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Histopathological grading of oral epithelial dysplasia (OED) is based on the evaluation of architectural and
cytological atypia; however, diagnostic interpretation remains partially subjective. In addition, both three-tier (mild,
moderate, severe) and two-tier (low-grade, high-grade) grading systems are currently used, resulting in a lack of
standardized diagnostic criteria. To improve diagnostic consistency and facilitate nationwide standardization in
Japan, the OED Working Group was established under the auspices of the Japanese Society of Oral Pathology
(JSOP).

At the 35th JSOP meeting, the Working Group re-evaluated hematoxylin and eosin (H&E)-based
histopathological assessment criteria using diagnostically challenging OED cases that showed interobserver
disagreement. Subsequently, at the 36th JSOP meeting, a retrospective study of 106 biopsy-confirmed OED cases
with long-term follow-up identified reduced cell adhesion and inflammatory responses as potentially important
histopathological predictors of malignant transformation.

Based on discussions during Symposium 2 at the 36th JSOP meeting, we performed additional analyses focusing
on four issues: (1) identification of key histopathological findings associated with malignant transformation in low-
grade OED; (2) re-evaluation of statistical findings, including interobserver agreement and multivariate analyses;
(3) assessment of the relationship between loss of cell adhesion and subepithelial inflammatory responses; and (4)
evaluation of the reproducibility of H&E-based histopathological parameters between initial and subsequent biopsy
specimens.

These investigations provide further insight into histopathological indicators associated with malignant
transformation risk in OED and contribute to ongoing efforts toward the harmonization and standardization of
diagnostic criteria.
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<Background> Single-institution studies have examined odontogenic tumor incidence in Japan, but no nationwide
survey has been conducted since the 2005 Japanese Society of Oral Oncology survey. Previous reports showed
differences in the incidence of odontogenic tumors such as odontoma between Japan and Western countries,
indicating the need for a survey based on pathological diagnoses from oral pathology laboratories. Therefore, the
research committee surveyed all 31 oral pathology-related facilities in Japan.

<Methods> After ethical approval, all 31 facilities participated. Cases diagnosed with odontogenic tumors under
2024 WHO classification between January 1, 2020, and December 31, 2024, were tallied, excluding recurrent cases.
<Results> There were 2710 cases: 2625 benign (96.86%) and 85 malignant (3.14%). Although rare, malignant
tumors accounted for three times the previously reported 1% of all odontogenic tumors. Benign tumors (96.86% of
the total) comprised 877 epithelial (32.36%), 1479 mixed epithelial-mesenchymal (54.57%), and 269 mesenchymal
tumors (9.93%). Odontoma was the most common, with 1437 cases (53.02%), followed by ameloblastoma with 813
cases (30.00%), a trend similar to that in Western countries.

<Conclusion> Despite the limitations of this multicenter study, including diagnostic consistency, the results from
all 31 facilities provide epidemiological data on odontogenic tumor incidence in Japan.

<Acknowledgments> We appreciate the cooperation of the 31 facilities.
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Ameloblastoma (AM) is the prototypical odontogenic tumor and remains one of the most important entities in
routine oral and maxillofacial pathology. Although classified as a benign neoplasm, AM exhibits locally aggressive
behavior characterized by bone destruction and a high propensity for recurrence. While BRAF and KRAS
mutations have been reported in subsets of cases, no disease-defining molecular alteration has been established, and
histopathological assessment remains the cornerstone of diagnosis.

Histologically, AM is characterized by odontogenic epithelial nests resembling the enamel organ; however,
classic features such as peripheral palisading and reverse polarization may be inconspicuous. Inflammatory changes
may further obscure diagnostic findings, particularly in unicystic lesions, resulting in diagnostic difficulty in
distinguishing AM from dentigerous cysts. The distinction between AM and ameloblastic carcinoma may also be
challenging in some cases because clear diagnostic criteria have not been fully established.

The 5th edition of the WHO Classification introduced adenoid ameloblastoma as a distinct odontogenic tumor. In
addition to conventional AM components, this entity demonstrates gland-like, cribriform, and whorled structures.
Molecularly, most cases lack BRAF alterations and exhibit nuclear B-catenin expression within whorled structures,
suggesting biological similarities to dentinogenic odontogenic tumors. The frequent presence of dentinoid formation
also raises questions regarding its current classification.

This symposium will highlight practical diagnostic approaches to ameloblastoma and discuss the pathological
significance, diagnostic challenges, and classification issues of adenoid ameloblastoma through representative cases.
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Odontogenic fibroma (OdF) is defined as a neoplasm of mature fibrous/fibromyxoid tissue with variable amounts
of inactive odontogenic epithelium. However, according to the 5th edition of the WHO Classification, it may lack
an epithelial component and may also contain dentin or cementum-like microcalcifications. Furthermore, OdF may
have subtypes that include amyloid, granular cells, hybrid features of central giant cell granuloma, and ossification,
creating remarkably diverse histological patterns within a single odontogenic lesion. It remains unclear why
peripheral OdF is considered a non-neoplastic (reactive) lesion rather than an extraosseous type of central tumor. In
recent years, it has been revealed that the odontogenic epithelium of OdF shows peri- or intraneural extension
(pseudo-neural invasion), making it difficult to differentiate from sclerosing odontogenic carcinoma. Here, we
present a variety of pathological images and return to the basic question “what is OdF?”

On the other hand, developing odontoma (DO) represents a hamartoma spectrum ranging from ameloblastic
fibroma (AF) to ameloblastic fibrodentinoma (AFD) and further to ameloblastic fibroodontoma (AFO), exhibiting a
wide variety of histological features. Pathological diagnosis depends on the presence and type of hard tissue (dentin,
dentin/enamel), but it is often difficult to determine whether a lesion is a hamartoma or a neoplasm, and this can
affect the treatment plan. As has been pointed out repeatedly, small biopsy samples of DO and OdF are often
difficult to differentiate from hyperplastic dental follicles (HDF). This symposium aims to highlight these issues
and share the opinions of oral pathologists.
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Sclerosing odontogenic carcinoma (SOC) is a rare odontogenic malignancy first described by Koutlas et al. in
2008. Although its status as either a distinct entity or a morphological variant of another odontogenic carcinoma had
long been debated, SOC was recognized as a separate odontogenic carcinoma in the 2017 WHO Classification.
According to a nationwide survey conducted by the Japanese Society of Oral Pathology and released in March this
year, SOC was the third most frequently diagnosed malignant odontogenic tumor in Japan, following primary
intraosseous carcinoma, NOS and ameloblastic carcinoma. These findings indicate that SOC should now be
considered an essential differential diagnosis when evaluating malignant odontogenic tumors.

In this symposium, I will first present the long-term clinical course of a previously reported SOC case. The patient
ultimately died of the disease. Notably, recurrent lesions following superselective intra-arterial chemotherapy were
diagnosed as squamous cell carcinoma. Histopathological examination of the resection specimen revealed extensive
squamous differentiation in the superficial portion of the lesion, whereas the deeper areas retained components
considered prototypical of SOC. These findings may provide important insights into the biological nature and
progression of this tumor.

In addition, I will discuss diagnostic challenges in distinguishing SOC from non-calcifying/Langerhans cell-rich
calcifying epithelial odontogenic tumor (NCLC), including consultation cases and an unusual NCLC-like lesion
exhibiting unequivocal perineural invasion. Through these cases, I hope to stimulate discussion regarding the
diagnostic boundaries and clinicopathological spectrum of SOC.
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Oral lichen planus (OLP) is a chronic inflammatory disease of the oral mucosa frequently identified in routine
pathological diagnosis. The rates of malignant transformation, differentiation from oral lichenoid lesions, and the
association with epithelial dysplasia remain subjects of ongoing debate. This presentation outlines current
diagnostic challenges from the perspective of oral pathology.

