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Certified Molecular Pathologist (Oral pathology), Current Status and Measures

AR Y Takuo Henmi
H AR KBS 6 BE B8R - 9 BEES W Rk
Division of Radiology and Pathology Diagnostic Services, Nippon Dental University hospital
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In 2019, the Japanese Society of Pathology (JSP) established a system to certify molecular pathologists
and molecular pathologists (oral pathology) (hereinafter collectively referred to as molecular pathologists)
who contribute to the advancement and development of molecular pathology for the realization of precision
genomic medicine. The exam has been administered four times, and 690 (including 35 oral pathologists)
have been certified to date. The required expertise of molecular pathologists is quality control of
pathological specimens and molecular-based pathological decision in “Expert Panel.” Since this molecular
biological knowledge will become more and more indispensable for future pathological diagnosis, the
certification system can be essential for all oral pathologists. There is currently not enough information
available on the certification system, exam preparation, and its significance for oral pathologists. To address
these concerns, this workshop has been held in JSOP since 2023 with a view to take the certification exam.
Complementing the seminar for molecular pathologists (organized by JSP), I will explain the current
situation of cancer genome medicine : establishment criteria for Cancer genome designated Core Hospitals
and Core Hospitals, how to participate in “Expert Panel,” an overview of the certification exam, and so
forth. Also, I would like to discuss the significance of being certified as molecular pathologists for us oral
pathologists and how we should be involved in future genomic medicine.
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Basics of how to proceed with autopsy diagnosis and preparation of its report

A FIZ  Kazuhiko Hashimoto
R RF RSN G bE BRI AR
Department of Pathology and Laboratory Medicine, Tokyo Dental College Ichikawa General Hospital
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The main clinical tasks of oral pathologists are histological and cytological diagnosis. When a patient
unfortunately dies, however, they must perform autopsy to determine the cause of death and prepare an
appropriate autopsy report based on the gross findings, tissue findings, and clinical data. In addition, in
some cases, oral pathologists may be required to present the autopsy findings and discussion of the cause of
death at a Clinico-Pathological Conference (CPC). Therefore, the type III board certification examination
of the oral pathology will test the candidate’s knowledge of systemic pathology and understanding of
pathological conditions. In this course, we will explain the basic procedures of autopsy diagnosis,
preparation of the autopsy report and the flowchart for the CPC. I hope that this course will be useful for
the dentists who wish to become oral pathologist.
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Oral cytology -“Cytology based on histological features” to
“histological structure from cytological appearance”-

WY B—  Kenichi Matsuzaka
P SN N o e
Department of Pathology, Tokyo Dental College
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Cytological appearance rarely reflects the tissue construction completely, therefore oral pathologists have
to image the histological construction from cytological appearance. The first step for oral pathologists to
learn cytology is to fully understand which cells in which part of the lesion is gathered. For the next step,
oral pathologists presume unknown lesions’ tissue construction from cytological appearance. I will explain
the basic matter of cytological diagnosis, and show basic cytological appearances such as oral epithelial
lesions and salivary gland tumors, and then hope to help you better visualize the image in constructing
histology from its cytological appearance.
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Atypical histopathological findings in typical histopathological findings

i ¥  Sunao Sato
KBRK AR B B P ZE Y S T 11 B 25 i Ja
Department of Oral and Maxillofacial Pathology, Graduate School of Dentistry, Osaka University
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In routine biopsy, typical histopathological findings usually have been observed and diagnosis was done
based on it. However, atypical histopathological findings, that have never been seen before, occasionally
may be observe in addition to typical histopathological findings. In such cases, the question arises whether a
different diagnosis should be considered than the one being thought, or whether the findings are
occasionally observed in addition to the typical findings. For pathologists with long experience of diagnosis,
such atypical histopathological findings may be easily considered as one of the occasional findings, but for
pathologists with short time experience, there are difficulties in determining whether it’s the occasional
findings or not. This seminar focuses on the interpretation of the atypical histopathological findings

observed in the typical histopathological findings.
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A case of mandibular tumor

Bl wR, k¥ R BT OROKC, Wi BRC abm WEA?
fixA  EM°, 0 RE°, HH s

Naoki Katase', Kenichi Nagano ! Kota Morishita?, Tomofumi Naruse?,

Tomohiro Yamada?, Miho Sasaki’, Misa Sumi’ and Shuichi Fujita1
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! Department of Oral Pathology, Graduate School of Biomedical Sciences, Nagasaki University

? Department of Oral and Maxillofacial Surgery, Graduate School of Biomedical Sciences, Nagasaki University

? Department of Radiology and Biomedical Informatics, Graduate School of Biomedical Sciences, Nagasaki
University
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A 60's female complained of a swelling of her mandible which showed rapid growth in 2 months. Clinical
presentation indicated the huge mass with necrotic surface in the incisor region of the mandible. She
underwent biopsy followed by mandibulectomy. Histopathological findings showed proliferation of spindle
or polygonal shape cells with high cellular atypia. Bleeding, necrotic foci, myxoid stroma and osteoid
formation were observed in some areas. Immunohistochemistry revealed the tumor cells were positive for
vimentin, HHF35, CD34, CD99, MDM2, CDK4 and p16 and negative for keratins, S-100 and myogenic
markers.  siru hybridization indicated amplification of MDM2 and CDKA4.
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A case of a lesion in the mandible
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! Laboratory of Oral Pathology, Division of Maxillofacial Diagnostic and Surgical Sciences, Faculty of Dental
Science, Kyushu University

? Section of Oral and Maxillofacial Surgery, Division of Maxillofacial Diagnostic and Surgical Sciences, Faculty

of Dental Science, Kyushu University

7 Section of Oral and Maxillofacial Oncology, Division of Maxillofacial Diagnostic and Surgical Sciences,
Faculty of Dental Science, Kyushu University

4Department of Oral and Maxillofacial Radiology, Division of Maxillofacial Diagnostic and Surgical Sciences,
Faculty of Dental Science, Kyushu University
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60-year-old patient visited at Kyushu University Hospital with a chief complaint of swelling and pain in the
right mandible. Residual cyst or benign tumors were clinically suspected. Surgical removal was performed.
HE-stained section showed a marked lympho-plasmacytic and neutrophilic infiltrate in the granulation
tissue, which also contained necrotic tissue. Clusters of large round to oval cells with moderately

eosinophilic cytoplasm with nuclear groove were observed in the lesion.

7075 LR

33



34

T EA (A U 7w SRl e i o> — Bl

A case of spindle cell tumor presenting in the mandible
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! Clinical Laboratory, , Osaka University Dental Hospital, The University of Osaka
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* Oral and Maxillofacial Pathology, The University of Osaka
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WOWIL, TFHEREONRAFD Shfzc MR TIE, I TR & CIAE S, T2 mgIc
THRE~RBESZEL, EEENRoohi, U EOBEI R LU, SCCv—7 —»Efl (3.4 ng/
ml) &V AR S, FHE P OERESREEb I, ESH O, ETE-KEkEkEL, &
BRTES & O MUERAERRZ AT L72o 20k, ERBE O b L ITWE ORI - BT HiAT S M7z,

s BALRR =T ] AAMHEREAR TIE, 2 K BRIERRFMIRTH o 7225, — IO LBEMIL %
B U TSI A3 2 BRSO B A DR STz FRBARICBWTY, AP %0 5
n7z,

(BRETSIH] R BLRLAR 1 2

A man in his 70s visited our hospital for the examination of an expanding radiolucent lesion, which
preexisted in the lower left jaw from a decade ago without any symptoms. CT images demonstrated an
irregular radiolucent lesion measuring 27 X 12 X 23 mm. MR images revealed inhomogeneous contrast-
enhanced lesion showing high signal on T2-weighted images. The blood level of SCC marker was high.
These findings suggested the possibility of primary intraosseous carcinoma. Hematoxylin and eosin-stained
sections of the biopsied and resected specimen revealed the proliferation of spindle cells with multinucleated

cells in some parts of the granulation tissue.
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A case of the mandibular lesion

AILORWI, BF OB MR R BA RRY Bm &1

Tarou Irie', Satoru Toyosawaz, Tamotsu Kiyoshima 3 Yoshio Suzuki* and

Jun Hasegawa *

VA TIRBNR S RIS SR IR B

PRBRRZE KB BRI ZERE SRR I 115 B4 2 i

SIUMIKR KA B2t e be 1SS s HE 2 e IV B4 53 i

ARk EBE P ISR B B ER

! Division of Anatomical and Cellular Pathology, Department of Pathology, Twate Medical University

? Department of Oral and Maxillofacial Pathology, Osaka University Graduate School of Dentistry

? Division of Maxillofacial Diagnostic and Surgical Sciences, Faculty of Dental Science, Kyushu University
4Departmmt of Pathology, Asahi General Hospital

Giepl] 65, 2.

(BEAE] 7% Lo

(BURIE] 20234E10 WS FHAAAMFLE BB O EIE & BjFEAE T, FEERED? SPHRSH o7 2 &,
TR BE CREBBIZ 21T > TW7zhs, 20244 1 28 I XKMB B 21T 5 72 & & A I & @G
IR SN, RSB R SRR & 2 o 720 MIRIREBUE TIE N aUAMFL R A 5 58 FLE 822
JCHEWICIEIRD A S 7z, BIERE, % Lo PAMILRE, 1, 2LHEICEHmIA LN,
N7 FRXMBETIE, FTEAMILREA S 8 ILEE I THIRERYI 25 28 gxA L0, 8
1 FLETB IS AR s A S, BT O 5 —/NE BB T IR RS T e BB Z A7)
frahniz

(A= M0 BALAR T S, (D) ] S BRI P BRI S N BERA DD Y, 222 5 RBAEICRE
PRI OFE LWAENAE L TWD Z Egibhiz, BAET 2T LR M 34 ek 2 H
oo 7z P B R ARG 1E calretininBEPE TKi-67D k13 5 —10%FEBETH o 720 FHEMZ AT o 727813
EFRBEOTTRCH Y, T L MIIIZAEL/AES, CK5/6, pl6lcBPE<T, p63ic i Mt CoH - 72
Marked proliferation of squamoid cells, see description& U, BEMEIRZOW R Z BRIV TE Wiz L
L7zk A, EHREET Tofbd it S iz,

(i Ao B R S (IO, @)] BURTHA N —/NEME %2 & O TR ST S Mz, BURE OB

RIS AR & AR D BENIBIR 2 D LR A3 78 LT\ ize BAES 2 7 LRI &, pl6, p63,
cyclin D1BP£ T, Bel-2—# k5t Tdh o> 720 AR L2 SHPVIII S d o 72,

(g F ] FRELZ

6-year-old girl was referred to the Department of Oral Surgery, Asahi General Hospital with a chief
complain of the radiolucent lesion in the right decidual molar region of mandible. The panoramic X-ray
revealed a relatively well-circumscribed nodular radiolucent lesion including crown of the first premolar.
Histologically, this lesion showed marked proliferation of squamoid cells from the lining epithelium of

dentigerous cyst-like lesion.
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A case of Maxilla gingival tumor

i s, R U, RO B R9E ) — A=Y x ok, WE B,
B 1=

Takuma Arashima, Keisuke Nakano, Kiyofumi Takabatake, Ayumi Tanaka,

Zixiao Li, Hotaka Kawai and Hitoshi Nagatsuka

B LR A7 M B 2 55 B

Oral Pathology, Okayama University

CREBI] ¢ 725%, &Mk

[ERPRAEE] 20244 3 IS AP — /NSRBI A ORERE, M % EIRISGEEER 222 L K
BHIO=®, FILRFAEIF 2 /2 Lo DIESVRFSZaE, L5455 —/INF B SR gl 1A L2 )
Btz AL, Wizt iRz R0 7z, CTHi§ Tl Ega M5 — N R0 2 SRR TERIUE
RO, HNHEEIHRZE & OB CTh o720 FEAIIK LYBRAEMmDITb Tz,

DR BRI ] © BR2 M ICB W TR 2BMEZ A L, RIS 2 W I3RI 2l B 2 A9 2 filid i
FRPEHING % A3 2 /N ORI A/ BARITHG LT ze IR D fERR S, IRIENERIC IS 2 W
NTW7ze ERICIE—ARCHEBIE M 2 D720 A & RGO LRz & ORIHEBVEIIERR S Mk h o 720
¥ Ge ft TIIPAX8F %, AE1/AE3, p63, Calponin, S-100, CD31, CD34, ERG, D2-40, LCA,
HMB45F1ETdH 1), p53Tldover expressionZ HERE S 11, Ki-67Fn1E=R13#960% Td - 720 — D JEHEHI
R OB NIC PASH Bt %GR 7275, ¥ 7 A& — BIHALPASHIZBEETH - 72,

(BRaS FHIH] - B2

A 72-year-old female complained swelling and bleeding of gingiva. CT showed bone resorption only around
maxillary Ist premolar. Histologically, tumor cells had clear nucleolus and clear or eosinophilic cytoplasm.
Those tumor cells showed small nested or glandular proliferation. Immunohistochemically, tumor cells
showed positive for PAXS8, and negative for AE1/AE3, p63, calponin, S-100, CD31, CD34, ERG, D2-40,
LCA, HMB45. p53 immunostaining showed over expressing and Ki-67 index was about 60% . PAS
reactions were detected in cytoplasm of a few neoplastic cells, but diastase-resistant positive reactions were
not detected.

Consideration: histopathological diagnosis.
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A case report of familial gigantiform cementoma

Tegd R, RO EtR, iR MK, 2R 1% KK OFWMY

Rk HIF2 MEEE OR—C, B OB

Miho Hyodo 12 Katsutoshi Hirose ', Yu Usami', Takumi Shibahara'’?, Kaori Oya !
Kazuhide Matsunaga®, Narikazu Uzawa® and Satoru Toyosawa '
FRBRR 7R A Wt Bk PR R SR I 11 o B 7 e

PRBER R Be i - F e R IR VR - b

! Oral and Maxillofacial Pathology, Osaka University Graduate School of Dentistry

? Oral and Maxillofacial Oncology and Surgery, Osaka University Graduate School of Dentistry

(5] KiEEE R A > MEE (Familial gigantiform cementoma) &, XA WO 512 L FMEIZI8)E
L, 2l THELT SR THE-SERETH S, IEFEITHTH D, FhOARETEEEEREEE 2
LNTW5, Gl 41X, REEERI X 2 MNEIERES 28R L 72720, XBMEL LN THREd 5%,
GEF] B30t 10, REBI2VEROMERICAN 2 U WZ & o7z Mk, Wk -
THHEOBED AR O, AR EM2SHEIT Sz WHEZBR AL, B - g MwRE (2 2 MR
MENE) T o7z, Dk, WEOHILKZMY KL, &F7 BOWEMHIHEIT SN TS, 11RO FE
MIREIZBAEE 2 2 o~ PEBHIRIEROE & 2 &, followS i Tw7z,

[(FiEEE] BRI, 2 2 M TERGRHENE CHRER AR S h T s GEIIAE)

DB AT 2 I BE 255 W I & AR W ISR AE 3 A AT R TH D, B 2 BB %
3RO Lo 7z, MRBEEOEWEIBE T, BMNEEEZA T 2WEMIEA RS 2 ikl Z RIS
L, XY MNERRER S SHET OTERASH L - 720 MR E DTS T, e B R 233 4
L, XY MNE A MR O TR ASBAEE RO Sz B HIWT$ 2 X & & 2 Mg 525
FRRD LN h o7z WIHEREDLTRTOMKIIB W THEM L 728G 2R L Twa,

[%%2] ARG ORBAMRG T X ¥ MEFREHAERICEUL T/ Z2RBIOFHIEKRT LI E 01
YA Y MEEAMEEIISEWTH Y, BT X Y VEERERIE LSS TW 2, RKEZEE
L, WHEMICKEEE R 2 v NEE L BTSNz B — SR TGP L Twas 2 &
O, LW IR W O 72 DITIXREM 70 BEAE IR RIEE O YEN AL EETH 5,

Familial gigantiform cementoma (FGC) is a rare genetic disorder characterized by the early onset of
multifocal fibro-osseous lesions in the jaws, causing severe maxillofacial deformities. A 30-year-old female
patient had complained of bilateral, massive expansive masses of the maxilla and mandibular for 20 years.
During that time, the lesions recured several times. Histology showed a fibro-osseous pattern resembling
cemento-ossifying fibroma with fibroblastic stroma containing variable amounts of cementum-like tissues
and woven bones. Considering family history, a diagnosis of FGC was made. Analysis of the clinical and

family history helps in differential diagnosis from other fibro-osseous lesions.
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A case of Hamartoma of the tongue.

