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To describe the histologic findings of oral lesions

g #H#%  Kaori Shima
JEE VR I K 2P R A e I Bl 2 S 22 Bk - e g B2 43
Department of molecular oral pathology and oncology, Kagoshima University Graduate School of
Medical and Dental Sciences
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Histologic diagnosis is a daily work for the oral pathologists. It is most important to observe more
specimens to get skills for the pathologists. However, the number of specimens is different depends on the
institutions. In addition, the description of the histologic findings is also different depends on the
instructors.

In this seminar, we will review the basic findings in our daily work through observing oral lesions with
typical histologic findings and how to describe them to accumulate our own experience and knowledge.
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Oral cytology -“Cytology based on histological features” to
“histological structure from cytological appearance”-

B B—  Kenichi Matsuzaka
BT R 0 Bl o7 R IR
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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Basics of how to proceed with autopsy diagnosis and preparation of its report

A FIZ  Kazuhiko Hashimoto
AR NG 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, histological 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 disease and unified
understanding of pathophysiology. 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 pathologists.
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Certified Molecular Pathologist (Oral pathology), Current Status and Measures

AR Y Takuo Henmi
H AR KBS I BE B8R - 9 BEES MRk
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 795 (including 37 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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1. Characterization of stromal calcifications in Odontogenic Keratocysts:
Insights from a Multicentric Study in India and Japan
Karishma Desai (Tokyo Dental College)

Odontogenic keratocysts (OKCs) are locally aggressive cysts with characteristic histopathological features
and a known tendency for recurrence. Although histologic variations are recognized, hard tissue formation
and metaplastic changes within OKCs are rare, and their underlying pathogenesis remains unclear. This
multicentric retrospective study, conducted across institutions in India and Japan, aimed to evaluate the
association between stromal calcifications and odontogenic components in both non-syndromic and
syndrome-associated OKCs. A total of 153 cases were analyzed for epithelial and stromal features, and the
relationship between calcification patterns and odontogenic rests was assessed. Masson Trichrome and Van
Gieson stains were used to detect calcifications, while cytokeratin-19 immunohistochemistry identified
odontogenic rests. Stromal calcifications were observed in 29.41% of cases and displayed three distinct
patterns: dystrophic (irregular), dentinoid (linear or calcospherite-type), and psammoma-like. Notably,
psammoma-like and dentinoid calcifications were located in proximity to the cytokeratin-19 positive
odontogenic rests or satellite cysts. In contrast, dystrophic calcifications lacked such associations. These
findings suggest that specific calcification patterns may reflect an inductive or host-mediated stromal

response to odontogenic epithelium and may offer insights into the pathobiology of OKCs.
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After completing my PhD studies in Japan and postdoctoral research in Sweden, I am currently engaged
in the development of companion diagnostics within the biomarker/pathology group of a pharmaceutical
company in Germany. I would like to share my brief journey and experiences, hoping to inspire young

professionals and highlight the diversity among oral pathologists.
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I am currently the only private-practice oral pathologist in Japan and have been operating my diagnostic
practice for the past six years. Since starting my own clinic, I have come to realize the true value and social
relevance of oral pathology—something I did not fully understand while working in a university setting.
This path has also brought me both economic stability and personal fulfillment.

In this presentation, I will share real-world experiences from running a private pathology practice,
including my diagnostic workflow, income structure, and the balance between professional autonomy and
responsibility. I will also address practical questions such as whether private oral pathology is financially
sustainable, and discuss both the benefits and challenges I have encountered.

Furthermore, I will explore how oral pathology generates revenue under Japan's medical reimbursement
system, highlighting current issues as well as future opportunities. I believe oral pathology remains a blue
ocean with untapped potential. As specialists in the oral and maxillofacial region, we are uniquely
positioned to bridge clinical care and diagnosis.

Finally, I will emphasize the flexibility of private practice, which allows me to live and work on my own
terms. I hope this session encourages young pathologists to explore diverse career paths and create new

possibilities in our field.
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A case of maxillary odontogenic tumor in a 57-year old man
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The patient, a 57-year-old (Japanese) man, presented with a chief complaint of discomfort on the left side
of the face. Computed tomography images revealed an irregular radiolucent lesion in the maxilla that
destroyed the maxillary sinus. Therefore, carcinoma of the left maxillary sinus was suspected, and a biopsy
followed by surgical removal were performed. Histopathologically, the tumor was composed of peripheral
cells showing a palisading arrangement and central cells showing a stellate reticulum resembling the
epithelial component of the enamel organ. Furthermore, these neoplastic cells showed nuclear atypia as

well as mitotic activity with central necroses.

O35 LR



REBIRET C-2

S BV Bk R E D — 5

A case of gingival lesion in the maxillary anterior region
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AE3, P40, P63, Desmin, GFAP, HMB45, Melan AIZBI L TIEREETH - 72

FEa  ER6 o AR, UIRRMTATHEAT S 7o
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A 72-year-old woman presented with recurrent gingival swelling in the anterior maxilla, treated twice with
gingivectomy. Imaging showed irregular alveolar bone resorption, a midline enhancing mass, and no
findings suggestive of cervical lymph node metastasis. Biopsy revealed a spindle cell lesion with atypia,
positive for SOX10 and Vimentin, partially positive for S100, a-SMA, and Calponin. Ki-67 was ~10%;
p53 was negative. AE1/AE3, P40, P63, Desmin, GFAP, HMB45, and Melan A were negative. Surgery was
performed six months later. We seek opinions on the pathological diagnosis at biopsy and how to best

inform the clinician about the malignant potential.
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A case of granulomatous gingivitis
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A 10-year-old male complained of painful swelling of the upper lip and gingival mucosa. To establish a
definitive diagnosis, biopsy from gingiva and buccal mucosa was performed. Pathological examination
revealed non-caseating epithelioid cell granuloma in submucosa of both gingiva and buccal mucosa.
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A case of mandibular tumor
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D K =B IRVE O WRLERTE AL b R 720 SIZHILERIRRE T1T & A L ORGSR IE p53(+) T
Holze V) YHITIERBIZERD Lo 72,

[ert 4]
S P

A 50-year-old male showed swelling of the lingual side at the right mandible and an exophytic-growing
tumor on the gingiva of the molar region. Histologically, atypical cells were proliferating in a sparse to
dense pattern. The atypical cells were spindle-shaped and had short spindle shapes nuclei. Large nuclei and
bizarre nuclei were also observed occasionally. In addition, odontogenic epithelial cells proliferated in small
nest or cord-like formations in some part of the lesion. Furthermore, in a very small part of the lesion,
eosinophilic hard tissue formation was also observed. Immunohistochemistry showed that most spindle

cells were p53(+).
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Diverse functions of basement membrane collagen
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Diverse functions of basement membrane collagen
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The basement membrane is a robust yet flexible sheet composed of matrix molecules with a thickness of
about 100 nm. BM serves as the foundation for all epithelial tissues, and in vertebrates, it also covers muscle
cells, fat cells, Schwann cells, and others. The basic component molecules found in all BM include type IV
collagen, laminin, perlecan, and nidogen. Additionally, type XV/XVIII collagen has been identified in these
organisms as a minor collagen molecule. Type IV collagen generally has a lower ability to bind to cell
membrane receptors than laminin, but a new concept called a ‘smart scaffold” that enables binding to a
variety of macromolecules has been proposed. In this presentation, I would like to outline the molecular
basis of the diversity of basement membrane functions and introduce our findings on the diversity of
functions of BM collagens type IV and type XVIIL

In the oral cavity, keratinized mucosa is also crucial to maintain healthy periodontal or peri-implant
tissues. In this study, we investigated the roles of type XVIII collagen, a collagen-glycosaminoglycan
featuring an extracellular matrix component present in the basement membrane, in oral mucosal
keratinization and further examined the keratinization mechanism.
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Abnormalities in blood vessels in the tumour
microenvironment

WH ¥  Aya Matsuda
Al R 5K B ok A e e A R 45 I B B =
Department of Vascular Biology and Molecular Pathology, Faculty of
Dental Medicine and Graduate School of Dental Medicine, Hokkaido
University

(s ]
20084 3 H Bl PGS eSS S

20084F 4 H —20154E 3 A AbifEi KRR Be s A F7E R - DBl r s

ZeH, e R
20154%F 4 H — 20184 3 H  H AR EL S HE MM ZE B (RPD)

HMAFZER,

20184F 4 H —20194F 3 A dbifE KR Be s A F7Ebe - A M o0 TR B 3,  SAatr

7R, WEaER

20194F 4 H —20224F 9 A dbilEdi KR Be s A 7e ke - A AW o0 TR B 80, el

¥

20224F10H —HUEICE S AbHEE R AR B A0 ERE - MY o> TN, i

(E4rE ¥ R]
H AR 1P Bl 2%
H AR B A 2
PR SERE R A
HALPE R A &

(52 HEE]
20204E10 7 AE3118] H AR 1R PLap A il RSB FE R E

005 LR



IURID AL

BB T/NRBEC B U 2 B DR HTE - IS B IS O 8 s 55

Abnormalities in blood vessels in the tumour microenvironment;
Genetic abnormalities in tumour endothelial cells
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Tumor blood vessels were once thought to be structurally and functionally similar to normal blood
vessels. However, recent studies have revealed that tumor endothelial cells (TECs), which line tumor blood
vessels, differ significantly from normal endothelial cells (NECs) in both morphology and function. Several
groups, including ours, have succeeded in isolating TECs—a minor population within tumors—and
reported their distinct biological characteristics. We have shown that TECs exhibit enhanced angiogenic
capacity and altered gene expression compared to NECs, and that their properties vary depending on tumor
malignancy. Furthermore, we have identified enlarged nuclei, karyotypic abnormalities, and aneuploidy in
both mouse and human TECs. Long-term exposure of NECs to tumor-conditioned medium resulted in
chromosomal alterations, suggesting that the tumor microenvironment can induce genetic instability. Most
recently, we identified somatic mutations specific to human TECs isolated from surgically resected tumors.
In this presentation, we will summarize current knowledge on the phenotypic and genomic abnormalities of
TEC:s and discuss their potential roles in cancer progression.
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Interplay between autoreactive T cells and target tissue in
autoimmune disease
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Autoimmune diseases are conditions in which your adaptive immune system mistakenly damages healthy
cells or tissues in your body. Autoreactive T cells mainly contribute to the development of autoimmunity.
Theses cells escape from not only central immune tolerance in thymus, but also peripheral immune
tolerance such as lymph nodes. Finally, a specific tissue is targeted and destructed by theses autoreactive T
cells.

Sjogren’s disease (SjD) is a autoimmune disease that affected salivary and lacrimal glands. In the
pathogenesis of pSjD, Previous studies has reported that CD4" T cells destruct salivary and lacrimal glands,
as target tissues. We found CD153" CD4" T cells as a SS-specific autoreactive CD4" T cell population by
single cell RNA sequencing and single cell TCR sequencing. The CD153" CD4" T cells interacted with
fibroblasts, and promoted the formation of Tertiary Lymphoid Structures (TLS), exacerbating pSjD. In this
study, we would like to discuss about the interplay between autoreactive T cells and target tissue
environment in pSjD and the diverse immune response including various T-B cell-subsets.
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interactions in the oral cancer microenvironment
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Reconsideration of parenchymal-stromal interactions in the oral
cancer microenvironment

mEOEX WAe ME, B BN, BRE O
Kiyofumi Takabatake, Hotaka Kawai, Keisuke Nakano, Hitoshi Nagatsuka
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Department of Oral Pathology and Medicine
Graduate School of Medicine, Dentistry and Pharmaceutical Sciences, Okayama University

19864F, DvorakiZ “Tumors: wounds that do not heal” (JEBIIHEEL 2VEIETHS) v Iirtar
R L, MEEMESHZ 2SN R TIE R, EEERICHBIICHG TAEETH LI L2 LRI
L7z MEBGHIVEE, 2F - iy, mAENEzaile, MMz E2rkafiar ol s i, IEEIEE
EOMBEAMAERZHE LT, EEOWKLHEERAZHEL TWD,

ek, MENEEEE R TE S5 SN TW2R, ETIRESERICBI 2 ME0REICHIEH
PHEFES>TWD, 4 lE, BEMORLZ IR LEE (OSCC) HEONEEHEME%E o8 L, [FH—
DOOSCCHIRIIRIZ X3 A B I OB 2 AT L7zo TORE, HEEMEOH KB X OMENEEOEY
R, BRICOMLERRBER AR L 9 A 2 EAVRB I Nz AR, EGMUNBREE, HR IR ME
HNES R 2 REEI I AEA T AR T2 20D )52 L2 RmET 55D THY), OSCCIZBIT 2 EEFEY
-MEMEER A HET 2L b, RV VRV TATE, RADOINFTOMRERNMTLELD
12, REEBUNRIRICBE T 2782 S ST DA &, OSCCE &L DM X 71 = X LI
T, SH%OBEZEZEDHEMEZ RO TWITNWIFEETH 5,

In 1986, Dvorak proposed the concept of “tumors as wounds that do not heal,” highlighting the active
role of the cancer stroma in cancer progression. The cancer stroma comprises diverse cell types and interacts
dynamically with cancer parenchyma. We established stromal cells derived from oral squamous cell
carcinomas (OSCCs) with varying invasiveness and examined their effects on identical OSCC cells. Our
findings suggested that stromal origin and properties influenced the biological characteristics of cancer
parenchyma. This study underscores the significance of the tumor microenvironment as a regulatory factor

and prompts a re-evaluation of stroma—parenchyma interactions in OSCC progression.
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Oral cytology and remote dental consultation
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Oral cytology and remote dental consultation

VAR, — B RHEBE D H AT ISR I S N AMIEZ O, R4 12 TIEH ) T 9HhneEmicd v £
o FROMENAME () DRELLCOERT TN TEFE Lz, TEEBNIT T OENSAKRS
D 2KMZE LT, LBCEOMMZAES LTHY 3 BUET D EMA00FREDITDN, HRERR
Moo 1 FRELTERBLTVWET, RAS L2040, TodE by, WA %8 U7z
MlEZ A FEELTEE Lz, L2 LERERNS, HEREES S FECHEZIICHESG T2 23T
ZIZBEOLN TS EIICBVET, OEEEEIE L& T 2 — e siBhE Bt TIE G AR HE 72 117k 5 &
Z, RENICA 27 ) —= v 7T 5 2 L IdE bR TH L2 EEICE o THRO CHELZFETT, *
7o, EAERER T FBOEEL H Y, FFER, EESELRBRIGRI L2 L, Ay M eflio %

S W ANEH 75:%&57@ L9120 F L7z 34EIZEHID & microscope® i - 72 4EH ) R LML 5 Hﬂ@
*ﬁnf&‘k’i’T <2, 22D Web SeminarZ 10T LB L TV E 9, SHZZENLOMMMITINZ, &
BRITHDP A I N LW Z 74 7 TEZ Y —FORT B H Mo T, RO RN Z o THT:
WEBWET,

In our ageing society, early screening for oral mucosal diseases, including oral cancer, in private dental
clinics is extremely difficult. In recent years, though the number of cytological examinations submitted by
general dentists to laboratories have been gradually increasing; the involvement of oral pathologists is still
limited.

Remarkably, the Ichikawa City, Chiba Prefecture, has successfully incorporated oral cytology for early
screening and diagnosis of oral cancer. To date, about 400 cases are screened annually, and it functions via
strong collaborations between private clinic and oral pathologists at higher medical institutions. I, myself
have been involved in the city’s program for nearly 20 years and have practiced oral cytology through private
pathology laboratory.

In addition to oral cytology, during the pandemic years, home-visit dentistry, telemedicine, and internet
supported remote screening and diagnosis have been attracting attention. Over the past three years, we have
been holding web seminars approximately ten times a year on the themes of microscope-assisted oral
examination and oral cytology case discussions. In this session, I will elucidate the potential of oral
pathology, by combining my previous experience with the use of a well-curated software that enables remote
display of real-time oral images on a monitor. I hope this presentation opens newer avenues and expands
the role of oral pathologists in evolving dental settings.
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Recent advances in HPV infection and molecular
pathology in head and neck cancer
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Recent advances in HPV infection and molecular pathology in
head and neck cancer

SHSFHERCIL, PINBERR S KRS BT AR Y A2 HPV (HR-HPV) BEH0E4 T, FHREIFNTCTH
Bh%, BRRSPENE (20%), #ERREE (20%), TR ) HE (80%) ICDHR-HPVA B S % Z LsbhoT
&7

ploftE gt IFHR-HPVIEG: o1 7y — M & LTUASHWHLNTE Y, EEIZIZIZI00%TH %75,
FREIIMERD 5. xOTF— % TEploFTEHIRENRE DK 10%IFHPVEETH b, pl6kstk/HPV
B tERE IS NT, pl6RETE/HPVIEMERE L AR ICTPRAR TH o720 §4b 5, ploDAICHAHPVS
Wrix, —HOHPIREEOFEL AT — Y Zunderestimate L T L % 9 fabitk2’d 5, —7, HR-HPVEE
HIREERE D13 & A EDRbEH OFR KA Z R L, plo& RbZxMAGHOEREGRMIE, ploHML D b5
WHFRLIE - B SR THPVIES E MBI L T /e FRISAFD X9 IZHPV specific testingZ 479 Z & A*
B TR VIRIICB VT, plo& RbDRERM I - K3 2 b 2o RBEEORmVEBH Y — itk 3
WREMEDS D B o

—75i, HPVEEMEHIHERR I PRARE RSN TED, HFMBEMIC 3y —2EMTHhL L
Nbho TEIz. will, Hx Iz 4F~—h—%FELT

SRR Z B AHR-HPVIEG: b PREIFHT L35 HE % v, 72, EGFREZSLEGFRI Y —
B & M EPR ISR TH 5o EGFRZSR (F1Zexon 20 insertion) (PN S FL BN H ki CTHHEE A
<, MiE TIEH L WEGFRIUEIE DR R G ST 5, S585IE, BB SR 057 MR 548 & 5L
BRI T L2 LR s N5,

High-risk humanpapillomavirus (HR-HPV) infection is a favorable prognostic factor in oropharyngeal
squamous cell carcinoma (OPSCC). HR-HPV infection is also found in SCCs in sinonasal tract,
conjunctiva and lacrimal sac. Although p16 immunohistochemistry (IHC) is a sensitive surrogate for HR-
HPV infection, the specificity is not perfect. Our studies revealed that combination IHC of p16 and Rb
improved the sensitivity to predict HPV infection. This method may become a cost-effective and reliable
diagnostic tool.

In contrast to HPV-associated OPSCC, HPV-independent OPSCC is considered aggressive caner, but
the latter is molecularly heterogeneous.

As for sinonasal SCC, recent studies revealed that they can be subclassified by molecular pathological
features such as HPV infection and EGFR mutation; these findings may be helpful for therapeutic strategy.
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Unusual morphology of mucoepidermoid carcinoma of the salivary glands:
recently recognized diverse histological patterns

WO, BN A’

Makoto Urano "’? and Madoka Isomura®
VHEHTERRE RS BRI BB W 1 A 7 A e B T R
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! Diagnostic Pathology, Fujita Health University, Bantane Hospital
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[ =]

RSB SMERIRIE O Clie b SHHEE L S, IR BEZ M ORE P L VERE N TH L. T722D%L<
IZCRTC1/ 3 :MAML2BE G EIRF DA 5N L ZEDPHONTB Y, BEIRFHENTIIHBIZKE LTHEHT
b Bo WEFEHNIESNE ORI, PR, R B Mok~ 2 EEG oM AED
EPOLHDEV)HBWLEZWEEND LS00, WHOZHH 5 Wil idSclerosing, Clear cell,
Oncocytic, Warthin-like, Ciliated, Spindle cell, Mucoacinar & > 72k 4 Zflifk/$ & — » A%Ed# S T
V2o Gl NGOG — R4 LI IFERIIG AR BRI D T B A RF B & e L7z
(BN E]

FEGIOWNERIZZPELLBI, Bk 2 61, PIgfEHmas0m (17-82i&) <, JEAEMAITH TH 6 6, 113 3 4,
AR, &R, HRE, THEARESE 16TH 72, Mk <y — > OWNilldOncocytic 4 #l, Clear
cell, Sclerosing, Cystic % 2 #fl, Ciliated, Mucoacinar, Warthin-like % 1 1 Tdh > 7z, %% DL/ Y —
Y OFNG & UTHFLIIMIIERE, 4 > av A b—, odE PEAeE, EepE, TovF CE,
VY SRIESERE STz TS OIEBNE R Ao, RIS, P b R o0 B Bl ASAS W 7
boA% L, 13FH10FIICMAML & 15T R & fERE L 72,

[(Z4]

FAEZ D L) Zrmuco& bepidermoid& b A% LA72WIEREZ & ZBIH5FAI S, RSB OB W i
IEWITHHEIC R o TWwde TNITOHMPLBIWERIEIZE SRS, [MAML2FHERELERE | £ TY
5 N EWERRSREE D SR ik Sy — 2 MY, KRR EET A OR & BRI 2 5 b
Wi7 70 —FDREECTH L, ABETIIEL OISy — Y OBBEBNDOL v b7 4 =MDV TN
%o

The conventional pathological diagnostic criteria of mucoepidermoid carcinoma (MEC) consist of a
combination of various quantitative proportions of neoplastic mucus, intermediate and squamous
(epidermoid) cells. In this study, we examined the unusual 13 cases of MEC including oncocytic, clear
cell, sclerosing, cystic, ciliated, mucoacinar and Warthin-like patterns. It is important to understand the
various histology of MEC, a condition referred to as the ‘MAML2 rearranged tumor group’ and to adopt a
diagnostic approach that combines the interpretation of specific pathological findings with genetic
analysis. This presentation will discuss the characteristics of each histological pattern and the pitfalls of
differential diagnosis.
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Pathobiological analyses of familial gigantiform cementoma

Tegd R, RO EtR, 2N wn el SR KT, Ruk RIS
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Miho Hyodo 12 Katsutoshi Hirose ', Takumi Shibahara'’?, Yu Usami,
Kazuhide Matsunaga®, Narikazu Uzawa?® and Satoru Toyosawa '
VRBRR 7R A Wt Bk PR R SR I 11 o B 7 e

PRBER R Be s R e R IR VR -3 b

" Oral and Maxillofacial Pathology, Graduate School of Dentistry, The University of Osaka

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

(5] ZIEMEE KRR 2 >~ MR (familial gigantiform cementoma: FGC) 1%, 10i& % TIZHABICHAL,
BHELLENFEEE LT AR ITHABEMRETH D, TFE, ANOSEETER (p.C356Y) 23
ENBIENHHEENTVS, LeL, ZOHDUEDSHHCHEICHET 2 HMIIMEAAITH 5, 4l
P41k, FGCORK EIREOMHAZ HIIZ, FGCEZZXHRE LIIRHEENIENT 21T - 72O THE 3 %,
O, IRZSMIE O HLEE & 55, BEESALE TV (patient-derived xenograft: PDXE 7 V) DR
AATzo
EB] B30 LT, 204ERTIC BB EOEROEIRICAN &, YR %222 L. FGCOZH
DOF, I F T2 8 BONEIREM AT SN TV Do # D RS G R DN &S RERIEED Sk
Vo RIEHEE LT, BEONTORRNTRBOEEDSHRZ I N TV 5,
Geb] W EHLRR R C Uk, MR S A 72 RAE RS B LR O A A BIEE S 7o, A A LRI I3 2 @
FE2EE A Y NEROHHRIZE AR N7z RYSHERIL gt s R, WAL % & MRS &
HRkIZ, AR RSBl B PeriostinB L O3 M a5 — 7 UMk R R L7ze MIETFAT O S, ANO5
p.C356ICERIIRD b o 720 MO —FEMYIL, 25— a— 714 v ¥ 2 ECMEMa i H
WTHIFE L 720 4 O N8I MR O 2R L, AIRILE 2 V72838 2 4T o 7ok
B O/NAIKALI AT S N7z FRITIHE O — % RIEA R~ 7 A O TR L7248, WE
WAHK L, PDXEFNVEIEHEST L2 LN TE 2o MBRAENT ORE R, BEOWRE L HM L 22Kk %)
O LNT,
[#£%2] AEHITIZ, FGCH X OHMEE THE SN TWAANOGEIET (ex 7, exll, ex15) 1T BRI
DENLo T WRFEHO 20, ik @I TEROMNIT ZHED TV D, Tz, RWFZETIER L 72RE
R s L OPDXE T VX, FGCOREMIHIZHS 35 2 LS5,

Familial Gigantiform Cementoma (FGC) is a rare hereditary disorder causing rapid, multifocal jawbone
expansion, typically seen in young individuals. Recent studies have identified a mutation in the ANO5
gene (p.C356Y); however, the rarity of the disease leaves its etiology and pathogenesis unclear. We analyzed
the pathological features of a 30-year-old female FGC patient. Histological examination revealed
fibroblastic proliferation with varying degrees of bone and cementum-like tissue formation. Genetic
analysis detected no ANOS5 mutations. Cultured cells from surgical specimens demonstrated fibroblast-
like morphology and calcification. A PDX model was successfully established, mirroring FGC lesions.
These findings support further investigation into FGC’s pathogenesis.
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The VEGFA-VEGFR?2 axis promotes oral squamous cell carcinoma progression

3

by enhancing cancer stemness
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" Dept. Oral Pathol., Grad. Sch. Dent., Univ. of Osaka

? Grad. Sch. Dent., Taipei Med. Univ., Taipei, TATWAN

? Center for Infectious Disease Education and Research (CiDER), Univ. of Osaka

* Dept. Oral Surg 2., Grad. Sch. Dent., Univ. of Osaka

’ Dept. Oral Surg., Saiseikai Suita Hp.