The typical histopathological features of OLP include lichenoid reaction (lymphocytic infiltrate immediately
beneath the epithelium and basal cell damage) and the presence of Civatte bodies. Differentiating OLP from drug-
induced or contact lichenoid reactions, graft-versus-host disease, autoimmune bullous diseases, chronic ulcerative
lesions, and oral epithelial dysplasia with lymphocytic infiltration, all of which exhibit a lichenoid reaction—factors
such as the location of the lesion, gross findings, medication history, contact with dental materials, transplantation
history, and clinical course are crucial for diagnostic accuracy. The reported risk of malignant transformation in
OLP varies depending on diagnostic criteria and the presence or absence of epithelial dysplasia. Therefore,
evaluation of prior studies requires careful interpretation. Through representative cases of OLP and lichenoid drug
eruption, this presentation will discuss pathological findings, differential diagnosis, and the clinical information
required from clinicians.
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Oral lichen planus (OLP) is a common chronic inflammatory disorder of the oral mucosa characterized by a
persistent clinical course and classified as an oral potentially malignant disorder. Despite extensive investigation, its
etiology and precise pathogenic mechanisms remain incompletely understood. Recent advances in immunological
research have revealed complex interactions among T lymphocytes, innate immune cells, cytokines, and
chemokines that contribute to disease initiation and persistence. Nevertheless, the molecular mechanisms
responsible for the characteristic interface tissue damage observed in OLP have yet to be fully elucidated.

This symposium lecture will provide an overview of current concepts regarding the pathogenesis of OLP and
highlight recent advances from a pathological perspective. Particular attention will be given to the relationship
between histopathological features and the underlying immune microenvironment. In addition, unresolved issues—
including the distinction between OLP and oral lichenoid lesions, mechanisms underlying chronicity, the
identification of clinically relevant biomarkers, and potential therapeutic targets—will be discussed.

By integrating histopathological observations with recent advances in immunopathological research, this
presentation aims to provide a comprehensive perspective on current challenges and future directions in OLP
research and to emphasize the continuing importance of pathology in elucidating the pathobiology of this complex
disease.
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Oral lichen planus (OLP) is an oral mucosal manifestation of systemic lichen planus, although it may occur
exclusively in the oral cavity. OLP generally presents as bilateral and symmetrical lesions, but unilateral or solitary
lesions may also be observed. Clinically suspected OLP lesions include histopathologically diagnosed OLP, oral
lichenoid lesions (OLL)/lichenoid stomatitis, and oral lichenoid dysplasia (OLD). OLL closely resembles OLP
clinically and histopathologically and is considered to be associated with allergic reactions to dental metals or
medications. OLL includes oral lichenoid contact lesions (OLCLs) and oral lichenoid drug reactions (OLDRs),
which are typically unilateral and solitary but may occasionally occur bilaterally. OLD is clinically similar to OLP
and OLL but is diagnostically important because of its association with malignant transformation; therefore,
exclusion of OLD is essential.

Compared with OLP, OLL exhibits more pronounced subepithelial edema, diffuse and deeper inflammatory cell
infiltration, and a mixed infiltrate of lymphocytes, neutrophils, eosinophils, macrophages, and plasma cells.
Fibrinoid deposition in vessel walls may also be observed. In OLD, the epithelium is often slightly thickened and
shows cellular and nuclear atypia with loss of polarity, whereas the basement membrane remains intact without
liquefaction degeneration. Despite these distinguishing features, differential diagnosis remains challenging.
Therefore, immunohistochemical staining for CK13, CK17, p53, Ki-67, E-cadherin, and CAR has been employed
to support diagnosis. In this presentation, I will review the current status and future challenges of this approach,
including follow-up data from the 200 cases previously reported by our group, and welcome comments and
discussion from colleagues.
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Oral epithelial dysplasia (OED) is regarded as a precursor lesion of oral squamous cell carcinoma and is classified
as an oral potentially malignant disorder (OPMD). Accurate clinical and pathological detection and diagnosis of
OED are therefore of paramount importance for the early therapeutic intervention of oral squamous neoplastic
lesions.

However, several challenges remain in the pathological diagnosis of OED, including limited interobserver
agreement, uncertainty regarding the association between histological grading and clinical outcomes (particularly
progression to invasive carcinoma), the coexistence of binary and three-tier grading systems, and the subjective
nature of final diagnostic and grading decisions. In addition, the concept and use of the term “carcinoma in situ” are
still controversial. In recent years, efforts have been made to develop risk assessment models using machine
learning and artificial intelligence, with progression to invasive carcinoma as the primary outcome. These advances
may lead to further refinement of the diagnostic criteria and classification systems for OED.

In this session, [ will provide an overview of current international trends in the pathological diagnosis of OED and
present interim findings from the OED Working Group of the Japanese Society of Oral Pathology. Based on these
observations, I will discuss future directions for the pathological diagnosis and diagnostic criteria of OED.
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Oral epithelial dysplasia (OED) remains the most widely accepted histopathologic indicator of malignant
transformation risk in oral potentially malignant disorders (OPMDs). Although recent efforts have simplified
grading systems and improved diagnostic reproducibility, histologic grading alone remains an imperfect predictor
of biological behavior. Some lesions with minimal dysplastic changes progress to oral squamous cell carcinoma
(OSCC), whereas others with advanced dysplasia remain clinically stable, highlighting the limitations of
morphology-based risk assessment.

To improve diagnostic accuracy, several adjunctive biomarkers have been proposed. Loss of CK13 and gain of
CK17 expression have been shown to support the distinction between dysplastic and non-dysplastic oral epithelium.
More recently, interpretation of p53 immunohistochemical staining patterns has provided a practical surrogate for
underlying TP53 alterations, while methylthioadenosine phosphorylase (MTAP) has emerged as a promising
marker associated with dysplastic progression and malignant transformation. Although these biomarkers may
enhance diagnostic confidence, their value in predicting progression risk remains incompletely defined.

An additional challenge may lie in the recognition of differentiated oral epithelial dysplasia. In Taiwan, where
betel quid-associated OPMDs are common, many lesions exhibit prominent hyperkeratosis, acanthosis, and atypical
basal keratinocytes with relatively preserved epithelial maturation, rather than the conventional basaloid
morphology emphasized in current grading systems. Such lesions may be difficult to classify using existing
histopathologic criteria and may therefore be underrecognized in routine practice. Nevertheless, clinical
observations suggest that some of these lesions are capable of malignant progression despite their relatively subtle
microscopic appearance.

This presentation will review the current role of CK13/17, p53 staining patterns, and MTAP in the diagnosis of
OED, and discuss the potential significance of differentiated dysplasia in betel quid-associated OPMDs. Particular
emphasis will be placed on the limitations of current grading systems and the need to move beyond morphology-
based classification toward biologically relevant risk stratification models. Future directions integrating
histopathology, biomarkers, clinical characteristics, and molecular alterations for improved prediction of malignant
transformation will also be discussed.
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Clarification of the Mechanism of Oral Cancer Progression
via Epithelial-Mesenchymal Transition Induced by a Novel
Downstream Factor of YAP Signaling
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Oral squamous cell carcinoma (OSCC) progresses through a multistep carcinogenic process, morphologically
presenting as oral epithelial dysplasia (OED), carcinoma in situ (CIS), and ultimately invasive carcinoma. The
acquisition of invasive and metastatic potential through epithelial-mesenchymal transition (EMT) during this
progression is a primary cause of cancer progression. However, effective molecular-targeted therapies against EMT
remain unavailable. Recent studies have reported the stepwise activation of YAP signaling during multistep OSCC
progression, which we have previously verified using pathological tissue specimens. Here, this study aimed to
identify downstream factors of YAP signaling that contribute to EMT during this multistep progression.