R WA, IR R

Yui Uzawa and Satoshi Fujii

L TRVNE S Y e e Ee e
Molecular Pathology, Yokohama City University

SEBNZ30M, BUTH L, BHEINSLEOMAREIIL L, FRBICLELHFHI RV, X-14T5, F/
T IE R O 55 S FENE B R IS S N2 ER 2 B L7225, FAD W00 F Tl L CRERK
Az Lhholze XEIHITA, SAHEREZ HE L2200 EEZ 2% L2720 6 b8 THF ORI
s, XFERHICYBRICHANSNZZ Lz, SWIERERERT 25 WIS, TLbemk, HEREYE, b
PERR O BB PR AS3RD b, HORERE B L OEH R EA DN LD o7, FEHCTHRETIE,
Lem K D HRERILFE Z 7% ¢S EVEIERI AS380 S 7zo SHERIERN I BB D Y > /S HilERE & FIWF S iz,
TR L CAERAT b N2A, R L O ADRNTH - 72720, RERKED S OFWE HiK &
L CHER DY BRASEI THEAT S M 720 WIRAYICIER 1324 X 19X 13mm A TH V), IR I E S h
IR, REETH - 72 MRS, RBIIAL 2 R IEEG B R LR X ) E S h, R
TCTIHRARD S % 2/NERIROREZ G20, HHAKRNICD 2R o306 L THA L Twiz, wiho
W D FEMESEHIRR & A SNDGETH Y, MWBEE BTSNz, MBOREBITIRIFTH Y, FFrHES
O LN TV,

WAD T HBE IO THTHY, TADPHABRDIZ2BOMEICE LT B, THELRZ MR THRE
5

The tongue mass in his 30s consisted of a hamartoma consisting of an overgrowth of minor salivary glands
within the lingual muscle layer. Hamartomas of the tongue in adults are extremely rare.
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Two cases of odontogenic cyst with mural calcification

WS AR, N SESERt, B FEfh, Bk SRR, TGO HER', &4 B
W GEHE, feE !

Kaori Shima', Koushirou Kawaguchi ! Yasunobu Oku', Shiori Akiyamaz,

Yudai Shimojukkoku ! Masaki Kanamoto?, Tatsuo Okui’ and Tomonori Sasahira'
VRS K 5 TR 5

KRR SRR AR

SREVR B R S S A 4 0

! Molecular Oral Pathology and Oncology, Kagoshima University

? Oral Surgery, Oosumikanoya Hospital
3Maxz’//0ﬁza'ﬂ/ Diagnostic and Surgical Sciences, Kagoshima University

(FEE] RSN O RENEE I AIRIL 2 £E ) S &3 avds, ZE3E BRI L 22 A IR 13 % 72
D LIEBNIMTdH %o FNIRED —HRIZ LEZOHIRAL % 5RO 72 B EZENL O 2 B DWW THEE § %0

DREGI 1] 47D T T 300 F OGO 8 FE P U2 BE AT 22 X#hE #IR 2 38 7z CTRATIE, fi
JRAL % P 5 s EVEIE S Fela 235 b B B ASHEAT S N 7zo bt ATl EkE A oh, Bo ™)
ZIEMNIC SR 2 A IRAL SR80 B 7zo R ICIE, BUE O IEMALE IR T LR 12383 S 7= FEfia b
D=, KR, $HRZ 2T 2RI OB L EHEE RO, T ORI RYE, WS T 25 250
Rohzze ARAWE—MTEE L LEMZ L, HMRVERRES R IDESEETH - 720 EHitiiER
DIE LR DO—IFHPFPBNTHIKILL 2D EE R b7z,

DRESY 2 ] 63 D Mo #2048 Fi 12T 54 FIK F B 8 00 o J5UE £ (L 28 0 B 284l % AT S 7ze F A B/
FIB R e & LIRS BE R 23 L7282, CTHA TRHEWMOXHE® G 2072720, PR
28 % BE AR & AT L 720 MLRAR0ICIE, SEMMLEE P BB TS S M S REATRE D & Ak £
LB OF T o 720 BHPENDS X OBED —FRIZEHRRLERR D L IRAL DHEFED R S W7z fAIRALW A
FBANORAT B3R, VL 72 LEHIIEA S AIRIEW~ORAT ST b7z,

Uiim] FENABENIC 323¢ RZ ORI 2 380 2 B IEUME NS 2 AEH) 2 REBR L 720 AIRILDEEN & LT,
FRIREDRERFEH I, RS Z & 2 5N/

We report odontogenic cysts with mural calcification.

[Case 1] A radiolucent lesion with radiopaque foci surrounding wisdom tooth was noticed in the right
mandible of 47-year-old male. Histologically, the lesion revealed dentigerous cyst with marked deposition of
tiny calcified nodules in the wall. The nodules seemed calcified epithelial cells.

[Case 2] 63-year-old female was performed fenestration of odontogenic keratocyst in the right mandible
twenty years ago. Recurrence cyst was suspected clinically, and the lesion was removed. Histologically, there
was typical findings of odontogenic keratocyst with marked mural calcification. The calcification of

degenerated epithelial cells was noticed in parts.
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Quantitative evaluation of salivary glands in patients with Sjégren syndrome
and submandibular sialolithiasis by SPECT/CT

AR B OREE W, REL SR, MM OHYC

Ichiro Ogura ', Junya Ono?, Yoriaki Kanri* and Yasuo Okada*

U H AR R R R A R A SRR IR R

2 H AR R TIE A  oh B l

" Oral and Maxillofacial Radiology, The Nippon Dental University School of Life Dentistry at Niigata
? Pathology, The Nippon Dental University School of Life Dentistry at Niigata

Objective: The aim of this study was to investigate the maximum standardized uptake value (SUVmax) for
parotid and submandibular glands in patients with Sjégren’s syndrome and submandibular sialolithiasis
using salivary gland SPECT/CT. Methods: A prospective study was performed on 40 patients with 28
having Sjogren’s syndrome and 12 having submandibular sialolithiasis who underwent salivary gland
SPECT/CT. The SUVmax of parotid and submandibular glands was obtained using a workstation and
software. The salivary secretion function of parotid and submandibular glands was defined as ratio of pre- to
post-stimulation on SUVmax. Results: Regarding the ratio of pre- to post-stimulation, the SUVmax of
submandibular gland with sialolithiasis was significantly lower than that of right-parotid gland.
Furthermore, the SUVmax of parotid and submandibular glands in patients with Sjogren’s syndrome were
significantly lower than those in patient with submandibular sialolithiasis. Conclusion: The salivary gland
SPECT/CT SUVmax can be useful in clinical practice for the quantitative management of parotid and
submandibular glands in patients with Sjogren’s syndrome and submandibular sialolithiasis.
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Characterization of primary intraosseous carcinoma NOS, deriving from
odontogenic keratocyst

BN 0 B A, e R

Kana Hasegawa 12 Shinsuke Fujii "% and Tamotsu Kiyoshima'
VLR AR e Bl 5 B

PR Zm b BRI RE AV R

SIUNKRAE W2 SE e DDRIFSE L ~ & —

" Oral Pathology, Kyushu University

? Oral Surgery, Kyushu University Hospital

? Dento-craniofacial Development and Regeneration Research Center, Kyushu University

AT 2 EFEE N (PIOC) 32 ST, FPHRARTH 5, PIOCIEMEYE 1 2 0iithk
HkR Ot EEN, RN, Skl X 723wk a2 8Aamk e 35 2 L% v, PIOCDYH
HASIT R E LTRTFEEETHLEIENIILEALETH LD, ZTOFMBEREA D =X LEIAHTH
B0 AWFZETIX, RAILDRATHRER L 7o 5P E A AL EE N 2 & 2B U 72PIOCIERNIZ 31T 5 SR iR b2 ik,

HOSE R A TR 2 W 2PIOCO F v 5 7 # ) ¥ — 3 3 v, B X OHIBkkZ W 7-PIOCH F L D
B2 B & L7zo PIOCERDIREALMR I L & UC, oREME AL TN o 383 bRz 2584 5l MEHE IR A ARGRE
oL L, MEEMEAGHE ~NORMEZ RO 7. REMBRILFWE T, PIOCERIC B\ TKi-67k 1%
Mg D¥EhN, ADP-ribosylation factor (ARF)-like 4c (ARLAC) <R°yes-associated protein (YAP) DFEH
JCHEB X O B -catenin DB REN RO 57z, 72, PIOCH 2> 514 5 1L 72mRNAZ H v 72 a5 0 = 1
AT B & O"GSEAFFNTIC X 0, FEMEEEE & ik L CPIOCER CHELDMIEN ¥ 7 F W E R A igPE L &
NTWwaZEx M L7, 612, HFERF LR EMIEKRIC T, GSK-3MEARIHBIC X 52 Wnt/ 8 -catenin
VT FIVOHHALIRYAPB L OTAZD & V827 LX)V % LS &, YAP/TAZY 77 F VO F it K 1 o
FBHEZENE 2, INHORR2S, WIEMEAILEA 54 U2PIOCTIX, R 7% Wnt/ 3 -catenin
T FVOIEMALAYAP Y 7 v & & 512 LT 5 2 & TPIOCOIHERK & 7 % 2 L AVRE Sz,

Primary intraosseous carcinoma, NOS (PIOC), which occurs in the jaw, is a rare entity with a worse
prognosis. The precise characteristics of PIOC, especially in immunohistochemical features and its
pathogenesis, are unknown. In this study, we characterized a case of PIOC deriving from odontogenic
keratocyst using an immunohistochemical analysis, a DNA microarray and a gene set enrichment analysis,
and oral squamous carcinoma cell lines. These results suggest that further activation of YAP signaling by
Wnt/B-catenin signaling may be associated with the pathogenesis of PIOC deriving from odontogenic
keratocyst in which YAP signaling is activated.
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Using liquid based cytology for oral mucosal
disease — For early detection and treatment —

WY B—  Kenichi Matsuzaka, D.D.S., Ph.D.
B R 7 55 B o7 R IR
Department of Pathology, Tokyo Dental College

(& EE]

19904F  HULTBIRLR 253

19944F  HURTBERL R AR Be ki A e Rt (580 1B T

19944F  HURTBRL R S Bl Ar G 2 B T

19994 SURTBRF R A0 L7 5 A i R

20014F  FRARARAT A ZE R AL IR

20044F  HRUH B SA IR R RA AT TR B B BdR (20074 ~HEFEIRA~ A H)
20114F W PRARAT o PH 7 Rl A~ I T

20154F  FULUBR B A2 i PR AR A B2l 2 3%

20204F  HURUBRRI R 7 B2 il P 2

[(E4TE%R]
HARBRR O RHE S, AARBY S, AADERES S, HADRESVEES, BARIREA

VT NS

(23]
PEBSE R, TR A RIZE R o720 D LIRS AT BRHERE THC) #lELBC

(AABL S R0 LR BR R P S, TURER B MR AHMB HR 5B, B AR A &R E R,
H A B R ML A7 2 R 35 S P R
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Using liquid based cytology for oral mucosal disease
— For early detection and treatment —

FTOENCBWTIESAGBEIME S ), SETLAEMIC L HABPFZRHIhTwE 4, NEBL Y
ZORMEIERS, T, RELEL R EAEOBICORELS b oTWwE T, CIFERIE, MR, 7
T, Wiz EOLPEREIIRD O LEDSADFAT AR D D T34, IR L2 53843 2R -
BREDSEBINZ W LMD T E L T THENADEBRIZVRAIEARTTH, #ATT 5 L UBRFHD
KEL Y, DEFAETERICHRZ 25 LTLEVET, 2O eSS HOENAZ R L
BINCHEETHZLICE > T, QOLOKTF 2R/ g 5 2 & bR, TEREEOTEEDV LD LE
ZE9

FIPEAS A RN C OO LENEDN S, IAE, BRSO IR HHHIC X o TXOEDS AMZ 25165
WAThbNB L HI2% ) F L7z, HIssEE M & il & U CIIEAVEER & 10— Rk B SE B R R~ oD [
il B OB R BW OB R 21T TV E 9o DAL BLEE 23 USRI 00 Rk HE 3 A & Rhfisi B
DOIREZAH L, M2 O R MR OFEZE NS ZJHPE L v E 4. TEH TIX20114ERS
20154F 12X E I Z o A E & B ICRILAIRZ (LBC) ZHwW/-MliZ 217> T& F L7z, 20194F 1
520244 4 AR TOR 5 ERT, RFPREBWHED L T30k BITEEFERE > 5 —) oMl
HAE 1363691 T, ZDIFLAEICOVWTLBCEHWTWE T, 72, HESAPERICHBMEINTE
TV AHHES T —BBIEREHEADOHH D L o THEY, FFEHREHED S OMIBIKEDL L 2o T
TVWETo AEIF—TRINSOMEMT—F MEVZL T,

LBCEE I fER BN IR L CHIREOFEM N 2 =5 =272, EROEH—b, Mo RIE, ko
EERAMEDSAEE LTBIFON T T, T2, RIS E ZAREMEAIRD L4 KFRE TIRIBEEDRT AR
B b — BB RE I S ISR TEX 5y — v Th Y, LIENAORIER, BIERICO R
BHHDEEZ T,

Although oral cancers arise at oral mucosa, salivary glands, jaw bone, muscle and etc., most of them are
caused from oral mucosa. Prognosis of oral cancer reduces quality of life of patients, because of losses of face
expression, mastication, pronunciation and so on. So, early detection and early treatment for oral cancer is
important. Liquid based cytology is the simple techniques for general dentists, and easy microscopic
observation for oral pathologists.
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Entity of Field Cancerization at Last
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Hoshi University
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Entity of Field Cancerization at Last

19534F, Slaughter 5 13 F1PEDS A BH ORBUE 2 W BMNT 2 2612 “field cancerization” Z &M L7z, M
FERAWRN S IZREE L7720 & 2 O IEN 31 2 B S ERMICER L TWbDTHA ) LEZ
LNTze D%, BIETEENEHRLTVDLIDOTHA) o208 WREEDO 70— VT HIEHE
HRR Tl 7 a—VICHERT HERER L EET HDIIWEET, FEiETE WISz LA L, T4,
BN TR ANV T )4 FEEHLTAOKDO 70— OAREMIT L0, ¥ — 2T ZADKEYHIT7
D352 ET, FHOBEHRTHABZEDOIEFICHZ 2RI Ny £ ¥ v —ZRE2 U IRE R DE
FLTwa Z Ep9EaE &7z [Ushijima, Science, 373:1474, 20211,

ZEIRAS I L [ARRICIEMT W e B & L CDNAXA F VLR ER D S, THELITFEFICHFERSINS L, [
UBIETISREZ D SV E W) DS 5. A\, Helicobacter pylorif&He\Z X 5 18V JIE S BRI B EE
DNAX FWUALEFEZFHERTH 2L, T2 BRRZBEMBEODNAX FVLREEROEEIIHEBAY A2
EMBT 5 2 & &5 L7 [Maekita, Clin Caner Res, 12:989, 2006; Nakajima, CEBP, 15:2317, 2006;
Niwa, Cancer Res, 70:1430, 2010]. ¥iZ, ZhaikILFE im0 X HFEICL ), DNAX F LR OEHED
WEIEEPAY A7 BRI HTETH S 2 & Z2ilEH L7z [Maeda, Gut, 66:1721, 20171, sZesRA R L
DNAX FIVALRFEORBEE K L/ 25, BETRMEDSFHFIIHENA) A7 ITHELZOITHL,
H TIZDNA X F WAL DOl BEETH - 72 [Yamashita, PNAS, 115:1328, 20181,

FIEASANZIR F - 72field cancerizationld, #i/NTFAiANE I U7 £ MlEER DS A D RFEELFIZ L ) 2D
MRIA VB G- 25R0R S, RIRAER L DNAX FIULEREOER E V) TOFEERD DOWIZFEH E L7z,

Field cancerization was first proposed for oral cancers in 1953, with speculation of accumulation of
irreversible changes in cells. It was only in the late 2010’s that mutation accumulation was demonstrated in
normal-appearing tissues of cancer patients. At the same time, two decades ago, we demonstrated
accumulation of aberrant DNA methylation in gastric tissues of Helicobacter pylori-infected people and a
correlation between its accumulation level and cancer risk. The correlation was further shown to be
clinically useful by a multicenter prospective study. Field cancerization is now an entity with accumulation
of mutations and aberrant DNA methylation in normal-appearing cells.
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Future direction of pathology
with a focus on head and neck pathology
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Future direction of pathology
with a focus on head and neck pathology

WEFIIBREEZRIICL DD, BREICLETLT, KEOREL L HITHEL LT 2T NEES
TWEMTH L. PAERBIZO W TIIERMLEEDSSHERE S N, 7 LAERBARFISEE SN TS, H 4
AL BEHEDMY #E L T=IVIZES > TV BRWAL, backeastinglZ & o THEL 2O IR 2 %0 ) LCTHlf
CCLIINETH 2. WRADI EDY (B) ZBRT LM TH L RAFA LA AT HRSE L 720F7E05K
oML, SNEFTIEV AT AT A, =77 V=, BIA D= X2 OMMW], K - wEHEIC X
BFBBW Y, HEALMREEA D & Frm B, 7 AERICET AFZE 2 ATV, JEAE TIEETIN X FRR
BRIZHR I U CHERL L 72 HER 2 Bt K98 o EI RS 1 A 75 i 2k, g B & AT ) 1S X 2 3 BIRLAR 1) 15 2
A AEEOTW, EWESEIEE TS ) A —h — O, HEERE 2 ET 50T
MW ICBE T B 2T 720 BBEDSERANOBELARKDOONL P T VAL =2 aF V) —FD
FITE D WA O AR D SN LW T, 4 HNIESATRHELZ OISR OIRBFAN A ) H DO W TE 2 TH
72\,

Pathology has developed based on morphology, but it is by no means limited to morphology; it must
continue to evolve with medical advances. In cancer treatment, personalized medicine is being promoted
and a genomic medicine is being established. Since the goal of cancer treatment has not yet been
determined, it is difficult to predict the future of pathology through backcasting. As it becomes necessary to
assess the trends in translational research, which is expected to bridge the gap from basic research to clinical

practice, I would like to consider the future direction of head and neck pathology.
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A case of mucoepidermoid carcinoma with predominant trabecular pattern of
columnar cells