Vascular endothelial growth factor receptor-2 (VEGFR2) regulates endothelial cell angiogenesis and
proliferation through nuclear translocation following VEGFA binding. In a previous 4-NQO-induced oral
squamous cell carcinoma (OSCC) mouse model, VEGFR2 inhibition (VEGFR21i) delayed the progression
to SCC, suggesting a role beyond angiogenesis. Cancer stemness, characterized by self-renewal capability,
drives tumor initiation and metastasis, ultimately contributing to the aggressiveness of OSCC. This study
aimed to investigate the expression and function of VEGFR2 in OSCC. Spatial transcriptomics revealed
elevated Vegfr2 and Vegfa mRNA expression in the cancer regions of the mouse tongue tissue.
Immunohistochemistry (IHC) confirmed increased nuclear VEGFR2 and VEGFA expression during
cancer progression, while VEGFR2i reduced the Ki67 proliferative index levels in the lesions. In human
OSCC, public datasets showed upregulation of VEGFR2 and VEGFA mRNA in tumors compared to
normal tissues. IHC further revealed positive correlations between nuclear VEGFR2 expression, tumor
stage, metastasis, and Ki67-index levels. In vitro, VEGFA stimulation enhanced both cytoplasmic and
nuclear VEGFR2 expression in primary mouse SCC and human OSCC cell lines. Functionally, VEGFA
promoted spheroid formation, cell migration, and colony formation, all of which were suppressed by
VEGEFR?2 blockade. These findings suggest that the VEGFA-VEGFR2 axis promotes OSCC progression
by enhancing cancer stemness, highlighting VEGFR2 as a potential therapeutic target for OSCC.
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Vimentin expression in the epithelial component of benign odontogenic
tumors

Oh Kyu-young', Sung-dae Cho? and Seong-doo Hong’
! Department of Oral Pathology, Dankook University
? Department of Oral Pathology, Seoul National University

Background: Although vimentin is widely recognized as a mesenchymal marker, its expression in epithelial
cells has been reported in several physiological and pathological conditions. The aim of this study was to
investigate the immunoreactivity of vimentin in the epithelial component of benign odontogenic tumors.
Methods: Immunohistochemistry for vimentin was performed in a total of 28 benign odontogenic tumors
consisting of 11 WNT pathway-altered odontogenic tumors (WNT-OTs), 12 ameloblastomas, and 5
adenomatoid odontogenic tumors.

Results: All WNT-OTs (11/11), including calcifying odontogenic cyst, dentinogenic ghost cell tumor, and
adenoid ameloblastoma, were focally positive for vimentin. Specifically, clear cells in close proximity to
dentinoid were consistently positive, a subset of ghost cells were positive with varying degrees of intensity,
but morular structures were negative. Two thirds of ameloblastomas (8/12) were focally positive for
vimentin, more frequently in peripheral cells or the basal layer than in central cells or the upper layers,
respectively. All adenomatoid odontogenic tumors (5/5) were focally positive for vimentin, especially in
peripheral cells of solid nodules and some cells adjacent to calcifications.

Conclusion: Vimentin expression in epithelial cells is a common feature of benign odontogenic tumors.
The intratumoral localization of vimentin in WNT-OTs may provide insights into the nature of their
histologic components.
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Immunohistochemical Examination of BAP1 Expression in Oral Mucosal
Epithelial Neoplastic Lesions
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! Department of Oral Pathology, Division of Oral Pathogenesis and Disease Control, Asahi University School of
Dentistry

? Department of Oral Surgery, Division of Oral Pathogenesis and Disease Control, Asahi University School of
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[# 5] BRCAIBIH ¥ > 87 B 1 (BAP1) (ZHEGHGER T Y T, DNABEEREZ AL, 2SAHHIC
HEELBREERIZL T b, EERREICB W TENBAPIEIOME L HE SN T 525, WP L
TIRAERRLHEIR TOMRSITE T, HREERCIZEYERABEORSEOATH L. 4N, TR
#¥ (OSCC), LR (CIS) B X O HE LREMHEIER (OED) 281 A5BAP1IFEB Z MEt L7z,

(B e k] W H RZERRBHERE € >~ & — TSR TOSCC, CISEB X NOED & il & 7z kA
Rizxt L, H-E¥efnic X 2 Mk R & PUBAPIPURIC X 2 ek b et % jifT L 720 SR DB
b T o 2 ST OB AT Al b i Rl B A

i 5] IE% bR TlRBHIEIE ORI BT B 2 3 7228, JREMIIE B X 0L Tkt Tdh - 720
OEDH X O'CISTIZ L TE T TR 2 /R L7225, KEEBEYETH - 720 OSCCT H I KER
SCBEMETH - 70, MREYE TIE, IEFEMRSEE~§EHYETH > 720125 L, OEDD X O'CIS T
Btk % /R L72o OSCCTIZOEDSB L OFCIS & g L CTHetathA™g <, 4R ICRIEER CRMMBLASRAE L <
W7z,

b am] TURERE R b o BESSMERZE 12 81 2 BAPLI, MR LEE LI REICIE U C R 2 B HB Sy — v %
RL, DERERREOST~Y—h— & LTOHBHMEIRE SNz,

BRCA1-associated protein 1 (BAP1) is a tumor suppressor with DNA repair function. While nuclear
BAP1 loss has been reported in mesothelioma and squamous cell carcinomas, only melanoma has been
studied in oral region. We examined BAP1 expression in oral squamous cell carcinoma (OSCC),
carcinoma in situ (CIS), and oral epithelial dysplasia (OED). Normal epithelium showed nuclear positivity
in spinous layer but negativity in basal and keratinized layers. OED and CIS demonstrated strong nuclear
and cytoplasmic positivity, while OSCC showed weaker staining in invasive areas, suggesting BAP1 as
potential molecular marker.
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A case of cheek tumor
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[iEpI] 535853 1k

(BEFERE] 2 L

(FRPRAE ] 7o BERIERR CoL e g fh 25, BUAAIP G C—Rpigb L7223, FHEERR L 727201, MRIKAE
THWEARED I, MEezib & o7z CT TR & A RIEE 7 O M I248x28 mm K DJELE AT 5
NT275, B & B IS TPERGBE & IR & ORI HEFME X 2 hr o720 T OM, EFT Y Y /8HilERD A SN
720 FeIEERIEE S EMNC CTearcinoma & ST S, TEEFUIER - SHIRFRHM 2T S Mz Wik, 8 AT
BB OF5E - BERITMR STV RV,

s BT W] AL em 2 08 5 P B sk BB, ANRRFTIE D% & W] 72 B fk & 50 I 55 e 7>
57 HFFENEZE 2 L7 HIGE TR S N B BB RE Th - 720 EEE RN AL E2 HILS, 72,
JEHFHE, ) ¥ 5Bk - EMIIBRE AR b7z SOk — iR MR IR R S 7z. &b, Y
&Rz, IR & o MR AR D o 720 FEERGE T, MEBHINE O — B IZTHILPASE L O
Alucian-bluebz kD b O % 2D 7=, FIEHAL TIL, Hiv%ﬂﬂﬂ’ﬂl ip630 O F A2 7R 975, p40IZIZHEIR
HAEVE B, £ 72, AEL/3, CKS5/6Ix L TABBAENEICHETH o720 £DIED, plold 5K
B, a-SMA, calponin, S-100, GCDFP-15, androgen receptor, HERZ2, c-kit, NUT, chromogranin A,
synaptophysin, CD513FaE, EBER-ISHIZEVET® - 72 Ki6THERAR 12#80% T & - 72o Fluorescence
in situ hybridization CMAML2EIR 708 > 7 F Vid e o 7z FEFHT Y Y 3E iR T, pd0ksth %
NIRRT, £, Wil ST A EEMIRA H Y. o 7225, ThUSHITRBE L BB I ZEMTH > 720
(e S BRI S

A 53 years-old male visited our hospital with the chief complaint of swelling of the left cheek. CT showed
a 48 x 28 mm tumor in the cheek muscles. Pathologically, tumor was composed of two types of neoplastic
cells: clear cells and cells showing keratinization. These tumor cells were focally positive for digestible PAS.
Immunohistochemically, the tumor was positive for p63, p40 and focally positive for AE1/3, CK5/6, and
pl6, and negative for a-SMA, calponin, S-100, GCDFP-15, androgen receptor, HER2, c-kit, NUT,
synaptophysin, and CD5. Ki67 index was 80%. In situ hybridization did not reveal MAML2 gene

rearrangement.
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A case of buccal tumor

KRFE FRk', WE EES /M0 B2 BA g, ke K4 &e o me
Kaori Oyal, Shingo Kodama?, Ayu Koyamaz, Hiroaki Shimamoto?, Yu Usami* and

Satoru Toyosawa *

PR BB K vl S S B R  Bo ARAE

PRBRRZE R B S SE R SRR P/ R

SRBRARZER LB I ZERE SR BCT R i 1

CRBUR KA ek SR FERE SR 1 5 3 25l

! Clinical laboratory, The University of Osaka Dental Hospital

? Oral and Maxillofacial Surgery, Graduate School of Dentistry, The University of Osaka
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" Oral and Maxillofacial Pathology, Graduate School of Dentistry, The University of Osaka

BEsI] 70, otk

(ERRHREE] 20244 9 H, AcMPREERIER O RGA H 19 CUBE LML 2 23 L7z WA kT, —&iE
WEEE AT %0 AR EHI2 SR OFIEITR DOV T WA, HEERIZEA - 720 MRITIE, ZH
FERGISEFB I T Wi AR R 5, T2MERMRIC TRAE 7227 520 mm X 15 mm X 12mmAD%:
G 72 SEIATRR D b7z CTEIR T, WEDET 58 (SWIURILEED 7 dr o 720 AW CTLAMEEZ I
SRS d o 72 AHREECRO RS L B L7z €0, 47 HIZEORBBIE TR RO 5
N72728, IREOERM AT S Nz IR, TR E PRI B & R 720

D BALRR IO ] BRI, ) o SERRJ iR & & DR BRI D B % R 720 RIERLL T,
K53 7A3CD68, CDI1631ZF51E T, AE1/AE3, CDla, Langerin, S1001CIZREETH o720 FMMRIKICS
WTIE, U USERRMIRERZ MR, Ml 2 u T L AT A LR IFIRIEMIE 2 T S AT ~#)
SEICANNE DY ED LD STz TERIABERTIZY /838K, ML I IR DR IEA A S, TR & P
(A RHEVE R I 2 R 720 et CId, NEARE 2 WIS 2 M 13K ER 73 AICD68, CD16312 Btk 2 7R
L7zo ZOHIZ, SMAIZBEME~—8 50T, desminlZ Btk 2 /R 35 M~ His AL 2 520 720k, A
DY ZRRD 7o 720

(WRETHIH] PR 5

A woman in her 70s visited our hospital for examination of a buccal lesion. MRI demonstrated a
20x15x 12 mm mass showing intermediate signal intensity on T1-weighted images and high signal
intensity on T2-weighted images. No bone resorption was observed around the lesion. Hematoxylin and
eosin-stained sections of the biopsied specimen showed aggregates of foamy macrophages with mixed
lymphocytes. Sections of resected specimen revealed proliferation of oval- to spindle-shaped mononuclear
cells with vesicular nuclei and pale eosinophilic cytoplasm, accompanied by extravasated erythrocytes,
lymphocytic and histiocytic infiltration, and aggregates of foamy macrophages.
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A case of buccal mucosal tumor
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Sciences, Okayama University
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BEBI] - 695%, Fik

(R FE#] © XAE 7 ISR R 2 B L, EEEZZZ L. MEHWOZO, ILKF I
B Lize LIRESVRL 2300, e DBURN I L S ik ~ A o> B3 ST I 22 9 28 % 8D 720 MIRIHE T
(A BRI BRI M 2R PR O IR 2 2 8o, TLERERIRIC THIA & 351577, T25k
ARICTERE T Z/RLTBY, ) Y/ SBHMERER Y Y@ SEb 7. IS LA A T b,
[ BEAL AR L] 2 AR Al lymphoid cellsASRHEIIR 2 52 L THGHE L Tz REREBTIEIZASD
FAMN 1 CD20B; 7, CD5BaE, CD3BafE, BCL2FE, CDI10BETE:, CyclinD1BE1E, Ki-67 labeling
indexftHE Td > 72, CD3& CD5TIIH & Rk DENIIA LN LD 72,

(MRay FI] - o AL 1

A (69-year-old female recognized mass of left buccal mucosa. Radiologically, lymphoproliferative disorder
or lymphoma were suspected.

Histologically, medium sized atypical lymphoid tumor cells showed nodal proliferation.
Immunohistochemically, tumor cells showed positive for CD20 and BCL2. On the other hand, these
tumor cells showed negative for CD5, CD3, CD10 and CyclinD1. Ki-67 labeling index was low.
Consideration: histopathological diagnosis.
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A case of maxilla gingival tumor
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GEGI] 500, k. BEALEZ Lo

(R A 8] 104EHT A & _ESIERVEME AR 2 AL Tz &% GERE THRBMBIZ L Tuniz. 3
KGR E OO HEFEIRIE 2 WA, HEHNO DL EEE M2 Lizo MRIBIA T, REHATHRES
BMNR & S9x9x0mm R DNEHR 2 580 720 NERNIITIRAIR TH & 1735, IR T2583 & TEfE 7 2R L
720 MRS L < IIRMIE & OERZINC X o TUIBRAMRD T DN 20

U BEAL AR~ B ] 28 ORI LR T & B & L, BB~ Z ML LR AHRD 5 I HIRICH
BEL Tz, & IO EIC BT L ORKRIZIRI S 2 WIS HAMBRRE B L Tz, Tabio JE B
VAT BRAEVERS A LR DS IS4 L T e, S getaTid, CK19& Bel-22%F M, CD561E 3 & L Ciaditl
faik D _ERAZBi . BRAF V60OEIZ B,

(Bt S ] BRI I 25

Male, 50s. A painless gingival mass in the maxillary midline had been present for 10 years. MRI showed a
9x9x9 mm mass, isointense on T1 and hyperintense on fat-suppressed T2. Clinicians suspected
pleomorphic adenoma or lipoma and performed excisional biopsy. Subepithelial nests or cords of
polygonal cells with clear or granular cytoplasm, especially at nest periphery, were noted. Dense fibrous
stroma surrounded the nests. CK19, Bcl-2, and CD56 were positive. BRAF V600E was negative.

7075 LR

69






—i%ERE ((RAX—) 1

Bk R RE (GBAZAFRERNZMAR ORFEDRIERES)
ISE B (MAERAT RIEFBEREETZEDE)




72

m —fgEE (25— 1

I HBENDIVER Z2 4t L 72 B 3BT 3 D DY AR IZ R X9 5B O BRaT
Analysis the effects of beta-blockers on tumor metastasis via their effects on
vascular endothelial cells
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DAEFRII BT 20T, FHEBIOERNLTCA NV ARVEYO—DTHD/ VIERT) ¥
(NE) otz L5885 2 &%, ERESMBOMMEZS] SR $ 2 L2HE ShTwb, NE&,
JESHIBCHBT 27 L+ v BZEEEN L CiBRE TESEL 2 Ao RoTWh, —T
T, BAEBIE % EOE#REEE L TR MH S Tw 5 BlliEE, SRR L CNEZF &M ol
BRe a2 MIH$ 21320, %A1 & BRITZEIC BV CEEMINC B MEISE 2 P2 5. S N7z A5 A B T4 BT
FAEAAHMAYET S EAMESNTVL, LELAEDS, BMEREEIREICS 2 AEHE LT, HE
FRICHERERERS T db 2 IMAF 2 ARRL T 2 A NEEHII IS 3 2 3 BICBI L Tid, W E 2RI 2 siA % v A
FTIE, BERHEDMAE NI T 2EHZ R L, BEANOBEEME T2 HME Lz, <
7 A MG WML (MS-1) IZNEB X O Bl S8 % 47\, R T3 B L % RT-qPCRT#MT L 7= &
2%, NEIZX W EFERTOBIETHREDSTUE L2013 L, BEREMIEZIT) ZLICLh IS5
BIASH S 7o 72, MAEPNBGIIE & BB & DA 23 2 B ERT#E DO 1EH %2 Adhesion assay Tf#
Wrl7zeZn, MENEOHEICBERELHZITH) 2 LI2L D, NEIZK - THE SN EEMIL O
DI S NFzo BTN ARSI TS 2 BN O BRIk 512 & 5~ v i E T Vv %
TN L7z 25, EEMIER S~ Y ZANEZ %535 2 L THEBITTELZOIZHL, B
WERTHE % 5.9 5 2 & Tl AN S iz, RIFFEORED S, BIEREELME ¥ o M N MR~/
A LT, RN A S5 5 W RETEAVRIZ S iz,

Norepinephrine (NE) enhances the metastatic potential of tumor cells via beta adrenergic receptors,
whereas beta-blockers (BBLs) suppress it. However, the effects of BBLs on metastasis, particularly the
effects on host vascular endothelial cells (ECs) are unclear. In this study, we aimed to analyze the effects of
BBLs on metastasis via ECs. NE treatment of ECs increased the expression of adhesion molecules, whereas
BBLs treatment suppressed their expressions. When NE was administered in mouse lung metastasis
models, metastasis was enhanced, while BBLs administration suppressed it. These results suggest that BBLs

may affect on ECs and contribute to the suppression of metastasis.
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CXCR4 Inhibition Induces Tumor Necrosis By Selectively Targeting The
Proliferating Blood Vessels In Oral Squamous Cell Carcinoma

Yamin Soe', Hotaka Kawai', Htoo shwe Fain', Saori Yoshida?, May wathone Oo?,
Zin zin Min !, Kiyofumi Takabatake ! Keisuke Nakano ' and Hitoshi Nagatsuka1

! Department of Oral pathology and medicine, Graduate School of Medicine, Dentistry and Pharmaceutical
Science, Okayama University

? Preliminary Examination Room, Okayama University Hospital, Okayama, 7008558, Japan

? Department of Pathophysiology and Drug Discovery, Graduate School of Medicine, Dentistry and
Pharmaceutical Science, Okayama University, Okayama, 7008558, Japan

The C-X-C chemokine receptor type 4 (CXCR4) is a G protein-coupled transmembrane receptor that
contributes to tumor growth and angiogenesis. Previous studies have reported that inhibiting CXCR4 with
AMD3100 induce tumor necrosis and enhances the efficacy of the chemotherapeutic agent cisplatin.
These findings suggest that CXCR4 is an important target for cancer treatment. However, the tumor
vascular system is known to be heterogeneous within the tumor microenvironment (TME), which may
influence the treatment outcomes. Therefore, this study aimed to explore the effect of CXCR4 antagonism
on various blood vessels present within the oral squamous cell carcinoma (OSCC) tumor stroma.

The Mouse oral squamous cell carcinoma (MOC) cell lines were transplanted into 8-week-old C57BL/6]
mice. The tumor tissues were stained with hematoxylin and eosin and immunohistochemistry images for
analysis. The effect of AMD3100 was investigated through in vitro and in vivo studies. Five random
images per mouse of tumor sections were captured. Necrosis area measurement and vessel counting were
performed.