We extracted genes whose expression increases in a stepwise manner from comprehensive transcriptomic
analyses of OSCC tissue specimens, including non-tumor region, CIS lesion, and invasive lesion. By integrating
public databases with our screening systems, we identified cytoskeleton-associated protein 2 (CKAP2), a
microtubule-associated protein, as a novel YAP target.

Immunohistochemical analysis revealed that CKAP2 was highly expressed and co-localized with YAP in OSCC
tumor lesion. Functional analyses using OSCC cell lines demonstrated that CKAP2 promotes the expression of
EMT-related factors and cell migration, suggesting that CKAP2 regulates EMT downstream of YAP through
specific signaling and microtubule regulation. Furthermore, we are currently investigating the impact of CKAP2 on
OSCC metastatic potential using animal models.

In this symposium, we would like to present the significance of the YAP/CKAP2 axis during the progression
from OED and CIS to invasive carcinoma, and discuss its potential as a novel, cancer-specific therapeutic strategy
targeting EMT.
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Decoding Early Oral Carcinogenesis: Whole-Exome and
Transcriptomic Profiling Reveals Subtle Morphological
Genomic Alterations and Guides Treatment Stratification
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To elucidate the molecular pathogenesis of early oral squamous cell carcinoma (OSCC), we performed whole-
exome sequencing (WES) and RNA sequencing on gingival and buccal mucosal cancers, stratified by TP53
mutational status. A molecularly distinct TP53-wild-type HNSCC subclass was identified, characterized by frequent
truncating mutations in epigenetic regulators of the Mixed Lineage Leukemia (MLL) family, low tumor mutational
burden (TMB), and elevated homologous recombination deficiency (HRD) scores. These occult molecular features,
undetectable by conventional morphological assessment, collectively suggest attenuated responsiveness to
neoadjuvant immune checkpoint inhibitors (ICls), while subsets harboring BRCA1/2 mutations or high HRD scores
may benefit from PARP inhibition. An integrated biomarker framework incorporating TMB, HRD scores, and
mutational signatures is proposed to guide precision treatment stratification. Critically, WES analysis of tongue
carcinoma in a Li-Fraumeni syndrome (LFS) patient demonstrated that histologically normal non-tumorous mucosa
already harbored significant genomic aberrations, establishing that oncogenic molecular alterations precede
morphological atypia in an occult manner. This finding redefines field cancerization and underscores the power of
genomic profiling to detect pre-morphological cancer risk. Furthermore, secondary oral cancers arising under post-
transplant immunosuppression exhibited distinct mutational signatures and viral-associated genomic alterations,
revealing a pathogenetic mechanism divergent from conventional OSCC, again driven by occult genomic changes
preceding overt morphological transformation.

Collectively, these findings establish that early oral lesions harbor occult yet diagnostically critical genomic
heterogeneity, and that multilayered molecular stratification integrating TP53 status, epigenetic dysregulation, HRD,
and mutational signatures is essential for advancing early diagnosis and individualized therapeutic strategies in
OSCC.
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Salivary gland tumors are classified into a wide range of histological types, and even within the same histological
type, histological diversity is often observed between or within tumors. As a result, imaging findings are extremely
diverse, and except for typical cases, ensuring diagnostic accuracy is not easy for radiologists. Because atypical
imaging findings are often observed, there are limitations in estimating histological types. Therefore, diagnostic
imaging of salivary gland tumors mainly aims to assess the extent of progression and differentiate benign from
malignant conditions.

In this lecture, I present the imaging features of pleomorphic adenoma and Warthin tumors as benign epithelial
tumors, and mucoepidermoid carcinoma and adenoid cystic carcinoma as malignant epithelial tumors. In fact,
salivary gland diseases are more common in inflammatory conditions, and various tumor-like lesions can also occur.
Clinical information is also important for diagnosing these non-tumor diseases. In this lecture, I present the imaging
features of sialolithiasis and Sjogren disease as non-tumor diseases.

Finally, I introduce diffusion-weighted MRI and SPECT/CT, which have recently been clinically applied in the
oral and maxillofacial regions.

As described above, this lecture will outline the basic approach and key points for determining benign or
malignant salivary gland tumors in the diagnostic imaging of salivary gland tumors and non-neoplastic diseases
using ultrasonography, CT, MRI and SPECT/CT.
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Lichenoid lesions are frequently encountered in both clinical and histopathological oral pathology practice.
Lichen planus (LP) is considered the “prototypical” lichenoid condition. A chronic autoimmune,
mucocutaneous Type 4 hypersensitivity disorder, diagnosis of LP is established through correlation of strict
clinical-pathological criteria. It is well to note that most oral lichenoid lesions are not lichen planus: they
represent a diverse spectrum of mostly benign pathogenetic entities that include non-autoimmune-mediated
responses to locally identifiable or systemically-introduced precipitants; select systemic conditions like chronic
discoid or systemic lupus erythematosus; and those lichenoid lesions for which the etiology is uncertain.
Importantly, epithelial dysplasia, a potentially premalignant oral epithelial disease, may present with lichenoid
clinical and pathological features. Because of this, some have suggested that oral LP is a potentially
precancerous condition.

Appropriate disease management options are based in accurate diagnoses. We will demonstrate how LP and
the various benign lichenoid conditions can be distinguished from one another through disciplined clinical-
pathological correlation so that misdiagnoses are avoided. We will also address the controversial and long-
debated assertion that oral LP is a potentially premalignant condition.



[Brief Biography]

Dr. Ellen FEisenberg received her D.M.D. degree from the University of Pennsylvania and
completed residency in Oral Pathology as a Clinical Fellow at Harvard University where she stayed
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For almost 30 years, she directed UConn’s Oral Pathology Biopsy Service and co-directed the
University’s Oral Pathology teaching programs. Before retiring in late June 2026, she taught
extensively in clinics and classrooms; and saw patients regularly for clinical consultations, diagnosis
and management of pathologic conditions affecting the oral mucosa and jaws. Dr. Eisenberg has
published widely and she has been a sought-after speaker. She is Professor Emerita of Oral and
Maxillofacial Pathology in UConn’s School of Dental Medicine, and Associate Professor Emerita in
the School of Medicine. Dr. Eisenberg is a Diplomate of the American Board of Oral &
Maxillofacial Pathology (ABOMP) and a member of the Phi Chi chapter of the Omicron Kappa
Upsilon Dental Honor Society. She is a Fellow and Past-President of the American Academy of
Oral and Maxillofacial Pathology (AAOMP); and a Fellow of the International College of Dentists.
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A 60s female with right mandibular pain. In 20XX, she presented to
oral surgery via a local dentist. Extraorally, the face was
symmetrical. Intraorally, a 20 X 20mm mass occupied the right floor
of the mouth. Following a biopsy, the tumor was resected. The
specimen (40 X 38 X20mm) was elastic-firm and whitish with a thin
capsule. Histopathology revealed solid and cribriform proliferation
of neoplastic myoepithelial cells. Solid areas showed hyalinized
stroma, focal glandular lumina, pseudolumina with hyaline material,
and clear cells. Perineural invasion was identified.
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A case of palatal tumor
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A 60s-year-old female presented with asymptomatic mass on the
right side of the palate for eleven years. Recently, ulcer and pain
appeared. The mass widely spread to the fossa pterygopalatina on
the MRI. After the biopsy, half maxillectomy and neck lymph
nodes dissection were performed. Histopathologically, atypical cells
proliferated with ductal, cribriform, trabecular and focal solid
pattern. On HE and immunohistochemical staining, bilayered
structures were seen in some parts of the tumor.