WA E—L R R, N T MR WY il @K
Shinnichi Sakamoto’, Miyako Hoshino ! Michiko Nishimura’,
Hiroshi Takeshima® and Kentaro Kikuchi'
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REZR B, BB, PR, RSO OBNLIR, FEEMRGED 5 % 2 LER SN TV DD, ik
DAL IR 4 ORI T & 2 FAEIRMIIE A 72 < e WHHEETHAE L T %o ATAETIE,  PIAIRHIE &
RHOHIE D A0 572 1, P EZAO L% K CORREE W S, BTEROBHEZPRIEIN TV 2,
AlEl, AR O ZERECY 2 TAR & 2R R BN 2 R L 72 o T 9 %6

GiER] 50fC e ZEMEKIIZE T OEME 2 EFRISREEL, FEICIERARE TR DN 128 1.3cm KO E &
R O L ERIRER AR H 720 W E, BRSO NRd o720 TIZREIEE; O BRRZ W CYIRRNT 23
13Nz MBFMIC, K& CHLR L7288 ONBEMNIZF 20> T, FLELIRICHIAES 2 15 2 i 720 S
DEMAKIE, FREY 2R CKTF 1, RV L~ —7— (p63, CK5/6) BEMEDRYIZ W LIRFRIEDN
2 A$ BREE A~ TAEHIIE A 5 72 ), IR S HEEYE RV E 2372 L T /e BIRECH) 278§ i Bt
WEBIZIZHEF SN PRE A S, BENIZY T X ¥ — BIHALPASHAE B ER A B 5: S 7z TG 0%
HRIIE, BB, RO ¥ — MREEGED S 7 2 8 H ORRERE AN S, FIARRME AR
DRGFER IR & S 7z,

(F4] RAFEMZ CRTC/3:MAML2EE&#EZF OB X ), FAEKMIROMS 3 %8 % OH R 7
WS, BEFEITOEIMENI) —EBHLTETwb, LrLARDS, ke FERIC, @EHofE
BERE T 2 WERD S B Z EDBMDOEATH B Z LITED D Id R,

A male in his 50s had noticed the discomfort in the left side of soft palate. Physical examination revealed a
blue-purple hemispherical mass of approximately 1.3 cm size. Histopathologically, the tumor was mainly
composed of CK7-positive and squamous marker-negative spindle to columnar cells arranged in trabecular
pattern. Compressed ducts including dPAS-positive luminal secretions were observed within trabecular
structures. At the periphery of the tumor, sheets of epidermoid and intermediate cells suggestive of
conventional mucoepidermoid carcinoma (MEC) were seen. Although MAML2 test is becoming crucial in

the diagnosis of abnormal MEC, detecting the conventional MEC components is still the standard practice.
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A case of Warthin-like Mucoepidermoid Carcinoma of the palate

ZhCOGY, B OB, EE K AR KRB KRR FBRS, AR TS
fwE T, B

Takumi Shibahara', Katsutoshi Hirose ', Yu Usami', Yuri Iwamoto ?, Kaori Oya3 ,
Yukino Hisano *, Chihoko Ikeda* and Satoru Toyosawa'

NN N T e i e e e

PRBUR S KA BEth R FERE SRR 27 sl 1

S RBRA 2 ok 2 R B I s e e A

PN NS W e A

! Department of Oral and Maxillofacial Pathology, Osaka University Graduate School of Dentistry

? Department of Oral and Maxillofacial Radiology, Osaka University Graduate School of Dentistry

? Clinical Laboratory, Osaka University Dental Hospital

4Departmmt of Oral Pathology, Osaka Dental University

[# 5] Mucoepidermoid carcinoma (MEC) (¥ & F&A M EE O i BV O MR RS ©, MlkIE oY
T—YaYEERTHY, WGBS 2 FEHIC & ) M S % Warthin-like MEC
(EIEH A 2 AR ©, MECOMBRSAMFF IR T, Warthin cumor (WT) (ZHHBLL 727 >/ Sk
VERVE 2 0 ) BB O IR 2 F i & 950 4l 41X #1584 L 72 Warthin-like MEC%Z 852 L,
HIEAR - W ARET 247 o 72O THE T %o

Diefl] BB 50 0BT, EMOFHOMREE FFRICZZ Lize Mk, AMINZFEBOIEFE BT,
50mm K DL ONERE 2 50720 RS OZW T, HSIE Y ERm 2 hifT S hize

[ BRS2 RO T /NG ARR O3 B3 1, RS 23K/ D SR IR 3% 2 52 L TR 2 15 % 320,
RO TIZY) Y REIZEBIE SN 7e. #2329 2 ML, WTIZEBLIS 5 i Mkl
EHMEE A L, S SRR 5 7% 2 RS R B LT se £/, N T
W - A - BRI & R 72, REMESENL LR 0 ) B FIAEMII IS CK7R 1, SR pki
N1 p63Futh 2 7x L 720 FISHIZTMAML2 split signal # #8&®, RT-PCRIZTCRCT1-MAML2E! & (=¥
RO,

[(F%2] @RI E L L TWarthin-like MEC, WT with metaplasia, WT with malignant transformation#*
B30 720 ASEPNI B PR GH 2 5860 72 5 B BN 15 TMAML2 split signal @ #8072 5805, WT
with metaplasia& WT with malignant transformation% 57 L, Warthin-like MEC& I L 720 $BIIC%
F72 3BBOMBIRIZER L, EM/NRIETIIZW WL 225855 ), MAML2EVE EEF O
LD IERELZIIC O R bDEEZ BN,

Warthin-like mucoepidermoid carcinoma (MEC) is a rare histological variant of MEC. A 50-year-old male
patient complained of swelling on the palate. Histologically, the tumor was composed of cystic structures
lined with oncocytic epithelium and lymphoid infiltration. The epithelium component was formed of inner
columnar and outer cuboidal cells. MEC features, including mucin-producing, intermediate-type, and
squamoid cells, were also present. FISH and RT-PCR confirmed the presence of the CRCT1-MAML2
fusion gene, and a diagnosis of Warthin-like MEC was made. Analysis of MAML2 gene fusions is useful for
differential diagnosis from other salivary gland tumors.
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A rare case of acinic cell carcinoma arising in the sublingual gland

BE R, e W, I RN, WA ZEE, BEE miy!

Aya Matsuda’, Tetsuya Kitamura 2. Kazuhito Yoshikawa’, Nako Maishi' and
Kyoko Hida'

VICHEE RAERAE BE s AT JE B I A 5 T B

2 e 3 15 B 5 T T
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! Vascular Biology & Molecular Pathology, Graduate School of Dental Medicine, Hokkaido University

2 Hokkaido oral pathology diagnostic clinic
> Oral Diagnosis & Medicine, Graduate School of Dental Medicine, Hokkaido University.

(# =] WmEief (ACC) &, MERBGEIRO N2 EEEE TH b, ACCIZIZE A LD H FRICTEAL,
T MRTRETLZDDII1%KIMTH S, DbIUIEHE FIRHKREZZ 5N 2ACCOHRES & REER L 72D
T, ZZIHET 5,

EEpI] WAL, 93tk

(FRRAEE] ZIVRFE O @MEE EFRICUBE2 2F Lo CT, MRIBA X U 72 LI R RGBT 12 1 £
30mmAK DL EONES; 2580, T IRER OB 25 b i 7ze Fe IR ER ORI T R 57 0 MLk A 4 %
WaAT U720 MURRARNS TR T IRMERIREEIES; OB W & Lzo Mo 2 0 Ak, AE-FER, g
FHGIRR, AT EE B E A IR, SRR 2 M AT L7z

€T

(ERRRAR) MRESAIIZEHMB OB 2 47§ 2 MR 2 TR R IR RS 2 TR L, H L Tz,
JEBFHINL AL DIER R A/ IMEDO U L 7% LB 2 £ 2 MR 2R L7z, TERE, eyt CTHIRE 2 MLk
MOKEIINEETDH ), MERBCENEEE; & v ) e L7z,

(R HEEAS) AR I B B S M7 A3 S 7z TEEHINEIE, Zymogen IR IZ W Tl 2275,
a -amylasefs T, DOG-1—#BBs1E, CK8/18F5ME, CK7Fz%, mammaglobinkE?:, GCDFP-15%TH 1),
DWFEITENTH Y, ACCEEZER LM TH 7,

[(#5] ACCIEM MR TH h, FFICTH FIREROACCIZDW TR, ThETITIFLALHED 2,
ACCOFPRICHT 2 WA IXIT L A LR, GRE LR DIMEVLETH b ACCIEMRIRIZHIAS 2 IHE;
THBH, WHDPH20HE~30FETHIET S L) WEVDH ), RIOBIEFLETD b AREFIINZH
S54EBBLTEY, BEHBEBIIEL VRV, SROGBBIENIELTHL LEER b,

We report a case of Acinic cell carcinoma (ACC) that we believe to have originated in the sublingual gland.
The patient was a 41-year-old man at the time of initial examination. He came to our hospital with a chief
complaint of discomfort in the left floor of the mouth. Two months after the initial diagnosis, tumor
excision and left cervical dissection were performed. Although Zymogen granules were not evident in the
excised specimen, a tumor that was histologically considered to be ACC was found.

The patient has not developed recurrent metastases, but further follow-up is important.
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A case of developmental odontogenic cyst with characteristic features of
glandular odontogenic cyst and odontogenic keratocyst
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University

(5] sk EES R (GOC) L EMMILER (OKC) X, WIh b BEMREMERTH S, 4N,
4 1ZGOC & OKCH I DFFELI 72 93 PRAHAR = 1A WL %2 IR LR 38/ 2 FE B s R k22 e o0 1 B &2 #l L
7=DOTHET %,

GEF] 5002 M. MBEMZ10ERT A 5, Mo BN THE T Z/N I O JE IR & XHE B 5 2 R X
NTW2A, BIEFEPZV2ORMBIE SN Twiz, M5 HalL D FERO B30 & ER OB K %2 580,
M TCFHC TYIB B L PSR G- 23T b7z, 2Ok, XEBRoM KM h, BENEED
WM BERRNWIE & e o 720 FIBREOCBCTHTRIZT, AT S/ SR IS~ OB FE & i B E o JEH L
2R EMIEOFWIUEZ #D, NERICDROAIKIEW % & A TWz, WEIZE —/NAROERMRZ & &,
KBk~ 55 /N B IZ V30D TG TR I X A BRI ASEE D, Kbk & &5 /N B o s AR BlE B & 520D
72 FHERITHIEP SN TV, BRR - BRIICHRER 2 SoBatwEsgtbh, Kl - /D
Figg e & Il Sz, fYIEEOHWERTH - 72,

URBlezrypr i) SRR —iiE, KIEICZ L WM G2 5 2 0, e DEAZRTIEMILERE
BRI ST, B3 ERZNICIE, PAS, Alcian-Blueefi (2 Bk 2 7R SR 2 5 W (k5
fa, M % & OhN B RS, B ORBICHREME LER TR ) Vil z o7z, GOC
WCHMST BT RThH o720 —F, BREBEOPOIAITIX, RIEIZZ LWRHELERS GBS 2 5%, Fi
R, RIKMZFEHTH Y, LM HEREES] 2 /R385 AL EER T LR ICHE S Twiz,
OKCIZHB T BT R TH o720 DLEX D, BUEsEPEENR & R A LR OB L 3 2 BT kI
EENL & BT L7z

UiRE] 4 I3k 4 (0o i 70 Ik i U1k 3% M & ol JEPE A L3S O 45 B & A 9 5 58 B VE bk IR PR 2N o e 171
ZRRER L 72O THGE L7z,

Glandular odontogenic cyst (GOC) and odontogenic keratocyst (OKC) are developmental odontogenic
cysts. GOC is characterized by a lining epithelium showing variable thickness, mucous cells, hobnail cells,
and microcysts or duct-like structures, whereas OKC features a parakeratinized lining epithelium with
palisading of hyperchromatic basal cells. Herein, we report an exceedingly rare developmental odontogenic

cyst harboring both pathognomonic findings of GOC and OKC.
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Rare neurofibroma in the palate
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Yuta Hosomi ', Nobuhisa Kubota? and Keiichi Tsukinoki®
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! Environmental Pathology, Post graduate School of Dentistry, Kanagawa Dental Univ.
? Kanagawa Dental Hospital, Oral Diagnostics Pathology

? Graduate School of Dentistry, Kanagawa Dental Univ., Environmental Pathology

Neurofibromatosis type I (NF1) is inherited in an autosomal dominant manner and is characterized by the
development of distinctive pigmented patches called Café au lait spot on the skin and multiple
neurofibromas. However, neurofibromas are rarely seen as a subset of NF1 in the oral and maxillofacial
region. The patient was a 50-year-old male. The chief complaint was swelling of the palate. Intraoral
findings revealed a well-defined raised lesion measuring 10x11x6 mm in size on the middle palate. Imaging
revealed mild bone resorption in the lesion. The pathology revealed a dense proliferation of spindle-shaped
cells with a mixture of cells with elongated nuclei and round nuclei, and S100 protein was positive mainly
in spindle-shaped cells with thin nuclei. CD68-positive images were observed in many cells other than those
with elongated nuclei. Since recurrent cases and malignant transformation of neurofibromas associated with
NF1 have been reported, it was considered necessary to continue adequate follow-up.
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FOS-rearranged osteoblastoma-like mandibular tumor: Report of a case with
hitherto undescribed histology. (second report)
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JEBNI20/ H . AR~ AL Lawf R E 22 Lz, N IXXBEERe 2 ifr L2 & &
A, A P — RE RS S R INE 2 B 8 R 2 % RO 72 720, KSR H A2 S BE L PEA RS M
Tl otz CTHRTIE, £ FHE— KBRS HE WREBEREE % 11 9 25x20mm K D % 55 1 ik
WA SN, JEP TG OBENEREDS X ORE S OEE L Z ROz, oYL 2358 b WD AT
STz, EEPEREVEIES 3B R SN2 b DOBMIFEEIZE S o 720 A S IRREE T RS Al 2%
T3 N7z FHMARARTIE,  RUHE I Bl 2 G 9 2 FLEIRAE S L R R E 2 7R L 22 25 B 3859 5 s %
D7z, ML RO RA L HNEORAEZ Y A3 2 REMEfMRTh h, RIIZ L2 o7
JEZE I KAk % %22 2 2 BMEBRD RO HIRAIRKAE R By PIROFIKAEB L E A S, T —HICH
T D RO N7z, REMBALEICESGME, AEI/AE3 (-), p63 (-), S100 (-), SATB2 (+),
FOSB (-), c-FOS (+) O®REBE %R L TWwizo -FOSOFISH Tidsplit signalld i &z 45 72,
osteoblastoma X°cementoblastomaSFEHIIZH A5 7285, Wi e LTHMARTII R BWEEICEDS
R0 72,

¥ 2 FEOREBBIZIR I — HZBWEM 2 TW7z28, WIRFEM 258 5 FEHDN ) I XHEHE L CTH (%
TS OFFEHEEDN, TR MM AT S Nz IWHEARR A, PR BRI & AR O MR AT
RTHolo MM LI-BFREGHRALTHWCTEY 22y —7 v A2t LEETFN@ET 27728 2
%, FOS®rearrangementA i & 7z,

810, 321 HARIIEANRF 24 - 33000 HAERIR LPER 72 - 253500 H AR LTEZ W 72 & Ak K
X OFEBIREN N THAE L 720

A 20-year-old male patient noticed swelling in his right mandible. Imaging identified a well-defined
multilocular lesion involving the roots of the first molar of the right mandible. Based on the diagnosis of
odontogenic tumor suspected, enucleation of the tumor was performed. Histopathologically, the tumor
showed unusual osteoblastoma-like features and it was associated with c-FOS overexpression. 5 years later, a
recurrence of the tumor was identified, and enucleation was performed. The recurrent lesion had the same
pathological findings as the previous tumor. Whole genome sequencing was performed on the recurrent
tumor for genetic analysis.
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Intracellular Localization of Loricrin and Transglutaminase 3 During Terminal
Differentiation / Keratinization in Oral Mucosal Epithelium
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e EOWEKIEDITAET o O X I IR RIS X o TAILIREN R 2 228, DAL
BED L IITHIEHE N L I DOWTIERZH S 2 Th v,

< B CUPEREE Rz o $E M b &2 Rl AW RO H L BIR T OME L D5 V37 EO MBI 2 M3 %,
< BGERAE S b DA AR, AL BRI R X OJEAME LR B S 4l L 7-mRNA%
WT 2B ORNAY — 7 = 0 AR & 4T 5 720 15O NI2BBABEE 20, AW To AL LT[
1] 3% 7T s izdEfa T2 i, @'PCRE W THAITICHE R EIZ T 2KV AA T, RIZ,
R e MR R 2 W2 3 RIEREE 2 ATV, R e b 2 R T e ML EE R B 2 I L
Too WIRIS, TNOHOEREHWT, AT MFIY ¥ - T T U RMICTREZMERE, FRELEETIC
FD L —IRPURE M LRt 2475 720

CHER CRNAY — 7 T2 AR LY, [A4L] 2% 7 S @ iz i r 57 o s T L
ARG EETHDO 2007 5 A5 = bhbty NI = RO SN, T OBIETEHD O EHH
PO FLEORWEETERBL, [0 2) V] 2OBEOMAICES T EETESE LTHZEL
720 B, EEPCREY B Y 7)) VBfEIXIEMAL LR L L L T L CAHBICEME RT 2
ENFHEINT, T2, v 2y U7 X3 E 8 HHOERER - LEZICEBIT 5 LEoMig N
WO FAMICRAE L7 FEMIciza ) 7)) v 20 e T 2REBNLEEHETHL N T VAT VY 3
F—=¥3HRBOOLN. SUWLHEINHA2LSI4H BT TrY 2) Y2 G AZEALBOIRRE L O
FIEEASI S T2

CESLIERE LR IZ T ) ) Y BXOBERETH D VT VATV Y IS —E 3 OMIBNBIEIZE,
gEffbr 2729 LE2bN 5,

Oral mucosal epithelium shows para- and no-keratinization. However, it is unclear what molecules control
the specific keratinization. We search for genes and proteins controlling the parakeratosis.