In vitro study, inhibiting CXCR4 did not impact the proliferation of MOC cell lines, but it did affect
their migration ability. In an in vivo study, AMD3100 induced a significant increase in necrotic area in
MOC2 tumors with notable decrease in the number of CD105-positive vessel structures along with
CXCR4-positive vessels. Furthermore, a reduction in tumor vessel-associated pericytes also indicates the
decrease in vessel maturity.

These results indicate that CXCR4 inhibition promotes tumor necrosis by targeting angiogenic endothelial

cells and disrupting vessel stability, highlighting its therapeutic potential in poorly differentiated OSCC.

7075 LR

73



74

P-3 —hvEE (R29—) 1

CX3CLLIO F A 4 ¥ BUBRERRHT © BN~ 1%
Domain-Specific Functional Analysis of CX3CL1: Effects on the Tumor
Microenvironment in Oral Squamous Cell Carcinoma
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[Tr5] CX3CLLIZ, Z% A2 o7 Eh 4 v TH Y, R LRI B W TIRREREE O
WAEMREL, VU NEHImBICEG T2 EPME SN TS, KT, Y7 FV AL Y, BREERN XA
Y, AFURRAAL O IHEED SR ENLD, FFICRKOERTH D LF ¥ F AL Y OEEICBIT A%
HIIARHTH D, T TARFETIE, & KA A ¥ ONEEB/NRENDRE 2 T L7z,

[hE] <& 2 OREREMIIBARMOC212, CX3CLID%& KA A4 v & KIS E2ZERK (MT1: ¥ 7 F IV KX
A4 VR, MT2: BRRE R A A4 Y/R¥E, MT3: A F Y F A4 YRIE) #EAL, ThFhomfE 53
MREERL 72, e LT, CX3CLI&EA#EFEHK (OF) B X UHARMOC2HE v/, 2hb
DML % C57BL/ 6 ¥ 7 ADWHHNICBEAL L, 3 EEZICH M. HEZ B X Okt demic Xy
HIR A 3 <2 00 M L 32 1 & B L 72

[ 5] MT1B X OMT2TIE, BN OIREEEEORR S X OIRENIES ML Y 5 2 7 —KhH &I
WA L7ze —J, MT3TIZOEMKE FFRICHREF A DHMERE S LTz, CX3CRIGMEREMIE X, 3
TOERKRTHD L TwW2A, GRIB X UCDICHHAEMELIEIMTL - MT2TRA L2201 L, MT3 T
WHIZOEMREL FIzEE I L Tz,

[#55] CX3CL1AF ¥ KA A Y ORIEIE, IREEHIIIEE REEEZ 5.2 o720, o)k
WCHBEOZELZ 7256 L7200 INODORRLD, AF Y FAAL VMO ZFHIRE 3825 X H = X AT
UNERBE AR 35 2 EAVRIR E N7z,

CX3CL1 consists of signal, functional, and mucin-like domains, yet the mucin domain’s role in cancer
remains unclear. We generated MOC2 cell lines overexpressing CX3CL1 with individual domain deletions
and implanted them into mice. Tumors with signal or functional domain deletions showed reduced
vascular structures and tumor clusters; mucin-domain-deleted tumors resembled wild-type. CX3CR1™"
immune cells decreased across all mutants, but GR1* and CD11c" cells increased only in mucin-domain-
deficient tumors. These findings suggest the mucin domain uniquely regulates immune cell infiltration,
distinct from other domains, highlighting its potential role in shaping the tumor microenvironment.
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Enhanced Lung Metastasis via BM-MSCs and Inflammatory Endothelial
Activation through the TLR4/TNF- ¢ Axis
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"Oral Pathology and Medicine, Okayama University, Graduate school of Medicine, Dental and
Pharmaceutical Sciences

?JSPS Fellowship (Oral Pathology and Medicine, Okayama Univerisity), Japan Society of Promoting Science

? Dentistry and Oral Surgery, Kousei Hospital

[INTRODUCTION]Tumor microenvironment, mainly composed of cancer and tumor stroma, is
influenced by bone marrow-derived cells (BMDCs). The components of BMDCs can differentiate into
cancer stromal structures, such as immune cells and endothelial cells, which help shape cancer immunity,
vasculature, and progression. BMDC:s include haematopoietic and mesenchymal stem cells, and alterations
in the balance of these populations can significantly impact cancer characteristics.

[OBJECTIVE]This study examines how bone marrow (BM) derived mesenchymal stem cell (MSC)
recruitment, via enzyme-treated bone marrow transplantation, alters tumor characteristics and metastatic
potential.

[MATERIALS AND METHODS]After complete bone marrow depletion by irradiation, bone marrow
from GFP mice was collected using conventional(BMC) and enzyme-treated(iBMC) methods, then
transplanted into hosts. Mouse oral cancer cells were inoculated after two weeks. SHU9119 and
AMD3100, or saline as control, were administered. Tumors were analyzed via H&E and IHC staining.
[RESULTS]Utilizing iBMC methods led to greater MSC collection, creating enhanced MSC niches in
bone marrow. Tumors in iIBMC mice developed more mature immune environment and improved
vascularization. Notably, iBMC mice showed increased lung metastasis with higher GFP+ lung endothelial
cells. SHU9119 and AMD3100, which target LepR+ MSCs and CXCR4 retention BM niche, respectively,
further promoted lung metastatic niche formation when administered, potentially by amplifying
inflammation. Examination revealed increased TNF-a expression in endothelial cells and TLR4+
macrophage infiltration in lung tissues post-inflammation.

[CONCLUSION]Enhanced MSC recruitment via iBMT improves vascularization, while
proinflammatory drugs targeting BM niche further promote lung metastasis in OSCC by fostering niches
with TLR4+ immune cells and TNF- a + endothelial cells, highlighting BM-derived influences.
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ER stress— mediated dormancy under EGFR inhibition requires YAP

reactivation in oral squamous cell carcinoma
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2Department of Oral Oncology, Graduate School of Medicine, Hiroshima University
I Department of Oral and Maxillofacial Pathobiology, Graduate School of Medicine, Hiroshima University

Aberrant activation of YAP is essential for cancer cell proliferation. We previously demonstrated that
EGFR promotes tumor growth through aberrant YAP activation. Consequently, EGFR inhibitors can
transiently suppress YAP activity and inhibit cell proliferation. However, the clinical efficacy in oral
squamous cell carcinoma (OSCC) remains limited, with low response rates. A potential reason for this
limited efficacy is the persistence of dormant cancer cells—non-proliferative yet viable that survive EGFR
inhibition and may contribute to relapse. We hypothesized that YAP is reactivated during this dormant
state and plays a critical role in tumor relapse. In this study, we aimed to clarify the role of YAP in
dormancy induced by EGFR inhibition.

We found that although YAP was initially inactivated by EGFR inhibition, it became markedly reactivated
during prolonged treatment and the subsequent dormancy phase. This reactivation was accompanied by
the induction of an endoplasmic reticulum (ER) stress response. To explore the underlying mechanism, we
employed LATS1/2-knockout (KO) OSCC cells, which mimic YAP hyperactivation. RNA sequencing
and Gene Ontology enrichment analyses revealed significant upregulation of ER lumen-associated gene
sets, along with increased expression of ER stress markers in LATS1/2 KO cells. Notably, YAP activation
during dormancy phase was even stronger than during the regrowth phase.

Collectively, our findings indicate that YAP reactivation triggers an ER stress response that is essential for
the maintenance of dormant cells under EGFR inhibition. Targeting YAP-reactivated dormant cells may

offer a novel therapeutic approach to prevent tumor recurrence in OSCC.
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Analysis of suppressive mechanism for T cell activation via Tratl in Sjogren's
syndrome model mouse
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[1F5%] ¥ = —27 L ViEfht (Sjogren’s syndrome: SS) (ZMEHIR IR 72 EOHV ML &5 HE
RIERETH B0 HHAL L 72CDARETHINE ALY A4 M A A 2T 5 2 L CTHREZHESES &
ZZ25NTHY, CDABETHIRLOEHALTHERE IO W TIZW L DhHEA R SN TV B HSSICBIT 5
CD4FETHUE OGP LIIHIBAE IS D W TGS D e 4, HERIEREDOIHE I I TR L
THPHIZ M) < HMFIEZ B OSBRI R E WG T2 e ot oTHBY, Frid, 3
PP AR ORI ICE H L, SSIZB T 2L THIIH s 2 5 sy a 2 L Lz

[iEE] W~ 2 & 2 WIZSSHEIE 7V~ 7 A ORISR O 3k B 19 90 Grade 126 U 7- CD4R 1k
THIKILZ BT 2 W5 % MR IR R $ 5 720102, MM CDAR M THIE %2 v 72 TM TR RIS X 55
EEESHIC L RN T O T4 I 7 AT R M L7z, £ 0T, RIIHIEZEARICEE T 5T Cell
Receptor Associated Transmembrane Adaptor 1 (Tratl) IZHHEH L, E7NV~ 7 AIZBIT 2RI LMHERL
720 F72, TratlOBERRIZ O W TIRES§ 5 720 TratlRIE (KO) ~ 7 ZAZ /R, 45 1 7 9 BAL R~ 1 3F
fili 247 - 720

[iEFR] SSEFT V=T ZIZB VT, Tratl OFIUTRENIEALT 5L L HIIKTL, 7u—H% 4 b X b)Y —
fEFTT L, SSEEE T IV~ A DR CHER IR THE 2 BIRDARO bize £72, Tratl KOY ™o A
[ZHIZE S N B IRIBZE L, W~ 2 & B L Chnin R B 112 X o THRIEWRBOEALT 5 Z & H3HERE
SNz,

[#55w] SSET V=T A TETratl 4 L T H CHISYECDARPETHINE DG AL A3 HIE S LT 2 W BT DS
Zz2bh, 25612, Tratl DWATFERIZ BT 2 HREILHAC B S-3 2 WREMEAVRIZ S N7z,

Sjogren’s syndrome (SS) is an autoimmune disease characterized by lymphocytic infiltration of lacrimal and
salivary glands. Activated autoreactive T cells play a central role in SS pathogenesis, and recent studies
suggest co-inhibitory receptors regulate their activation. We aimed to elucidate the regulatory mechanisms
of T cell activation through co-inhibitory receptors in SS model mice. Tratl expression in T cells correlated
with severity of autoimmune lesions. To explore its role, we generated Tratl knockout mice and found that
aging or thymectomized mice showed exacerbated lacrimal gland inflammation. Tratl may control
autoimmune lesions in the lacrimal gland.
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The role of the neonatal thymus in the onset of Sjégren's syndrome
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[HW] v =—27V VR (SS) &, RIRCHEERZ: SOV Z2 Bl E L, FIA4TAR NI~
T AEG|ERITHORERETH 5. TBRIIZEE TIIE FERICOLEE %243 2 MENFES/sld~ 7 A D
W% A% 3 H HICHIN S 5SSEF V<7 2 (J. Immunol 1994, Science 1997) %7 L, SSEFIL <™ X
TRTHROMEIZIL L TREDEHRICHEGTAZ L 2HEL TS, Lo L, Fdo kg e
BEASH CRIERE DOFIEIC D 2 TR O EAEIC S 2 5B OEMIIAHTH 50 AWFFETIE, HiEA
BT 5 BN ER B & TR b & OBIRZ T3 5 2 &1L ) HCRIERBORIERT 2O 222§
HZEEHWMET 5,

[5] E#3HEDH AW 7 HHICHER 26 L72-ENFS/sld~y 220 LT, (1) MiEk &0 %k
V) VSRR BT A S TR ofEsT (2) 1iE OPiSS-A, SS-BHLAMEDOFHM (3) MR - MEFRIE -

iliZe &EDOKRHHRIZ BT 5 ¥ BB OB AR 217, E%R3HEE 7 HEIZBIT Ml
BRIEDISSIRREIC G- 2 DB DB A L L2 F72, A1 - 3 -5 - 7HHONES/sId~ ™7 2D fglit %
EH LTl ie & Bl sz Ml o MR 5 2 50 L, B 2B 0T R (2 8 1) & M Bh 8 2 iRl L 7.

] A% 3HBEE 7 HHOMRE I~ A2k L, A% 3HHET (1) BIKIZB T 2 HEETHZO
EEwem, (2) IMmiEPoPiSS-A, SS-BHLKfEoBE, (3) IR, MERIR, Wik & oRMHGETY > 38k
REFEBEOWMZMIE L2 T2, FrAFIRIRICB U 2 iRt i X O iR Bz diis s =% 3 HHE
DIRECH B ZREMAED S, 5T oM EAsZ HIZE ML Twiz,

[iam] CnoofEr» S, A% 3 HHORBRB/NREEDTH CER RO D 2 THIlL O 5L X
DWWEEG R LI EARBEI NIz, Bl A% 3 HHEE 7 HEWRORNA-seqfft it 217\, HE#% 3 HHE
WCHERMIZFEIT HSSTIEICE D A BT OMEZH#ED TV 5,

Sjogren’s syndrome (SS) is an autoimmune disease which affects exocrine glands. We previously established
SS model mice caused the autoimmune lesions by neonatal thymectomy. However, the detailed cellular or
molecular mechanisms have been still unclear. In this study, we aim to elucidate the mechanism in the onset
of autoimmune diseases in the neonatal thymus. The increases of autoantibodies in the serum and the
lymphocyte foci in the peripheral tissues were caused in the SS model mice thymectomized at day 3 than
day 7 after birth, suggesting that thymic environment is related to T cell differentiation at day 3 after birth.
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Protumorigenic crosstalk between cancer cells, cancer-associated fibroblasts,
and tumor-associated macrophages in pT1/T2 tongue cancer

WA fE—, B %

Koichi Matsumoto and Manabu Shigeoka

MEK - BEEE TR E
Div. Mol. Genomic Pathol., Dept. Pathol., Kobe Univ., Grad. Sch. Med.

(#5] PR P EReRs (DEERE) (3R <, BB (TI/T2NOMO) THARRR FHRERIIEGIDVD 5o
TR X 2R 2 MBI (SR - ety - MHESFAIILZe &) & & B ISR L TB D, 8-
VR EAE A 72 e G & L CiEH SN Cw b, e, DA B ICCDI63kH~ 7 1
77—V MO) PESHEDLZZE MG L TE . —7, WBEMHMEF ML (Cancer associated
fibroblast: CAF) D#2if - #EIIZHTH 5 2 LW ST b, CAFOHAF & L Tmyofibroblastic
CAF®inflammatory CAF (iCAF) 7% EAHI LT 575, [HEEIC BT 5 CAFO LRI O W TIEAH
BRDZ

(751 - #5R] CAFORED—>TaH %Mk EREMNL (Bone marrow-derived mesenchymal stem
cells: BM-MSC) % pT1&E V- LBz () MIlaPRSCC25 & BRERE N TRIEIIZIER &5 5 &, ACTA2
DFEBIDMT § % & A IL635 X DILIRIDFEBZE L { AL, BM-MSCHiCAFMILE 2 15 L7z &
W SN 7z0 pTUT2FERE OERRIRAE 2 IV 7 S0 RERAL 70T &, IL-1R1BPECAFIXY) >3 Hifnfs &
BUHARRE T L EOMBZ R L7z MMA T, cDNAYA 707 LA &7 fli@n s,
ICAFRIEE 2 J45% L 72.BM-MSCIZFFRIWICHFE SN S 85§ & L TCXCLI6 I L 720 BIRRWZ &
12, MOkt M HIRVEMFBHRTHP-1ICSCC25H R OFs 38 il 2 EH S5 2 & TIER L 725 REEM ©
(Tumor associated macrophage: TAM) #fllllfg (12 5> TCXCLI6D ZZAK T & % CXCROD FEBL S IHE (275
HIhiz Mz e b CXCLI6% TAMBGHINZIZ RIS % & CD163 DFEBIATUHE L 72,

[REEE] DR o5 AE - BRIZBWT, M- iICAF-TAMIC X 208 % 70X b — 7 OBEARE SN
720 BifE, CXCLI6IZAEH L E 5% 52D T W5,

We have reported the significance of CD163-positive macrophages in oral carcinogenesis. In this study, we
conducted analyses focusing heterogenecity of CAFs in pT1/T2 oral cancer including
immunohistochemistry using human clinical samples and iz vizro experiments. The findings from present
study as follows: (1) IL-1R1-positive iCAFs are associated with some clinicopathological factors. (2) cDNA
microarray analysis revealed that co-culture with TSCC cells increases CXCL16 expression in iCAF-like
cells, and recombinant human CXCL16 addition facilitated increased CD163 expression levels in tumor-

associated macrophage-like cells. We are now analyzing the crosstalk of cancer cells-iCAFs-TAMs on the
progression of pT'1/T2 TSCC focusing on CXCL16.
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Effect of peritumoral tissue on infiltration and differentiation of tumor

associated macrophages

Piao Tianyan, &% 163, K& %, Zhao Yulu, Liu Ziyu, Htoo Shwe Eain,
e B, b B, BR O

Tianyan Piao, Kiyofumi Takabatake, Takuma Arashima, Yulu Zhao, Ziyu Liu,

Eain Shwe Htoo, Hotaka Kawai, Keisuke Nakano and Hitoshi Nagatsuka

B 1R 2 K 2 e I Bl S A S R e R T PR 27240 97

Department of Oral Pathology and Medicine, Graduate School of Medicine, Dentistry and Pharmaceutical
Sciences, Okayama University

(# 5] DWem-F ERz#E (Oral Squamous Cell Carcinoma: OSCC) O #EEICHEFEME~ 707 7 -2
(Tumor Associated Macrophages: TAMs) DB5-23#id ST 5. BAEOTAMs% 4 L 72OSCCHE R 12
B3 B WFSEIE MR I O MIZAF H LWIER TR TH %25, TEE PR A TAMs D 855 - 5biZ5- 2 %
WEIEIHOL TRV, £ TR TIE, EEAERICES 3 2 TAMsO £ & LIRS E PR G- 2
RO WTHRE L7z,

(5] M5 DAL & U s ie (BRI L 72 S LRI (Gingival stromal cells: G-SCs) 5 & OF
PR (Periodontal ligament stromal cells: P-SCs), J#F#ilg & LT b IR P LR (HSC-2,
HSC-3), TAMsHiBFHINE & L TRAW264.7% ) L 72o In vitro Tl G-SCs/P-SCs & HSC-2/HSC-35 £ ¥
RAW264.7 % JL5532 L, RAW264.7 D% RE & TAMs~ D3 LRE Z #RET L 720 In vivo CIZHSC-2/HSC-3H.
M & HSC-2/HSC-3& G-SCs/P-SCse T~ 7 AJHERIZHAE L T, MEEHHAENDOTAMsDHH# &
oAb % ML EA R LB L 720

[#5 3] In vitrolZ B TG-SCs & HSC-2/HSC-30 L5522 13 HSC-2/HSC-35 4l & 'Lk L C, RAW?264.7D
TAMs~ D LBE & H iR 22 L 7248, P-SCsid o big & £ 5EE L 12HHI L 720 In vivoll B W T,
G-SCs & HSC-2/HSC-3htifit TIZHSC-2/HSC-3H MR & Lk L THEBHZEITICB VT, TAMsO %
BeaARAE L7228, P-SCsid il L 72,

[#%2] OSCCONEHFFAMARIITAMsD#5E & LI EEEE > 5.2, FOAEE2MHT L2 LT
OSCCOH 7= e G EME DRSS R TH 5 Z L AVRIR E N7z,

(Introduction] Oral squamous cell carcinoma (OSCC) progression is linked to tumor-associated
macrophages (TAMs). OSCC invades various tissues, including Gingival stromal cells (G-SCs) and
Periodontal ligament stromal cells (P-SCs). This study examined how G-SCs and P-SCs influence TAMs
behavior both in vitro and in vivo.