fEfIREET 1 8A27H (K)

C1-3

B T/NEERICA Cle/MEgRE D 14

A case of a small mass lesion in the sublingual colliculus
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A woman in her 60s presented with persistent swelling of the
sublingual region. Clinical and radiographic findings suggested a
salivary gland tumor at the opening of Wharton's duct, and
excisional biopsy was performed. Histopathological examination
revealed marked inflammatory infiltration, acinar swelling and
necrosis, and ductal dilatation while preserving the lobular
architecture. Mucous cell-like changes, squamous metaplasia, and
papillary proliferation of the ductal epithelium were also observed.
Immunohistochemical and genetic analyses were performed for
differential diagnosis.
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A case of a parotid gland tumor characterized by prominent
ductal structure formation with oncocytic metaplasia
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A 67-year-old woman presented with a right preauricular mass.
Imaging revealed a well-circumscribed, lobulated 2-cm parotid
tumor without definite radiologic features of malignancy, and a
parotidectomy was performed. Histologically, the tumor was
composed of oncocytic cells with abundant eosinophilic cytoplasm
and conspicuous nucleoli, arranged in tubular and lobulated
structures within a hyalinized stroma. Immunohistochemically, the
tumor cells were diffusely positive for CK7 and focally positive for
p63 in the peripheral cells, but negative for AR, GCDFP-15,
SOX10, S100, and calponin. Ki-67 labeling index reached
approximately 10% in hot spots.
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Right retromolar tumor
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A man in his 70s. In his 30s, surgery was performed on the right
mandible under the clinical diagnosis of a suspected odontogenic
keratocyst, which was subsequently diagnosed as dentigerous cyst.
There was no evidence of recurrence after surgery with a regular
follow up. However, the patient noticed a swelling in the right
mandibular region and trismus, thereby revisited our hospital at this
time. MRI revealed a 4.8 cm-sized mass with partially ill-defined
margins, extending from the right mandibular molar region to the
vicinity of the right lateral pharyngeal wall. Under the clinical
diagnosis of mandibular tumor, biopsy was performed.
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A case of mandibular tumor
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A woman in her 60s presented with a right mandibular lesion
incidentally detected by PET during breast cancer evaluation.
Imaging revealed a 4-cm ill-defined radiolucent mass extending
from the mandibular body to the ramus, accompanied by lower lip
hypoesthesia. Segmental mandibulectomy and lymph node
dissection were performed. Histologically, atypical epithelial cells
exhibited diverse growth patterns, including nests, cords, plexiform
structures, and single-cell infiltration, with focal squamous and
clear-cell differentiation in a densely fibrous stroma. Perineural
invasion was observed. Immunohistochemically, the tumor was
positive for AE1/3, p40, p63, and BCL-2. No lymph node
metastasis was identified.
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A case of mandibular tumor
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A man in his 60s presented with right submandibular pain. Imaging
modalities revealed bone resorption and a pathological fracture of
the right mandible. Under the biopsy-confirmed diagnosis of
intraosseous  carcinoma, the patient underwent segmental
mandibular resection and neck dissection. The surgical specimen
showed a tumor (52X18X31 mm) centered around the right
mandibular third molar, causing extensive bone destruction.
Histologically, the tumor cells were predominantly polygonal with
nested or solid growth patterns; however, focal areas of stellate
reticulum-like structures and features resembling squamous cell
carcinoma were also noted.

SMA (fz) ,

C2-4

THEETERO—H

A case of a median mandibular cyst

FEE K, R OBER, PR, )Iln B,
EoRE

Yu Usami!, Katsutoshi Hirose!, Yuta Totuka'-?, Miku Kawaguchi?,
Satoru Toyosawa!

1) KBRS REERE o AP FE R SREH I 15 PR G AR

2) KBRS R RE o A FER 50 O MR SR 3 e

3) MO NEATBOE NS LR e i o B Rt o 2 —
AR O e R

1) Department of Oral and Maxillofacial Pathology, Graduate
School of Dentistry, The University of Osaka

2) Department of Oral & Maxillofacial Oncology and Surgery,
Graduate School of Dentistry, The University of Osaka

3) Dentistry, Oral and Maxillofacial Surgery, Sakai City Medical
Center

SE ] 40m%AR, Bk,

* FF: BHEFEN,

BURRE it RHEIC T THHEFRE L > N7 B 2 i S

n, EfFEr2— wﬂmﬁ%ﬂ%xﬁéhto%frmim

HHALTR,

B PTHL A/7VI/7xﬁ WA TEEFEIHE B
T NI I R SEEMEBEG D v, iR EEER
BERHHND,

Dﬂ'hwwfﬁ.&t@?“ﬁqﬂﬁlw WCHETReE EE O E R, 9

IR O LT AN, HAREITER 6, SEI Wﬂi%
FNEILTRN,

B FEERROBKZEHOL &, OEN I AR IEIT
iz,

W AT AL EIRNIZIZ R EORRBTR O bz,
FRELFT A - IS NI, HEROZER T,
O ANLTZZROEREMAE RSB DR, SMANS
RO LT,

PAEMEZAL
ﬁﬁf@%ﬁ

FRESIE B R I

A 40-year-old man presented with an asymptomatic jaw lesion
incidentally detected on a radiograph taken at a local dental clinic.
Panoramic radiography revealed a unilocular radiolucent lesion
extending from the bilateral mandibular incisors to the inferior
border of the mandible, with root divergence of both teeth.
Histopathological examination revealed a unilocular cyst lined with
ciliated columnar epithelium without prominent inflammatory
changes.
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Metastasizing ameloblastoma of the mandible to the liver:

A case report
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Ameloblastoma (AB) is the most common benign odontogenic
tumor, whereas it rarely metastasizes. Such a case is called
“metastasizing AB (METAB)”. The patient is 66-year-old woman,
who was indicated a well-defined mass in the liver. Biopsy showed
AB-like histology with mild cellular atypia. In her past medical
history, she had received left mandibulectomy 31 years before and
recurrence was found. It was benign AB. Both tumors were positive
for CD56. Ki-67 L.I. of the recurrent and metastatic tumors was 3%,
13%, respectively. We diagnosed METAB. The liver is uncommon
as metastatic site of METAB. To our knowledge, over 660 cases
were reported.
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A case of ameloblastoma with adenoid features recurring after
long-term follow-up
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7= OAEIFMREEOBWII T T ANV EEECH 7208, BFRA
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Adenoid ameloblastoma (AA) is a rare benign epithelial
odontogenic tumor newly classified as an independent entity in the
2022 WHO classification, characterized by local invasiveness and
high recurrence rates. We report a mandibular ameloblastoma with
adenoid features in a man in his 50s that recurred 13 years
postoperatively. CT imaging revealed a multilocular radiolucency
with cortical perforation. The lesion was initially diagnosed as
ameloblastoma. Upon recurrence, histopathology revealed follicular
ameloblastomatous proliferation with reverse polarity and duct-like
structures, resembling AA. Immunohistochemical and molecular
analyses will be discussed.
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Reduced nestin-positive cells in the collagenized stroma of oral
spindle cell/pleomorphic lipoma
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Oral spindle cell/pleomorphic lipomas (SCL/PLs) are rare benign
adipocytic tumors with diverse histologic features. Nestin, a marker
associated with stem/progenitor cells, is downregulated during
cellular differentiation. We investigated nestin expression in oral
SCL/PLs based on the hypothesis that it contributes to their
morphological diversity, particularly within the stromal component.