Firstly, we extracted the differentially expressed genes tagged with “keratinization” with RNA sequence
between parakeratotic and non-keratinizing groups. Then, we performed 3D-culture using gingival
epithelial cells to observe target proteins in the cultured epithelium with differentiation.

Loricrin was selected as a candidate contributing to oral keratinization. Loricrin and transglutaminase 3
proteins were localized, followed by the formation of parakeratinized layer.

Oral epithelium is considered to cause parakeratosis due to the localization of these proteins.
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Effects of the migration and differentiation of Tumor Associated Macrophages
in the tumor microenvironment of OSCC

Mg 289, Wi §3, Piao Tianyan, Chang Angi, W& i, % #Ur,
BE 1=

Ayumi Tanaka, Kiyohumi Takabatake, Tianyan Piao, Abqi Chang, Hotaka Kawai,
Keisuke Nakano and Hitoshi Nagatsuka

R LR 2AE T RE R 32745 B

Oral Pathology, Okayama University

[(#5] ~7077—YIMIB MRS, RGHERICHFS T2 MEME~ 07 7=
(TAMs) EM2RIOFEH & o T b o LHERCE LR (Oral squamous cell carcinoma: OSCC) D)
2BV THTAMsO G- 3 HE ST b —J7, HRIZIEAS 5 OSCCO MR 7 111213 3 K ARk <
PR, ARz &, B CER ML TRERL S N IS U N RS DS RS b0 Z D72 TAMsZ A L 72
OSCCH#EEMET 2 WU 51218, HGRUNRIE T 2 OB ZERB L 20 W3R 545w, £2T
AWFFETIE, & MLk SBL L 22 SR, AUB & OSCCHlIakk, ~ 27 17 7 — UHiEiiiE 2 H
WCTES NS 2 FBLL, S BUNRBEDSTAMsD 3L - BIRIC KT TR W THRE 2175 72,
(k& k] SsIRE ICBRIC L 72 B A S ik (G-SCs) B X OBt (P-SCs), BRI & L CHisrb
HIOSCCHIaRHSC-3, =5 bRIOSCCHIa#kHSC-2, TAMsHIBRAMNE & L TRAW264.7% i L 72, In
vitro TIEG-SCsH £ U'P-SCs & HSC-3/HSC-2, RAW264.7 % L5538 L, RAW264.7 D itEERER TAMs ™D
b KE L 720 In vivo TIEZHSC-3/HSC-2Hu4, HSC-3/HSC-2& G-SCs & UP-SCs% ¥ 7 AT
REL, BESHIIENOTAMsD K & 5L 2 MRk R I RET L 720

[ 3] In vitroTOG-SCs & HSC-3/HSC-20 5538 Tlx, RAW264.7D it ERE & M2BI~ D 53 % i L
72o —7, P-SCs& HSC-3/HSC-2? L5 3 TRAW264.7 D i g & M2EIND 3L 2 ¥l L 720 In vivodE
BRIZBWT, G-SCs& HSC-3/HSC-20 R Al TIZHSC-3/ HSC-2H MR i & Fek U CHESS AR~
OM2RI~x a7 7 =T DEERZIEME L 720 —77, P-SCs+HSC-3/HSC-2# 4kt TIZHSC-3/HSC-2 H %
REfE & L CM2RBl~ 7 17 7 — Y @i 2 Pl L 720 In vitro, In vivolZ BV TG-SCs& P-SCsD
TAMsD i, L3 5 R BITHSC-3& HSC-23L (2 Ak %2 /R L7225, #EREIZHSC-20013 9
HHSC-3& B L THRICHE K, —HM2EIND 5L TIZHSC-3D 12 9 3G E 25k E R L7z,

(%] TAMs®O 5L - #5EIZOSCCOMLEEIC & 228 L L b1, WEEMUNEREE 2 M3 2 JH PALEL ©
WBR LI EDREEI N,

The influence of TME including tumor stroma on TAMs aggregation has not been fully investigated. In this
study, we used different subtypes of tumor stroma and human gingival connective tissue and periodontal
ligament to investigate the effects of tumor microenvironment on the migration and differentiation of
TAM:s.

The tumor stroma and human gingival connective tissue cells promoted the migration ability and
polarization towards the M2 type TAMs while periodontal ligament cells were observed to differentiate into
M2 type of RAW264.7, but migration ability was inhibited. These effects may lead to the development of
new therapeutic strategies for OSCC.

7075 LR

65



66

m —fxEE (RR9—) 2

PR P LR B0 2 M PR OBl g ez HisLz b 5
Y A2 YT b= AfRb

Transcriptomic Analysis for Genes Regulating Perineural Invasion in Oral
Squamous Cell Carcinoma

WOKE, T OIKE, Kk B0, mY HE—
Taisuke Hani, Tomoo Kudo, Kaori Sato and Yuuichi Soeno
H A B RE R A7 2R iy 2750 o PR Rl e

Pathology, Nippon Dental University, School of Life Dentistry at Tokyo

[HY] BESFHAEGNIC BT, M EPARE (perineural invasion; PNI) OFMIZ FPHE AL T o
PNIIZ 3 pife il sk 55 G I - R 3845 00 7 E SRR GARRE 0 DB G- A3 STV 2 2%, BAZERIT R
EOFEMIIMKIAAYITH 5o AWFFETIE, PR LR (OSCC) 12817 2 PNID 7 FHEIFHI D 7250
(2, BT — & N = 2T RS N URERE B B SRR 2 WG A L, PNIRRT (2B 2 BRIt O hR
TxaAT- 720

[#1# & J3E] TCGA (The Cancer Genome Atlas) 705, MWEIERBI & LTV ¥/ SHifisfs R0 B it o 2
WT1/T2 OSCCHEB DRNA-seq7 — % Z MUfF, PNIBPERE & PNIREME Gabl) BECEIL, #ia 580
7 ¥ b7 —% % DESeq2 TN L 720 £ O N7 SEBIZEEA T & fflilfa e ®) & OB D 120w THRES
5720, PN ZRY b D% &S FOSCCHEEMNMEM (OSC19, OSC20, HSC2, KOSC2, HO-
l-u-l) BXe MERHSRAEILT 75 734+ (1GK) 2 54l L Zztotal RNA%Z HvTq-PCR% it
L, #ilatk T & OBIR RIS — 2 il L 72,

[#i k3 & %] RNA-seq7 — & OHEMNT & (F - TEE) TRI41EOFRBELERIZT 235 5 h .
FURHREBNCHE S &, 2~ 74 ) ¥ ¥ 7 F Vo7 EMiEIMRFEICE D 2 BIEF2E TR T 2Eh,
FE BB AR F D 15% D non-coding RNATH 5 Z L AVHIBH L7z, & HITHERIES T, FHEB BT
D61%7% non-coding RNATH o720 T 5 DBIRFFHEBUI O W THMMR THERE L 72 & 25, FEBIS
& — VIHEAEAR TR Z D, PN 2 /- RIS 2 b O b & o 720 ARIOF RS, S, OSCC
DPNIH L (Znon-coding RNAZ B 5 L TW 2 W REMED W 2 & AVURIB S N7z FFIHBER A D non-
coding RNADZ K & i® 5 Z &5, 4fidnon-coding RNADE) X126 75 H L TPNI & o B & 44
TLUENHLEEZEZT VD,

To elucidate the mechanism of perineural invasion (PNI) in oral squamous cell carcinoma (OSCC), we
compared gene expression profiles between PNI(+) and PNI(-) OSCC cases using RNA-seq data provided
by TCGA public database. Yielded candidate genes were validated by q-PCR using human OSCC and
immortalized keratinocyte cell lines. We found that many non-coding RNAs were differentially expressed in
OSCC. The expression patterns of those candidate genes differed among cancer cell lines, and some were
nearly specific to PNI-oriented cell lines. Our results suggest that non-coding RNAs are likely to be
involved in the PNI mechanism in OSCC.
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The role of VEGFR2 expression in OSCC cells in tumor progression

Li LiJie"? 9% #&°, FA KRBV BhE e, & !
Li-jie Li 12 Yu Usami '3, Akari Teramoto "%, Katsutoshi Hirose''® and

Satoru Toyosawa '

PRBROR AR e B 2P AP SR I 1P B2l 2

PREAIES R e

SRBOR A EYSER G H LR (CIDER)

PRBUR R B sk W SE R BN 5 4 B

! Department of Oral and Maxillofacial Pathology, Graduate School of Dentistry, Osaka University
? Graduate School of Dentistry, Taipei Medical University, Taiwan

? Center for Infectious Disease Education and Research (CiDER), Osaka University

* Department of Oral and Maxillofacial Oncology and Surgery, Osaka University

Introduction:

Vascular endothelial growth factor receptor-2 (VEGFR2) is a major receptor tyrosine kinase protein
involved in VEGEF signaling and angiogenesis through endothelial cell proliferation. Endothelial cell
proliferation is not only initiated by phosphorylated VEGFR2 after its ligand VEGFA binding but also
regulated through VEGFR2 nuclear translocation. Moreover, several reports have shown that VEGFR2
expression in tumor cells promotes tumor development. However, the role of VEGFR2 expression,
especially in the nucleus, in oral squamous cell carcinoma (OSCC) remains unclear.

Materials & Methods:

Public clinical datasets were analyzed to compare VEGFR2 and VEGFA expression in tumor and normal
tissues. Immunohistochemical staining of tissue microarrays (TMA) and patient samples was used to assess
VEGFR2 expression across different tumor stages. In in vitro studies, recombinant VEGFA and the
VEGFR?2 antagonist ramucirumab were used to analyze the VEGFR2 expression and its localization in
OSCC cells. A colony formation assay was used to evaluate the functional impact of VEGFR2 activation.
Results:

VEGFR2 and VEGFA were upregulated in tumors tissues. Immunohistochemistry revealed a positive
correlation between nuclear VEGFR2 expression and tumor stage. VEGFA treatment increased VEGFR2
expression in both the cytoplasm and nucleus of OSCC cells, which was blocked by ramucirumab.
Functionally, VEGFA treatment enhanced OSCC colony formation, which was impeded by VEGFR2
inhibition.

Discussion:

Our findings suggest that activated VEGFR2 contributes to OSCC proliferation and the possible role of
nuclear translocation of VEGFR2 on cell proliferation. Additionally, ongoing studies using a 4NQO-
induced OSCC mouse model will provide new insights into the VEGFA-VEGFR2 axis in OSCC

progression.
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Investigation of progression in the tumor microenvironment of Malignant
Melanoma

PIAO TIANYAN, CHANG ANQI, ik {#3, Eain Htoo Shwe,
Yamin Soe, W& Bim, ¥ M, RE L

Tianyan Piao, Anqi Chang, Kiyofumi Takabatake, Htoo shwe Eain, Soe Yamin,
Hotaka Kawai, Keisuke Nakano and Hitoshi Nagatsuka

B LR 5 T1IRE o P27 77

Oral Pathology, Okayama University

(5] EMRAE (Malignant Melanoma: MM) X F 7 44 MZHIRT 2 BPEES; © EICRF 584
T b, NEFIHOMMIIMZEETH Y, BERENEG S FEARGEMNI S W, KFFIBOMM & 1)
KBS OMMTIX, ZOAWENEIRDE 2 2 6%, OEFIEOMMIZEEHEIEOMME ) 7
BBENETIHED D L, HEFHIBMOMM & 52 ) LHEFHIE O MM E P 86 A & AR R 5 /i,

BRI SE DN IR 2 N BRIR DS P CAEE T 50 MIRERHIRD X T %A PO RAT HFE— O TH D

DS EDFIIVEIRR TR R R 5 D%, MM PR U NERBE I X D PERE A3 HIH S AvT v 2 ] gt
NEZOND, €I TARUZETIE, BEEROHEMBEE v bk AR AR & s, B2
MEFMINE 2 IV T, MM B UINREE DS O AR 252 2 BIZ O W TS 21745 - 72,

[BREE ] o RS A AR (G-SCs), BRI (P-SCs) 3 £ U MiESEML (HDFs) 2 L
720 BEEAMIIEE UCr b 3P 540 6 oAk (A375, Mewo)Z i/l L 725 In vitroTid, G-SCs/P-SCs/
HDFs & A375/Mewo % Ju55 58 L, JE 55 o 88 58 1 & B e 2 M5 L7z & 72in vivo TIEG-SCs/
P-SCs/HDFs & A375/Mewo% & 12~ 7 AGHZHREZ M A~HE L, BEEHHE O 24 22 i TS 12D v CRERK
PR 24T 7% - 720

[ 5 & %42] In vicoEBR TIE, A375/Mewo& b 12, G-SCs/HDFE OIEITH T, WG & i3
HEEMEHE S N7z —H T, A375/Mewo & P-SCs& O ILRFETIL, A375/Mewo D 35l i1k & 12 B HE 1L D
#ill S 720 In vivoTldin vitrofS R MERIZ, A375/Mewo & G-SCs/HDF#% & (2~ 7 AFHZFIRE T IRl
35 &, A375/MewoD B FHIEME, R BERE WIIIEAE L, P-SCs& A375/Mewo% BAE L 721 T,

A375/Mewo D IEFHGEE, 1R BE & B W Z Hpi L 72,

VbR X0, U & B 8 IS AT 2 MM O AW PR oA —30E, B & 2o fE
AR O 70 2 BB /N RBE IR 5 2 EAVRKE Sz, & 61T, BB OAFAE S 2 J5 BB S i/ N BR B3
DOMBLDOVEREIC X - T, MMIESHIIL ORI, R GE & 5 WIS IE B2 % 2T 2 W REPEDURIE &
n7’z.

[Introduction] Malignant melanoma (MM) is a malignant tumor occurs mainly in the skin. MM of the
oral cavity is a rare disease. MM in the oral cavity is surrounded by a special microenvironment, including
gingival connective tissue, bone tissue and periodontal ligament. In this study, we investigated the influence
of the tumor microenvironment of MM on tumor progression.

[Results and Discussion] The migration/invasion ability and bone resorption were promoted in G-SCs/
HDF cells while P-SCs cells were suppressed. These results suggest that the discrepancy in the biological
properties of MM occurring in the oral and skin regions is due to the tumor microenvironment.
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Development of a tumor microenvironment model in oral cancer using 3D cell
culture technology

PR, ME AES LR 1 Jul Y B EWS, Ml R
AMEOIERT, HIE O
Kenta Haga ', Yuka Aizawa’, Manabu Yamazaki’, Satoshi Maruyama*,

Tatsuya Abé”, Akinori Funayama', Tadaharu Kobayashi' and Jun-ichi Tanuma’

PR KR S B Bk AR A TSR ML P 1AL RL 243 i

ERHB R R B A A T TR AR T A 0 B

SRTE R BEE B A8 A TR 1 B 5 B

B R B AR PR B A

! Reconstructive Surgery for Oral and Maxillofacial Region, Faculty of Dentistry & Graduate School of Medical
and Dental Sciences, Niigata University

? Biomimetics, Faculty of Dentistry & Graduate School of Medical and Dental Sciences, Niigata University

? Oral Pathology, Faculty of Dentistry & Graduate School of Medical and Dental Sciences, Niigata University

* Pathology Section, Department of Surgical Pathology, Niigata University Hospital

(5] EVEES A AMNE E 2O OB SR S, BEOBRICHEL 525 [ DSABUNERSE ]
EWVIO BB BB D Do LA, MO - ZH - BB, PAMBAEKOWEZT TR, EEE
DS PAMAR E OMEAERE G L, 4RI % B O 53 A BERHESEMIE (CAFs) I3AA DR
RAEICEE 2 %E %35, 3R, 2 RooHilals 28 & i LZERNEREE# X ) BFICRifis %
ENTE, REBMRENETL-0D0LVRENLZETFTVRTH S, TAIZINT TS, LR LR
#% (OSCC) A& CAFs% 3538 L, CAFsZ A L7225 AMINL ORI 2 et LT & 720 Sk 4 ix,
MABE K OCAFsO iR 2 1T\, CAFs%& iV 72 3IRTCHERRE T VAL L, DSAM/NBREEIC BT
DI EERE N DI O W THRE 21T - 72,

(k& J5:] OSCCHEE R U THVEFG ) BRI | HE 5L & D BR Wm0 o0 1R 8 MLk 2 & Mk 2 2 e gk
L 720 CAFsd X O IEH MMM (NOFs) o HpER: %217\, BEHRCAFsE X O'NOFsO il g it
BRIV L7 BMBEHKDOCAFsH LLIEINOFsz2 a5 =7 Y 7 VHATREL, 0 EIZOSCCHl gk % ik
FEL S ET TNV 2/ER L7z, CAFsHE & NOFsH CIRERE S 25 L 72,

(53] WIBAEAICH L Tld, CAFsO~—7—TdH 5 a SMADGIEGAL 24T\, R %D o SMA
Fath %2 WERB L7zo Bl 28 L 7-CAFsTFIINOFsTE & 135872 ), a SMAREHETH S Z L6, CAFsE FE
L72c RT3 RICHEETNVICBWTIE, CAFsHETIZOSCCHINEIZ B E~DA 2R % i 7278,
NOFs#t: ClZiREH z 0 %= h o 72,

(%2 - K] OSCCHRAHRDCAFsOZE L7z BRI L, TIEDS ABUNEREEE 7V & AT L 72,
CAFsDAFFEDSOSCCHINE DR 2 1R HE§ 5 Z & 225, OSCC & CAFsOAH LA HIEHE DR 12 B 2 1%
BARTIEIIRENT RETNVICEDVEBERREZFHIT 2 Z EDTRETH ), Fiz L BAMGREICET
HY—ND1oE LTHfFTE 5,

Cancer-associated fibroblasts (CAFs) are essential in promoting cancer progression through cancer cell-CAF
interaction. Three-dimensional (3D) cell cultures are a more representative model system for studying
invasion processes, which are more closely able to mimic in vivo environments than two-dimensional cell
cultures. In this study, we isolated and cultured patient derived CAFs and normal fibroblasts (NOFs), and
constructed 3D in vitro oral cancer models. In this model, OSCC cells in the CAFs group showed
significant invasion into the stroma, but not in the NOFs group. This model is expected to be a novel tool
for studying the cancer cell-CAF interaction.