[Results and Discussion] Interaction between G-SCs and OSCC promoted the infiltration of TAMs,
whereas P-SCs inhibited it. These findings reveal the role and function of the normal stroma located in the
cancer-surrounding areas in OSCC progression, providing a new regulatory mechanism for OSCC

development.
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The role of cortactin in oral cancer invasion

ARIT JoE, =& WE, S Bk, LE ET

Motohiko Nagayama, Yuka Miyamoto, Takanaga Ochiai and Michiko Ehara
HIH RS LIPERmR sy

Oral Pathology, Asahi University School of Dentistry

5]

CortactinlZ L F# D F-actinRU/MNF & WITHE R ILEDORE A BT LT 7 F UG VX7 TH
%—7, MEHEMETIZRME%Rinvadepodia& L TR DR LB L RIBT 515 <~ —Hh— & LTHEH
ENTWD, NEORTF LR (OSCC) ZHIRICRIER, AmilE X NI EREHR®RR D,
BRI b AR R R A B TN [ CIE R E B R T O ANt s PR 2 K& CEAT
%o 4lnl, OSCCORBHFRALIZ BT % Cortactin D FEBIENRE & 7 ) AAZ IO TIREERRE & TR
ZALE DR E RS 72,

MR X O]

FAE - AR & PR & i S 72 OSCCTHIMIEA Z H-Edefs, CK13, CK17, B X UKi-675ME
TOIEHH (Normal), @¥IE LEE (OED), G¥DRFEALE (Invasive cancer central, ICC), @i
& et (Invasive cancer peripheral, ICP) @ 4 #I812571F, CortactintifE 4t THEREIE 2 R L 72,
Dual Color FISH Probe {2 & 2EMS1/CEN11p (EMS1/CEN11p) DNA-Fluorescence in situ
hybridization T11q13.3124#7E 9 % Cortactind {2 T (CTTN) DIWFIH & LR — F — BEE TR
L7z

[ R]

PGt T3 Cortactin ) OED O L EEMIL I 7> S FEBIAHIM L, OSCCTId, ICCX ) ICPTHi\ Btk
FEBIHA LN, FISHTIE, OSCCOFMHAR X ) b WINEIDOICP TCTTNR IR % 7D 72,

[Z %3]

OSCC® CortactinFE B NS> CTTN¥E M X invadepodia® LR 1R B HE & OB AVRIE S 17z,

Cortactin is an actin-binding protein that functions in adhesion and differentiation in conjunction with
F-actin and microtubules of the cytoskeleton. In tumor cells, it has been identified as a biomarker
indicating tumor invasion and metastasis, known as invadopodia. We investigated the expression of
cortactin dynamics and genomic instability in the invasive region of various OSCCs by
immunohistochemistry and Dual Color FISH. Cortactin immune expression and C77N amplification
showed an increase in the part of invasive tumor cell nests in OSCC. Increased cortactin expression and
CTTN amplification suggest a tumor invasive potential associated with invadopodia formation in oral

cancer.
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1R P EBEREIC BT 5 £ FV{ERNA m6A & F#IZB$ 5 B 52
The analysis of total m6A RINA levels as potential prognostic markers in oral
squamous cell carcinoma

W AR, OFRA HERDS M SR, WOHEMR b #HEAY

dot WET, B R, maE Wi, EE At

Kaori Shima '*?, Yuudai Shimojukkoku ' *?, Kanta Yoshioka ', Yasunobu Oku,
Takahiro Tsuchiyama', Kanako Higashimoto ', Miu Hidaka ', Yuka Kajiya' and
Tomonori Sasahira'

VRENR RS AT U B A 4 BT

SRTEIEALA A Y V& — BRI SR

! Molecular Oral Pathology and Oncology, Kagoshima University

> Oral Surgery, Saitama Prefectural Cancer Center

[HIW]

FUE R~ FEe 1L, RATRERY) UNEEBICE ) PRARE 2, HERERFITIEIMZIZHQOLE KE L
0729 72O R MERPLETH Y, PHRTFUMHEFOERIIFFICEELZFETH 5, FE, RNAXF I
L TiE, X FWMLIZ X Y 4 U 5 N6-methyladenosine (m6A) 2%, #4 @R FRBHEZ 1TV, HSADHE
TR DS TV I EAHLNIIENT WSS, HIERTF EEREICB T 2 m6ADEHRR WS T 0
FHBFRIIAM L DL Vo e ld, THERT EEEICB VT, mb6AL )L ERNAX FIVLEEE D JESL
AT L, Tk & ORI O W TN L 72,0

(7]

JEE BRI b IR & > & — TUIR S Mz R B SER 08T 7 4 Y7 ay 7 2 T, il
i L 7Z2RNAZ > Trotal m6A L NV 2 @ R IZIENT L 720 72, RNAX F VLR DO LD TH %
VIRMA (vir-like m6A methyltransferase associated), /KIAA142912DW\C, K7 — % X— AWK %17 -
7o, ISR E R MR 2 TR b R ta 217, BRI R -, ik & OFEHEINT
TR o7,

GES

total m6A L ~IViL, PR RIS B W CHEEAT LW, V) O iR, §IREE & A &2 %
Bz, 72, RBT— ¥ X—ATlE, VIRMA/KIAA14291%, BESAIRCIIIEH AR, MK THE
BIZ LA LTz, mEEEOERETIX, VIRMA/KIAAI4205BER] T, ERAEGFFROLAGELRK T2
R, SERFHCTHNL L2 FPRARKN T %56 2 LAV 72,

[E%2]

CIPER S BRI BT, total m6AL X)L EVIRMARBA FHTFHUET-L %D 9 2RI 7R E
72

Background: N6-methyladenosine (m6A) modification of mRNA is the most common form of post-
transcriptional RNA methylation and is often involved in the progression of cancer.

Methods: We determined the total m6A levels and expression of VIRMA involved in m6A modification in
OSCC:s specimen and evaluated their association with clinicopathologic characteristics.

Results: m6A levels were significantly higher in the OSCCs with more advanced clinical stage, lymph node
metastasis, and venous invasion compared to those without, and VIRMA-expression was significantly
associated with a shorter disease-free survival. Conclusions: The results show the utility of RNA

methylation for the diagnosis of OSCC.
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Significance of EpCAM/CD9 Co-expression in Cetuximab Resistance of Head
and Neck Squamous Cell Carcinoma

e Demt', b SR WE BGS, ol ROE, oKE B
A B4 Bl BA&, BB 4P, DR gt
Koki Umemori', Kisho Ono'’*, Hotaka Kawai’, Kohei Sato ', Tsuchika Omichi’,

Kyoichi Obata'**, Yuki Kunisada ', Hitoshi Nagatsuka® and Soichiro Ibaragi'

R LR EEA T B Rk S e ISR I A VR 5 B

AN T ANZTREY T T VAR

SRR A FE B 1 S e [ s B 27 5

YT T TR

! Department of Oral and Maxillofacial Surgery, Graduate School of Medicine, Dentistry and Pharmaceutical
Sciences, Okayama, Okayama University

2Deptl;’z‘;’}'zmt of Orofacial Sciences, School of Dentistry, University of California, San Francisco

3Department of Oral Pathology and Medicine, Graduate School of Medicine, Dentistry and Pharmaceutical
Sciences, Okayama University

* Department of Biomedical Sciences and Comprebensive Care, Indiana University School of Dentistry

[#5] Fx 3L, BSHRFLEE (HNSCC) ot v F <7 (Cmab) HBEPERTELTO
F R M 5 (EPCAM) DU REM: 2 #iti5 L 720 EPCAMIE bRz REM SR CHRBLT 2 05
K4 B TNA A ~—h—& LTRSS N T 5, SEeHiia <o i sp 4l BRIE B AL T o 5832 2 THllig
SN (EV) & @ BEARIE S TWw 575, HNSCCTOEPCAMDEBERIIKIZAEV TH b, A
WF7E TlZCmabiif 4K ¥ & L TOEPCAMEEIZEH LoD, ZORBERIIOVWTEI v I AT -5
Wi % FEVTHRGE L 72

[751:] HE00E ST FBURNT 7 — % 2> 5 HNSCC® Cmabiif kB #50F & L THOEPCAM D Z %1% % Kidik
L 720 HNSCCHIIE#ED Cmablif itk #8357 L, EPCAM®DZIR % 5/l L 720 LFBFENT 5 5 EPCAM
EHRWRBMBMEOH 55 T2 EL, TOEHREF I v 7 AT —FIZTHAL72o HNSCCHIEA 5
EV#Z ¥ L, Cmab® W{#HEEPCAM (EpEX) OEVENER WAL T-~O 58 % 5l L 72, EVA: B E
## (GW4869) OCmablZxt3 2 ERfdwhf % Bl & BT 7V 2 H v CORIEL 72,

[ 3] EPCAMIE Cmabiit PEAE B i P #ikk Trigs Bl L, Cmab®I1C50 & IEDOM B % i 72, EPCAM &
FRICHIBE OV & LTCDIZFEE L, Z OB 2R IEFHNSCCIZB W THIZHW C & %2
S5h & L7z 2 5IZHNSCCHOEPCAM/CD9HERG 1% 13 Cmabiif 1k 3 & (NEGFR Y 7 F v 2 4 L 7=l o J&
- AR BEGE, EIZIZEVE OB URE X 72e CmablZEPCAM/CD93E G HEEV @ 453 % #I) L,
EpEXHil# (X EPCAM/CD93L B3 EEV % 4 L 72 Cmabi g s H % {25 L 72 GW48691Z EPCAM/CD93k
Pt EVa3ith % JI] 5 5 Z & CCmabD PUlEERh 2 Bk U 72,

[#%3E] Fk~ IZHNSCCHEPCAM/CDYt [ ASEGFR Y 7 F W REVEH 4 & 54 5 2 & TCmabi&#il
Wy AAOHET LB REN 2R L7z, 4%, EPCAM/CD9%EH & EVOCmabiG B~ D% % W2 EK
L, #FBZWECHmERE~0BEY B89,

We previously identified EpCAM as a potential factor in cetuximab (Cmab) resistance in head and neck
squamous cell carcinoma (HNSCC). In this study, we focused on the role of EpCAM/CD?9 co-expression.
Omics data revealed a strong correlation between EpCAM and CD?9, especially in HNSCC. Functional
assays demonstrated that EpCAM/CD9-positive EVs were associated with Cmab resistance. EV inhibition
enhanced the antitumor effect of Cmab. Our findings suggest that EpCAM/CD9 co-expression may
contribute to Cmab resistance via EGFR signaling and EV-mediated mechanisms, offering new insights
into diagnostic and therapeutic strategies for HNSCC.
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COMMDG6A 7V 2 — ZABE T O LI RE BRI RT3 RRITONT
The effect of COMMDG6 on Oral squamous cell carcinoma under high-glucose

environment

Hw B, FHA HEXD? W &6 Tab #Huh' doc BT
WO, M SR, hngE ma, #E Rl

Miu Hidaka ', Yuudai Shimojukkoku '*?, Kaori Shima', Takahiro Tsuchiyama',
Kanako Higashimoto ', Yasunobu Oku ', Kanta Yoshioka ', Yuka Kajiya' and
Tomonori Sasahira '

VRENR RS AT U B A 4 BT

SRR AR Y 7 — RISV RE

" Molecular Oral Pathology and Oncology, Kagoshima University

> Oral Surgery, Saitama Prefectural Cancer Center

[H 1]

BN I — ZARE T CIREMBOBMEIMEEI N Z L3I ASNTWD, FTald, BRFEBRE T
WER - LR E I S N LARELZ VL C, B E 7 v 2 v T 2175720 M7 Va2 —2 (19mM)
L7 NVa— Al CmM) BRBETTEZNENEERELHEODOEEMEkoR:Z LEE2HWwT
proteomicsf# T Z 17\, ZNENOBBE T CHRBLE T2 7 v 7 B2 L7z, Zho0HEH, &7
Va— ZABBEOREREFERTHWILET LY o700 EDE L TCOMMD6%R R\ L 72,
COMMDG6IZ, ERHMETIIIIERLHRICHE L, KEECEMEL TCORBIEH N E IR TWB D,
FTEEE CTORMRPERIC OV TIZIEE A EHSNIZEIN TV R, RIFETIE, B2V a— AR T T
2 L 72 IR E BRI C OB EIC COMMDG62S B A E $ /IR 12D W TG L 720

(7]

U R B Rz s i sk HSC338 X O"HSC3M3 %, BEHEM Z25mM 7 )V 2 — A& AR E, 19mM 27V 3 —
AR O ZN TN DOZEMATH#E L, SICOMMDGOYUAS ug/mlZ B IZhn ., Yo, EB)RE O 2L % MGt
L7

U5 ]

5mM, 19mMZ NV a—2nFhoBETy, HICOMMDGHURRIMIC X b, B, EB)E 1A ZIHH
EN2A, 19mM 7V 32— ABET ORI EDBEE TH - 72,

(% %3]

BV a— AT T, COMMDOM MRS 7V a—A N7 Y AR—7 —OFH, MILHNE#HR
EEICHEBEZ 5 ZTOLWREERD S L E 2 5N b, COMMD6® 53z i3 % 2 & CIHLBEHE O 1EH#
fBIC X B BERIIRE DR D AT 53, CIEROTA - RO PO BB RERH H, 571,
COMMDG6HERE T O HIZOVT DRI 21T FETH So

It is well known that cancer cell proliferation is promoted under high glucose conditions. COMMDOG is
upregulated under high glucose conditions that were detected by proteomics analysis using culture
supernatants of oral squamous cell carcinoma (OSCC) cell lines. We investigated on the proliferation and
migration of OSCC cells under normal/high glucose condition by addition of anti-COMMDG6 antibody
to the culture medium. The results showed that both proliferation and migration were significantly
suppressed in the cells inhibited COMMDSG. It is possible that COMMDG affects the glucose metabolism

pathway or expression of glucose transporters in carcinoma cells under high glucose environment.
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Altered gene expression in oral cancer cell lines under hyperglycemia

W OREKY, FRAE HERT?, bl EEAY dOC BB, B FER 2
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Kanta Yoshioka ', Yudai Shimojukkoku -2 Takahiro Tsuchiyama !

Kanako Higashimoto ' Yasunobu Oku'’?, Miu Hidaka', Kaori Shima',
Yuka Kajiya' and Tomonori Sasahira'

R R S P B 5 B

S EESI AR v 8 — BRI MR

! Molecular Oral Pathology and Oncology, Kagoshima University

? Oral Surgery, Saitama Prefectural Cancer Center

[H#]
PERIGEFEIIDADIIE) A7 DT 5T LG I N TV S, BRI TR Y Td 5 AGE
AR ERE L EIL 25 2R T2, AGERDPADRIELZRMET S Z L 2K A4 FEICHE LTV,
T2 A A VEPERE I X AL A N LA, REHER T ORISR R EAALER LTV D
WREMED D 225, WIBAREDS DS A DFE, RIS 2 5B IIOWTIRWE ZICAW R ENRE v, AR
Zeid, SIMHREEIC BT 2 O EMB OB R FRBZLZH L2 L L, TR OB EIL XV EH S
PICTAHZERHET A,

(]

fili 2 O TR 2 @5 ODMEM (B i E5mM) & high glucose ® DMEM (R REE19mM) TFf
# L, RNA-Seqf#t#ticfliL7z0 2D%, WOPDOREFIZOWTE v 77— ¥ BT 58, BT %
1o 72

[ 5]

SPIREE, EIBERE D 2N ERIZB T, FEBLL NV LB 5250 5 (5125 8 Sz, TCGAT —
I R=AEDRIET— 5 I B VT, FHRFIIEMEIA TH A~ OFEBIREREZ R L TWwizas,
FNH0H) bLEIMPERE T CRE LA T LEETOOEDE LTFAT2% W72 L7z, FAT2I31E% & ik
L CIEpERe % & S HESHR R TRV ANUPAEICHL, DAY Y7730 —=THhb I ERHHGED
WA HGT LI EDVWONE ot BUE, TTEREMRARR MBI Z V2 3BL, BREMFNT 2 920 L CTwv
5o

E=

IR BRBE T O IR, FAT2Z2 13 Lo L L2BHOBETVIEHEA L2V LKTT 52 L THERD
BV ICES L T AW REEDH 5o MBEOIEHLIC & 0 BERIE O A7 & F LI o HE R & ]
RE 2 W D F I e BT BLIEHE S A T A FHSSICB S B WD H ), 55D S L% 5% ET-> T
CFETH 5o

Diabetes may exacerbate cancer, but the detailed mechanism is unknown. In this study, we identified genes
whose expression is altered in hyperglycemia by RNA-Seq analysis using oral cancer cell lines. Among
these genes, FAT2 was found to be highly expressed in head and neck cancers, including oral cancer,
compared to normal by analysis using the TCGA database. Detailed analysis is currently underway in the
hope that normalization of blood glucose levels will lead to the development of a treatment system that
can inhibit the progression of oral cancer as well as diabetes.
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Analysis of TCF19 function in oral squamous cell carcinoma
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RN R R A B PR RS TSR RE 43 1P B4 45 B

?HEYR B AR BE R B R A IFFE R SR I S 05 B
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! Molecular Oral Pathology and Oncology, Kagoshima University

? Masillofacial Diagnostic and Surgical Science, Kagoshima University
? Department of Oral and Masxillofacial Surgery, Kagoshima University

(Hm)

FEDANTHEFT AL LTHRAINSEZ DL, REFEE - B0 DICEH G+~ — 71— D%
MEB DR T %, Transcriptional factor 19 (TCF19) &, DNAMSAE R HH 5 H]  Hll 12 B 4> % 563 T
& % forkhead-associated domein (FHA domain) Z & GHERTTH A, TNFEF TOMNERIIB VT,
TCF191 3E/ N B PR 25 AR FFHIRZ 25 AN 313 2 MBa B W O T 2 KIG S A O Y5, iR % RE S5
CEDRENT VS, LaL, OENAIICBIFATCFIODZRENIATRTH D, AWFFETIZTCF19D [1)E
i LRI BT AR EH O NI T A LR HME L
(i)

TCGAT — ¥ N— 2% T, IEEMMRE D% & OCEEH 2 AMMKIC BT 52 TCFI9DZH L N v
B U720 IRIZO3FEB D ITEDS AR % Tl W T TCF19D e Rk L2 2 17V, BRIRRELZEN - & @
B & M) L 72,

(K& 4)

TCGADfEM KGR A 5, TCFLIDFEBIAIEF ML & K L THBERSAMMMBRII B TRV L XV TH
HWL Tz, SEMBILFEE2ITo728 25, TCFINZIER ERICIEEHL Tl o 2hy, RAMD
M G2 R L TBY, ZORBUIY V3mSR E A E 2B Z2 207,

(E%%)

ARHFZEIC LD, TCRIINAREA A DY) ¥/ Eilgn e & et S & 2 ek O B 5 2 L 2RI S 7z, B,

in vitrolZ BV TTCFIIDKFEEER 2 #EDTH Y, HbETHET LI TFETH 5,

Transcriptional factor 19 (TCF19) is involved in proliferation and metastasis of non-small cell lung
carcinoma, hepatocellular carcinoma, and colorectal cancer. However, the role of TCF19 in oral squamous
cell carcinoma (OSCC) is unknown.

In this study, expression levels of TCF19 were higher in head and neck cancer tissues than in normal
tissues using the TCGA database. Furthermore, significantly relationship was found between TCF19
expression and lymph node metastasis or mode of invasion by immunohistochemistry.

These results suggested that TCF19 may promote lymph node metastasis of oral cancer. We are currently

analyzing the function of TCF19 using OSCC cell lines.
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Relationship between oral cytology and clinical diagnosis
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FIREIZP VIR T & 2 A3 LR AR 3B C, BT 2 WA DBRZMIM B CTld W £2%% v, T
bEELONFREESEOEN T, ST REMZRTIRBEHREICOWT, BEEEIG»Z2ERT 52
ENEMELTHITOND, BARMIIZO R AE L, TR 50RO D A~ BT O R 5
B, DY USIERANRA L EOEYYE, FLEE R & o RYEEETRE L OBNPEETH D, IR
SO TS A I DS, FEE & P OICIMEIC S 0, AR TS 17 AR LS T &
ZMEhTns, 72, OFEZAHLMALZ LOTXLHBTHLICHEL ST, BHIEIIZFMIE LS
WG AR H D, BEO 3ERE RIS IR S NREIIE T TITETEE 2o T b,

AR TSRS L, WCIRIERIRE R 0% KA X 0, Jwbetkiln & — e £ ¢, BBV AL LT
IR REE 22 0, ZHUTtE- THEMIIRZ 0B iHEmdm L, SRy A7 2B hTETwb,
AN, BRRZBWICT L COEMRZ A E D & 9 REE %20 T2 2 &2 RET 5720, KIRKS#FER
MHERBEIC BT, W& 54ERM (202045 ~20244E) OMILBIEBIOBERBI &, 21104E H LA LTEs)
BHE11 % OMIBEZ IR 3 2 Bkl oW T2 1T - 720

ML BATT I D 2 %0 o T BRIRZ WA AMUEE T6251F, R\ Tl K& #E3041F, #2501, 406 (I
Wk, ®R%E, OBA, WmERE) 238 Th o720 €09 bHlRZ TSCCL B sz, Thz
14tk 14, 1220k, 11 CTh o720 72, OHSILIZZnEn28f:, 54, 101, 41k OLSILiEZZh
ZNoaft, 107k, 16fF141ECTH o> 720 BIREICRT 27 ¥ 7 — b Tk, BRIMICEEZE ) HEPR
EOHENHEER AL, MEZZ2EET 25E50% <, BHROWEEIIZIZRWIEATOIRWIC X V1T
IAGEDVL N Lol T, MBZOHEXGISHTH3InE LTid, 3IFMBZTA FI4 »
WZHE U720 di e STz,

Oral cancer is a relatively rare cancer, but its incidence is on the rise. Although the oral cavity can be
inspected or palpated, early detection of oral cancer is difficult. Recently, the applications of LBC have
been extended to oral cytology, and oral LBC has become available as a less invasive test in hospitals and
general dental clinics.