Paraffin-embedded tissue samples from 15 cases of SCL/PL
(including one pleomorphic lipoma) were analyzed. All cases were
confirmed by RB immunohistochemistry and RB1 fluorescence in
situ  hybridization (FISH). Nestin expression was evaluated
immunohistochemically, and nestin/CD34 co-expression was
assessed by indirect double immunofluorescence. Five high-power
fields per case were analyzed to quantify nestin-positive spindle
cells (NES-N). The collagen fiber area fraction (COL-A) was
measured on Azan—Mallory—stained sections using Fiji software.

All cases contained nestin-positive spindle cells co-expressing
CD34. NES-N showed a strong inverse correlation with COL-A
(Pearson r = —0.788; Spearman p = —0.797; both p < 0.001).
Densely collagenous stroma was associated with higher COL-A and
lower NES-N, whereas loosely collagenous or myxoid stroma
showed diffuse nestin positivity.

The co-expression of nestin and CD34 suggests a progenitor- or
adipogenic stem cell-like phenotype of tumor cells. The inverse
correlation between NES-N and COL-A may reflect stromal
fibrosis accompanied by loss of nestin expression in spindle cells.
In conclusion, oral SCL/PLs contain nestin- and CD34-positive
spindle cells, supporting the presence of stem/progenitor-like tumor
cells. Although further work is needed, nestin expression may
contribute to the histologic diversity of these tumors.
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A case of hyalinizing clear cell carcinoma arising in the palate
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fid LM E (hyalinizing clear cell carcinoma: HCCC) (3,
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AR I Zp40, p63, CK7IZBEME, S1001X—EBEEME, aSMAZS &
U'Calponinl 2T, Ki-67TEE#=RIZ5% L N Th o7z, LLEX
D, HCCCOIENIZ, HIHHIaLIR, R B < i e Bl 7% b Ry
TR T2, FISHERNT 247V, 93%IZEWSRI split signal
W, HCCCLZWr Lz, #2h 55 A% ICIEBEEIFRIEA
1o, YIBRMIA T, AL REOMBREZ R L, RHE
PRI M3 K OVE PR/ N AR~ DR &2 38D 7223, B & 272k
EIREITE O oo, SR KEIZI0 mmTH Y, Tk
PAMIEEE, pTl, Ly0, VO, Pnl, pHMX, pVMX& ZHiL 7,
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FHNEL T 255883 H 5, AEFITIE, EWSRIFEK DK
N Z Wi 2B A TH Y, HCCCOD IEME 7232 Wi T ALk I%
BB KO HRE SRR OFRANEE L B X b,

Hyalinizing clear cell carcinoma (HCCC) is a rare salivary gland
malignancy. A 65-year-old woman presented with a palatal lesion.
CT and contrast-enhanced MRI showed a well-circumscribed 17 X
12 X 12 mm submucosal mass in the left palate. Biopsy revealed
cords and nests of tumor cells with clear cytoplasm, hyalinized
stroma, and focal single-file arrangements. The tumor was positive
for p40, p63, and CK?7, focally positive for S100, and negative for
aSMA and calponin. FISH demonstrated EWSRI1 rearrangement in
93% of tumor cells, confirming HCCC. EWSRI1 analysis was useful
for distinguishing HCCC from clear cell salivary gland tumors.
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Clinicopathological findings of salivary gland tumors harboring
HMGAZ2 rearrangements and exhibiting histology similar to
canalicular adenoma
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TWo, ERR2 S ARIE C A 5 25 REeE A R 5y
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T % &, HABH, PRI3GIT, 26T IRE Rk E -
TWe, SRS, R B IECKT,  S10002
OVE AR, p63IT it 2 2 L, Ki-6TAE%ERIX5%AK
i TdH o7, HMGA2 FISHTX6fF 55 Tsplit signal & 72,
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L CTEEBEDEMMRH D, DO & kb =0 ET
ST IR IR AE, FLECHIIAREE, ARSI IREE, SR
FEELEUL, PRI ENOLOEBNITEETH D, A%
FTIIAMBAE OFREG O, ZWFEORER, ZIRIE
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Salivary gland tumors exhibiting histological features similar to
those of canalicular adenomas and harboring HMGA2
rearrangements are currently classified as a subtype of pleomorphic
adenoma. We examined the clinicopathological findings, as well as
the presence of HMGA2 and PLAG] rearrangements by FISH, in
six cases of salivary gland tumors suspected of belonging to this
histological type (all female; mean age: 73 years; five in the parotid
gland and one in the buccal region). This presentation reviews the
literature on the pathological features of this tumor type, highlights
key diagnostic points, and discusses its relationship with
conventional pleomorphic adenomas.
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A case of adenosquamous carcinoma of the tongue

CIROIL, ORE OB, TR K, EE R,

VellR IE2, FERORORY, MBIE R, B B2

Takumi Shibahara!, Kaori Ohya', Yu Usami?, Katsutoshi Hirose?,
Sunao Sato?, Yuta Totsuka?3, Narikazu Uzawa3, Satoru Toyosawa?
1) KBRSt = R e AR A

2) RBRCR R PR s R FE AR SRR H Rep BR 7 3

3) RERR TR B s R FE8 58 1 e Jig B3 e

1) Division of Clinical Laboratory, The University of Osaka Dental
Hospital

2) Department of Oral and Maxillofacial Pathology, Graduate
School of Dentistry, The University of Osaka

3) Department of Oral & Maxillofacial Oncology and Surgery,
Graduate School of Dentistry, The University of Osaka

[fS1]
MR LR (adenosquamous carcinoma; ASC) 1%, /W LR
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BTHROTHO IO Hr LR ~ETTT 25 2 &N EE
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Adenosquamous carcinoma (ASC) is a rare malignant neoplasm
characterized by histological features of both squamous cell
carcinoma (SCC) and adenocarcinoma (AC). Here, we report a case
of ASC arising in the tongue of a male patient in his 70s.
Histologically, the primary tumor was predominantly composed of
moderately differentiated SCC, with scattered glandular structures
accounting for approximately 4% of the lesion. In contrast, the
metastatic lymph nodes were largely composed of AC components
with cystic formation and mucous cells, accompanied by focal SCC
components, and were diagnosed as ASC.
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Role of importin a7 in the regulation of IL-la protein
abundance
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WHNZITW SN & h, MIaEERIC K S DIL-
loEl THIEPNIZRFF SN DIL-10% X7 B &I R E KFT
HEEZLND, LML, IL-1aOMIENZ > /37 B &% il
T OB OVTI AT BRI o TR, Z Ry
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7

HeLafifaIZIL-1038 7 Z — %28 A L7 EBRZZ AWV,
importin o7 DFEBLINHI NIL-1a O MRNAE R L X 7 B &
WCRIFTHEBLZMF L, ZOR%E, IL-1lo mRNARIZ T8
ERTARITRD b o720, IL-1a¥ 87 BRITAEI
KT Lz, &5, ZOERTEETeT 7 Y —AHEAMGI32
WBZ LV EIE Lz, 70, BBITY 7 TV RBIL- 104 2K
W MENTIZEB W TS, importin o7 DFETHNC & B 729
IL-1a% VN7 EEOKR TR iz,