7075 LR

69






—WRE (K2&—) 3

BER 7k BHX @BRAFEFHHERR RESER)




72

P-13 —fixEE (RRX5—) 3

He-Ne L — % =38 D MG A3k o BRI I KT E

The effects of He-Ne laser irradiation on the progress of bone wound healing

BHOWE2, ghk dAaE Wa & ol R AR BR
HiE gz

Yoshihiko Sugita Y2 Yuuki Ito !, Ryoko Kawai 12 Waka Yoshida'’?,

Katsutoshi Kubo '** and Hatsuhiko Maeda'**

VNIRRT B - SRR R R

PEHEBER FARR IR S & > & —

! Aichi Gakuin University, Department of Oral Pathology/Forensic Odontology, School of Dentistry

? Research Institute of Advanced Oral Science, Aichi Gakuin University

[H] BHEEOBIBHEE IS T 2L NV L= =Ko lghs 2 o8I HEEZIEEST 2 2 L S h
TWABY, FOIRBEMIERD TV ASNE V. T2 TARIFIETIZT v POKBEEICEXRIEZIER L T
He-Nel —#—t& B4 L, B XRKBEOBMEERICE XITTRREZMBEAMITRE L 72

(5] 79 POXKBEIZT Y ¥ PN HWTERIEZ K L7z, BlEEZE P L CHAIL, He-Nel —
P& MG (PR ¢ 632.8nm, FREHII25mW, HRGFIRER] 5 4, FRGIHEE25mm) L7z, L—%—Ho
TEEHIZPABITE AR ICBRIE L, DA IZ24RE I O BIFE CRES M L — W — 0l gt %247 - 720 AHIOARRICIZ L —
P—OMEIITHT, MIEBEL Uiz M%7 HTRME 2 U u CTHi{% % F v TSN 2 17 - 72,
F 72, BUKBICHY) L CH-EQOEEAR 2 /ER U CHIBRS IR L7z ARFEBRII T2 bR By W) 52 5 f
HMERBEDKBEET, H4 VA4 o T To 72 GRAFES327),

[R5R] itk 7 H O WS T, BHEIX L — — b X ) B cCHWERD A SNz, H-E
et IR AR 2 V7B T, BEEE TOFHHEO L — — GRS ®EIINREL D A
Bl o TWi,

Uiam] B KABEBICR T 2 AMERIEICB VT, M7 HO L — — LI CII A L ) &5 2D
B ENTWBEZ EDNEZ SN, it5 T, He-Nel —H =30 MEHIE 51 T O REEEo5 A
Wt L CREEE G 2 ARk RIE S e,

Purpose: In this study, we irradiated the bone defects with laser light, and investigated the effect of laser
irradiation on bone wound healing.

Methods: Bone defects were formed in the rat femur was irradiated with He-Ne laser light. Laser irradiation
was initiated immediately after surgery, and was followed by a total of five laser irradiations.

Seven days after surgery, pCT imaging analysis and histological examination were performed on the bone
defects.

Results: The bone mineral density of the laser-irradiated group was significantly higher than that of the
control group.

Conclusion: He-Ne laser irradiation may have the effect on bone regeneration.
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Why are nutria’s crowns of incisors orange color?

Takehiro Yoshikane ', Yukino Hisano ', Chihoko Ikeda?’, Katsuhiro Suzuki',

Harumi Isono’, Cuijinhao Cui ! Tomoharu Okamura® and Kazuya Tominaga2
' Oral Pathology, Osaka Dental University
? Osaka Dental University, Oral Pathology

Nutria are large herbivorous rodents native to South America. Nutria inhabit slow-flowing riverbanks, lakes
and marshes, were they feed on a wide range of plants, mainly aquatic but also terrestrial ones. Even though
the roots of nutria incisors are white, the crown part is orange-colored which is said to be stained by tannins
contained in plants and iron contained in the tooth material. But there is little research on this topic. In our
present study we explored the causes of the discoloration of nutria teeth. We observed incisor tooth enamel
of nutria using confocal laser scanning microscopy (LSM), scanning electron microscopy (SEM), table-top
SEM/EDS (JCM7000). We used water resistant paper to polish the incisor tooth enamel and conducted
structural and elemental analysis of the tooth surface using S-4800, JCM7000. From the LSM results tannin
deposition were observed one layer below the surface layer; the SEM and JCM7000 results showed that the
enamel was not exposed, and the deposits were observed on the tooth surface which was smooth. JCM7000
results showed that no iron was detected on the tooth surface layer, but a small amount of iron was detected
in the polished area. These results showed that tannin and iron could not be detected on the tooth surface
layer, but could be detected below the surface layer. Therefore, the discoloration of the tooth surface of
nutria was suggested to be caused by iron tannate.
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Study of the acid resistance of enamel after removal of orthodontic brackets

WEL Wise

Yoriaki Kanri

H AR BRRE R 270 R AR i Bl 270 o B 2 D

Department of Pathology, The Nippon Dental University School of Life Dentistry at Niigata

(2] BIEHT7S 7y b (797 v M) ZBRERICHETIERE T 25570 EEERENE 2 S0, S5m0
THbHEV)RENRD LA, TN EBEMN - BN Z 720783 v 4N, FBIERER THo T
FAVEEZ Y I 2 b— ML, HWEICHERE LZBIEREERIDNZOHBO T F AOVEEKHEIZE 2 528 % BE)
L7z THIET %,

[ & J5E] ARG IE R RHE R IRV B S vz e b RS —/ N BR54AR O = F A OV K % i
i - WP, BAIICEEmmO IR A XV ZF 2 i L7z RWT, BEilasic by 73—~ 2 %A -
WIS AR Y BRI L, EEmmOMIRICTF A VEER A2 BHIREE L L, SZEREE E oL 12
2IARF DX LTz
EEFIOCEARBIERAEERTT I 7 v M &R, 4BHMRBRICTI7ry M) A—N—=TkE, Zotk
BRI EE %2 47 > 720 WERBEIZRTATEO MR E Uiz, KB L WM~ 0 AIMARICRE L, HZMme
ANTHCBIR Uz BUXBAME2 S 2, 4, 6, 8, 10H HIZ u CTZEE CHoEtk, DB Y 7 b =
TAZ X BRI A L, KmRk & AR Z2EH L 72

[R5 5] BUKER> £ wAL, ARHE, EBRBETIE2 HELSBIRSA SN, KEMH - AHIZ10H HT20.6
+16.1 mm2, 0.66=0.64 mm3T&H o720 WHEETIZBIK 4 HH 2 S 28 mL, 10H H T40.2+22.9
mm2, 1.39+1.01l mm3Td -7,

[Z45 - iR ERBEOBIKEATBEORK 1/2 THho7201E, 7547 v MEEHOMBMLE T X VY
K@ SBEERPREL, BKICHT 28I E T o722 E2 5,

7Ty MEEHBORIIIMBREEZGONLZENHLN L RoTs TORENS, 777 v MRERIZ
I XOVEMICRE L BIERESA O LD b, REZFRICHIET S EPEETH LI LT
IR ENTze 51, 77 v VEEMZRE L AORZ21T) FETH b AWFIEIX, HARBKEIK
ZRHEEGRATHERERZOKRZHR TS (i#No. NDUC-89)

KBALRITZEE © B B (HARSRRFR 88 K 2% s Bl 2 22 F})

This study investigated the effect of orthodontic adhesives on the acid resistance of enamel surfaces.
Changes in acid-induced demineralization area and volume of the enamel surface of extracted human
premolars were measured for 10 days using 3D image analysis software and a micro-CT system.

In the experimental group, it started on day 2 and the area and volume were about half that of the control
group, whereas in the control group the demineralization area expanded rapidly from day 4. We assumed
that the resistance to demineralization developed experimentally was due to penetration of the adhesive
through the surface enamel.
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Comparison of tooth surface structure after fluoride application on stained
teeth before and after whitening procedures

AY F)y, H T, U HEKR, BA wWal, 8¥ WRIE B OEs,
R K, Bk Al
Yukino Hisano, Chihoko Ikeda, Takehiro Yoshikane, Katuhiro Suzuki,

Harumi Isono, Jinhao Cui, Tomoharu Okamura and Kazuya Tominaga
KRB B R R A IR PHLAF Rl A
Oral Pathology, Osaka Dental University

[(BR] HoEOOREEZHNE LA T A b= v ZLiE R Fl o kBeghig & U CHm@Emich 5. 72,
RTAL PV FERICT7 AW EEH SRS 2 L T F A NVEOTMBREDS L ET S ERE SN TS,
L»L, A74 b=V FERBZBOREAND 7 v FBAGICE S 7 vt vy A (CaF,) OLERED
EWE L 228 eE b v, 22 CT4hH, Faix, NIWICHEZERSE, 74 b= v ZILEnitk
B A7 v FEATDIN AT T B OENITOWTHEE L 720

MR E 5] 1ROy YRtk 2, Yomih, s X OwET0 3 7ay 7125, 7y 7
Z2RICHEIL T A VER (BRF6 R /h) ZER L7, ZUEORLRZUTA~CHED 3 DDFEE
BEAVERLL 720 ABE: KRB O, B : ABFZ & » = Y ERKIET (400mg/100mL) 2Rk L7k i3
XOCH : BEEICATA b= v ZEZIGE L7z & L7ze S REERIC L 2502 BE L2720
EMICZIN20ETHLY = VBEACTHREZ AN L7, SFEBRIEOW O KIS OBILE & o R R
Br & #JCM7000 (H_ESEM/EDS) ZH\WTiT»720 $72, B, CEICX L T7 v REAi 2T\, KEH
75 & RN & & 5 ESEM/EDS B L OXMOGTE T 7 b0 il (XPS) [STRTL, 7 v REBAIZL S
B R BGIE L 72,

(R3] B ESEM/EDS TICHEMNT 24T o 2468, AL IR L -HERBO I V> o L&, ) Y #EIEB,
CHEZBW TR 2R Lze RERICOWTIZ, BEIEM, CEIMAMINZR L. S5 DK
B, HORWCLoTHIAT—T 1 Y 7ENTZERETA M= U 72X 5 AIVE O EHEENE
fLL7z2 e EZbNb, T/, BHICT7 v REMAEZHLIZGELCHIC7 vy RBAizL- 6L %
XPSTHENT LRI L7458, CHEIC 7 v BBAT 2 AT - 72356 O ) 25T 2258 O CaF, & 0% 5 - 72,

i) A7A V=V 7 a2l 7B 0BEICT7 v RBAZIT- 7256, A7 A4 M=V ZRULER LD i~
DCaF, DB EAEMLTBY, FTA4 b= ZEIZCaFJER ORI 7 5 Z L AVRIBRE N7,

We examined the difference in the effect of fluoride application on tooth surface conditions between before
and after whitening procedures using artificially stained teeth. We classified the crowns of bovine anterior
teeth into Group A (untreated), Group B (Group A immersed in a tannin solution), and Group C (Group
B with whitening). We then fluoridated Groups B and C and analyzed the tooth surfaces of each group
using the JCM7000. CaF, deposition on the tooth surfaces of Group C tended to increase relative to Group
B, suggesting that the whitening treatment assisted in CaF, formation.
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The influence of the formalin-fixed paraffin-embedded process on the profiling
of salivary microbiota

% N, K¥p i, R e, WE RS

Hiroto Sano, Junya Ono, Yoriaki Kanri and Yasuo Okada

H AR B RE R 270 8 AR i Bl 270 0 B 2

Department of Pathology, The Nippon Dental University School of Life Dentistry at Niigata

[Br) B4, Fr<y YEERT 74 A (FEPE) Mk oMEDNAK, kR Y —47 v 4 —% [
W MR ST (X 2 16SIIT) D720 DWfZEEHE L Clik S oo dh 5, FFPEMIAZ Ml #2212 H
WhZ i, MEFIRE SN TV LBEOBREBAREZ A7 K2 E 2 TRE L § 5 % EOF D
HbHo =T, F=) YEEIERL THREATFODNAICHEEGIEZ L W) RELDH L, L LD
5, FFPEMARMERBAEAS X # 16SIRNTICH- 2 B BIZOVWTIRIF L A LM ShTw i v, Kif5ETIE,
FEPEM AR A 1S A48 ) R0 M 55 O T R O A & LT X Z 16SIHNTICH 2 2 & AT & % 02 % 5T
F 572012, FFPEM/A/ESLE AR DK OB DNAK O X 7 16SIENTRE R 52 A B R RET 52 &
ZHMBE L7

(5] 9 NoBBE (CF3940.3m) A 5 RHHIFER 2 R L 720 MERZ 0L TRORARL Yy b 2K
=) VREER, NT 74 UL, FFPEMARZ/ER L 7z, HFriMEpi ik & Wei o FFPEM AT Rl T
16S rRNAEIE T O W EFHIRV1-9, V1-2, V3-ADOLFFERZ XA Lz 512, A ¥ 16SHITIC &
BHHE AT 21T, 200Ky £ 7O E R L 72,

[#55] FFPEMA TIIHIAE MR D 72 0 DR & 72 5 Ml D16S rRNAB L T-2SWi AL d 5 Z EAURE
720 LA L, V1283 (#250bp) 1&V1-9%8 (#1500bp) °V3-443% (#350bp) & ML LT & < /47
ENTWiz, M T, HriEmAk L FFPEMAOB CHIREED a 2B L OB EMMEICHEERZI R, M
WERRIE 2 DDOMIk Yy 4 THITHEM L Tz,

[%£%42] FEPEMURZ H 72 LRSI ST 12 BV Tid,  16S rRNAE (L T O V1-253845 0 55\ I8 2SI bT
WZHELTHBY, T OHIEE DOPEME & O & 3§ 5 2 & CFFPEMMKIIH i RAoRE & 2 V155
Z DRI E NIz,

(& B ERZEE] EREIG— G KRB 2= Fe R R L 22)

This study aimed to examine the influence of the FFPE process on microbiota profiling to evaluate whether
FFPE samples could serve as an alternative bioresource to fresh samples in oral microbiota studies. The
results showed that the FFPE process resulted in a certain degree of fragmentation of the 16S rRNA gene.
However, the V1-2 region was relatively well-preserved, suggesting that short regions are suitable targets for
microbiota analysis. Importantly, there were no significant differences in alpha and beta diversity of
microbiota between fresh and FFPE samples, suggesting that FFPE samples could be a valuable bioresource
for oral microbiota studies.
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Does an action hero contribute to dental caries prevention? -An evaluation of
contents of DENTMAN in local communities-

Chihoko Ikeda', Takehiro Yoshikane ', Katsuhiro Suzuki’, Yukino Hisano®,
Harumi Isono ', Jinhao Cui', Tomoharu Okamura', Nobuhiro Kitayama2 and

Kazuya Tominaga1

! Department of Oral Pathology, Osaka Dental University
? KUZUHA ROSE KINDERGARTEN

DENTMAN is an action hero who is promoting oral healthcare, created by some dental students.
DENTMAN has performed skits about caries prevention at local festivals and events organized by dental
associations. However, there has been no report evaluating and summarizing DENTMAN’s activities.
Therefore, we conducted the surveys for parents to prove that DENTMAN can contribute to the prevention
of dental disease in young children at the kindergarten. Before the surveys, DENTMAN and we performed
a show with the message to accept finishing tooth-brushing from parents. DENTMAN had a character
meet and greet after the show and took pictures with some children and parents. All respondents indicated
that they had never known DENTMAN. 46% of children were afraid of DENTMAN, but 69% of parents
indicated that DENTMAN shows are useful in motivating children to brush their teeth. Many toys related
to action heroes are set for ages 3 and up and the average age of the children who saw DENTMAN show
was 3 years and 4 months. The children in our study may not be familiar with action hero contents, and be
afraid of other action heroes except for DENTMAN, too. The DENTMAN show is expected to be effective
in preventing dental disease in 3 years old, but may be more effective for young children over 4 years, since

46% of these who were afraid of DENTMAN were present.
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Analysis of the mechanism of enhanced SARS-CoV-2 infection of vascular
endothelial cell with aging

Bk @92, R4 g, mm R RHE N Pk AL Rm uT

Yuya Sakurai'*?, Nako Maishi', Aya Matsuda ', Ryo Takeda', Wataru Ito ' and

Kyoko Hida'

HeEE R M AW 5T PR

B[R 2PN N et g ) e RN e

! Department of Vascular Biology and Molecular Pathology, Faculty and Graduate School of Dental Medicine,
Hokkaido University.

