells are isolated or
occur in 3-D clusters, and have naked nuclei.
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Photo.2 Magnetic resonance imaging
(MRI) of the anterior part of the
left ear. A mass measuring 14 mm
in diameter, with clear boundaries
(arrow).

Photo. 4  Intraoperative rapid cytological diagnosis (Diff-Quik
staining, objective, X 60). The nuclei of the basaloid
cells are round or oval, with a high N/C ratio, and the
nuclear membrane is smooth. Mild anisokaryosis with
small, but conspicuous nucleoli.
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Photo. 5 Permanent cytological diagnosis (Papanicolaou stain-
ing, objective, x10). Many basaloid cells show intus-
suscepting, overlapping nuclei. There are also a few
shadow cells and multinucleated giant cells.

a

a b

Photo. 6  Permanent cytological diagnosis (Papanicolaou stain-
ing, objective, a : X 60, b : x40). a : Clusters of small
basaloid cells with overlapping nuclei, scanty cytoplasm
and indistinct cell borders. b : A few shadow cells are
also found admixed with the basaloid cells.

4

b c

Photo.7  Permanent cytological diagnosis (Papanicolaou staining, objective, X 60).

(a) Multinucleated giant cells, (b) A few shadow cells, (c) Necrosis

(arrow).
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Photo. 8  Macroscopic findings.
Cut subcutaneous tumor surface
showing a fragile mass.
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Photo. 9  Histological findings (HE staining, objective X 4).
Pilomatricoma showing transition from basophilic cells
to shadow cells.

a b

Photo. 10 Histological findings (HE staining, objective x 40).
(a) Acidophilic cells, basophilic cells, shadow cells and
(b) multinucleated giant cells are found within the
tumor.
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Table 1 Cytological findings in 14 cases of pilomatricoma

Tumor Components Cytological diagnosis
Case Sex/Age Tumor location  size Clinical diagnosis  Basaloid Shadow Foreign bod Histological
in years gn body Initial Review diagnosis
(cm) cells cells giant cells
1 M/40 Arm (L,R) 1 Multiple +4++  +++ + + PMC PMC PMC
neurofibromatosis
2 F/15 Foream (R) 2 Cystioercosis +++ ++ ++ PMC PMC PMC
3 F/48 Forehead 1.5 Sebaceous cyst +++ A+ 4+ 0 s/0 PMC PMC PMC
Dermoid cyst
4 F/4  Infraorbital (R) 3 Sebaceous cyst +++ + ++ Adnexal tumor PMC PMC
5 M/25 Arm (L) 2 Epidermal cyst + + ++ + Benign cystic PMC PMC
lesion
6 F/35  Preauricular (R) 1 Pilomatricoma 0 + + + EIC PMC/EIC PMC
Submental (L) Calcified lymph node
7 F/22 Lumbar (L) 1.2 Sebaceous cyst + + 0 EIC PMC/EIC PMC
8 M/26 Neck (R) 3 Lipoma 0 0 0 EIC EIC PMC
Branchial cyst
9 M/61 Eyebrow (R) 1.5 Epidermal cyst 0 0 +++ EIC, paracytic EIC PMC
cyst
10 F/16 Chestwall (R) 0.5 Epidermal cyst 0 0 0 Benign cystic  Benign cystic PMC
lesion lesion
11 F/5  Preauricular (L) 1 Misarticulation + 4+ + + + + s/o PMC PMC PMC
12 M/6 Pinna (L) 1.5 Acute suppurative ++ + ++ ++ Benign adnexel PMC PMC
otitis media tumor s/o PMC
13 F/18 Nape of neck 1 Lymphadenitis + + ++ + + + PMC PMC PMC
14 M/35 Nape of neck 1.2 Lipoma + + + + + + Benign adnexel PMC PMC
tumor? PMC

PMC-Pilomatricoma, EIC-Epidermal inclusion cyst, s/o-suggestive of
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Abstract

Background : Pilomatricoma is a benign skin appendage tumor. This
tumor is frequently misdiagnosed by skin cytology as a malignant
tumor.

Case : A one-year-old girl was brought to us with a mass in front of
her left ear. Findings of MRI and fine needle aspiration cytology per-
formed at another hospital led to the suspicion of malignant lymphoma.
Subsequently, she was referred to our hospital, and surgical resection
of the tumor was performed.

Cytological diagnosis : The specimens showed an uneven distribu-
tion of atypical cells and a slightly hemorrhagic background. The atypi-
cal cells were isolated or occurred in 3-D clusters, and had naked nuclei
with indistinct cell borders, mimicking the features of basaloid cells. A
few shadow cells and multinucleated giant cells were found admixed
with the basaloid cells. Based on the findings, we made the diagnosis of
pilomatricoma.

Histological findings : The resected subcutaneous tumor was a frag-
ile mass. The tumor contained acidophilic cells, basophilic cells,
shadow cells, and multinucleated giant cells. The tumor was diagnosed
as a pilomatricoma.

Conclusion ' In a child or adolescent presenting with a cutaneous
nodular lesion, a high cell density of basaloid cells is suggestive, and

the presence of shadow cells is helpful, for making a diagnosis of

pilomatricoma.
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NOTICE TO CONTRIBUTORS

1. Authorial responsibility :

All authors of this journal including coauthors must be
members of the Japanese Society of Clinical Cytology.

2. Categories of articles published :

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

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

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

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

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

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

3. Submission style :

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

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

1) Text and writing style

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

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

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

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

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

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

A minimum resolution of 300 dpi print size is required

for printing photographs for publication.

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

(2)

3)

(4)

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

Original articles : no more than 12

Investigation reports : no more than 10

Case reports : no more than 10

Brief notes : no more than 6

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

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

Examples of Key words :

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

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

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

report)

(5) Text and page limitations

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

(6) English abstract

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

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

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

For dentists : DDS, with other degrees or qualifica-

tions abbreviated the same as for physicians.

For clinical laboratory technologists : MT ; CT ;

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

The text of the abstract should not exceed 200

words (exclusive of the title, authors' names and

affiliations), and the following headings are to be

used.

Original articles and Investigation reports : Objective,

Study Design, Results, Conclusion

Case reports - Background, Case (s), Conclusion

Review articles : headings should be selected ac-

cording to their content.

Brief notes : abstracts for brief notes should consist

of no more than 100 words and no headings are to

be used.

(7) References

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

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

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

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

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

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

sponding English title should be provided.

The text should be started on a new line.

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

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

7 ) English manuscripts

English manuscripts are to be written double-spaced on

A4 paper, and should not exceed 10 pages.

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

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

Japanese manuscript.

5. Reprints :

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

6. Review of the manuscript :

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

7. Proofreading :

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

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

8. Publishing fee :

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

9. Revision of these rules -

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

(Partial revision November 2009
(Partial revision April 2010
(Partial revision September 2010
(Partial revision March 2011
(Partial revision April 2012
(Partial revision May 2014
(Partial revision November 2014
(Partial revision December 2014
(Partial revision March 2015
(Partial revision January 2017

)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)

(Partial revision November 2018

Appendix 1. Submission of manuscripts to Acta Cytologica

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

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