In this study, we investigated the clinical diagnoses of cytology cases at The University of Osaka Dental
Hospital over the past 5 years and conducted a questionnaire survey about cytology among oral surgeons.
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Cytological and histopathological study of exophytic oral mucosal tumors
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FIPERG R A e 2 n SIS LIT LT S5 A%, EBHEE CHh o THMfRAIZZ L <, Mg
FIZEDBWNTEET 52 LB\ Tz, HEHIEEZ I (HkZ) BT BN EE RSS2 H 5.
A, AP 2R TURERIBIE S 12 2w T, MR 3 X OYRBERLR A IOMGET 247 o 72O THEE § 50
D5 L OT7IE] 20184F 2 5 202348 (2 JuIH B RF - M I i Bt THINE R 35 & UL 289 i & 7 IEBI
I 5, SMAMESEE 2R L7 LUBERRIE B (2 D W Oy L7z b8, i P BB FLBURES LY, LB ¥ L
BeE 34, PolRadmik 16, SEIREEE 8 1, WRMVESCIREAPGE 2 6, JHIRFE 6 HITH L. 51T, WP
LR FLBIE 1061 3 & OEIRHE 6 2 L, CK13, CK17, Ki-67, pb3D kb aidett 2175 720 [#b
RBIOZ L] MEZOHETE, FWFLEEFLEMIZNILM 4561, OLSIL 6%, FLERFE T LEE R
OLSIL 21, SCC 11, JERERBIZMEINILM - fF5EROLSIL, HR# ) IENILM 4 1] - OLSIL
46, BEREPEEIR EIACEIINILM 2 61, JERHEIZOLSIL 56 - NILM 1 B Tdh o 720 P LBz FLEE O
OLSIL 6 I 4 fTid, MRS —HRA 2 R0 72, JREAEOOLSILH E 4 #1Tix, 1 #I3%0E
PEZARIC & 2 SOSHER I & OE RIS LETH ), Mo 3FTIE7 uxF » ofiE %) BRI 2 HUdl L
720 PERIE ONILMIERF TIZ AL A LA % <, OLSILIESI Tl B ARG 2 Blg S 7z PaIk
3P B FLBENE & P U CAfbilie oM E A mivE 2 88 L, SALHIIBSEI b B T o 720 fuyEde
T, mP R RLEE TIECKL32% @ Bk, CK171385F 1%, Ki-671ZZE M 1 ~ 2 BBk, pb3ix
— RO GIFE T B o 720 PERHE TIXCKI3A R, CK172%8 B TH V), Ki-6738 & Up531dHiE Bl
WCEDREZDA, 1~ 3BREICHEEZR L7z FHMETET 23§ FIRRIRES; (3, Mles2r0ds X O9net
HRFAHNC O BN TH B R TIE, WRG Mgk HEHRERZRE L TG %,

Exophytic tumors of the oral mucosa are frequently encountered, but cytological diagnosis is often
challenging due to minimal cellular atypia, even in malignant lesions. In this study, we analyzed cytological
and histopathological findings in 71 exophytic tumor cases, including squamous papilloma, verrucous
carcinoma, and others, diagnosed at Kyushu Dental University Hospital. Immunohistochemical staining
for CK13, CK17, Ki-67, and p53 was performed in selected cases. The results highlight the diagnostic
difficulty and variability in cytological interpretation. We conclude that a comprehensive evaluation
combining clinical presentation, cytology, histopathology, and immunohistochemistry is essential for
accurate diagnosis of exophytic oral mucosal tumors.
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Al Classification for Oral Cytology Images with Discordant Diagnostic Labels:
Evaluation of Multi-Annotator Strategies and Model Fusion
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" Oral and Maxillofacial surgery, Kagawa University

? Department of Oral Pathology and Medicine, Graduate School of Medicine, Dentistry and Pharmaceutical
Sciences, Okayama University

? Department of Electrical, Electronic and Information Engineering, Gifu University

* Department of Oral Pathology and Medicine, School of Dentistry, Asahi University
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GEs] DM oS N, WHEMTIHRIS 2N Z L bR v, T4, ANZK
B EREESEOAHMEITRENT WS, T NVITHED S 57— 7 120 5AIEF VoA
BRI TH D, 72, EHEOKNT ) F— 5 12X 5B R/METELEFT VRGO EEL D, A
ek, 1) HEDDH B T NVIH T B EGEZAIGEETFVOHEE, 2) KKET /57— ORI
Xt % AT 2 MeGE L 72,

5 - HiE]l N—=F Y VAT A4 R0 L7z PSS ISR L, 850 1P B P R s B -
BlEx XY ¥ 7 L7z, ResNeth0x Hvy, H—EF N (LI - #EFEH4), BEETIV (FllEE,
Head-Fusion, Logit-Fusion) ZHisE LpBUEE 2 ILE, S 5612, BRMICIEMROMKNE TV 2R S
A OMEREE L 2 5l L 72,

[FER] B— 7V TR S AiE, #HEE 7V TldHead-Fusionh i b B WK E 2 7R8 L 720 451
Head-FusionTlZ, [IEROENT T — & OB % P4 A 05580 b7z,

[K5am] ZW T NVICHED D 57— 7120 L Tix, Head-FusionZ W72 EFVEIERHITHY, &
WIS & a N 2 MEDT AT RETH 5 2 L AVRIR E 7z,

Y

Oral cytology diagnosis involves inter-observer variability. We investigated deep learning classification
models trained on variably labeled cytology images by multiple pathologists. Using ResNet50, we
constructed single (majority vote, probabilistic) and ensemble models (prediction fusion, Head-Fusion,
Logit-Fusion) to evaluate classification performance and robustness. Head-Fusion showed the highest
accuracy and effectively suppressed the influence of low-accuracy annotators. Probabilistic labeling also
outperformed majority vote among single models. These results suggest that ensemble learning, especially
Head-Fusion, is effective for handling inconsistent labels and achieving both accuracy and robustness in
oral cytology Al classification. This study highlights strategies for reliable medical Al under labeling

uncertainty.
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Risk factors for post-extraction infection of mandibular third molar:
A retrospective clinical study
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! Department of Oral Pathology and Medicine Faculty of Medicine, Dentistry and Pharmaceutical Sciences,
Okayama University

? Department of Oral and Maxillofacial Surgery, Kobe City Hospital Organization Kobe City Medical Center
West Hospital

? Department of Oral and Maxillofacial Surgery, Kagawa University School of Medicine

Post-extraction infection is one of the most concerning complications of mandibular third molar
extraction, which is the most common procedure in oral and maxillofacial surgery. We investigated risk
factors for post-extraction infection by retrospectively analyzing 2,513 teeth/cases of mandibular third
molar extraction (1,040 males, 1,473 females) performed at a single medical facility in Kobe, Japan from
January 2014 to May 2022. The predictive variables were categorized as patient attributes, health status,
and anatomic, pathological, and operative variables that may be associated with post-extraction infection.
The outcome variable was the post-extraction infection rate. The post-extraction infection rate was 5.73%
(144 of the 2,513 teeth), and the mean age of the patients with a post-extraction infection was
41.76+16.8 years. Our analyses also revealed that the postoperative infection rate was significantly
increased in patients aged 236 years. A multivariate logistic regression analysis showed that the following
variables were significantly associated with post-extraction infection: preoperative antibiotic administration
(odds ratio [OR] 4.68, p<0.001), postoperative paresthesia of the inferior alveolar nerve (OR 4.34,
p<0.001), intraoperative hemostatic procedure (OR 1.74, p=0.008), position of Pell and Gregory
classifications (OR 1.70, p<0.001), Winter's classification (OR 1.28, p<0.03), and age (OR 1.03,
p<0.001). Oral and maxillofacial surgeons should be aware of these risk factors.
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The influence of volume of LepR+ bone marrow derived stromal cells on bone
fracture healing via enzyme cleaved bone marrow transplantation

Zin zin Min, Hotaka Kawai, Ayumi Morimatsu, Htoo shwe Eain, Yamin Soe,

Kiyofumi Takabatake, Keisuke Nakano and Hitoshi Nagatsuka
Department of Oral Pathology and Medicine, Graduate School of Medicine, Dentistry and Pharmaceutical
Sciences, Okayama University

Purpose:

Enzyme-cleaved bone marrow transplantation demonstrated to yield a higher proportion of LepR+ bone
marrow-derived mesenchymal stem cells. Previous studies reported that LepR+ skeletal stem cells is the
main source of adult bone marrow osteoblast. However, the role of bone marrow derived mesenchymal
stem cells on bone fracture after bone marrow transplantation is controversial due to limitations of
transplantation procedure. Therefore, this study supports the understanding of role of bone marrow
derived mesenchymal stem cells (BMSCs) on fracture healing by using two transplantation methods:
conventional (BMT) and modified enzyme-cleaved(cBMT).

Materials and Methods:

GFP transgenic mice were using as donor mice. Bone marrow cells were collected by using two different
methods: one following conventional protocol and the other involving enzymatic treatment with
collagenase and dispase. Recipient mice were irradiated with 10Gy total body irritation before
transplantation. After one month of transplantation, bone fractures were conducted on left femurs and all
the mice were sacrificed accordingly.

Results:

In <BMT, GFP positive mature osteoblasts were found in post-fracture day 14 and day 21. Even so, in
BMT, GFP positive osteoblast was rare to be seen in above mentioned groups. After post-fractured day 14,
bone remodeling of cBMT is shown similar construction with that of control.

Conclusion:

The above findings suggest that BMSCs have potential to serve as osteogenic progenitor and contribute to
bone regeneration depending on the cell quantity of BMSCs in healing environment.
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Involvement of Epstein-Barr virus in Odontogenic lesions
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Kenko Okamoto '’?, Michiko Nishimura®, Yuji Miyazaki 3. Shinnichi Sakamoto*,
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? Basic Biology, Meikai University

[H 1] Epstein-Barr virus (EBV) (&, FLADRHNIWER 2 4 L CEKNIZRA L, BHIRR LEHIEZz Lk 4
RGeS 5. EBVOBIRIEGE & A E#E AT CTdh 5 LMP-LIIMAPKHFEEE OEHALICE G- 3 5 & v
bits, —J, TF ANV EREIETIIMAPKEER KT 2 BRAFOZEENBL L MONTWS25, TOHEE
A BT Z2EBVOEGIZH L Thve RIFFETIE, TF ANV ERE (AB), Zofh, whEMEMAILEER
(OKC), &titk#ENy (DC) 2B AEBVO BRI 2 72 L, SHsEMERE~NO G- % G L 72,
[771:] AB : 11761, OKC : 12761, DC : 45§, ®hi# (DF) : 4561% 2 72c OPCRETLMP-10#H
%47 - 720 @ISH{ETEBERD RTE & JettiifE 2 X, GOIHCET, LMP-10JR1E & Gufain i % <72,
ISH & THC D fie# Al 13 Je 5212 & ) High-grade (HG) & Low-grade (LG) @ 2 BEIZ0 ) THEGRT L 720
@IHCTHHZIZB 1T 5BRAFV600EZ R 7 ¥ 3 7 M OSsBURAE # el L 720

[ 5] OPCRTLMP-103BLIZ &WZ iR S N7ze @ISHTOEBERFEBOHGREM OE G, &
BT D o 7275, HiEME ERZ ICEBEREH VD S ze @LMP-13B OHGHES X, ABT54.7%,
OKCT29.1%, DCT33.3%, DFT26.7%T& 1), ABTIZHGREMDEGHEH 572 @BRAFV600EZ
By Uy BB, ABDS54.7%, OKCT7.1%, DCTI11.1%, DFT6.7%Ta h, ABTIZBRAFV600E
BRY VS EORBEENHEIE P o720 AT, ABIZBIF5LMP-10HGHERTld, BRAFV600E
BERY 3T H GRS EICE Do 72,

[%5#] ABOLMP-1 HGHESITIZBRAFVO00EZ S & ¥ 8 7 BB ERICHMETH V, ABOIHRERK
DO—FERE LT, LMP-1%2 41 L 7-MAPKFEEG AL O W BEVEATRIZ S 7z,

[OBJECTIVES] We investigated the relevance of EBV and odontogenic lesions including
ameloblastoma.

[METHODS] Tissue samples of ameloblastoma, odontogenic keratocyst, dentigerous cyst were used. We
performed polymerase chain reaction, in situ hybridization and immunohistochemistry. Assessment of
LMP-1 detection by immunohistochemistry was classified into high grade (HG) and low grade (LG),
according to staining intensity.

[RESULTS] The proportion of HG of LMP-1 expression was higher in ameloblastoma. BRAF-VG00E
mutant protein expression was higher in ameloblastoma.

[Conclusion] Higher proportion of LMP-1 HG cases in ameloblastoma suggest that EBV infection
might be related to its development.
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Report from the Oral Epithelial Dysplasia (OED) Working Group (Second Report)
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JUIE, BIEGEW, WEANE, hEE, SRS, MITAR, T W EW, ahiE, i,
AR, HRE, BRI, HEH—
(I LR YERIE (OED) 7 —F ¥ 77V —T X Y 3—, Jilghg)

FIE B2 PESUER (oral epithelial dysplasia : OED) OJRBEISHT L, ERAE X OB Eo 2 R
BVEOREZFM L TV 525, TOHEIIIEBWERIEINLD, BHENE - BEEHEN D2
POTHAET S, BHMIFIEICEL T, M— SN SN TB 5T, HWEZH OBEL)
RKEBRYEE 2o Tnh, REETE [OEDBF T —F 77V —7] 2kl L, #$UiZ» 5 OEDIE
Bl 2 LD b, BB THRIREHRD ZE L2 ANZME 21T, HARICB T 2 EEN L2
OEDJRH B W DM Z HIFE L T\ b, WEEDJSOP3T v F 3 v ¥ Y RY AT, B KF TR
EN7-OEDERISH Z xR E L, ZBRBA—HTH - 72 6 R Z HOICFHFHE % 17> 720 X 512Zoom
KFERPT V- AU T, FHEE OFEKREB X OBWEED TS v v a7y TR L DD, i
ILOFICH R RZRIEEDOREL HIE L, Sl SR L T REEFORELEIIOVTORE 2 EL,
RARIIZI06ER Z INEE L 720 SRS DFENZOVWTIX, T—F 2 ZF 7V —TIHET 5 8 DIk FEH
HEROEAREZ AW T ROGHEZ ML, ZOFREMEHFITICL > TRET L7720 T, ZoOME %
N9 %o

The pathological diagnosis of oral epithelial dysplasia (OED) relies on assessing architectural and
cytological atypia; however, subjective judgment causes intra- and inter-observer variability. The absence of
standardized criteria for objective markers complicates diagnostic consistency. To address this, our society
formed a multi-institutional OED Working Group to analyze histological features alongside clinical data.
At JSOP35, we reviewed 15 cases from Niigata University, focusing on six with diagnostic disagreement.
Through Zoom meetings and surveys, we refined evaluation criteria, ultimately selecting 106 cases for
histopathological assessment by eight pathologists. This report summarizes our findings and progress
toward establishing standardized diagnostic criteria in Japan.
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The N-terminal domain of precursor IL-1a enhances IL-6 expression via an
intracrine effect
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Mariko Tsunoda' and Masatake Asano '
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Introduction:

Interleukin-1 (IL-1a) (&, AIAIICTHEREST 2 ZBET A P A4 2 TH 2, HIBKEIL-1a (pIL-1
a) DBHIEBANTIL-6, IL-84 EDHEBEZED LI A A Z AL THE L TV AP EHICHEH S Twi
W,

Methods:

b b O R R HSC-312 B8 CTIL-1 o #15 T % knockout (KO) L7:#ild (a7) &ML 7z,
aTic, pll-la, KAMIL1a (mll-la), NA#H7OE—2 (ppll-la) BXOBREY 741 (NLS)
RIBEFR (ANLS) #transfection L, IL-6, 8 ®IEBIE L& BIZE L 72,

Results:

o THINE TIZIL-6, IL-83% X UIL-1 B D8 I L Tz, a7I2kf L CTplL-1 a % transfection L
Fo b EIZORIL6EAEDEBE LA, mil-la, ppll-lab X ANLSTIEZ OB SNLH -7
recombinant IL-1 ¢« ZHSC3B X W a 7IT/EH S CTHIL-6BHZFE L h o722 05, TORIHIE,
IL-lreceptor 1 (R1) AR DTH D Z LATRERE NI,

Conclusion:

A3 pIL-1 a BINKUONLSZ /- L THNICEBITT 2 2 L IXk o T, IL-6EIETORBZHEI T2
CEEPILNMIILZ, ZOMBRIL, MOGFERTRER I NG o722 8056, plL-1a ONKUGHA
DEEETH S LI NS,

The intracellular role of the precursor IL-1a (pIL-1a), which regulates inflammatory cytokines such as
IL-6 and IL-8, remains unclear. To investigate this, we established IL-1a knockout cells from HSC-3.
Reconstitution experiments showed that only full-length pIL-1a restored IL-6 expression, while mature
IL-1 a, N-terminal propuce (ppIL-1 ), and nuclear localization signal-deficient mutants (ANLS) had no
effect. ANLS mutants were retained in the cytoplasm, indicating that nuclear localization is essential.
Furthermore, exogenous recombinant IL-1a failed to induce IL-6 expression, suggesting a receptor-
independent regulatory mechanism. These findings indicate the importance of the N-terminal side of pIL-
1 a in cytokine regulation.
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EDAC (epithelial defense against cancer) model using immortalized human
gingival keratinocytes and human oral cancer cell lines
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Tomoo Kudo, Taisuke Hani, Kaori Sato, Yuji Taya and Yuuichi Soeno
H AR R 22 A a2l o Iy 31

Pathology, Nippon Dental University at Tokyo

(5% & HI] ReniBRMe & F Mo IEFMIE & OMBEHE & LT, R CIIRIERZAM SIS
FH il & PEBR 3 5 EDAC (epithelial defense against cancer) 23583 %5, EDACOf#HTIX, T
MDCKHMIE 2 72858 R THEO 5T X 722, HEROFEAERMTH 5 FERTV- L L3R 25720
IR ERBE12 31 ZEDACO FBUIHEE L vy & 2 TAMIETIE, HEERER T LEZIZB1)T 2 EDACHNT
ETNVOMEBIELT, ALy 7F %4 N RO 3 ko4 FE L7z, [iE] Cell
tracker | CAERR L 72 CTEERE M B PR (Ca9-22, KOSC-2, HO-1-u-1, OSC-19, OSC-20) &t biRHI%k
AL 77 /%4~ GHGK) ZRMLT, 3WILA 7 =0 FEEEZ %, HihE - Lo &5
(S THEETh ORI E) 2 Bl L7z, FHERETOIHGKA 7 =0 f FORBRIL, 771 @il
AR L, RO TR L. [REZE] HGKA 7 oA FIEFMEMFIC L) Re 21K -
FPM 2R L, BB A CIRCKI3 (—) /p63 (+) MlE»S 22 KBDA 7204 Ny, BI5
e LR SRR S Nk o 7o SERE S TIZCKI3 (+) /p63 (—) Mgz B E$ 2/ E0 X
Z7xu4 N, PLBIZCKI3 (-) /p63 (+) Mild7@igt Sihzz. MMl oZE8haE, Mgk
L DRBFINICA 7 204 Fa 5T 22 RT 0L, A7 204 FEFIBICREL T EmERT
bONHDHIENHW LIz, 4l HRORZ LML EFIENTEEENTOBRG L3RRS
2%, A7 A FEEREET CHIIRIEE OECIZIE LM a A E L b 2 EAVRE NIz, SRISEMIR
-EHHIBO S THBE TS 5 2 L2 XY, HER LRI 2 EDACHRE OfET 2 #D T (o

Epithelial defense against cancer (EDAC) is a mechanism of immune system-independent elimination of
premalignant cells in epithelial tissues. This study aimed to establish an EDAC model of oral epithelium
using 3D co-culture of immortalized human gingival keratinocytes (IHGK) with cancer cells as a substitute
for abnormal cells. Under growth and/or differentiation condition, iHGK spheroid varied its size and
immunophenotypes: larger spheroids composed of basal cells, while smaller spheroids showed a tendency
to keratinization. In 3D co-culture, some cancer cell lines occupied the spheroid over time, while others
segregated toward the spheroid margins. Molecular expression underlying these differences are currently

analyzing.
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Histopathological study of the pleomorphic adenoma of lip

WA s, BH HED

Yoriaki Kanri and Yasuo Okada
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[{5] ZTEMRIE e D B O B M R B IE S ©, RMEIR CLEE TR, /NERIR T3 I8
L, VERICHEAET A L IRENHTH L. SN, HEICELLLZIBIEICOWT, BIRR - kB
PR ARG L, T 5,

(5] 2340 (20024120 ~20254E 5 A) ICEUSICAE U2 IS 8 ik,

[RE3R & asam] PR - Bk 4 61, 2otk 4 Bl 4EEE - 16~775% (CEI944.35%) o FRALK @ SIEBI S TH LEET
Holzo BRI, it Z RO EEONER T, RIS ~ ol mRPE28mmK, fm/ME
SmmA, BREE~HE2E L, HmEKEETDH > 720 WHHGRF IR ERER 5 OB T (4]
BRL), AR L7 LR o BB R (BRIERY), AL Wi LR OB R (A,
i b B BBV R U 725 R D BE B e B (5 B R IR EESARY) o 4 BNCHE S L 23T o408 (1989)
TUE, R 4], [EUER 2 B0, BRIERY 2 B, 5 LR EAREEIENI A S N A o T BIEBICRIE AR &
M, 5BNIIEHE RS DD NS, BENANORFEIIASNT, SEMTHE L CFEBIERIFTH S,
WT OHMEFITIE, HFBRTIEH LR ESA pER, A, MERONICE <, ST CTIEpER,
PR, B L ESERONETHEERIZA ST, F TR TIEMN LRERROATH -7z, TP TIE, il
CZFTIERER SR DL <, WNTHMAIT, BEREH LRESERO 2 DIZE8IEALN 0o Tz, kI
FZTIXHR A, 5 ERESROIRICE , MEREBRERIIA SN0 o7z, 4Rl 8 FlTIEHHEINS
<, WL BEHEMITALNT, AT OMMBANIREEDENIL S Z EAIRE SNz, S0 8 fil4fl
TEEEOEEIHFIEL, BEANDOEGRER o7 bR &3 hho7c—REZEZ LN
720

Pleomorphic adenomas are the most frequent benign tumours of the salivary glands, with a predilection
for the parotid gland in the major salivary glands and the palate in the minor salivary glands, but they
occur relatively rarely in the lips. In this report, we have taken the decision to focus on pleomorphic
adenomas arising on the upper lip and review their clinical and histopathological features. To prevent
recurrence, it is advisable to remove the capsule along the capsule, taking into account resection of the

surrounding tissues or intracapsular invasion.
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A Case of Synovial Sarcoma in the Oral Cavity with Rapid Growth
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? Division of Oral Pathology, Okayama University Graduate School of Health Sciences

A 22-year-old male patient presented with gingival swelling of the palatal side of his right upper third
molar during extraction treatment in year X. The gingival swelling enlarged and developed into a
pedunculated lesion within two months. The biopsy revealed a malignant tumor of unknown
differentiation, and surgical resection was performed. The resected specimen showed a relatively well-
defined raised mass of approximately 4 cm. Histologically, the tumor consisted of uniform spindle-shaped
cells proliferating with edematous stroma. Immunohistochemically, the tumor was focally weakly positive
for cytokeratin AE1/AE3, negative for S-100 protein and SOX10, and retained expression of H3K27me3.
Positivity for SS18-SSX was observed, and genetic analysis identified the SS18::SSX1 fusion gene. Based
on these findings, the diagnosis of synovial sarcoma was made.

Synovial sarcoma is a monomorphic blue spindle cell sarcoma showing variable epithelial differentiation,
which is characterized by a specific SS18-S5X1/2/4 fusion gene. Although synovial sarcoma can occur in
various anatomical sites, its occurrence in the oral cavity is rare. We report a case of synovial sarcoma,
review relevant literature, and discuss the diagnostic approach.
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A case of Ewing's sarcoma in the mandible of a child
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[#5] EwingWlfi%, NESLEEZTIFRT 2 EMEE Ch L. MERES, BRI LEBIFH
WMTIIEHOWED D L0, HFIHIBUIC B 2 REB T 23 00w shb, RFEEFIFET7 7 3 —
BIZFLETS7 7 3 ) —BIZTFOREGEETIC X ) @R ENL/NAATEHBAE TS 2, SHIFEL1E, /A
WO TFHE I8 4 L7 Ewing Wil 1 ) & #5 L 7= D THiET 5.