PLEOFER S, importin a7XIL-1a% > /37 HEOHEFFIZES
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ST U723 BE 59 5 ATREME N B 2 b Tz, AHRFZEIE, IL-
la# X7 B BB BT 2 e e MR 2R3 5 b D
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Interleukin-la (IL-1a) is an alarmin whose inflammatory activity
depends on intracellular protein abundance. Because protein
stability is a key determinant of protein abundance and can be
influenced by protein—protein interactions, we investigated whether
importin o7, a protein reported to interact with IL-1a, contributes to
the regulation of IL-la protein abundance. In a HeLa cell-based
system expressing exogenous IL-la, importin o7 knockdown
significantly reduced IL-lo protein abundance without markedly
affecting IL-1ao mRNA levels. This reduction was restored by the
proteasome inhibitor MG132. These findings suggest that importin
a7 contributes to the maintenance of IL-la protein abundance
through a proteasome-dependent mechanism.
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B-blockers suppress norepinephrine-induced lung metastasis by
inhibiting vascular endothelial activation
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Norepinephrine (NE), a stress hormone, increases during the
perioperative period in patients with cancer and has been implicated
in the progression of metastasis. f-blockers are clinically used drugs
that inhibit the interaction between NE and B-adrenergic receptors.
Although B-blockers have been reported to suppress metastasis by
directly affecting tumor cells, their effects on vascular endothelial
cells remain unclear. Vascular endothelial cells contribute to
hematogenous metastasis by mediating tumor cell adhesion. In this
study, we investigated whether B-blockers suppress metastasis by
inhibiting NE-induced vascular endothelial activation. NE enhanced
tumor cell migration and invasion, consistent with previous reports.
In vascular endothelial cells, NE promoted NF-kB phosphorylation
and increased the expression of adhesion molecules, including Sele,
Vcaml, and Icaml. NE-stimulated endothelial cells also showed
increased tumor cell adhesion. These NE-induced changes in
endothelial cells were attenuated by B-blockers in vitro. These
findings suggest that B-blockers can suppress endothelial activation
as well as tumor cell motility. In a mouse lung metastasis model,
NE administration increased tumor cell accumulation in the lungs
and enhanced lung metastasis. In contrast, -blocker treatment
suppressed NE-induced lung metastasis. Histological analyses
further revealed reduced metastatic areas and decreased ICAM-1
expression in the lungs of B-blocker-treated mice. These findings
suggest that B-blockers may regulate metastasis partly by
suppressing NE-induced endothelial activation. This study
highlights vascular endothelial cells as important mediators of
perioperative metastasis regulation.
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Histopathological evaluation of level of mandibular canal
criteria and mandibular canal invasion in T4a classification
lower gingival squamous cell carcinoma
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The UICC classification for mandibular gingival carcinoma lacks

subclassifications based on bone marrow infiltration for T4a tumors.

Conversely, the level of mandibular canal criteria defines T4 by
bone invasion reaching the canal depth. Following reports that
actual canal invasion worsens survival rates, T4a-equivalent
jawbone invasion was subclassified into cortical penetration without
canal reach (BI+) and invasion reaching the canal (MC+).
Consequently, using the term "mandibular canal classification”
requires caution, as evaluation criteria vary significantly depending
on whether the clinical focus is placed on the overall depth of
invasion or the definitive presence of canal invasion.
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MRONJ# & IEMRONJHE D43 FHIZ 3T, ROC-AUCIE0.92L4
F, Fl-scorel®0.75~0.83%/~x L, Wilfx %€ L CBI[RET
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OMWBEIZBWVT, KV, HAHVIEME creversal line?d B 37
776

[E%]
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In this study, we evaluated the differences in bone tissue
morphology between the MRONIJ group, comprising denosumab-
or bisphosphonate-treated patients, and the non-MRONIJ group
using digitized HE-stained histopathological samples and
ConvNeXt. The results showed that the classification of the
MRONJ and non-MRONIJ groups achieved high accuracy, with
ROC-AUC values above 0.92 and Fl-scores ranging from 0.75 to
0.83, indicating stable identification of both groups. Furthermore,
Grad-CAM suggested that the model focused on Howship’s lacunae
and reversal lines during classifications. Notably, thickened or
complex reversal lines were prominent in the MRONJ group.
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Clinical evaluation of surgical treatment for medication-related
osteonecrosis of the jaw in our department
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[#5]

AR, SEFI BB EESE (MRONY) O BFE T 1z &
HEREEINTEY, TOHFTHHRFEIZONTOREN
WREND, £Z T, MRONJAEBARR & 7220174E 7 A
1 H2520204E 3 A31H £ TO 249 7 AIC H AR KRS
HEIRFEMRONIS R A4 5% L 7-MRONJ 86JEfl A xf4 & LT
EERBIRRE 2T o - D THET 5,

[*t5:]

MRONJ#} 3B & 41U7220174 7 A 1 A 2> 5202045 3 H 31
HE TO 24 9 »HBIZ B ARHEF K ZHEIFBFEMRONIS K
%% L7-MRONJ S6JEFIZ x5 & L CHIRMRT 21T - 7=,
SGIEB DNFRIL, B HIERIE40GEF (BHESTER « AoPh354E
) SEXIFEETS. 8 T, DN ABEPAGIER] (CBIEISIER] « &
ME28IER]) FRBJFR67. T T o 72,

[ 53]

FIE O JFIRERANL, BHLRESBE CTIX33EFIABPRIFI T, 7
JEFI N RANKLILEIRTH 0, 78 AFE TIEBPRLFIAS 135E 45,
RANKLBHE SR AN 22E 5, M4 B A BLE L2 8 SEH], BPHRFAI
+ M HAERER 23 1 ERF], RANKLFHLESK 4 45 #r A fLE
MR 2R TH -7z, BRGEFINFE AT — VRN THD
L, AT =V 1MN6H, AT —Y2MN69%, AT — 3016
PHCTHY, TOWN6SEH (74.7%) 1ZxF L CHREMAIC T 21T
WV, BEREIIRI8% Th o7, —F, RIFMIREIL235HITXT
L CTITV, BfERII43%TH -7, FHABNCEMELRD L,
BPHLH D EfE2R952% Td 5 DIZ% LT, RANKLFHLER D
BRERITISTI% LKL, BARENRD b,

[B%]
WERNZBWTIES % S MRONJICK LT, AVEHEE 22 U yh
L L7 BT, 2FRESCHEER, EMTHROBEHEOME,
S LI TR E N DIt: OBERERRE 72 L 2 A a0 Bl L TR
WERRELIZWEEZ TN D,

G5

ABFHZ LY, 2 TOZAT— OMRONIZ X 54 FH G
RO MM RSz,

We conducted a clinical study of patients with MRONIJ treated at
our department. Of the MRONIJ 86 cases, 40 were osteoporosis
patients, and 46 were cancer patients. Among the 86 cases (91 jaws),
6 jaws were classified as Stage 1, 69 as Stage 2, and 16 as Stage 3.
Surgical treatment was actively performed in 68 jaws (74.7%),
resulting in a remission rate of 83.8%. In contrast, conservative
treatment was performed in 23 jaws, with a remission rate of 4.3%.
The present study suggests that surgical treatment is effective for
MRONIJ across all disease stages.
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M 16S rRNAD ZEH JREM M 2 B & LR - 3T =
7 VE— Rinsitungd 7Y F A ¥ — a VIEOHEE
Chromogenic and fluorescence in situ hybridization for spatial
detection of bacterial 16S rRNA in oral clinical FFPE samples
T8 A, ME FES

Hiroto Sano, Yasuo Okada

A B A RSB T 2 i 8 250 o B 3

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

[B1]
HET16S rRNAZAREAY & L7z tin situ hybridization (FISH)
EIL, FFPERRIZRT 2MERIEE LTHNWLR TV D,
—J7, ¥&{ain situ hybridization (CISH) 1%, HZFEOLOEE
BT IAMAE T CEIZATRETH B0, FME16S rRNAZ FERY
LLIEREIRONTEY, 20 13Kk o —T%2H
W%y MIEIFET 570X haTHIKIND 5, ABIZET
X, AWEFFPERKRICI T H#ME 16S rRNAD ZE AR H % B
Hy & L C, FISHER X OCISHEEIZ R — OFITCAE % 7 v — 7
AL, MTEORREE B TR R R AR LT,