? Department of Dental Anesthesiology, Faculty and Graduate School of Dental Medicine, Hokkaido
University.

BT AV ARG S S N RS TH 0, RFICEIRE OHEAE(LY X 7 IdEv, [lfE
B, #%iEJE Td %Long COVIDEHIZ BT D-dimervWF, #ifkDEHEZ E@E SN THD,
FEIERBOA L O TIMAFNERIER ENBIZ SN 5, ToKF & L TliENEME (EC) ~dSARS-
CoV-2 (CoV2) BNV RRENTED DD, RIEFEME X N =X LEWLPIZER TRV, ZOH
HOUEDIZ, ECIZBIT 2 EEBMBEAH S 22k o Tu R W I EAEITF SN 5, AW TIZECHCoV2
BRYAEREZ W ST A E R HINE Lzo CoV2~ ZBIMLMR 2 2, T~ 7 A& &5 L, %
etk 4 HH (4dpi) Thilis< 7 A TOH Y MHBNG O AL L 72 B % B 2§ 2 & 2Bk
ICHERE L 720 £ TR oliliz & s DEC% Hiflk L4dpil 517 5Bulk RNA-seq, 5 & OWEIEILHT D
1dpi& 4dpilZ B1F % scRNA-seq % Ffti L 720 Mie~ 7 AW IZ1dpiD I s S & L NIV T A L A &G L
TWAECEMDA LNz, S5~ 7 AECTIZRIG-I, IRF77% &ED ™7 A )V A0SR T OF B
TCHEB X ORIENGHE AT = f ORMENALNT, LL, CoV2hu ¥ XAIZHE 3 45ACE2R
TMPRSS2DFHHIFIFE A E RSN D 5720 MMMECNDCoV2EGeItimt$iE 2 H o 3 5720, 2D
WTEALZ HE L2 BECZ VT L 720 AU ECIZ L L TEILECTIZ CoV2 75 17
FALNLWD, WY ARENE L ol TV P A MY ARBHEFEERNS, 77 A ViEMES
TP IA) Y - ARG FIMEKEBZ Y P A P —=F A E o TIANVAEZRY AL 2 AR E N7z,
ML BTy FY — A<= — 2 HWTOBREBRHEHMETOA A=y 7h s, EBRIZTA VA ZHMlE
WCHE LTV b 2 EMMER SN, & 5 ilflowcytometryz HI 72T 0 HBILIC KL o T Y YA b —
VAMENITET L LY, ECOEILARLY FH A4 b= 2 ZIHEZE L Z L TCoV2OHLY A
AEMWRTHEEZ BN, SHOUBIT D, ECOCoV2HLY A LML Y AV X% OB % B
LML, MAENERRERE L OBRERT 558 Th 5,

COVID-19 is characterized by vascular endothelial dysfunction. SARS-CoV-2 (CoV2) infection of vascular
endothelial cells (EC) is still controversial because mechanism of virus entry into ECs has not been clarified.
This study is aimed to elucidate the molecular mechanisms of CoV2 entry into ECs. We isolated ECs from
the lungs infected young and aged mice and perform RNA-seq. CoV2 uptake was significantly higher in
ECs of aged mice. Exposure of CoV2 to in vitro senescence-induced ECs resulted in greater viral uptake.
Endocytosis capacity is found to be enhanced by senescence. These results suggest that ECs enhances CoV2
uptake by senescence.
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Gene expression analysis of dental pulp cells using periodontal ligament culture
supernatant

Koki Yoshida', Fumiya Harada ?_ Tetsuro Morikawa' and Yoshihiro Abiko"

! Division of Oral Medicine and Pathology, Department of Human Biology and Pathophysiology, School of
Dentistry, Health Sciences University of Hokkaido

? Division of Oral and Maxillofacial Surgery, Department of Human Biology and Pathophysiology, School of
Dentistry, Health Sciences University of Hokkaido

[Objective] Dental pulp stem cells have raised expectations for applications in regenerative medicine. The
proportion of stem cells in the entire dental pulp is low, around a few percent. Therefore, when applying
dental pulp to periodontal ligament regeneration, it is desirable to utilize the entire dental pulp including
stem cells. There are differences in the functional genes between dental pulp and periodontal ligament. This
study aimed to elucidate the differences in functional genes between dental pulp and periodontal ligament
by culturing dental pulp using periodontal ligament culture supernatant and performing RNA-seq.
[Materials and Methods] Human dental pulp cells (DP) and periodontal ligament cells (PDL) were
collected from extracted third molars of patients aged 19 to 23 years and cultured in a MEM medium
(approved by the Ethics Committee of the School of Dentistry, Health Sciences University of Hokkaido,
Approval No. 179). Total RNA was extracted from the PDL, DP, and DP cultured with PDL supernatant.
RNA-seq was performed using a next-generation sequencer (Rhelixa), and analysis was conducted using
iDEP96.

[Results] KRT14 mRNA expression significantly differed between PDL and DP in DEGs, but not between
PDL and DP cultured with PDL supernatant.

[Conclusion] Keratin 14 is a gene expressed in Epithelial cell Rests of Malassez present in the PDL but not
in the DP. It is an important functional gene when applying DP to PDL regeneration. The presence of
Keratin 14 in the PDL culture supernatant suggests its potential influence on DP.
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Duct-acinar unit~OPLAGL#EFIFEBLC X Y Wit ps il R BRI & o e 7 it
NS ASTEE S N B — MER IR IE S O w1 RLER 7S 2RI T3 C -

PLAGI overexpression in duct-acinar units results in tumor with acinar-like
features; Towards elucidation of the histogenesis of SGT

W Rzt RE OB, Wb 0 R Rl EHA AR

Wil $2', KR /70, A K’

Yunosuke Ikeda'’?, Rika Yasuhara®, Junichi Tanaka?®, Keishi Otsu*,

Ikuya Miyamoto’, Hiroyuki Yamada', Kenji Mishima’ and Tarou Irie’

VETFRERR S TIPSR PR 0 TIPSR 55 0

CETERRT: B R B AR AT 05

SHAAIR: B IR RE RS Wi R a0 TR B2 Y

VEATFERIRY: R TR - PR 5N

e R PR I B2 50 B L IRE RS T N AL 2

! Division of Oral and Maxillofacial Surgery, Department of Oral and Maxillofacial Reconstructive Surgery,
Twate Medical University

? Division of Anatomical and Cellular Pathology, Department of Pathology, lwate Medical University

? Division of Pathology, Department of Oral Diagnostic Sciences, School of Dentistry, Showa University

* Division of Developmental Biology and Regenerative Medicine, Department of Anatomy, Twate Medical
University

° Oral Diagnosis and Medicine, Faculty of Dental Medicine and Graduate School of Dental Medicine,
Hokkaido University

(63 Wi N R B ML T 2 D RENE R 2 S I3 e o TV W Z 2 TR A MRS O Rk TE 2R
Z IR 22 B B L AR LA 2 MV IR IE S E TV~ 7 A R ER L7z C OMERIRIESSE 7V~ 7 X & v THEJE
R DR 6O TR DRI A 2 ME L 7o

[77#:] PLAG1 % #1388l 3 % conditional knock-in miceZ E# L7z, 241 & Sox9® promotorifill T 2
CreERT2%Z M 3§ A~ 7 A L RRRL &4, W22 A9HIH T 12 Sox9FE BUMBL I PLAGI % o) 56 B3~ 2 M i i
JESEE TN < A ZVE L 72 3 Ml OWEEIRIEYS € 7V < 7 A ZaamoxifenZ $55- L, B S 720K
IR IE 3 DT RE £ AT 2 1T - 72 Sox9 CreERT2 mice & tdTomato mice% 2B & &, Sox93&BLA L D
tamoxifen®% 5-% 2 H B O RFLEHR 2 17 - 720 A 14 H i O MEE IR IES € 7V < 7 A OMEE IR L O3 E
FeA2 T CHERIRIES O FE 21T, 2 HRICEME TR O L & 2 GFPO I % Mk, BN
fi##T, Gene ontology enrichmentf##7 % 17 5 72,

[RESR] M BRIE S € 7V < 7 X (Ztamoxifend® 5-#%, 7 ~14H BRI FRRICHES A3 U7z BEBHIIE X
PASKEVE CIRE AL~ D 5L 2 £ 5 FHEMAIL DO A0 5 7% 5 EE TH - 726 Sox9 CreERT2 mice &
tdTomato miceZ i\ 72 2 H O ZRFEBHFTlE, tdTomatoDFEENLELE L EZ AL & B Mo (B RAE
L T\ 7z MEFERRIESS € 75V ~ v A MR AL 30 B RS 28 T2 B0 2 M BN 5 3535 % 2 H HIZI3EE Bz
DECHNZHELANA AR 5N 720 Gene ontology enrichmentf#HT Tix, 812§ % signaling pathways % #§ 3
LR ORBDPTLEL Tz,

[#iaw] S MoK, luminal stem/progenitor cells% EHL S 2 & EPEMMNE D A2 & 2 2 55 %
BT A E AL LR D D B KEFN Y Z1E, TNF CEIELATETH - 72 W L EE
RURRFE A DA 2 BGE T 2 6880 7% FBE 2 V155,

We established a newly generated murine salivary gland tumor model that exhibited epithelial features with
acinar-like structures, possibly due to gene rearrangement predominantly in the luminal cells. Structural
disturbances in the duct-acinar unit of the salivary gland were observed and cancer-related pathways were
enriched among the differentially upregulated genes in the very early phase of tumor induction in the
organ-cultured embryonic salivary gland tumor model. This tumor model may serve as a model to show
that tumorization of the luminal stem/progenitor cells can result in the development of salivary gland

tumors consisting of luminal cells only.
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P, gingivalisti VEIEHIC & ZNASHIHIBETICBITF 5T ¥ V34 Y O
Key roles of gingipain in NASH pathological progression by P. gingivalis

odontogenic infection

WH BT, H BESR

Hisako Furusho and Mutsumi Miyauchi

JE SRR AEBE B SRR AR LIRS i P TR S 72 5
Hiroshima University, Department of Oral and Maxillofacial Pathobiology

HIY : k40, sEIRIEMIA R gingivalis (Pg) BRVEIEGZ X A2IE7 v a — VERDITER % (NASH) O
ML DB\ PeDPEE T B Y Y UL ¥ (M) TV VKRR ST A RENE 2 #S Lz 4R, Y
YIRA VRIS T VY NA = —BUERAYE B OB LGE T ARSI SN TWwb, 22T, YV
ToSA P & etk MEIEGNASHE 7V & v, Pk PRI GeIC X 2 AR LB IS B I 5 Y v D3 L &
DOEENZOVWTHLNIITHIEZHMNE L EBEZIT- 72,

F ARy 2 1EEE (CD) BXUREEDE (HFD) % 8#5 %, £hEh 3#EIHT72, £
DA H&2FEO LS 1 FIREHIC P e S (PelE), #FRUCY v U4 YHEHR (X) 2EHR
H45- (20mb/Kg/day) L, Pe+X#EE L, CD-Pg-/Pg+/Pg+ XHE, HFD-Pg-/Pg+/ Pg+ XEEDEF 6 B % VEHL L 720
PRI G 6 AR O Z Vv, Mac2BEMo 8, MM LEBmAE (U 7 ALy FEth) 2Rk
R IR - WA L 7ze E 72, RO RIEMEY A4 A A4 A4 v 7 5<%y —2mRNAZH (I-15,
1I-6, Tgf-B. Nbp3, Pycard’s &) 122WT HMEL 72,

FAE 1 HFD-Pe+ T A S N7z M ¢ R H B MM L SIS AL O BHZE 72 39E, HFD-Pe+ XBETIZA RIS
P S nze T2, CD-Pe+X#EB X OHFD-Pe+ XBETI, PebhiPh &GS X o T L 2 MY 1 b A
A 2 FEBAIHIT 2 M & 7R L7z

FEE BT X ANASHOMAMEALIRAEIC Y ¥ V8L UG- L, V¥ V234 2 PIHIFHNS ISR L P
WCHRITH D I EDVEWEBRTHOLNE o7,

Gingipain secreted by P. gingivalis (Pg) is a possible stimulator of liver fibrosis. Using Pg-odontogenic
infection NASH model, the inhibitory effect of gingipain inhibitor (X) on liver inflammation and fibrosis
were examined. Six groups (CD (chow diet)-Pg-/Pg+/Pg+X (oral administration (20mg/kg/day)) and HFD
(high-fat diet)-Pg-/Pg+/Pg+X groups) were made.

After six weeks, histomorphometric analysis revealed a significant decrease in inflammation and fibrosis area
in the HFD-Pg+X group comparing to HFD-Pg. Furthermore, X showed a tendency to suppress
inflammatory cytokines and inflammasome mRNA upregulation caused by Pg-infection. The data clarified
the role of gingipain in exacerbating NASH-related liver fibrosis caused by Pg-odonotogenic infection.
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Histopathological analysis of the association between mucosal epithelial
changes and the lamina propria vascular network in irritation fibroma

WA H—
Keiichi Tsukinoki

TR B RS BREE P70 B
Environmental pathology, Kanagawa Dental University

FUPEN ORI TLPERAENE (3, SMBBEN 1 I2B L CEMi E 23R T LEOREZ S LI, LairL,
ZEALDORE, BFEEAEL A RUFZEE, RIBPERMEEORB ERZ 2B 2 MEMICERL,
DT E N2 WA = XL OY 2 B L7zo BRSO R L7612 5T, CD3136 & UKi-67
(g B —RBUR 2 W BRI 2 O TRERB 2T o 72 MIED72DIZ, =T 5 35, i
ZOF S 3T LR 2RI 720 @A o EA 8 & REOMEK %2 Ko, ME Y4720 DK
ZE L7z WA LRI T ORENEAEOME OB L WKL, BROME X ) /NS holz BEARS
DIME DR & HREIS, ik & WEDHIZAEIIED b ko 7z,

L4 ORERE, TREBE A TS OMEE A HMEFE S, BB EEANOREMLEZH > TWH I EZRRL T
%o

This study aimed to elucidate the mechanism by which ulcers do not form, focusing on the vascular
network in the mucosal epithelium of irritation fibroma. The number and area of blood vessels in the
superficial lamina propria just below the lesion epithelium were smaller than those in the margin. No
difference was observed in the number and area of blood vessels in the deep lamina propria between the
margins and lesions. Our results suggest that the vascular network in the deep lamina propria is maintained

and compensates for the nutrient supply to the covering epithelium.
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Report from the Oral Epithelial Dysplasia (OED) Working Group (First Report)
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Oral Pathology Section, Niigata University Hospital

Julr L R EW, A OADZ, e K AR EB W RS ER & ER J
A B, I ER, A SCRE R BA, BK O Bl E—
(KT LR VESIE (OED) 7 —F ¥ 77V —T X Y 3—, Jilghg)

P B ESOE R (OED) OWRELSHIIE, Mk iAl - MifgRi 2 BRI L2 BBMoREICL D IThbh
TWaAA, FEIRMEAHERR L E NS, WHBWIRIC X 2BWENE - BREREI DR BnZ &8
MONTVD, SHICKBINIEHE L 2 0155 IEREPT RICE L THM— M RRNG S TR WBLIRAS
5o

INSOMBEEIRIT 5720, ZHEBILFENIZEICL ), Sk 8D Z, AP I BRE RS
FIEROFTRAZ MK L TREAEZB I %9 2 LT, RIFIIBIFL20EDOIFHBHIILELI S 2T HI L
HWKE L72OEDKGE T —F v F 7NV — T % RESITTHR A L TIHW 2,

OEDMiat 7 —F v 77V —7Tl&, 3U®IZ, OEDOYE - ZWL#EDEED72®, OEDDIHHYM
BWOOOHEFT R F 2 v 7)) A N OBEEENSBIE L 720 BRI, X N=TEIZHERFET
OED L ZWi L7215ERI 2 /N —F ¥ VA T4 FTHEELTH bW, HEFTRF = v 7 X M- TiHilix
BIholz WHABHAIIOWTLADLETHRE L. TD9H 2T, WEDJSOPMIZADLETHML 2
8 1 MOEDMGT 7 —F ¥ 72T, R LI, ZWEB TOHEN RO —FFITOWTHR L. Z Ok
B HEFRF 2y 27 ) A MOHEHTEHW—HERBALNLIEML RSN, — T, HEFRF v
YA MDOHEHIZE ST, E545—HRON LEDOODRHFDVPLELIEGN R HLHZ LB, BEE
KT CTEMZ L TNWBEEIATYT, $72, HETRF = v 7Y X FOWKGENHE 2 ) bizii~D 71
L ZIZOWTHRFAL-DT, ZOMELHEL T,