DiEsl] BEZ10M DY F, 2004 /MRS MBOIENR 2 EFREERR 2 ZZ Lz, 73 I<#EIcT
FEF R OHLAR & AP E R % SR 72 7 R R N2 & 810 O W URHZH LTze IO LIFEN
PR & 0 22 M ELE A ST IS THE ISR OBINK OGRS D O, TSI 25 b4 T
A EBOWIE % 5880 72 AY T SHARIRILL D 22 2o 720 CECTH{RTIEAT TR B2 & /2 FFLE BRI 201
THEARUR CUBRAIE 2B BB E RO, TMENEREVROFHEZ 2 U2 5 HMIZ2»0 T
B OEHIRDOBIRPOS % 8, 5 W Z B BT CTh O MRk ER 1T S iz,

[ BT S ] /N TR P T M Dt A ] DN OISR AR R SR IS BB L T 72 2s, RSN & 2 M
AR IR BN h o Tz JEEFHING T & 2 NV ML 1 SR MLRR AL 7 S T I CD99, NKX2.2,
NSE2 W51 Td ), Desmin, S-100, CK AE1/3, LCADBEYETH - 72o RT-PCR Sequence® # &,
EWSR:FLI A& # AR T 2 M L7272, Ewing AT & W1 L 720

(5] RREFO L) ICTHELEEL LZEAIEENRTHY, Ellisd oG C1d, BHSEHHEBTRAEL
7-Ewing Wi 018361 5 b THEFHMEDOLTH (9 %) L#HE I N T2, F7-EwingWlifi1322q12 LD
EWSRIDBG-§ M/t 2 Fi & LTH D, D HEOE/S— M F—1311q22127#E 3 HFLIIT, Ewing
PESE B D#I85% THLES %o AIEGI TIZWIEMIAL AR ITMABEFREZIT) 2 &I2X ), e

?Z\ﬁéﬁblgﬁo f:o

Ewing's sarcoma, a rare malignant bone tumor in the head and neck, was identified in a 10-year-old boy
presenting with mandibular swelling. Imaging revealed bone permeation and periosteal reaction, while
biopsy showed small round cell proliferation. Immunostaining was positive for CD99, NKX2.2, and NSE,
and negative for other markers. No osteoid formation was observed. Genetic translocation involving
EWSRI1-FLI1 confirmed the diagnosis. Mandibular cases are rare, comprising about 9% of head and neck
Ewing's sarcomas. This case highlights the importance of combined histopathological and genetic analyses
for accurate diagnosis of Ewing's sarcoma in uncommon sites like the mandible.
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A Rare Case of Multiple Oral Metastases from Clear Cell Renal Cell Carcinoma
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EE] M2 © CPEFISICIRE 3 2 BUES X &R0 1 BREL SN TBYHTh L, HTH,
ML AS A2 & O LENER OREIZIEFFICHON TV S, HiAAREERADOWRIZIENS s sh
TWBYS, BB AD S DERINENERIZE DO TH TH S, Shlbhvbiut, THBIOTICEHE
R % & 72 L 72 R B B s A O — Bl & REBR L, B An 7T D M L 7272055 %,
BEBIOBEE] BE1393%, Btk B ABIGTM A 5 1THAER ICH ICHEEOEEMRE 2 8072729,
YRR STz FIRBIREICE %S X O THERICES 3T 2 /HaMEER 2 520 720 AR, £RIRIC S EE Ik
WMEZBDTED, MEHI TR - WEZBORR, BEMESADOK R EZHINTWzZEh s,
FHEPC D RO 2 5o 720 ML TREMETH - 724, MR EMAREZ HE b X g
T CA9 (+), CDI10 (+), CK7 (—) Ot i TRl Mg A O T ENER L fEEZ M Lz, $72,
AR D Stotal RNAZ S L, BIZ TN 247> 720 £BFMFE L LTIT - 72 PET-CT TlIZ e ~0
FMiz o, EHORBITRE SNz, BEREWREHFFHZ XY, Avelumab + Axitinib® B L2 EA L
7oA, 37— VTR THOENT X TOWREICHS 2R EREM/NIRIBO SNz LaL, w8
o L ERIROAERGZOMBIC X DIEBETPR S, RS L CHENER O FE AR I,
[i&EE] BHRSAOOPENIZR MO TENTH D, BIRNZINICERE T 2550% v, Shlbhvbh
1, AR R 2 R BRI A A DL FMEITENIRAS 2 KBk L, MR B X OB TR 217 - 72,
BRI (2009 B 2 IR B AR R S O A HIVE 2 /R B REBI & £ 2 H iz,

Oral metastasis from renal cell carcinoma (RCC) is extremely rare. We report a case of a 93-year-old male
who developed multiple oral tumors 11 years after nephrectomy for RCC. Clinical and histopathological
evaluation revealed metastatic clear cell RCC to the tongue and mandible, confirmed by CA9(+),
CD10(+), and CK7(-) immunostaining. Gene expression analysis was performed using RNA extracted
from biopsy tissue. Systemic metastases were identified by PET-CT. Combination therapy with Avelumab
and Axitinib achieved partial regression, but treatment was discontinued due to adverse effects. This case
highlights the importance of molecular pathology in diagnosing rare oral metastases from RCC.
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A Case of Invasive Lobular Carcinoma Metastasis to the Buccal Mucosa

Fil B mEOWEC, AR KRS, Rl BT ORE RS Wa MEC

S LG 01 R 37 S RS {1 I

Shuichi Ishida’, Kiyofumi Takabatake % Yuki Arimura’, Aiko Hyodo 3

Takuma Arashima“, Hotaka Kawai’, Keisuke Nakano’, Hitoshi Nagatsuka* and

Seiji lida’

R LR R B R SR AR A RS R BRI A R 50 B

2R R 22T S B P 8 27 3 1 B2 430

S B IR A2 A AR ZE e 8 B S8 2 SR P P AV R 22 55 B

R IR AR B B S S A B JE R 1 B2 05 B

" Oral and Maxillofacial Reconstructive Surgery, Okayama Dental University

? Dept. of Oral Pathology and Medicine, Okayama Univ, Faculty of Medicine, Dentistry and Pharmaceutical
Sciences

? Dept. of Oral and Maxillofacial Reconstructive Surgery, Okayama Univ, Faculty of Medicine, Dentistry and

Pharmaceutical Sciences
4Dept. of Oral Pathology and Medicine, Okayama Univ, Graduate School of Medicine, Dentistry and

Pharmaceutical Sciences

2] BN ERIZIEDO D b5 BIER Ho, BREILS/NERMICHET 2 FRENEETH Y, &
RAEFPNKE A VED R ES ML AN 2 o BT/ NG OB IIIE R 75 2 E oS, B,
B EREZ EI2S 0 E SNDDBERIEADOIER IIRD THTd 5o S Hlb b BRI RN S5
DI E RO 1 Pl B L 72O THET %,

UGEBI] 69ik e, BEEREE UChlE (REM/NER), KIEBMALTY v 8E, EhAY) —7, IREEE
JEAYH O, FHAMEERIROENKE FFRICYPREEZH Lz OENFIR XY 8 M MFRIEILIER, [H
HEVPERZ RSz, F/2, 78 I RUCTICT 8 DI KO - 8 By R PO F WIS, 8 FPHICTF
AR E CRATHALGEZ D72, - 8 AR M O TG TR LB L 8 sk 2 51l L T\ /228,
PR IS MBROIENR % 5R 2 720 BRCT LY ~ S HlA» Shciimisx, 7B, MBI T
2R NI 7 i A D - 8 HISk O MR AL L W, WHRO% -8 Ptk & MifT L 2z AN IR 13 3
W PRS2 FM L 720 I A SN o720 7 THBEERRIR TR0 U CAERZ 6L 720
DRI L] B it oA R OREE D) 8 BRIZH % 380 2 MHEMES SR Th ), —FBIH
RRASTEE S AVRMEALRR IS B STV AR SN T 72, VR ARERICEMIE b L < I3ME
DI E AT HN/CHRO RN O ESHIEZ 520, EMRIEICRBEMEREZ 22 LTz, S e
Y |2 CAEL/ 3 BstE, ERBsPE, PgREsPE, HER2FEME, E-cadherinf&tkTd 0, BEH OBREME/NESR O
R EEZONLHMBIETH -7,

[(£22] AAEBNIAEME B A S 0PI, Wi LT/ R RS KAEDW I X 2 IFHERIEME & 2L
T\W/z7z%, EHFICHER: Uz BEEZMERR L 72 L OIS MRE # SUHICE W TR E 1T ) LB H 5 2
AR SEONIERNTH - 720

Invasive lobular carcinoma (ILC) is a subtype of breast cancer characterized by poorly cohesive cells
infiltrating in a single-file pattern. While ILC frequently metastasizes to the peritoneum, ovaries, and bone
marrow, buccal mucosal involvement is extremely rare. We present a case of buccal mucosal metastasis in a
69-year-old woman with a history of ILC. Initially diagnosed as odontogenic cellulitis, persistent swelling
led to biopsy, revealing metastatic ILC. Histopathology showed AE1/3, ER, and PgR positivity, with
HER?2 and E-cadherin negativity. This case emphasizes the need to consider metastatic disease in atypical
oral lesions, particularly in patients with a cancer history.
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A Case of Seborrheic Keratosis Arising in a Skin Flap Site 38 Years After
Treatment for Oral Squamous Cell Carcinoma of the Mandible Gingiva
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[R&] 93 e [BUREE] 198748, JEM T 58 A D 72 O BYTEAL A HEIE R IS T 50 A YU BRA & OV PRl
frbh7ze LIBEFIERRE 2 Rl LT\ 7ze 20244R 12 AT O R~ D RE B RS HR 1S & 2 Mg g
MRS R B RR S , DWRHERE S B CORAEORR, HEIRES b, Lkt
WA ESNRE275 . [T ] 2200 F 3 7812 12x7mm,  6x5mm K D I IR L 72 # Rt ~ 18 o
N Z 2RO 720 RIMIMIET, U6 A - HEERCHPMER XA 5N e h ol /¥ I XREHTA
W FLRER, BEBMETHD, BETA V=047 L T2, TE ORI %005 720
(EEMie] NILM. [GH] oS U kRalr. DR BRALART I] ANRCN/CLE2s s < BB oMl 23
THERE-FHENOLEMZ R L THIHL T2, MRENIIX 7= BRkEAd Ml L BBE s
o MFAHBIEAPTEREN TV D, KB FICIIE 2R BIR SN 5. TRtEAUE L S S hz.
B REA SNV [BE] IRETEAE XSRS ORI L2 HZO R BRIEERE TH 5o 1
FEOMW R, BEFREICA L WD E WIRE & L CIdm LR O I R b EHEEAE <, BIAIICHE
DHFENHONT2E T HIEBIHE 3D B 0%, BFWENEL72E ) Mk IR TE 2h o7z KA
(T SHB AN O Tl A 5 38412 2 BRI IR IR VE A ALRE 2 2 U7z 1 Bl &2 8B L 720 THedy L 7o

Seborrheic keratosis is a common benign tumor that occurs in the epidermis of elderly individuals. Among
the lesions that may develop in the flap area following oral cancer surgery, the recurrence of squamous cell
carcinoma is the most significant concern. While there are case reports of cancer recurrence in the flap
area, no reports of skin lesions have been confirmed. In this study, we report a case of seborrheic keratosis

that developed in the flap area 38 years after surgery for mandibular gingival cancer.
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A case of Juvenile trabecular ossifying fibroma
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[#Z] Juvenile trabecular ossifying fibroma (JTOF)IX15iLL T O IZFA T 2 B RBMMEETH 5,
FHBLALIR A I3 X 2 NE R B RO RERLRTZ I 2 0 O MR SRk oM A2 5 2 ), FEHIEHE TR
FrREEVED S ) M HRERP R L SN T D, Fhlbivbiuid, MNEOTFHEIZIALZJTOFD 1 6
R L 72O THE Z ST 5o

DiEpl] B 5o, 3K THHEEBOMAICIERZ ZD, 25 ) o hftEREZZ L2 L
Z B, AR BN KT L o 720 WIBHE, THAME— - B FLE RO B AT
WO MR 2 07z, N Ty 7 ZARBHET [DED T HISEMG 2B, CTTIE12X
22x16 mm, FEROBFGEAIKD 2 )WL A SN, FEMA AT S N7z WREZ W4 EJuvenile
trabecular ossifying fibromaTd - 720 #Wif# 2 4T, FHEARHICKZ AT OBEZED =y 7 A
B TAEBR G & EBIRHRAET 5 L NEOREEZ b OB R 2 WA 2Rl 727205 Ll L, T
a2 it S hoizo

D BT ] BRI, KW IBERAE R D38 A L CHEZE 3 2 MHEERLIR & 15 508 Rk,
ROBMEIE RO 2 D720 £72, FBRMROMMZ v, ZREMEOERED AbN7z, 2
AR BB L 22 BT R T 0, ST R 3 IS ] & 2 R RANIRRD S e b o 2o

(5] ABEOHEN I Zossifying fibroma, fibrous dysplasia, osteoblastoma, osteosarcomaZs & 25%1F
SNB7A5, AR TIRIHE SRR TY S A 4 RELEBEERE RO Sh e ofz, 72, BEDS 5
TdH b EHEE U THEME RIRG RN & 220 L7z #1220 51 2 AFRICTFEMEIHR MG 2 7R
L7238, AERBOBIRERIIE S, SROERE LR 2k 2 L8z D 5.

Juvenile trabecular ossifying fibroma (JTOF) is a rapidly growing fibro-osseous lesion with a high
recurrence rate, typically occurring in the jawbones of children under 15. We report a case of mandibular
JTOF in a 5-year-old girl. The lesion exhibited painless swelling with mixed radiolucent-radiopaque
features. Histopathology revealed fibrous stroma with woven bone, osteoid, spindle cells, and
multinucleated giant cells. Recurrence was observed two years after initial surgery, requiring tumor
resection. Given the patient’s age and the lesion's characteristics, a diagnosis of JTOF was made. Careful
long-term follow-up is essential due to its locally aggressive nature.
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A case of poorly differentiated primary intraosseous carcinoma showing
glandular differentiation

=B mEgE, AN WYL BT R

Natsuki Saigusa, Takuo Henmi and Hisao Yagishita

HABRER M A e IO R - T B R

Dental and Maxillofacial Radiology and Oral Pathology Diagnostic Services, Nippon Dental University
Hospital
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PRI R B X OAEMSAER ) > 2 SEFREM A HIAT S N zo BURIE, T SEZE A =K B o o et P A
KA % 23 53cmROFREMIREDVTEER SN TEB Y, WELORNE 15z & ot i3] S 2 Tid %
M olze MRFINHETTIX, N/ClASE L 7 a~F ¥ osMlas 2 Esaiinss, LERHR ¥ — MRkd
BVIIEMEICHAE L CTB Y, JANICAF AV I Y oR# 2 A b DRBlSg s h, 72,
FHZEFRNICIE, FEld bRz & b 2 3EM i B2 AYD T RO STz SRIERIRRAL IR R CE
BB, pan CK#5 X O°CK 712 Btk %77 L, CK20, CK5/6, pd0, CD3, CD20, LCA, calponin,
a-SMA, desmin, S-100&F, synaptophysin, chromogranin A, CD56, HMB-45, melan-AlZEETdH -
720 Ki-67T9E QA TR WSR2 /R LTz SR 2 /8JiB L Cid, SR 2 1 ) i A
BB b, pN3bTH o720 Ll a6, MBI L CTRAE L, BORMEZ R SR K
FEVEE NG &SI L 7zo SCBRYICIE, AR L 7285 =R E B 2 B U 72 5585 O 1B 3 B s 13, £ <
IR EPEFN RN LR LRI TH D, KRB S RS 2 ShTw 2%, R BIRAE O Hiit 13
MERET & TV, ifRIdAbaitd: - AT RER R OF HR L2 AT S, BEE T THRERALRTw
(AN

Primary intraosseous carcinoma (PIOC) is a malignant tumor that arises primarily within the jawbone and
does not exhibit the characteristics of odontogenic carcinoma, with squamous cell carcinoma being the
most common histological type. We herein report a case of poorly differentiated carcinoma that developed
centrally in the jawbone and showed evidence of glandular differentiation.
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Histopathological analysis of two cases of extraosseous/peripheral, secondary-
type ameloblastic carcinoma
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GEBI 1] 465, Zcthe B IREAVECHIZ H 20 S184ERTIC /L E 8 Okt % 521 720 T DHX MR T
TS H S N7 DHEBBIEE L T o720 20XX 4, EEEZZZ L, LHIKROEE CTYRIESE % R
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FEROYEETREL 7 282oWT, THWEREZ M HET 5,

We report two cases of extraosseous/peripheral, secondary-type ameloblastic carcinoma.

[Case 1] A 46-year-old female presented to our hospital following the extraction of tooth (28). After a
partial biopsy, a partial maxillectomy was performed. Histopathological examination revealed follicular,
plexiform, and solid nests of ameloblastoma-like epithelium with cellular atypia. The final diagnosis was
ameloblastic carcinoma.

[Case 2] A 75-year-old male presented with swelling in the right mandibular region (48). Following a
partial biopsy, a marginal mandibulectomy was performed. Histopathological findings showed follicular,
plexiform, and solid nests of ameloblastoma-like epithelium with marked cellular and nuclear atypia. The
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A Case of a Periapical Cyst Associated with Non-Odontogenic Infection
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A woman in her 50s developed a swelling at the apex of tooth 13, despite no caries or periodontal disease.
CT revealed a cystic mass, and histopathology showed a radicular cyst with inflammatory cells and
characteristic Actinomyces colonies. The infection route was unclear. The patient had been on long-term
immunosuppressive therapy for pemphigus vulgaris, suggesting an opportunistic infection. As Actinomyces
is a commensal organism known to cause deep infections in immunocompromised individuals, it may
have invaded via blood or periodontal tissue. This rare non-endodontic Actinomyces-associated cyst
highlights the significance of systemic conditions in oral pathogenesis.
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A Case of Intravascular Papillary Endothelial Hyperplasia in a Child
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Division of Radiology and Pathology Diagnostic Services, Nippon Dental University Hospital

Intravascular papillary endothelial hyperplasia (IPEH) is a relatively rare vascular lesion characterized by
papillary proliferation of endothelial cells within a dilated venous lumen. We report a case of IPEH arising
in the maxillary gingiva of a 3-year-old girl. The patient sustained trauma to the left maxillary primary
incisors (teeth 61 and 62) after a fall. She was initially diagnosed as lateral luxation and alveolar fracture,
and treated with repositioning and fixation at another clinic. Subsequently, gingival swelling appeared in
the left posterior maxilla, prompting referral to our hospital. On initial examination, tooth 62 was
extruded and exhibited Grade II mobility. Diffuse erythema and swelling of the buccal gingiva from the
primary canine to molar region were noted. Radiographs showed widened periodontal space around teeth
61 and 62, but no bone destruction in the molar area. Tooth 62 was diagnosed with chronic apical
periodontitis and treated endodontically. The gingival swelling was initially observed without intervention.
Opver 3 years, the lesion gradually enlarged, changed color, and caused facial asymmetry. Surgical excision
was performed, including the periosteum. Histologically, nodular cellular lesions resembling granulation
tissue were seen beneath mucosal epithelium, located within dilated venous spaces lined by o SMA-
positive cells. The intraluminal papillary projections were composed of CD31- and CD105-positive, WT-
1-negative endothelial cells without atypia or mitotic figures. Based on histopathology and
immunohistochemistry, the lesion was diagnosed as IPEH. No recurrence has been observed
postoperatively.
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A Case of gingival lesion suggestive of plasmablastic lymphoma
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! Department of Pathology, Saitama Medical University

? Department of Laboratory Medicine, Yokohama Hodogaya Central Hospital Japan Community Health Care

Organization
? Department of Dental, Oral and Maxillofacial Surgery, Yokohama Hodogaya Central Hospital Japan
Community Health Care Organization

[Case] A 70-year-old male. He noteiced gingival swelling and oral bleeding and visited our oral surgery
department. A tumor biopsy was performed. No obvious skin lesions and no enlarged lymph nodes were
detected. [Laboratory findings] sIL2-R: 1,529, HIV: Negative [Pathological findings] Specimen was
tissue from the gingival mucosa to the submucosal tissue. Tumor cells with monomorphic nuclei and
extremely high N/C ratios were proliferating densely in the submucosal tissue. Numerous mitotic figures
were observed (10-15 counts/mm?2 in the hot spot). [Immunohistochemistry] Epithelial and mature B/T
cell markers were totally negative and Ki-67 labelling index >90%. From these results, almost no cells
resembling plasmablasts were observed histologically, however, considering that this tumor arose in the
oral lesion, additional immunohistochemical staining was performed. Results of positive for CD138 and
EBER-ISH, and light chain restriction (« predominance) lead to the final diagnosis of plasmablastic
lymphoma (PBL). [Discussion] PBL is a B-cell lymphoma composed of immunoblast or plasmablast-like
cells and is well known as an HIV-associated oral lymphoma. However, recently atypical cases of PBL have
reported, i.e. occurring in the elderly without immunodeficiency and arising in the extraoral sites, and so
on. Like the present case, in the cases of most cells showing immunoblast-like features in the oral lesion,

the possibility of PBL also should be considered.
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A Case of Large B-Cell Lymphoma with MYC and BCL6 Rearrangements
Arising in the Gingiva Associated with Immunodeficiency/Dysregulation
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CD10k, BCL6FzTE, MUMI1B; %, BCL2EEMEZ W LI355FE, EBER-ISHEEME, Ki-67F: k=13
100%, MYCPR;PE#1380-90% TdHh - 72 FISHMAEIZ L ), MYC-BAP, BCL6—BAP’G%h%‘ﬂbreakfﬁo7%
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XL TR v~ 53 (DMARDs) THAH IV ANT 7YY e TV / I FEARHT
bolzlzd, REALREREISER S %Y ¥ 23 (lymphoma arising in IDD) IZHY 25D EEZ
bizze [FHR] T4, WEY 7~FBHCEL, X b MLFF— M) 2SR S (MTX-LPD)
DEECE L MED L e SN, TORBBES— s, TSRS KO HRSRBLER IS T
&720 LA L%AS, IDD-LPDOJERER & L TMTXPSHI D TNF o FHEAR 2 &, FBlEATH —%
MEECTIDD-LPDZ3JET 5 Z EANEEMRE SN TEB Y, A 20X 2 1BEER N, THIEE
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A man in his 60s with rheumatoid arthritis (RA) developed gingival swelling, which was diagnosed as
high-grade B-cell lymphoma with MYC and BCL6 rearrangements (WHO-HAEM4R) / diffuse large
B-cell lymphoma, not otherwise specified (WHO-HAEMS), following administration of sulfasalazine and
leflunomide, both classified as disease modifying anti rheumatic drugs (DMARD:), for RA. The case was
considered a lymphoma arising in immunodeficiency/dysregulation (IDD). While methotrexate (MTX) is
a well-known cause of IDD-LPDs in RA, other DMARDs may also contribute. This case is considered a
non-MTX-related IDD-LPD, and we present it with a review of the relevant literature.