[ 7]
5'% L OB R ICFITC % #25#% L 72 Universal 16S rRNAY 11—~
AL, b NEEEHESKFFPEM{E (n=5) % H\CCISHE &
UFISHZ i U 72, DABBG: fi i Hematoxylin 5 14: i f& &
FITCH M 78, DAPIRGEmEFE 2 i L, W Pk O A5 R
B Lz, 512, OFEHRAERED S ER L - RS ME
FFPEM (A Z FN T, 24853 X O72B R v~ U U [E &N
FISH> 7 FWVIZHE X BB ERFF Lz, AT, B ME
FFPEAH#% (= %I L TCISHI L ONFISH % 47\ s (a1 o 34t &
fT-7-,

(K&
W7 FHSRFFPEMA Tid, CISHEFISHD &6 & & M 2% L
THRWBMERS 2R L, T OBy e 2 13RO IE O AH Y
DD LT, BERMBEFFPEMA CIX, 24FFH[E & & 7215H
[ E O CRITCMEEEICABEEZITRBO b hotz, Lo
L FER T16S rRNAOMENRBTEILEW AR bz, & b
EFFPEMARIC W T S, CISHE L OSFISHIC X v HIE 134 %
B R LT,

[E%]
ARAFFE T, FISHIE & CISHIEIZ R — DOFITCIE# 7 v —7 %
WD Z & CHEMRZ I GERISHIE 2R L=, AT
1%, OFEFFPEMIRIZ ST 2 M H 0 2 R RITE AT I8 72
HAEHM L 225 2 eSS,

S BESEFRFTEE]
AFELEE, MWEE (BwRHEmE) |, G- G
NS ()

Chromogenic in situ hybridization (CISH) enables bacterial
detection in formalin-fixed paraffin-embedded (FFPE) samples
under bright-field microscopy without interference from tissue
autofluorescence. We established a system using the same FITC-
labeled universal 16S rRNA probe for both fluorescence in situ
hybridization (FISH) and CISH. Both methods showed strongly
correlated bacterial signals in saliva-derived FFPE specimens. No
significant differences in FISH signals were observed between 24-
and 72-hour fixation, whereas 16S rRNA localization patterns
varied among bacterial species. This method enables direct
comparison of FISH and CISH and provides a useful platform for
spatial bacterial analysis in oral FFPE samples.
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Congenital fistula of the dorsum of tongue: A case report
WO fEsT!, R&R wE, MRIL BEME?, FEH KM,
P, i FES!

Yoriaki Kanri!, Tohru Akashiba?, Takahiro Oneyama?,

Daichi Hanada?, Shuji Toya?, Yasuo Okada!

1) HASBERER IR AR i~ 50 i B o7 3 e

2) AARBFRSERRERE OISR

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

2) Oral and Maxillofacial Surgery, The Nippon Dental University
Niigata Hospital

(=1

FPERRII S I A9~ D SE R ML, B2 6 ~ 7 i Toepk 4
2 SR E R O UL & 72 % PERRE O A AR R0 YR IN
ThHLINTND, SF, FalTFICRE LT RIETE
L1 PIERRER L= T, BRIRIOZ: & ONT IR BRAR A0 LB
AL, TMAERZIMZAHRET D,

U]

1255 D B YL, EAF AT IO RS & 337 & LCORBE LTz,
EICHEAND EZZRYOMLANNTE S LS, HFOH
BlEE X2 bRy, BERRE CHFIIC3.4X33mm KO
o == B b, BRREIC RIERES AN B, JRATRE
T L JE AR & 500 T AT 28 KEAT S 4u72, 14X 7 X 6mm
ROGIGRHARE T, MRS, PRAITSEALTEZ D
WRITEE V- EROSHIEE A TE 2 S NS AL TR,
ARG Z 2 L TV,

(e

H e fEsk oD Se RMEBEFLIE, FIRAEMICI T 2 BIERE M6
RAETDHRRETE THY, HAESHBEEOREND DM,
A EIRRER L 72 SMAE B O & R I & D e R EALIZE
WA DHE R D, D THRRIER & E R 2,

We reported a case of congenital fistula of the tongue with
clinicopathological findings. A 12-year-old boy. A mass was
observed in the central anterior portion of the dorsal surface of his
tongue. It was a flexible protrusion. The excision was performed.
Histopathological analysis revealed a lesion consisting of stratified
squamous epithelium with parakeratosis that had invaginated into
the muscular layer, presenting a fistula-like structure. Consequently,
the patient was diagnosed with a congenital fistula of tongue.

In the present case, the occurrence of a tongue fistula can be
described as an extremely rare phenomenon.
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Ak EZERFBR (OED) U—%> 7N —ThbDORE
(B=®)

Report from the Oral Epithelial Dysplasia (OED) Working

Group (Third Report)

Sul B, R, A FE, REOE, UR B5,

BT FER, FEE K, B &P, e B,

FrE Ee, a3, R RE, BEE S, BHE O E—

Satoshi Maruyama, Tatsuya Abe, Kazuhiko Hashimoto,

Kei Nakajima, Takuo Henmi, Hisao Yagishita, Yu Usami,

Takaaki Tsunematsu, Hotaka Kawai, Naoki Katase,

Ayataka Ishikawa, Taisuke Mori, Hitoshi Nagatsuka,

Jun-ichi Tanuma

Ale LRI (OED) U —F v 77— A L R—

Member of the Working Group on OED

AEETIL TOEDKEIY —F 0 7 7 Vv—7") Z3%/E L, #
fai 7> 5 OEDIEFI ZINEET 5 & & b iT, FRHMBSFHIRT RIS
Mz CERRTEHR L EZE LIS AR 21T, BARICBY
HIERER) 72 OEDYR FR 2 W B HE DS 2 BB L T\ 5, —IEEE
DISOP35T »F a v RV T AT, FHBRETRZSh
7-OEDJEFI15F Z %t 5 & U CHAMEEZITYY, RRCBRINRAR—
BTH - 26IEFNZ DWW CHEMZR R 21T > 72, FEAEDISOP
36V ARY T A2TIE, AMEFIZOEDE 2T h, 0% 0
FEHREEEIC X v Bl o F DS HERR & 172 1065E 6] %
KIRITHRF 2TV, MBS ORET 3 L ORIE i S B
b ¥4 2 L CREE/LHEFMMEH & 7 5 alfett 2 Wit Lz,
AlElE, H36[AISOPY R V7 K21 BT 5B RIGE TIRE
ENTHRFFED 5 5, OEDHFHU —F v 7 71— A2k
TEMMRFFRESE L GEE L, Olow-grade OED)» & %
finfb L7ERNC R 5 B N BB A0 Ao,  @FF
i M — Bk L S K &M % & 02RO F R,
QffuEERE DB &OREEE T JOE UG & O BLEME O REE, @)
[FAE AR A & FRAE A A & O RIZE 1 D HEFHIIE B o F8LE
DOFMIC O THET D, S5, ZBEESE (Mild/
Moderate,”Severe) ([ZBWTKEME L L THFbi TWZ18JE
BB 2 HERHMETE B 2 FRFMi b 5 F 2, OEDOHEME#R{L
U 27 G A 722956 B R R A I D W TR ET L 72
T, TOMEERIET D,

Histopathological grading of oral epithelial dysplasia (OED) is
based on the evaluation of architectural and cytological atypia;
however, diagnostic interpretation remains partly subjective,
leading to intra- and interobserver variability. Moreover, objective
and standardized assessment criteria have yet to be established. To
address this issue, the OED Working Group was established by the
JSOP. This report presents additional analyses derived from
discussions at the 36th JSOP Symposium, including histopatho-
logical features of low-grade OED associated with malignant
transformation, statistical re-evaluation, assessment of diagnostic
reproducibility, and investigation of cell adhesion and inflammatory
responses as potential histopathological predictors of malignant
transformation.
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A ks EEGE AR 212 81T 5 Transglutaminase 30 Ffi
Evaluation of Transglutaminase 3 in oral scraping cytology
wa MK, CEA AR, BH OB, DR ET,
Kl JoE!