B, FABROISEFOHF NS, KX Y N—HOBR DL %2> 72 5B % o012 6 FEB % IR L,
JSOP350 &M 3 HH I, [HREEEMEREIEE (OED) 7—% Y 77V —=7250%HE] oh<T, /$4L
FTAAAy varyBEATRETA7Tu 770 2HELTVWET, TOITHML &0,

The Oral Epithelial Dysplasia (OED) Working Group reviewed the HE findings checklist for the
pathological diagnosis of OED in order to develop diagnostic criteria for OED. Each member of the
working group was asked to examine 15 cases of OED diagnosed at Niigata University using virtual slides,
and evaluate them according to the HE findings checklist. The concordance rate of HE findings among oral
pathologists was confirmed for each case. As a result, some cases had high concordance rates for the HE

findings checklist, while others required further study to improve the concordance rates for the HE findings
checklist.
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A case of tongue tumor

e E=3, RM Eff, 5H 4

Mami Yamazaki, Keisuke Sawada and Hiroki Imada

B RERBRE BERRE L v & — SRBLE

Saitama Medical Center, Saitama Medical University, Department of Pathology

EBI] 118, 50,

(ERRHEE] BEAE ISR REIE 2%, 6 R IS RIS 28 TR 2 01 5 k23 0, /NEFHE e
ZLTWh, TOIHNPLVTEPERMINTEY, EETRIHFOMI A 0EN o720 2 HAETD TS,
Wk, WHEUE S D, BHISHEAL 72D OOEEIEFRE L, &M, 100mIFEEE i i 2 Wi Uit S
Nizo HHEMT7 7 A N=I2TEE EHERIBOMMIE 2 520, HER» O OMIMEE 2 bhiz, mECTIC
TEBES 2 5 WEHHEE O MAEPLIR % P 9 65x45x43mm DR % F2D 720 HAMRITIZASHBIR, MNSHERIR~
DFEW % low void 2 7%, RIS IMAENEASEE D N7z A YIRS & 2 FFIRAE PR & I PAZEAR 2317 b i,
PEEWED» HF 1 AR, H RO YIRRAN & R Fr R Al A AT S 7z

[ B RR 2 T S ] i AR 11351 g/58x50x42mm T, PRIV LB TSI IR o [ a8 % FRad 72
AR, AR LN~ BB/ IME D FL S 1 5 A% & U FIRIE ~ R3O A i B % A3 % Jif
BN A FEE VB L T oo B0 24U5E 4 /I0HPEs Td o 720 JEEFICBHBERATHUL S 723, A
WEHEMZ TH Y, IEEIEIE L OXPNIHREETDH > 72, BEMRONMAKIZIZY 7 R 5 — i EPASH D
SRR B % A, PTAHY:f TR @O BRARBUNE H V.72 % 20 o 720 SeIE Gt TIEE ML o SMARE
P, S-100B21%, calretininfzt, myoDI1BE1E, myogeninfE%, CK AEI/AE3FEME, EMAREME, desminl
—#EETH > 720

(BRASFIH] 2B

ARFERIZH720) THNTHE L LM EREMRAEREGER L > & — B JFietE, I s A A,
BERSA AL Y 5 —REZITR A EREIIREICRE L 9.

An 11-year-old male patient presented with hemorrhage from a lingual mass. Subsequent to a clinical
presumption of hemangioma, a partial glossectomy was executed. Histological examination revealed the
proliferation of pleomorphic cells characterized by small to medium-sized nucleoli and eosinophilic, broad
cytoplasm. Immunohistochemical analysis showed negative results for & SMA, S-100, calretinin, myoD],
myogenin, CK AE1/AE3, and EMA, with focal positivity for desmin.
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A case of a palatal tumor

B sl B B, KRB OBMEL OKRIE OB R OB
At pE’
Shigefumi Matsuzawa '’ %, Takaaki Tsunematsu', Ruka Nagao ! Kunihiro Otsuka’,

Aya Ushio ' and Naozumi Ishimaru’

MERRAE LIPEF e 5 B

PR e I RSB R 1RSI AR 750 B

SRR R R R BE R AR A T SE R 1P B2 05 B
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University
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Ui BRSO ] AL 2 £F 9 B8 ORSEITER S A D, E IR IC IR Z T 2 38 720 i 2
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WS R OFWINEZ o T2 b DD, BHNANORERLEHIEGIIED Sk h o7z RIEHIRILAHY
RS 1ZSOX9, CD99, NSEFztE, MDM2, CDK4, NKX2.213FM %R L7z, S100i 8k E P o
BN Tl Bk, i /NN OB EFYE 2 /R U7z Ki-67F MEMIIE AR IXH9400 A2 E & misIZ s
HEmRL7.
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Male in his 40s. On intraoral examination, a 20mm x 20mm sized mass was found on the right palatal
mucosa, with ulceration on the surface. Clinically, a palatal salivary gland tumor was suspected. The biopsy
did not lead to a definitive diagnosis, but the decision was made to remove the lesion under general
anesthesia. Histopathologically, nodular proliferation of cartilage with ossification was observed. In the
perinodular area, there was a dense proliferation of spindle-shaped or oval tumor cells. Although there was

bone resorption on the alveolar bone surface, there was no evidence of bone invasion or destruction.
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A case of soft-tissue tumor of the alveolar mucosa
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7B R 2 B O ENER % $A0ICHEE L7228, —3RIEE E A L Cwize #1107 A 28400
T HOFFIE R BRI, FEERHHBRART, YUPBREZHE~O 3 VT — 3 VER.
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NEBE X AT, MBS AR A 2 A B PR NE AR 2 B ORGSR R B 70 U W 70 B S55 il A S5 i
RICHEI L, BVEIERMEME T 122 L, EEMI I bEimz2 R &, FEolyzRss, Mk
RPREILRATL Ve TESHIIEOBIIAHEANERLTBY, ZLPNERZET S, 70 F 3RV
T AR LAMNEIRT, B/AMRIZH L7270 Ba2URIEHA SN 505, BRENIRETH S, RIEHRRY
{b21912, AEL/AE3, p63, desmin, SMA, S100, CD3, CD20I3$~XTM, FsE iAo i b iz I %
E 21208, RIEMRRALAIZIE LR ESE TH D, HRRT O 12 RE L 72—l
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A 55-year-old man presented with a chief complaint of swelling of the right alveolar mucosa. CT scan
revealed a submucosal nodule in the same area. A well-defined, milky-white, lcm mass surrounded by a
thin capsule was removed. Histologically, a solid cellular tumor showed diverse morphologies with different
cell types (spindle, epithelioid, clear, etc.), and occasional syncytial or multinucleated features were seen.
The tumor nuclei were octagonal in shape and frosted or vesicular in appearance. Squamous or duct-like
differentiation wasn't evident. Tumor cells were negative for AE1/AE3, p63, desmin, SMA, §100, CD3 and
CD20.
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A case of the buccal tumor
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W EEHV 2 h o720

(i HARA) RIS LB TSRS 2 R T B 78, BEFRe R AN 2 B 3 A & v 7ze TEEFICBEHE L T bk
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Btk : vimentinftE, desming§Butt, CD6SHM HdottRIZEIFHME, p63BstE ¢, 2> br— X hiiv)
B EMA, CK7, Camb.2, AE1/AE3, p40, CD3, CD5, CD34, CD163, MelanA, HMB45,
§100, GFAP, c-kit, MyoDI1, Myogenin, Caldesmon, aSMA, MDM2, CDK4, calponin, SOXIO0,
p53
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A 60-year-old male noticed a tumor in his buccal mucosa, which recently seemed to grow. On initial
examination, a mobile, elastic hard mass was found under the left buccal mucosa, with intact surface
mucosa. A biopsy was inconclusive, leading to total excision. Histopathology of the biopsy showed dense
proliferation of tumor cells with small, hyperchromatic nuclei and indistinct boundaries. The excised
specimen revealed a non-capsulated tumor with bone-like hard tissue nearby and more prominent mitotic

figures compared to the biopsy.
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Malignant tumor of floor of the mouth
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B L, MBI R EER 2 58072 CTTIXAME TR - F5F 3012355 5 W 7 R0 5 sE A,
MRITIEAME THB X OFH TICSTIRIG, T2ETRES, TURTRE T 2 /R 3868 X 24 X 48mm D IFE
BB SNz, T X—F ORGSR, HEREID, LIEERTISERBERZ R0, TORMMA R L2
720, MEEEEIRZE % 5o S CTEPET-CT 24T 7245, B O 7 BT MR I N0 o720 & TR
NEBEEE N D S LM AT o 7228, MR EEH RGN E TABANCBRE L, £Eo—&idEt
o Twie, ZORIER OB R RITHEV#32BH R BL%, FECTHEHUA EE 72 K38 & 720 0 )N AS A
vy =Rk o7z,

U BEALRR AT L] RGBT IC 2k, FFEME, T RS D L 72/ B B As, 2 L Wik R %
PEo CTHEERZ B LT L T ize BESISIFERE ORI EIC, #AMRBIWE, ks, KR Z2 7R3/
o), BoduRb A shiz, —HICEE CTHL WIAZ AT 2MEMENTREL Tz, i
IR FENZHEIE I Fa > TV 2 SIS BIE SN 72e e B—IRICHE B Rz O JLIEIE & IEHEASE RS 5 T A
Shize Egett TS M IZCKT+, p40+, p63+, vimentin+, S-100-, a SMA-, CK20-, SOXI0-,
AR-, HER2-T& - 7=,

(Mt ] WEEF D720, ERBREDADERE 2505, BHICHE LERTH 5720, RESH
70 & NS O JFFEERALE D IR T TR A Z V72w,

A 44-year-old male became aware of painless swelling in the left side floor of the mouth and submandibular
region after #36 hemisection. On initial examination, CT and MRI revealed a suspicion of Ranula infection
(68x24x48mm). Ulceration and rapid enlargement of the lesion were observed, but CECT and PET-CT
showed no malignant findings. Microscopically, a small nest, which are trabecular, solid, and resembling a
cribriform-like structure in the submucosal layer, proliferated in a lobular pattern with a prominent myxoid
stroma. Extensive necrosis and a contiguous tumor extending into the basal layer of the covering epithelium

were conﬁrmed in some areas.
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Quantitation and Biological Semantics of Cancer
Histopathology
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1. Stomach Encyclopedia: Combined Single-Cell and Spatial Transcriptome Analyses Reveal
Cell Diversity and Homeostatic Regulation of Human Stomach. Cell Reports 2023 Oct
31;42(10):113236.

2. Deep Texture Representations as a Universal Encoder for Pan-cancer Histology Cell
Reports 2022 Mar 1;38(9):110424.

3. Defined Lifestyle and Germline Factors Predispose Asian Populations to Gastric Cancer.
Science Advances, 2020 May 6;6(19):eaav9778.

4 . Immunogenetic Profiling for Gastric Cancers Identifies Sulfated Glycosaminoglycans as
Major and Functional B Cell Antigens in Human Malignancies. Cell Reports 2017 Aug
1;20(5):1073-1087.

5. Recurrent gain-of-function mutations of RHOA in diffuse-type gastric carcinoma. Nature

Genetics 2014 Jun;46(6):583-7.
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Quantitation and Biological Semantics of Cancer Histopathology
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HmSNnTwh,

With the advancement of deep learning technology, significant progress has been made in extracting and
quantifying high-dimensional features from histopathological images, which were previously challenging to
analyze. The quantification of these images has enabled a data science approach similar to that used with
genomic information, allowing for the direct comparison of pathological images across numerous cases to
garner collective knowledge. This development suggests a transformation of pathology into a discipline with
robust evidence in biomedical research and clinical settings. Moreover, extracting biological meaning from
pathology images is crucial for providing interpretability to artificial intelligence, leading to deeper insights
into biomedical phenomena. Recent advancements in spatial genomics technology have allowed for the
precise localization of individual gene products in histopathological tissues at the genomic level and a
comprehensive understanding of molecular interactions between cells. There is active discussion on
integrating this rich, high-dimensional information from pathological tissues with other clinical data,
including genomic information, which is facilitating multimodal integration and discussion on how these

insights can be returned to patients.
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Bioinformatics pioneers new medicine
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The development of DNA sequencing technology using next-generation sequencers has made it possible
to perform clinical sequencing to comprehensively examine the genetic mutations that cause cancer. The
information on genetic mutations in cancer genome medicine will continue to increase in the future. It is
necessary to effectively study and analyze the large amount of mutation information stored, to elucidate the
mechanism of cancer development, and to further promote personalized medicine using new drugs such as
molecular-targeted drugs.

We have been conducting bioinformatics analysis of various cancer genome data and developing the
necessary technologies. We have also succeeded in developing an artificial intelligence model that can
determine whether a patient has a hypermutation or not from only the pathological image of a patient with
a very high tumor mutation burden. While conducting various cancer genome analyses, we are now
expanding our research activities to the development of artificial intelligence and the analysis of the latest
intra-tumor microbiomes. In this presentation, I would like to introduce the various studies we are
conducting.
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Information Sciences and Oral Pathology
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Information Sciences and Oral Pathology
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The main object of pathological research has been the histopathology specimen and morphological
techniques. Originally, the purpose of pathological observation of the specimen was to analogize the
malignant potential, the pathogenesis of the lesion or disease, and the prognosis of patients via
understanding the molecular backbone from morphological information.

Recently, histopathological specimens have been possible materials for comprehensive analysis of DNA,
RNA, and proteins, as well as visualization of specific protein expression by immunohistochemistry or
specific DNA and RNA by in situ hybridization. Therefore, it has become necessary to unify the
comprehensive information and interpret it pathologically.

In this talk, I will introduce the possibility of integrating pathology with proteomics, transcriptomics, and
bioinformatics analyses that we are working on.
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Report from the Oral Epithelial Dysplasia (OED) Working Group
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Establishment and evaluation of complementary peptides for DKK3
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(S]] Fx 3SR LM (HNSCC) 1SRRI T 2 0AMME S » 87 & L CTDKK3% [
L7zo 2N FTIZ, DKK3IZHNSCCHINEIZ B\ TAkeZ iGMEAL U CHES Mg 0B - =28 - W2 A=
IR XY, FHRABNTFELLZEZHLNICLTWS, Sk 4 IZDKK3Z R & L 7= P BliGHE:5
S EM L, DKK3ABEEZ IR T 2 DICIHE R ABIERE R XA Y 2B L, HREF XA YHOREDT
I BRECHNCHE RIS &3 2 HEIER T F FORBEZ TR > 72,

[F%E & )] DKK3O#ERE K 2 A » i & LT 2 2 Dcysteine rich domain (CRD) # %L, CRDI -
CRD2OWINh—T, FxZFoM )i 2 /K4 L 72deletion mutant? /37 #3835 75 A I K e
L, HNSCCHiRMIMEIZEA L TAke) Y B L L WIS DEBEEZ R Lo TOMREEE 2, HEN
AA Y OERHNOREEDT I 7 BBEANI U CTHIgMER7F F2ikit L7zo DKK3E X7 F O ARKERE
ETNWVEER LTy XU 7y Ialb—va r&f7v, a7 F FE#E L TEKRL, HNSCCH®
AR AR G- U CTin vitro, in vivo CHIHENDOLEZKRFT Lz 72, MEODBABFEETHL VAT T
F > (CDDP) &ty FT=7 (Cmab) 1203 HEAMEEZ MG L7z

[ ] #BAE R 2 1 > 0ME T, DKK3OEEEDISIHIZIE 2 DOCRDDM )i SUHTdH 5 Z &AW 5
2% 5 72o CRD1, CRD2IZxF3 B AHHAMENR T F FIdEH = TAke) Y L2 806 L, REIEE100nMEE
FECHINBOBETE - 3 - FEEZIIHIL, X — P~ AW T ICBAL L 72085 o5 b A =3 L7z,
F72, R7F FIZCDDP &L ) b AR = THUESE XA Z /R L, Cmab& A& EOPUEERIRZ /R L,
AN DOENEATR S N,

[#%5] DKK3M#iTER 7 F FIZHNSCCOFBIAEFEIE L L CEBWREESMGFE SN S,

We previously reported that DKK3 functions as specific tumor-promoting factor in Head and neck
squamous cell carcinoma (HNSCC), which activate Akt signaling and consequent cellular proliferation and
invasion. We have established complementary peptides that inhibit the functional domains of DKK3
protein. The data indicated that two distinct cysteine rich domains (CRDs) are the functional domains of
DKKS3, and that its inhibition by complementary peptides resulted in significantly reduced cellular
proliferation, migration, invasion and  vive tumor growth. Moreover, the peptides showed advantages for
conventional therapeutic agents. All the results intensely suggest the feasibility of the clinical use of these

peptides.
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Interaction of YAP and RBM39 confers resistance to indisulam in oral
squamous cell carcinoma
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H 5] Hippoktt & FIROYAPIEG K X BE ISR S TB Y, DR LEM (OSCC) DR -
HERICHFG L TWD, T4, e RBEETREDS LK & L CHippofki o 5% % 8\ TYAP % i 1
L3, OSCCOREZ MM Z ML CE 720 Lo L, AL L TBENBAT L72YAPZS, BN CTHE
TEHT2RFOEHIIKFEHTH S, —7F, RBM3IIRNAKG Y 287 TH D), HERFOIEMHELE A
TIA T v T e AT R o T b P AH DindisulamlZRBM39% 739 % 2 & T, #HHED
N ERERATTA L 07 2R L2 65 255, GECOMRBERYTSH Y, PR O]
PEINTV D,