7075 LR

115



116

—fEE (RX5—) 8

TR U7 BRI 2 2 11 9 REVE B 2R B 0 — Bl
A case of low-grade mucoepidermoid carcinoma with eosinophilia occurring in
the mandible
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WE L MFERIRIE S & AR ) WAL MR 2B (Sclerosing mucoepidermoid carcinoma, with eosinophilia :
SMECE) &, (REMEEE 2R ICB W THRRIRR Y 3 BROBEH S, WAL % 5 i 2 I8
B & U CERSHRE SN TS, NERIRHROSMECEIZ# 4T 5 L BbN LR HET 5.
JEF ¢ BEIX66E S M. TTEN O B X O F ZA M F B AH 43R 0 SHEE RN B 38 & s 2 kB L 720 BE
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CIEPN AT R ¢ 32-3330 Bk P L SR R IR O B % 52D 720 S B IR 24 5B o0 FHIE R B 12 20x 1 2mm K D 1 55
PEIRZE 2 D72,
HRATH, - 3 CTIC BT T HAMET R O FI A I O 2 2 B RIEBD b o 7225, /NS
B SRAE TE BB DR A L 2 D 72,
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MR RO W T 2 55 5,

Sclerosing mucoepidermoid carcinoma with eosinophilia (SMECE) has been reported as a rare tumor with
prominent infiltration of eosinophils and lymphocytes and sclerosing stroma in low-grade
mucoepidermoid carcinoma. There are few reported cases of salivary gland tumors, and it has not yet been
established as an independent disease classification. We report a case that appears to be SMECE originating
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A case report of a mucoepidermoid carcinoma with marked exophytic growth
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We present a mucoepidermoid carcinoma (MEC) with marked exophytic growth. A papillary tumor
occurred in the soft palate of a 39-year-old male, and a biopsy specimen was diagnosed as a MEC. Grossly,
the surgical specimen revealed a 1.7 cm large, pedunculated, exophytic growing papillary mass. On the cut
surface, the lesion was grayish-white and solid, with more outward growth than submucosal growth.
Histologically, the tumor was a low-grade MEC, predominantly epidermoid cells but with mild cellular

atypia and no necrosis or perineural invasion.
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Learning Pathological Histology Through Play: A Repetitive Study Approach
Using Educational Cards
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This study introduces a card-based educational tool to help dental students learn histopathological images
essential for the national licensing exam. Each card shows a histological image on the front and a QR code
on the back linking to its diagnosis and key findings. Unlike earlier cards with printed answers, the QR
code format encourages active thinking and deeper engagement. The tool promotes repeated visual
learning, peer interaction, and memory retention through gamified study. It offers a novel, interactive
approach to pathology education and is being considered as a practical supplement in dental curricula.

O35 LR



iE 4R 5T 3

ER iR BE— (RRERAY RIEFHEE)
PH 2 (BHERAZEFE OERES - mEIAESHE)




120

c-9 AEBIRREY3

S O — B

A case of maxillary tumor
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A man in his 60s complained of swelling of the left anterior maxillary gingiva. Clinical and radiographic
findings revealed swelling and bone resorption from the left maxilla, with whitish keratinous material
observed within the fistulae. Biopsy and subsequent tumor resection were performed. Histologically, cystic
structures were observed in the subepithelial stroma of the gingiva, continuous with the gingival
indentation. These structures were lined by stratified squamous epithelium exhibiting verrucous
proliferation with prominent keratinization, accompanied by down-growth of broad and bulbous epithelial
ridges showing a pushing-border invasion pattern into the fibrous cystic wall. Cytological atypia was mild

despite nuclear enlargement.
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A case of mandibular tumor associated with hard tissue formation
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An 18-year-old male with mandibular tumor visited our hospital, and mandibular resection was performed.
Macroscopically, a solid mass with partially cystic structures, which was 5.5x2.8x2.1 cm in diameter, was
observed. Histologically, atypical cells with hyperchromatic nuclei proliferated forming nest-like or ribbon-
like patterns, associated with eosinophilic hard tissue formation. The obvious ghost cells were not found.
Histochemically, tumor cells were PAS (-) and no mucus cells were observed. Immunohistochemically,
tumor cells were CK19 (+), CK5/6 (+), CK17 (+/-), CK7 (-, focal +), vimentin (+), SMA (-, focal +), S100
(-), and f3-catenin (nuclear +), with Ki-67 labeling index of approximately 20%.
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A case of the maxillary lesion clinically suspected as fibro-osseous lesion
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52-year-old female was referred to the Department of Oral and Maxillofacial Reconstructive Surgery, Iwate
Medical University with a chief complain of the pus discharge from the right molar region of the maxilla.
The CT revealed a relatively well-circumscribed nodular radiopaque lesion connecting to the root of
affected tooth. Affected tooth was extracted and biopsy was taken from the apical periodontal tissue.
Histologically, hyperplastic change of cemental tissue connecting to the root and bone-like tissue with
fibrous tissue were present. Hyperplastic cemento-osseous tissue contained the spherical, structureless

objects showing slight acidophilicity.
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A case of oral floor tumor
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AR —FRIZHEIEAS A STz (TR CTIES OK E S1350 x 19 X 25 mm) o, KB5S CREE DM 2
AL, BOREPHUL S e, BN BIIR 2228, —ICREERO bz,

[P getasi R] CK19 (+), p63 (=), S-100 (=), Androgen receptor (=)o

(BRET 3] RBL

A male in his 60s presented with a painful tumor in the oral floor. Assessment revealed a 20-mm mass with
induration beneath the oral floor mucosa. Computed tomography imaging revealed a multifocal tumor
continuous with the sublingual gland. Following biopsy, the tumor was resected, and reconstruction was
performed under general anesthesia. On histopathological examination, the tumor showed papillary
proliferation of tall columnar cells forming multicystic nests, with abundant mucus production and partial
necrosis. The tumor measured 50 x 19 x 25 mm in the surgical specimen. While the boundary was

relatively clear, invasive growth was observed in some areas.
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Comprehensive phenotypic and genomic
characterization of venous malformations
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Comprehensive phenotypic and genomic characterization of
venous malformations

(5] BIRSGIERMLFIROBERE TH Y, RERT (MFHE) O TR dBEFE &V, #
IR & TR TEK#E {5 % 7213 PIK3CAE R - DR MR S, W5 13 PIK3CA/AKT/mTOR#E #% %
L CHIRGIEOFIEICHG L TwE EER 6N Twh, LarL, SERBETFIFHIRGEOWHEL &0
EI)CHEL TV B DPRANTH %o AIETIE, HIRETEOL TR & PR P2 R R o0 B
WEWHL»ETHILEHE L2,

(V5] Wk OFFPEMREMAR & I\, AT 247 - 720 TEKE{E T 5 & OPIKSCAR{A T O 4T F Y ¥
ERNRELIARY L8 ANVEERL, KT — 7 T — % v CRIZ T AREN 217 o 720 M
AL 4e 12 TPIK3CA/AKT/mTORKEME O PEALIRTE 2 574l L 720 22 b 5 2 227 ) 7 b — A fRATIC
£ 9, mRNAZEHLZ 5 L 720

(F52t] BRIRAIELIAER O ) B, 49EHI TTEKE A 725, 13RI CPIK3CAM L2445, 2 JERTlj#
ZF AR S N7z, TEKRIZTFASUESNIIAEICEAEIIMED 5 720 BE O LI IR
FERBER I X 2813380 % dr o 720 TEKEIRFAFIEGNI R T REREFA AL, —HTY
YONERDEFRAGIIRRD o Too BRBIZTRII 22D 5T, #IREIE O M4 N Bl Tl PIK3CA/
AKT/mTORBEATEHAL L TV ize B N T Y A7) T F—2MHIC X D, TEKEEFZSEF O
EWNEHINE TIE [blood vessel development], [ positive regulation of cell migration], [extracellular matrix
organization | (2§ BB IR OFEH EFHHFED STz

[(Z5] Wk O R R KB OREFIERT & € OBIZTHIT 2479 2 & T, BREEF OB I &I
PINBLA A e B 2 L 2 W L, BIETEA OEEPFAET SRR SN T/, AR
iR, BIREIEA OIS TH 2 mTORMER > 1) A ZADWHBRRE 222 2 L BWFFSN L,

Venous malformations (VMs) are the most common vascular anomaly. TEK and PIK3CA are the causal
genes of VMs, and may be involved in the PIK3CA/AKT/mTOR pathway. However, the downstream
mechanisms underlying the TEK or PIK3CA mutations in VMs are not completely understood. This study
aimed to identify a possible association between genetic mutations and clinicopathological features. A
retrospective clinical, pathological, and genetic study of 114 patients with VMs was performed. TEK,
PIK3CA, and combined TEK/PIK3CA mutations were identified in 49, 13, and 2 patients, respectively.
TEK-mutant VMs more commonly occurred in younger patients than other VMs, and showed more
frequent skin involvement and no lymphocytic aggregates. No significant differences were observed in sex,
location of occurrence, malformed vessel size, vessel density, or thickness of the vascular smooth muscle
among the VM genotypes. Immunohistochemical analysis revealed the expression levels of p-mTOR and its
downstream effectors were higher in all the VM genotypes than those in normal vessels. Spatial
transcriptomics revealed that the genes involved in “blood vessel development”, “positive regulation of cell
migration”, and “extracellular matrix organization” were up-regulated in a TEK-mutant VM. Significant
genotype-phenotype correlations in clinical and pathological features were observed among the VM
genotypes, indicating gene-specific effects. Detailed analysis of gene-specific effects in VMs may offer
insights into the underlying molecular pathways and implications for targeted therapies.
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fibroblast RANKL induction and consequent

osteoclastogenesis
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IL-6 plays a critical role in stromal fibroblast RANKL induction
and consequent osteoclastogenesis

(#E] =+ AV LR FHE IS8T A2 WEEEEOH CRIFEOHVEETH S, BMEETIEdH
L5500, FWINZEZENZLD0 PR ERGICERT 5, —MIZ, BEEERIE ) FUIPUIBEMRIC L -
TxEN, BEMIIEE I 1EReceptor activator of nuclear factor kappa-B ligand (RANKL) 25%HTH %
EENTWD, RIFFETIET T AV ERzEICE T 2RANKLFEEH % 1 ) Mg 0k & 2 O O i %
1To 726

(] =F 2 v bR BERBRARAR3461 &2 H vy, TNFSF11 (RANKL#{nT) %Il %in situng 7)) 74 £ —
va v ICTHRE L7, $72, gm0 T E I BV CRANKLE G T RBM O 217 72,
F 2OV B EMERE (AM-1) &b bR (HPALE) & oJdb553812 X 2 RANKLE B O
HBLOZENICHET 20 A N[ Y OMEEZIT- 72

(] RELAHLER TOin situNf 7Y ¥ A ¥ = 3 »I2TC, MEEFEEICH L THEMRToOEVWRANKLE
EFORB AR L 720 RIEMFRAL IS RANKLIG M O ML IZPDGFER a X2 S100A4 &\ > 723
Mg~ —A =25 L Tz AM-12HPALF& @ 3t555812C, HPALF TORANKLIEH D ILHEDFLD 5
N, & 5(Zin viro COM B MBI % e L72o AM-1& HPALER CRANKLISHUCE D 5 KT %2 HEf L
7oL 22, WMIEIZ BT Slnterleukin-6 (IL-6) DI EADBALNTz, FUIL-6L T ¥ —Hifkz Hw 7z
IL-63 7 F VO HEC X0 fE MBI H] S L7z,

[£%2] =9 2V FRIfIC 315 5 RANKLISBUE T 5 BB o R X 5 2 &, £72, in vitrold
B CHEEMG & MRS OIL-6% A L 72 EAEHIC & ) RANKLEBASB 2 0, #a Mgk %
76T EDIRBENT,

Ameloblastoma (AM) is the most common benign, epithelial odontogenic tumor. AM is a slow-growing,
benign epithelial tumor but shows locally invasive growth, with bone resorption. From these points of view,
understanding the mechanism of AM-induced bone resorption is necessary. In bone resorption, osteoclasts
play critical roles, and RANKL is a pivotal regulator of osteoclastogenesis. However, the source of RANKL-
expressing cells in the AM tumor microenvironment is controversial, and the mechanism of
osteoclastogenesis in AB progression is not fully understood. In this study, we investigated the distribution
of the RNA expression of RANKL in AM specimens. We found that PDGFRa- and S100A4-positive
stromal fibroblasts expressed RANKL in the AM tumor microenvironment. Moreover, we analyzed the
mechanisms of osteoclastogenesis in the AM tumor microenvironment using the human AM cell line AM-1
and a human primary periodontal ligament fibroblast cells. The results of histopathologic and in vitro
studies clarified that the interaction between AM cells and stromal fibroblasts upregulated IL-6 expression
and that AM cells induced RANKL expression in stromal fibroblasts and consequent osteoclastogenesis in

AM progression.
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Enzyme-Cleaved Bone Marrow Transplantation
Improves the Engraftment of Bone Marrow
Mesenchymal Stem Cells
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Enzyme-Cleaved Bone Marrow Transplantation Improves the
Engraftment of Bone Marrow Mesenchymal Stem Cells

(5] MER%HMIE (mesenchymal stem cell: MSC) % v 7zfliliaiiE, ERERLTEERE % LD
ERICBVWTHELRT 70 —F Th b FICEEEEFREIIH LT, BRkoEHBMTIEZ, #4tT
B S 72MSCO R £ 7213 e #5512 X B BHEAEH SN Twbe LA L, B RHRMSCOH HE
REICBT 2 i, B ERDS L IR IS B W T—HBET, ZOoFHMEIIOWTIEF#ERI D 5o AN
JeTIE, x2S L - RAVE #A8AEE (collagenase-integrated bone marrow transplantation: c-BMT)
& 5T, WAL T 2MSCOBME ARG Z WL L2 FEEMNT 5,

[53E] @%OBMTERBEC, BMTIE, () FF+H—725 0O HMORIL, (i) LYEIZY F=w AN
DA SR HIRST,  (iiD) PRICL 725 Sl o Rk S, O 3B THIE I NS, RO RN
FHABORNTRIZH Y, BFEOEMEEKICILE 7Ty vy 7ofbYIZ, 3775 F—¥IVBLID
TA AN—E e G ORHREAWH CTH B2 i - WH L, 3TCTIONMA ¥ Fax— 55 TRZEAL
720

(FR] AR (BMT) ZHWERiBH~ Y 2 Ti&, W TIC/ES 2R EE I BT, GFP
Bt B R MU, g Bl S he, —0r, @ OBMT 2 T Lc~ Y ATIE, #irtkd T
GFPREMETH o720 70 —H A F A M) =T OKER, -BMTHETidLepRFstE, CD51FE, RUNX2F
PEOMSCIEMZS, PERFIZHABEIM L Tz,

[(Z4] BMTEIL, BEFRMLEIC X ) & B S ARMICMSCZ 258t - WU L, A5+ % a i
EMSCORMAWHEE L7z ARPEE, HEROBMTHE & I L CHifE DR CHEMT X, MSC@IEI
PWRIZHEN D, L72h o T, BMTIREEA LN % E-IRTEE AT 2 F 7 2 imHiEng & LT
FETHY, SROBRISHNDREMIMRE IS,

Mesenchymal stem cell (MSC) therapy holds promise for treating genetic bone disorders, typically
involving local or systemic transplantation of cultured MSCs rather than traditional bone marrow
transplantation (BMT). However, MSC engraftment using routine BMT methods has shown limited
success. To address this, we developed a modified protocol called collagenase-integrated BMT (c-BMT).
This method introduces enzymatic digestion (collagenase type 4 and dispase) during the bone marrow
isolation step, enhancing the release and recovery of MSCs. After enzyme treatment, bone marrow cells are
transplanted into lethally irradiated mice. Unlike routine BMT, c-BMT leads to successful MSC
engraftment into bone tissues, contributing to osteoblast and chondrocyte formation. Flow cytometry
confirmed a higher proportion of LepR+, CD51+, and RUNX2+ non-hematopoietic cells in ¢-BMT
preparations. These results suggest that c-BMT is a more effective and reliable method for delivering bone

marrow-derived MSCs and may offer a novel therapeutic strategy for genetic bone diseases.
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Report from the Oral Epithelial Dysplasia (OED) Working Group

FAEE MK, R ER bl
Yu Usami, Naoki Katase and Satoshi Maruyama
OEDMiE T —F > 77V —F X v 3—
Member of the Working Group on OED

e ERzESOER (OED) OJRELEZ W, fEERAE X OIS AN IO X EREE 2 53 525, &
BrZIZ—EDOEBINMEL D %o F72, 1ERO =BRSS5 (Mild Moderate/Severe) & B B 78
(Low-grade /' High-grade) 2347 L, #t— S NABWIEERHELINTHRV, 29 LRED Rk E,
BB 2B W EEOYTAMZHENE LT, #REED [OEDREY —F% > 77 V=71 %R
L7z Khagn 5 PUE L7ERNC DWW, IR 2 RS H b B £ 2 THGET 217> TWw b, #35
mJSOPTIZ, OED & &l & 72 155ERIH, ZWiA—H DD - 72 6 B % I FFEHE 2 F2ht L 72, € Dz,
Zoom&Xik X7 v — b &M LT, HEZBIZ X A5HliTHE O fiE LB X OB M AEDOWURT 217V, M
ALOFRNTE T 272 il 2L DR e 2 HIs L C, SHlixt 4 & T X EIEF O EEILHE IOV T H AT
ZEHAQ, REMICI0OER ZIE LT2e Ry Y RI T AT, FAREIRERINE ORHE & g fLiE, HiE
HFRERTHENT, AILAERIPER & S HBOBELIZOWTHET %,

The pathological diagnosis of oral epithelial dysplasia (OED) is based on architectural and cytological
atypia; however, eliminating subjectivity from the assessment remains challenging. Two classification
systems—the traditional three-tier system (mild, moderate, severe) and the binary system (low-grade, high-
grade)—are currently in use, but no unified consensus has been reached within academic societies in Japan.
To address these issues and promote standardized diagnostic criteria, the "OED Working Group” was
established under academic leadership. This group is analyzing OED cases collected from various
institutions, incorporating not only histopathological images but also relevant clinical information.

At the 35th Annual Meeting of the Japanese Society of Oral Pathology (JSOP), 15 OED cases were
reviewed, with particular focus on six cases showing diagnostic discrepancies. Following this, the group
conducted Zoom meetings and surveys to refine HE-staining evaluation criteria and revise diagnostic
benchmarks. In parallel, criteria for selecting high-risk cases with potential for malignant transformation
were discussed. Ultimately, approximately 106 OED cases were collected.

In this symposium, Usami will present the case collection process and selection criteria, Katase will

discuss statistical analyses, and Maruyama will present specific cases and future perspectives.
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3D bioprinting accelerates the creation of oral tissue models
-Introduction to the basics and prospects for regenerative medicine
and pathological analysis-

eI Takashi Sawashima
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SDNAFTY T4 7, Ml E AERESEM R 2 RERICEIE T 5 2 & T, in vitroll BT 5 AR
MR ZWRE L T A4 7 7 7 r— a Y ETT . AE, FAERERRREART~ OIS H 25 h#E L
THEY, FFICOEFEICB VT, HMERAEEEOHHLEEE T VOSBRSS TwE T,
TS 72 S LB MR B OB 2 5 5002, IR BISR 3 2 FHAENGHE 7 7 0 — F R 5GHE 1 70 Bl 3SRl
RO=Z—=ANEEF>TVWET,

4";%‘%“6‘61 FT3DNAFTTY T4 v TOHEMERANL, RIREWREE (BIO X, LUMEN X)

ZRANL, INHoEBEBEHOAEZD &2, WA - G - TR - MR 2 & o AR RIS
%LT#A%TW RIEE TN 72 EOIFREIRNT~OIWEHFB 2 R L F 5,

INHONEZMBUT, 3DNAF T VT 4 ¥ ZEMAIPER B FEIC S 72 59058 - R Lo
FLWRWELZBHELET,

Three-dimensional (3D) bioprinting is an emerging biofabrication technology that enables the spatially
controlled deposition of living cells and biomaterials to recreate functional tissue structures in vitro. Its
potential in regenerative medicine and disease modeling is increasingly recognized, particularly in the field
of oral and maxillofacial research, where anatomical complexity and unmet clinical needs drive innovation.

This presentation provides an overview of the core principles of 3D bioprinting and highlights key
systems such as BIO X and LUMEN X.

Also, we will present selected recent studies demonstrating successful applications in regenerating gingival
tissue, alveolar bone, oral mucosa, and salivary glands, as well as advanced disease models of oral squamous
cell carcinoma and chronic inflammation. These cases underscore the role of bioprinting in constructing
physiologically relevant platforms for pathophysiological investigation and therapeutic development.

By bridging tissue engineering and oral pathology, 3D bioprinting holds the promise to transform how
we study and treat oral diseases. This session aims to provide a comprehensive perspective on its current
applications and future impact within the oral biomedical sciences.
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MTDH, a cancer fitness gene in oral cancer

Sung-Dae Cho Professor, DVM, PhD

Department of Oral Pathology, School of Dentistry and Dental Research
Institute, Seoul National University

Dr Cho completed his Doctor of Veterinary Medicine (DVM) at the

college of Veterinary medicine, Seoul National University in 2000 and

He earned PhD in Department of Veterinary Public Health from Seoul

National University in 2005. Following his doctoral studies, he

completed postdoctoral training in the Department of Veterinary

Physiology and Pharmacology at Texas M&M University, Houston, TX, USA.

He began his academic career in 2007 as a assistant professor at the Department of Oral
Pathology, School of Dentistry, Chonbuk National University. In 2016, he joined Seoul
National University, where he has since held the position of full professor. From January 2023
to December 2024, he served as the Associate Dean for Student Affairs. He is currently Head of
Oral Pathology at the Seoul National University, School of Dentistry.