[Hi] 4m ik, YAPOBAAHEAEHRE T & L CHi72ICRBM39% [A5E L7zo ABFZETIX, OSCClidbs
7 5YAP/RBM39DHH EAEH O BEFKEMHT 52 & & L7z,

[77#:] & FOSCCHilfatkz HvC, LSREikkels, BT, Western blotting, qPCR, RNA-seq, 2
TIA T YT, X — KXY A\Din vivo xenograft @ 17 o 72,

[#5R] YAP%Z fe KBRICIGPEAL & &7 OSCCHlliatk & FI v C, HLYAPHUIK TILRIELRE %2 1TV, YAPOB
WG T2 EEMT L. Mke 7T — s R—A LKL, kKWL L TRBM39%Z[HE L 72,
RBM39%Z #H 5B S &% &, YAPOUREREA LA L7z, YAPTHPEALMINE TldindisulamiZ & 2 RBM39®
G EDSEIE LT 72, Indisulamidcollagen®integrinZs & @ matrisome ) #E (R OFB 2 KT ¢ T
FAKZ ANEHAL L7228, YAPIEHALMIIE TlE 2 & o#{aF 058l & FAKO G 25E MR S v Tz,
E 512, indisulamiZHIIFT ] & %V IZDNACH B EIZ T Dexon-skippingZ £ L §H AT T4 ¥ ¥ 75
WRFHE LA, YAPTHPEALAIN Tl #iH 2 T 7z. YAPTEYE LA Zin vitro & in vivo xenograftlZ
WC, indisulam @ BEFEINHVEH WL Z 7R L7220

[#5] YAPE RBM3IDMEIEMIE, YAPOEGREETHESE S L L b1, indisulamlZ3 9§ H i % £
5922 WO R o7z Gk, MEAEMZERNE L22HBGREORIESHIF I NS,

YAP is highly activated to induce oral squamous cell carcinoma (OSCC) progression. However, YAP
nuclear interactome remains unclear. Indisulam, a splicing inhibitor degrading RBM39, inhibits
transcriptional activity and induces alternative splicing. Here, we identified RBM39 as a novel YAP-
interacting molecule. RBM39 enhanced YAP transcriptional activity. YAP activation hindered RBM39
degradation by indisulam. Indisulam reduced matrisome expression to inactivate FAK, and induced exon-
skipping, which was rescued by YAP activation. YAP-activated cells were resistant to indisulam in vitro and
vivo. Our results suggest that YAP activation confers resistance against indisulam, and that novel therapeutic

approaches for the patients with OSCC are expected.
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Generation of tissue-specific scaffolds using decellularization method

K KRR, mv #E— 47& W, Al MW, R AR, BE /T
Shintaro Ohnuma, Junichi Tanaka, Akane Yukimori, Shoko Ishida, Rika Yasuhara
and Kenji Mishima
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Division of Pathology, Department of Oral Diagnostic Sciences, Showa University

[Background] We recently succeeded in generating three-dimensional salivary glands (organoids) from
human iPS cells in vitro. These organoids can be a promising cell source for regeneration of damaged
salivary glands.

[Purpose] This study aimed to develop an appropriate scaffold to promote engraftment of the organoids in
damaged salivary glands using decellularization methods.

[Material and methods] Decellularization of rat submandibular glands (SMG) was performed by refluxing
0.5% SDS and 1% Triton-X through a main duct. The enzyme-digested cell suspension of mouse SMG was
transplanted into the decellularized SMG via the main duct and cultured for five days.

[Results] After surfactant perfusion, the rat SMG became translucent and retained no cellular components
by HE staining. Immunohistochemically, the extracellular matrix, such as collagen type I and collagen type
IV, was maintained, and there was no change in their essential properties compared to those before
decellularization. Crucially, small clusters consisting of the transplanted SMG cells were found.
[Conclusion] The decellularized SMG retained salivary gland interstitial structure and was thought to be a
tissue capable of orthotopic implantation of heterologous submandibular gland cells. It is expected to be
applied as a scaffold for human iPS cell-derived salivary gland organoids.
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In vivo generation of salivary glands derived from pluripotent stem cells

mirfr HE—, K W
Junichi Tanaka and Kenji Mishima
AAIR S B LR RE RS TR 2 Gl 1 e B 7 A
Division of Pathology, Department of Oral Diagnostic Sciences, Showa University, School of Dentistry

iR se g, e RIHOEHAM 2R3 T VE OB, BAROL RS 2 3 A Uik
WRIBOERMEMZETH VAT LATH S, it SNIEEHTIEA L L retsstiiigh R TH 0, Bk
DY —2 L LTHEHIN TS, AKBgE Ttz HwT, ZaglkestiN thk o Meg Bk 2
X AKNTERT 52 L2 HWE Lz MBS X 5 % etk it d R e IR O/E IS, MR
PRREET IV T ANLEE R D, Fgﬁ'29{jﬁ’\7 7 ZANIMERE IR AR L TWAE Z EVRH BN TV SR,
Fefi2Z - L7237 F VIENEOREEZIE LD E T 2L OHBERAECBVTHEENTH Y, Shbrai
MBI X 2HCIINETH 2 Z B3PI, Frld, FiLShBAEN <7 XA DscRNAseq7— % &1,
WIRED~ — 71— & L THI ST % Foxa2 0 PHIREE HRALRR T H 5 e AR PRI R & ) 58BL L C
Wb Z LM L7, Foxa2-Cre¥ 7 X & H{\»7zlineage tracing®#§4:, Foxa2ffiidRalH3E4:10.5H 121X
CIPERE RIS H S L, ZOBMERIR LR 2K E S N)IVT 5 2 EH R ENT2, FoxalHll iR 34 12
Fefi2% / v 7 72 b 3825 L TERIED & OWERIREIE DA Z 53, MEHEIRARET 5 2 & 03]
Lot olze T DFgfr2 conditional KO~ 7 2D #NwIZ, GFPZ 2§ %~ XiPSHIfg Z A LIGAE
17.5H TN 24T 5 720 ~ 7 AiPSHIIE % 13 A L7zFgfi2a > 71 ¥ a F VKO~ 7 A EEHWN LT AT
TEHS %78, MERBEAEKIZGFPO BRI Z2 R L, k719 2 AT 2> 51X E-Cadherin % o MR IR 1 K2
FTRTHGFPHED K —HMIBHRTH 72 SHICZolEdgig~ Y AdHAET L2 LM ETH
D, 4BEEONT T AR < Y R L FAEOE R %) MEERAIGFPR D R+ —fgIc X - TR &
N, MRAEICD AR EFETH S Z EAIRENT,

Organs derived from pluripotent stem cells generated via the blastocyst complementation system are a
promising source for organ transplantation. In this study, we discovered that Fgfr2 conditional knockout
mice show a phenotype of salivary gland agenesis. Furthermore, we successfully created functional salivary
glands derived from pluripotent stem cells in vivo by injecting mouse pluripotent stem cells into the

blastocysts of Fgfr2 conditional knockout mice.
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A case of salivary gland tumor
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Kei Yamamoto ', Yoshihiko Akashi', Kei Nakajima ! Katsutoshi Kokubun’,
Shintaro Nakajima %, Takahiro Nakada?, Keisuke Sugaharaz, Akira Katakura® and
Kenichi Matsuzaka '
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! Department of Pathology, Tokyo Dental College
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JER - 495% - ik

FAL - AT GRS 3 K F kS TR T g

BRI © TAERT & 0 AR FFEEE 3 RHABREFOEER X OFHO 77 v ¥ v ZFo il % EFRISER 2 5%
Z L, BAEHMIZUBEMAZZ E Bo7

WHRAT WL B ARt DR 2 7880, BT A TR CEd 5 L EEofaEE2 /R L7,

BGARAS @ 78 T XU TH O 2 ZdfRIEBIE S N o 72, G CTHRTIX, #30x13x20mm K D
TERCRIRD D 5 JERHFERD Tz WFIEIATEZDS, FFUIWETH > 720 MREIRTIE, THEOEH
FEEICHLPREEIIED SN Lol WEIIIAE— T - BEFTHRIEL Tz, A TER
IR, M A2 R DB T CTh o 720 HHNTIZ AT JFPE DA~ b [ R o B I 0328 1T 5
n, FTHIELEOGEDWNEETH - 72,

TR HL - H-EettTld, TESHIHHEERBIC X 0 b IL T 7228, 585 OB A L B Ml A3 45
TERITHEHE L T 7o B ERCIXERISRIE A 5 2 AT O BEMNEASREMEICHEM L B 0, WP LRz uAE
5, BROIZRGE, B % o 72 ZIRBGEER SIS S 7z BEBSHIIEIZ R R N/Cl A S £, B ZURD AR
SN7z. PASHtr, D-PASH:tt B X 'Mucicarminefeta iZBEECTH - 720 CKTIZFIRI B L O Tl
HTHy, FTEBE—EHHEIETH > 720 PAOIERETETH - 720 EMAIZTENR D 5 W IEEFEHNMICEEET
Ho720 a-SMAE Calponinld ZHIREE DO —FIZBETdH - 720 B -Cateninld HIEMEIHIZHEMETH - 72,
C-kitl I BAEE I TH - 720 CK19, TdT, Vimentin, HHF35, PAX8, GFAP, Chromo-A, S-100,

CD20, CD56, CD5, CD3IZBI L TIEBEMETH - 720 Ki6TOREMERIIFTEMEIL TS %, FKIREETL40% T
ol

rtefE# - EEMRIC T, HOHD2REIHEREEZRET S LX) REw R OH 2 HIBIEALN R0 o7,
MR YONEIER S A DN o7z,

METIH  WEAEZ W 2 O ISR IO W T O TR Z v 72w,

Case: 49-year-old female

Site: The mass was on the lingual side of the right mandibular third molar.

History: The patient had noticed swelling of the mucosa and bleeding on brushing for one year.

Gross Finding: A dark red submucosal mass was observed, which faded on pressure.

Imaging Finding: Contrast-enhanced CT and MR images showed a relatively well-defined lesion, suggesting
an angiogenic malignancy.

Histopathology Finding: Histopathology revealed tumor cells encased in a membrane, with intraepithelial
invasion. The cells were short spindle to polygonal and grew in a full, cystic, and cord-like pattern.

Problem: seeking a pathological diagnosis and histological opinion.
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A case of retromolar tumor

AN SR, AR —12, ME B2, K%Y # EY EERS
e s
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BiEBl] 50iqt, 2otk

(BEEE] 28t 7~ =T A, HAWR

(ERRFEM] IREDAMES % 22 LB A R SRR 2 fa 4 S 1, RS AN o 720 Y e LPEAL L 2 A
Zi. HREERZ Lo Wk, AHBIME M ICEI0mmO P IRIER % 720 72 CTHTRTIX, LT
FOFWINRLHITY X OBEKITRD SNLh o720 MRIFTR T, AHEBHICEI3mm OB FE K 72
HHIEIER 2 320, T2WI/STIRTEE &, aigtk, Wiz EARICEEH SR 2RO 72, AHGREEL D
ERRZWr o b &, LT T ICES VI BRAMr 25517 S 7z itk 3 » Al LT, HR LR TW iR,

[ B AR AR ] 8 A E R N AR AL\ & B Ao 4 e BRI 7 % 1 9 SRIRO R 25380 1 b
(12.5x12x9mmK) o WS, DO IR 2 A3 H M LRz & W R Rkt 2 B3 2 il 2 i 7z
BUNENA S %0, BB D 2 WIZERSEEO LB — 52 A L, BMRIIH 725w WSR3
57 Lo

(S detatt ] CK AEI/AE3 (+), p40 (=), p63 (—#k+), S-100 (#% - MR +), SOX10 (+),
mammaglobin (—). Ki-67FME=R138E42 5 % Ao

(W FFIH] AL W

During the oral cancer screening, a 50s-year-old woman was found to have a right posterior molar mass. CT
scan showed no bone resorption or enlarged cervical lymph nodes, and the tumor was resected under
general anesthesia. Histopathologically, the tumor was 12.5x12x9 mm in size and proliferated forming
microcystic pattern. No necrosis was observed. According to immunohistochemical staining, tumor cells
were CK AE1/AE3 (+), p40 (-), p63 (partially +), S-100 (+), SOX10 (+), and mammaglobin (-). Ki-67
labeling index was generally < 5 %.
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A case of submucosal mass of the upper lip

N B, WK MBS, FH B2 AR EE!

Yuki Fukawa ', Rikuka Shimizu?, Hiroyuki Harada® and Naozumi Ishimaru’
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GiEG] 500t &tk

(BEALEE] &gty 7= b—F R, AWK, > x—7 L VIEkRE

(RG] 7ol LB o & EFRkE. R 228 E Y AL, RN D 5. Mk, A
PSRBT AR R R AR 9 X 6mm K ONER & R 7z, T OWEIEIX R T, EWIERO bk
o7z WRMRUCT, Al FEIRICTURMGES X OT2# G L D IRETZ2/R L, WEICAY —%
RN % B9 % HUB S AU 2 R AN S 7z BRIR I VS LI o eI, Wi R 955 2 &S LS 28
Joh, ST H BN BRI OB ER AT S 7z,

DR AT ] AWIRIIZ, 10 X 9mmK D R o6 i & 78 ORI T I 2 5200 %o ARSI, I MRk S
TEIE DA 2 JRFHAN A, 7 ERIROWETH O, R O LA\ EBR D FEE DA & b 9 /N AL
DD BN Do WFHRTE M % 13 Congo-Red BB THPE 2 /R L, WG T Tapple-greenill O #IH T &
R ZOX) HHMEEEERE LT BEMEGLO H Lo/~ h B> ) OSBRI AS, SRRk MR
I O 70 B JER CUEARPIBE 2 A5 J IR 20 v LIRS, S0 0/MERIRAAEN TIE OV F AR T %,
TEMIIE 5t 2 739780 Tid, Ducher body "Bk S B0 SEEEMRRAL AL, AP I i 2
(Zamyloid-lambdalsPE % 7R L, amyloid-kappa, amyloid-A, ATTR, pB2-microglobuliniZFztkTadH -7z,

(BRESIHHE] HHRICRET 2 ) ¥ /BRI IC oW T

A 50s-year-old female, who had been affected with systemic lupus erythematosus, Hashimoto’s thyroiditis,
and Sjogren’s syndrome, complained of submucosal mass on her left upper lip. Excisional biopsy was
performed from the upper lip mass. Histologically, the mass consisted of amorphous eosinophilic deposits
and nodular infiltrates of small lymphoid cells with plasmacytic differentiation. The deposits were positive
for Congo-red staining with apple-green birefringence under polarized light. Immunohistochemically, the
deposits were positive for amyloid-lambda, but negative for amyloid-kappa, amyloid-A, ATTR, and f8

2-microglobulin.
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A case of maxillary tumor
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Giepl] 8omeft, Fik

(F3R] LN

(BIIEE] © 20XXAE NS M BENS CTATI 5RO A edls & A7\, T LB V- L BERE & 250 L 70 Al oAb
FeE (UFT), HUH#REE (total:30Gy), BhTEILF 1 (CDDP total20mg, PEP 5mg) Ok, JE#Y)
Bffr b & O B (30Gy) »¥MThihiiz. TORIITHILAO T, MWEICTH 1 FABENTHNT
Wizo 204FEHEE L 72 EA SR S 24 D aR§ X 51240, K e B Yk 2 M kbt S
Nz

(BUE] CIEAAT R - Ao 10 T I & RIRASED Sz, TIENAT R @ 4 R ZE R MATEE 1225 X 15 %
15mmAK, BEHRHOGEEER A SN, WEO I LIS BN L, HBEOMHEIER S
nizo

(L] msCHURIFRESHEE L % 2 Sh, ERE R TRER»TbN. Ok, EESHAL,
BINYIERAT AT D72,

DBz ] S ok, WIS, RN, SRR owvw-s b BEaH, wEy<,
T CTIEORER IS L, BEIEASFRO S 7ze FHAMRAWICIE, 74 70 Y Ofril, BIER A% { &
b, K& SRR REA ZEWEL R L, WEHISRLERE BN 2 BE ORI 2 — MR 5
n, BRISER C, RIS BRI S iz Rt TIk, ERG, CD31, INI1, FLI1ASBPET,
Ki-67 labeling index!380% & mifliZ /R L 720 34 BE12, EMAREEMETH - 726

(WRETIHE] R W

An 80s male was diagnosed with squamous cell carcinoma of the right maxillary gingiva 20 years ago, and
treated with chemotherapy, radiotherapy, and surgery. After 20 years of remission, recurrent bleeding
prompted referral. Examination revealed a 25x15x15mm pedunculated, blackish-brown mass in the lateral
maxillary sinus wall protruding through the antrostomy. Due to advanced age, debulking surgery with
biopsy was performed, followed by tumor resection for regrowth. Histopathological findings was a
hemorrhagic, necrotic epithelioid neoplasm. Immunohistochemical results were ERG, CD31, INII and
FLII were positive, 34 f E12, CD34 and EMA were negative, Ki-67 labeling index was 80%.
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