Dr Cho has over 160 SCIE publications and his research interests include molecular
pathogenesis of oral cancer particularly about therapeutic targeting of oncogenic signaling
pathways related to apoptosis and metastasis. His work bridges basic science and translational
oncology in oral cancer, making substantial contributions to the oral cancer research field.
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MTDH, a cancer fitness gene in oral cancer

Despite ongoing therapeutic advances, the prognosis of oral squamous cell carcinoma with regional or
distant spread remains poor, highlighting a critical need to identify novel therapeutic targets. This study
aimed to evaluate the function of Metadherin (MTDH), a known cancer fitness gene, in oral squamous cell
carcinoma (OSCC) and to explore its potential as a therapeutic target. In-silico analysis revealed that
MTDH is significantly overexpressed in OSCC and is associated with adverse clinicopathological features.
IHC analysis demonstrated higher MTDH expression in tumor tissues compared to adjacent normal
epithelium, with particularly elevated expression in the invasive front and in moderately or poorly
differentiated tumors. in vitro assays showed that MTDH knockout significantly reduced invasion and
migration, with no notable effects on proliferation or apoptosis. MTDH expression was also correlated with
unfavorable histological factors, as evidenced by significantly higher and worst pattern of invasion. RNA
sequencing analysis revealed an association between MTDH and KRT14. MTDH enhances the metastatic
potential of OSCC and is linked to poor differentiation and aggressive tumor behavior, without affecting
cell proliferation or apoptosis. This study is the first to demonstrate a correlation between MTDH and
KRT14 expression in OSCC. These findings suggest that MTDH plays a selective role in promoting the
metastatic potential of OSCC and may serve as a valuable prognostic marker and therapeutic target in

aggressive disease. NRF grants (RS-2025-00553553).
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Identification of novel deubiquitinating enzyme
complex in HPV-positive cancers
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Identification of novel deubiquitinating enzyme complex in HPV-
positive cancers

SHSHHR R T LR L, BHEER Ok D EELHMMM TH Y, v bS¥e—<7 4 VA (HPV) Bt
(#710%) &M (F990%) D2 2D% 75 4 THFRET 5T EDBHOENT WS, SHETIEO T /) L #
bR 6, HPVEYER TIXIZ & A EBIEFARD RO 5N, HPVIEGAAT 1 2 582"k S h
Twao HPVICHT 27 7 F Y D3 S N, AT RAFEN T2 0, BT L 2Vl
POBKKRE LTARY 75 4 TS 5 EMEOMVIIELRLRETH L LEZ LN L,

INETOWREDLSHPVAERIZE 5T, MEDZIEXFF VIV FUVRKEIHFATRL, BVPALE
G5 EDWMEENTRE I EDE, FAZIEFF V2 7 F VR ZHIET 252 7 (LR
(Deubiquitinating enzymes, DUBs) 2# H L THEI ¥ DsiRNAR 7 1) —= > 7 24Tk o 720 T DRER,
HPVE R RANAEH T 2 M DUBs 2 A& L 720 BUE, Th 5 012 55l ICr b T
bo AV UERT T ATIE, AFEOEBIRIR TR Z FLICHA L2V EEZEZ TV,

Head and neck squamous cell carcinomas (HNSCCs) account for the majority of head and neck cancers.
HNSCC:s are classified into two subtypes, Human papilloma virus (HPV)-positive and negative cancers.
Genomic analysis of HNSCC:s revealed that HPV-positive cancers had fewer mutations, confirming HPV-
dependent carcinogenesis. It had been reported that HPV preferentially invaded host ubiquitin signaling
pathways and contributed to carcinogenesis.

Therefore, we performed siRNA screenings, targeted on deubiquitinating enzymes (DUBs) which
regulated ubiquitin signaling pathway by using HPV-positive and HPV-negative cancer cell lines. In this
symposium, we would like to introduce our ongoing results about novel DUB complex we identified.
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Proliferation and Drug Resistance of Oral
Squamous Cell Carcinoma Induced by EGFR
Gene Alterations and Dysregulation of the Hippo
Pathway
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Proliferation and Drug Resistance of Oral Squamous Cell
Carcinoma Induced by EGFR Gene Alterations and Dysregulation
of the Hippo Pathway

PR EEgHE (OSCC) T, ZBART 1Y v F 9 — ¥ Th%EGFROBZF IR @R FE B A
IO b, EGFRBLIHEHE TH % CetuximabDHEHUMH ST 3o LA L, HATOZERHRIE
KL<, BFANFED T A A = X LRANHEE 2o T0ET,

OSCCTIH, Hippofk#d & U2 D Tl Al § 2 A AWM TYAP/TAZA R ICHBM S TB Y,
B ORI R HEH IR G LT E S, Beblid I T2, EGFRA Hippo-YAP/TAZ## % 4 L
TOSCCO# it & RAET 2 HMEAZ NS ML TEE Lze S 512, EGFRBUEREAOIEESTRFEB
LR OZHARRF 0L v FF —¥AXLAS, EGFREANT T /K% L, Hippo-YAP/TAZ#E#E % 1if 1%
L322 ETREICHEG T2 EbMELTVET, MR T, EGFRIEEFEHKG T To [MKIRKE] 25
WA B TS, YAP/TAZOFEMAL S EE 2 ZHZH) Z L 2RRT 57—y bbb T
K

Ky Y RY Y L TIE, EGFROMBIET R & Hippok Df#EZ & 2 OSCCOEI I & UFE i\ B
T AR OMZERRZ Tz L9,

Oral squamous cell carcinoma (OSCC) frequently exhibits gene amplification and overexpression of the
receptor tyrosine kinase (RTK) EGFR. Although cetuximab, an anti-EGFR antibody, has been approved
for clinical use, its response rate as monotherapy remains limited, and elucidating the mechanisms of drug
resistance is urgently needed.

In OSCC, the Hippo pathway and its downstream oncogenes YAP and TAZ are aberrantly regulated and
play central roles in tumor progression and drug resistance. We have previously demonstrated that EGFR
promotes OSCC proliferation via activation of the Hippo-YAP/TAZ pathway. Furthermore, we identified
that AXL, another RTK highly expressed in cetuximab-resistant OSCC, forms heterodimers with EGFR
and contributes to resistance through the Hippo-YAP/TAZ pathway. In addition, we have obtained data
suggesting that YAP/TAZ reactivation is essential for the survival of dormant cancer cells under EGFR
inhibitor treatment, indicating a novel resistance mechanism.

In this symposium, I will present our latest findings on how EGFR genetic alterations and dysregulation
of the Hippo pathway drive OSCC proliferation and therapeutic resistance, providing insights into future

strategies for overcoming drug resistance in OSCC.

7075 LR

143



1P O HE R 35V 2 IR o8/ VBRI D ffe b
Tumor microenvironment in tumor progression
-Jaw bone destruction by oral cancer-stromal
interaction-
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Tumor microenvironment in tumor progression
-Jaw bone destruction by oral cancer-stromal interaction-

IR AR 1 0 AL AR 528, 4E, WHFICK AR P LA L Twb, —F, EEERICE
K9 % FE I O FHEIENE L 5% EOQOLMK T3 2HREH 5. 2070, IEFELEHFAHITE
BAEGZT, ORISR R A D = XL 20 L 5 2 EHREEOMELIRD 5N Twv
5o AL, DREERICB T 285, BV 7 FIVREDRFEIIOWTHRE L TE 7 (Oncotarget
2016; Sci Rep 2019; Lab Invest 2020; J Pathol 2021, 2022; Pathol Res Pract 2022, 2023, 2024a, 2024b) . Z ®
eI BT, IS & B EMRRE OMBEA/EHIC X DIREIIRE SN, SOHIEESERETLEEZS
WZE o7z I ER, LN & 50 ORNCAATET A B EMBBOIEAHS, TEEED O U S 5 itk 1
WXV RRT 228, SHICZORERIRIC I ) HBEMEIEELTs 2 2 R L7z, RBEEKTIE,
DR BT 2 EGM/NRBEOMNT & LT, HFERIC X 5 R A iRiE o G 72 0 7 2R8I » TGk
ai L7z,

Oral tumors, including malignant and benign tumors, affect more than 10,000 people each year. Although
survival rates have increased with the development of surgical treatment, the current situation is that tumor
formation induces jaw bone resorption and destruction, which can lead to an increase in the extent of
surgical operation and seriously impair quality of life. Therefore, it is needed to elucidate the specific
mechanism of jaw bone destruction caused by oral tumors and establish a treatment strategy based on that.
We have previously reported on genetic and signal transduction abnormalities in oral tumors and
hypothesized that the interaction between oral tumors and stromal tissue may promote tumor progression.
Recently, we found that the characteristics of stromal cells, existing between oral cancers and the jaw bone,
are transitioned by secreted factors from oral cancers and that this transition activates osteoclasts. In this
presentation, I would like to discuss the detailed molecular basis of stromal cell transition by oral cancers as

an analysis of the tumor microenvironment in the progression of oral tumor.
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An Extremely Rare Adipocytic Tumor of the Tongue: Lipoblastoma-like Tumor
with RBI Gene Deletion
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Lipoblastoma-like tumors (LLTs) are benign adipose neoplasms characterized by an admixture of lipoblasts
within a myxoid stroma, predominantly affecting the vulva in young women. Reports of such tumors at
other anatomical sites are exceedingly rare, with few documented cases in the orofacial region. Herein, we
present a novel case of LLT of the tongue in a 62-year-old woman presenting with a painless, slowly
enlarging nodule. The lesion showed no evidence of recurrence five years post-resection. Histopathological
analysis revealed a lobulated myxoid-fatty lesion composed of numerous uni- and multi-vacuolated
lipoblasts, accompanied by prominent chicken-wire capillaries. Immunohistochemistry revealed positivity
for S100 protein, while the tumor was negative for CD34, Bcl-2, desmin, PLAG1, MDM2, CDK4, and
DDIT3. Notably, retinoblastoma protein exhibited a partial negative mosaic pattern. Fluorescence in situ
hybridization analysis identified a hemizygous deletion of the RBI locus in 36% of tumor cells, with no
amplification of MDM?2. The differential diagnoses included atypical lipomatous tumors, myxoid
liposarcoma, lipoblastoma, spindle cell lipoma (SCL), and LLT. This case particularly emphasizes the
diagnostic challenges in distinguishing LLTs from SCLs, especially in the context of RB1 deletion.
Considering RBI deletion, this lesion may represent an atypical variant of SCL that diverges from the
conventional immunophenotypic profile. Although LLT is not currently incorporated into the WHO
classification of soft tissue tumors, the well-characterized features of LLTs support the designation of
‘lipoblastoma-like’ for this entity. This case underscores the critical importance of comprehensive
histopathological and molecular assessments for the accurate diagnosis of LLTs in atypical anatomical

locations.
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A rare case of basal cell adenoma with adipocytic component in parotid gland
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#E] ZEEHEiE (BCA) &, EMERIRIES; O 5 %% i 5 lLEH 2 REES cH Y, EICHTF
BRIZHAET %0 BCAIIIEREAMIC S MR MR 2 & A, JESHM IS 1S 2B ik oM O B85l 2> 5 %2 %
HS, IR 2 b e v MRS O HIIRIEE % & O lES A L, JFICETEBRIER ) 1
Bl TR b 2 B3 260585 SN Tw b A, BCAIZB W TIRII 23 HFE 2326 5 5 FERI
WD THTH 5o 5T A DHREER L 720 % & M 22 LR IE O 1 Flic oW CTHE T 5. [EH]
S0 LA Mo [HRARFEM] 20XX-114E 124 B PR ERIER & FFRICMPe 2 23 L, WA O RL IRIEH%E
bitze MWEHYIBRIZAE ) HHEFRIE D Y X 7 # A TRBBIE Dt L 7o 7225, 0% KENICH
D, RAEMFEEZ B E L C20XXAE12 H A Y e H SEMERH IR & %2 o 720 BHEMRAIC THHE TR
WZIEAE30mmK OBEFEHANE 2 i HE 2 326, gy [ E2 1 TR iR 238k b A, 43 BT S5 4 H
i B O SFRERIE M ASHEAT S 7z WA ] (WIRFTAR) K& S30mm K CTHEICHL S, Emics
WTAY y MROBATOFIRE LD KA O FRFMENER 2 580720 GHERFMATR) R0 Z Ui
RS 055 MRS 2 7R LoD, B R %2 b o TR T 72138 RIS 2 1% 2 B 72 i
OB, S-100F M ORIV E LA R S iz BCAE LTHIE L AVHlERGEEZ 5z, —
BT, AR BT, B VN IS EGAIR R O B AE RO b, BT = YT,
HHDOBCAM G DA T2, FRIGMIZIC S BABITIRSA LN, SNOHOFT R EZREIIZEHE L, IR
B o3 % A9 BCAL Bl L7z [R5aE] AREBNE, PRI Z ) #M7=BCATH 1), Petersson H Dt L
7zlipomatous BCA& L CHLEDIT 5N L EHO—BITH % L F 2 bhiz, BCAIZBIT RO
WERZZMETIE 2 W28, SR M ORE b E GO BN ARY N7 20—tz 5 EHT
EDHEE 2T Gk, MROIEFOERHEHMEICL D, MERIIESEZ BT 2 RIITES L OIRRER PEFEAHS S
SICET L e MIfEs NG,

We report a rare case of lipomatous basal cell adenoma (BCA) in the parotid gland of an 80s male.
Imaging revealed a 30 mm well-circumscribed tumor, and histology showed typical basaloid cells forming
trabecular nests with mature adipocytic tissue. f-catenin nuclear localization was observed in both the
typical area of BCA and the adipose cells. This case fits the category of lipomatous BCA proposed by
Petersson et al. Accumulating similar cases may help clarify the significance of adipocytic differentiation in
salivary gland neoplasms.
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Cystic lesion arising in parotid gland of Sjogren’s syndrome patient
P KT OB BMRTC BB KRS, RE ORES, KR FEC
o

Yu Usami'*?, Katsutoshi Hirose '’?, Taisei Kajihara3 , Shingo Kodama?, Kaori ()ya4

and Satoru Toyosawa '

VRBUOKR 2R 2 e ki A Ze Bt SRS 1 e B2 ik

PR RYGER S HE M (CIDER)

SRBRARZE R Be vk I 7e R SRR 11 RL 27 e

PR PR AR B R B AR AR

! Department of Oral and Maxillofacial Pathology, Osaka University Graduate School of Dentistry
2 Center for Infectious Disease Education and Research (CiDER), Osaka University

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

* Division for Clinical Laboratory, Osaka University Dental Hospital

[(# =]

v —7 L VR (Sjogren’s syndrome, SS) 1E, Henrik SjogrentZ & U e & v 7z Hz 1 £ i gt 2,
EFRERR, B TR E T HRET, PAERMEITIIES 2 MR IR O BRI T 2 45 e 354
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[ ET AL

T3 Z IO RNTERZ T, RS ) ¥l 2 W RIS, S0 bR LRk ER IS B b 728l
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Sjogren’s syndrome is a systemic autoimmune disorder characterized by hypofunction of salivary and
lacrimal glands, predominantly affecting middle-aged women. In this presentation, we will report a case of
lymphoepithelial cyst arising in parotid gland of 70-year-old woman with medical history of Sjogren’s
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A Case of Plasma Cell Myeloma/Multiple Myeloma Relapsing as Gingival
Swelling Without Typical Osteolytic Lesions
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Plasma cell myeloma/multiple myeloma (PCM/MM) 385 #% TR ST - 2 BPITEEERZ R
PR 2 T2 %0 PCM/MM® B4R ZE 3B S R IR IC 2 <, N O#E XV TH 5, £7-PCM/
MM® TTENIRZ LT EREDHRATT 5 2 D% v, S, R 235G e K < RRERIC L D F
FEDMERR S NT2PCM/MM D — Bl % 35§ %0 FEBNIE3M M. 2 AEFTIHTEE T8 DS EmALED 5
PCM/MM, IgA- A BL LB S M7z HHEH I THBEMLENEHI I S, BRRE AR, HRARMIL
Sl IR RO R AL AR DTEAT S N Tze T Ok, BB TRIDGHZIIED NS, M&EH $90%L
AL, MERRETCTH o7z BHD LHRER, AW LT, AW THEERICERZ ROz, 75/ 7
IXHECTHBRBEEDILRIZA SN2 DD, W EWIRE X EEREIIED SN Lh o722 L5l
IRBNZ I BB U 7 IR MR ZE Akt b, LAk & et 7 < BB E 25k L 72 720 2 T 5B A BT BR 7S
MiAT S N7ze WEMERARICIE, Mo o< 2 & BB A% /M & RO 8% o0 o A 73
IR L e S HAEEIRZ 22 L, B 25518/ 10HPF & S Td - 720 ARGLHE 2 KRBT S h
7o, MHEEZ SRS 5 2 & TPCM/MMDER & 2 0, MLy 2 517 L, CDI13838 & Ucyclin D1
Fatk, CD563 & U'CD79af2ETHh 5 Z &5, PCM/MMEZ#i L7z, in situ hybridization T A {7
DRIETT T YESHIRE B, TOROCTRATIINE, M, IS ERG 2R, s
BT S PCM/MMO 3R R S 2o PCM/MMORBEIEZII R RTREZ RS 2 L0’ ), TREMI
JESASEH AT RIZE TN TR WIEEIIGHRBORR & 2 2 W RMED D b0 ABID X 9 IZIEE R 268
BTHEERGEZ R CEAERTH > TH, ZORHE - B2 SQEIZE WK - WP EH 2179 2 &
DHEETH Y, WHEWS PAEOHEZAT ) LEYPD L. £ TOXBMWERE LM THET 5,

Plasma cell myeloma/multiple myeloma (PCM/MM) typically produces multifocal osteolytic lesions, but
gingival involvement is relatively rare. We report a 53-year-old woman with IgA- A PCM/MM treated
with chemotherapy and autologous stem-cell transplantation. Six months later, she developed swellings of
the right mandibular and bilateral maxillary gingivae without definitive osteolytic changes. Histologically,
the lesion consisted of atypical cells with a high mitotic rate, positive for CD138 and cyclin D1, negative
for CD56 and CD79a, and showing A light chain restriction. Extramedullary PCM/MM may exhibit
immature morphology and recur as gingival masses without osteolysis, warranting prompt and accurate
clinicopathological evaluation.
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Analysis of Human Salivary Gland Development Using Salivary Gland
Organoid Induction System
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Junichi Tanaka, Shintaro Ohnuma, Akane Yukimori, Shoko Ishida, Rika Yasuhara
and Kenji Mishima
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Division of Pathology, Department of Oral Diagnostic Sciences, Showa Medical University

Salivary gland development begins with the thickening of the embryonic oral epithelium and proceeds
through branching morphogenesis to form glandular structures. These developmental processes have been
extensively investigated using model organisms such as mice, leading to a well-established understanding
of murine salivary gland development. In contrast, the mechanisms underlying human salivary gland
development remain poorly understood due to restricted access to human fetal tissue. In this study, we
modified our previously reported induction system for salivary gland organoids derived from human
induced pluripotent stem cells (hiPSCs) to establish a model of salivary gland development via oral
epithelium under defined signaling conditions. Using this system, we performed time-course single-cell
RNA sequencing to comprehensively profile gene expression dynamics during the differentiation of
hiPSCs into embryonic oral epithelium and early salivary gland rudiments. These single-cell transcriptomic
datasets provide a valuable resource for understanding the molecular programs governing early human
salivary gland development. Furthermore, by incorporating gene modifications into this hiPSC-based
differentiation system, our platform enables functional analysis of key developmental genes involved in
human salivary gland formation. This model system offers novel insights into human-specific
developmental processes and may serve as a foundation for future regenerative strategies targeting salivary
gland dysfunction.
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Remote and on-site preclinical evaluation of Luigi-Oral, an interactive image
search tool for oral tumor diagnosis

Ranny Rahaningrum Herdiantoputri 12 Daisuke Komura', Mieko Ochi’,
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! Preventive Medicine, The University of Tokyo

? Oral Pathology, Institute of Science Tokyo

? Biostatistics, The University of Tokyo

4Pat/aology, Teikyo University

° Pathology, The University of Tokyo

S Pathology, National Cancer Center Exploratory Oncology Research and Clinical Trial Center

Diagnosing oral tumors remains a challenge, especially in resource-limited settings with few oral
pathologists. To address this, we developed and evaluated Luigi-Oral, a web-based, interactive content-
based image retrieval (CBIR) system designed to assist with oral pathology diagnosis by providing
morphologically similar reference images. In a remote preclinical study, 28 pathologists of varying expertise
performed diagnostic tasks with and without Luigi-Oral, enabling assessment of its impact on accuracy
and efficiency. Using a curated dataset of more than 600 cases from 85 oral tumor types, evaluators
diagnosed 10 test cases with or without Luigi-Oral. Under a five-minute time constraint, the system
significantly improved pathologists’ top-1 and top-3 diagnostic accuracy by 12.05% and 21.61%,
respectively, and reduced diagnosis time compared to textbook use. While not a replacement for
pathologists’ clinical decisions, Luigi-Oral shows strong potential as a decision-support tool to enhance
diagnostic accuracy and efficiency. However, challenges such as inappropriate query selections, poor
retrieval accuracy in tumors with rare morphologic types, limited clinical context provided during
evaluation, and accurate yet unconvincing retrieval results occasionally led to misdiagnosis. Based on these
findings, we upgraded Luigi-Oral with a real-time search function and improved retrieval accuracy.
Evaluation of the updated system is planned to be conducted on-site in Laos, where pathologists’
acceptance of Luigi-Oral will be assessed. This report will highlight the practical benefits and limitations of
deploying Al-assisted diagnostic tools in a high workload environment while also marking areas for
improvement to ensure safe and effective integration into clinical practice.
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Development of a Decellularized Scaffold for Artificial Salivary Gland

Generation
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We developed a decellularized rat submandibular gland (SMG) scaffold using detergent perfusion,
successfully preserving the extracellular matrix and vascular network.

Histological analysis confirmed effective cell removal with minimal residual DNA. After transplantation,
recipient-derived endothelial cells infiltrated and reconstructed capillary structures. Recellularized SMG
with salivary gland organoids derived from mouse tissue stem cells and human iPS cells, showing

engraftment of ductal, basal, and some acinar cells.
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The first oral pathology center in a general hospital!
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I have primarily been engaged in pathological diagnosis at a university. In recent years, the number of
requests for pathological examinations and consultations has been increasing, and I have come to recognize
a growing need for oral pathologists. To create an environment where oral pathologists can actively work
in the clinical setting, we established a new department specializing in oral pathology “Oral Pathology
Center” the first of its kind in Japan within a general hospital.

I hope this overview of the new department will inspire and support the young oral pathologists who will
lead the next generation.
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