1) 5 AR B 220 1 T AR R PR3 e 1 g B0 B

2) ARAS TR T3 BE SRR

Takanaga Ochiai!, Yuka Miyamoto!, Katsumitsu Shimada?,
Michiko Ehara!, Motohiko Nagayama!

1) Department of Oral Pathology, Division of Oral pathogenesis
and Disease control, Asahi University

2) Department of Oral Pathology, Matsumoto Dental University

[#=] oo MEZITMEZ A R4 128D
HEXSPHEIES N, TA RIA L IZHEH SN TV 5 Flow
chartiZ X ¥ I EN T T\Wb, LavL, DFEEFERE
MR R A e T ek B3 b RGR Rk o 8 L TR S 3 2 8K
EEh, KEOESRIZ L D HIEERECIERE O AL =
RERDIEFIE BT IS Z N, £z, ALHIRIZITK
JETED & IEEE £ TEAR R R LA E U % 7= O MK E %
FOREER LD L LTWD, &2 TABFZEIT EEMEE oML
il A% 1235 B L Transglutaminase 3(TGM3)23HE OB & L
THHTH L0 Lz,

[k FiE] MBHI T X TR R I I TIT VY, fa
WA B 44 0D O ZEREE b f7 D E3mAMAE & O ks A e 2
TR E % ORI A 2 V7=, AR A IINILM (22
) , OLSIL (124) , OHSIL (13f%) , SCC (18%i) ™65
Bl % =, LBCHREEIE T 0N b LT 1y 7 2 /Fll
UFFPEREAIZ TTGM3 & 1R & 3 2 fa e ik b e fa %
17> 7=, LBCERIE T O#EA 5> mRNAZ #IH L TTGM3 D&
f5¥-3& B % Real-time PCRIZ CTHENT L 7=, HEFHENTIZKruskal-
Wallis#i & & Steel-Dwasstf iE 12 TITWEHRZR0.050L FIZTH
BEbY L L,

U5 5] e s N OIFEREIR & Hi% O TGM3 I MIaE S BE 1 ©
HV, WOHELEATMEERECRELEZ, AftERRY LR
LML EER Y LR TOTGM3 B G FRIITEEZLRD
TRinoTe, AR T OGRS H 72 TGM3 O Bh 38 | 1 3
PEFEEAS @ VME ST L7z, SCCIENILM & OLSILIS & TYOHSIL
2% U CHBEICBERIIMET Lz, TGM3E A 3B IINILM
L SCCTEAME <, OLSIL & OHSIL TIE 2 i W M 2 7% LTz,
[53E] TOM31E O ks Rz Mk O FEIC L 5 TR I ER
DD EDDENEF RN EEET DI LR REARETHD
ZLEMNHALME R oT, AT E Yy T ERO RSB LT
MFRIC L D SCCOBMERIETIZ AL L 295 R L
OPIECH AR 2RI 5 ATREtE SRR X vz,

Although oral cytology is performed according to guideline, it is
often difficult to diagnose cases. Therefore, we evaluated whether
transglutaminase 3 (TGM3) is useful for cytological diagnosis.
Sixty-five cytological specimens and five normal samples were
analyzed. TGM3 localization was examined immunohisto-
chemically, and gene expression was analyzed by real-time PCR.
Statistical analyses were performed using the Kruskal-Wallis and
Steel-Dwass tests (P < 0.05). TGM3 was detected in all oral sites
and expressed in both keratinizing and non-keratinizing epithelium.
Localization of TGM3 was significantly decreased in SCC. These
findings suggest that TGM3 is a useful marker for oral cytological
diagnosis.
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Macrophages polarization and infiltration in oral epithelial
dysplasia and oral squamous cell carcinoma

e WEL @R e, WMae e, PR 8,

& 2

Takuma Arashima!, Kiyofumi Takabatake?, Hotaka Kawai?,
Keisuke Nakano?, Hitoshi Nagatsuka®

1) ] (LR SR SR 2 B AR B AT 28R 1 e BR 250 B

2) [ LI R S22 AR I ZEISE 12 o 2k 1 e B 53 B

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

2) Department of Oral Pathology and Medicine, Faculty of
Medicine, Dentistry and Pharmaceutical Sciences, Okayama
University

[FES] D LA (oral epithelial dysplasia: OED) (%
I JE Y 7E W) BE MR % A (oral potentially malignant disorders:
OPMDs) ®125TH VY, OWERFLE#E (oral squamous cell
carcinoma: OSCC) ~DHERY 27 #H L TW\W5, T, EE
M/NBREE (TME) B b~27 277 —Y (M) (ITumor-
associated macrophages (TAMs) &I TEY, TAMsDS5y
BN EBEERICEAET 52 RRESN TS, Lo
L, OSCCORHIBMFEZ Td 5 OEDH HOSCCHERIZI5 1T 25—
DWW BN TMOD 43R, HEFEIZ DOV TEERIT ARG L 7= iF
FIT D7\, & 2 CARBISE TIXOEDD AT FRIZ I 1T 5 RiTfE
WUNBREE DAL IS K VOSCCIERIZ I 1T 2 MoD /3, k%
et L7z,

[J71E] 201247 520194F (2 Y g B BESNEHC CTAm D 2 i
BIkr S 725 DOED (Low-grade, High-grade®-16JER/]) , ¥
& Wearly invasive SCC (8JEH]) , OSCCHER| & L TpTl, pT2
SE B (F16EH]) 2 vwiz, LEJE 6 B v T CD68

(MOMg) , CDl1lc (MIMg) I L TCD163 (M2Mo) DFfE
Qe EATY, v u 7y — VD0, EREERT LT,

[#5 5] MOMoeE L UM2MeitLow-grade OED~early invasive
SCCIZMFT THEIZEMLTE Y, FIIM2MeDHE N ]
Th o7, —J7 TMIMelILow-grade OED~High grade OEDIZ
T THIIN LT 7223, High-grade OED—~early invasive SCC
TR LT, MefERFEEUZE L CTIZOED TIIMI, M2,
MODIEIZZ 73> 7273, early invasive SCCTIIM2, M1, MOD
Bz < 72o Tz, OSCCIEBNC I\ CpTIAER & pT2JiE
BT DL, MOMe# X UMIMe CIEAH B AN A b L7
Do Tz, M2MelIpT2ERI O ST BN HEBEIZEL o T2,

(] BOERSCEBEBIZBWTEERER 2 R4 L 3h
TWAMMIEREOBRICB W TH BEEREEHZRZ LT
WoHEBEZBND, OEDIF—AICIZEBEEOMME 2 A LT
WHLEEZEZ LN TWAD, OEDTIEM2Me L Y H MIMe®D J5
PERLCH Y, ZORMREIT~ 27 v 7 7 — U BORLEH
5D EREMETNEZ~TWDEEXOND, —HFHT
OSCC TIIM2MQIBENL & 72 W MeD 3L L T b & B %
HILd,

Oral epithelial dysplasia (OED) is a precursor lesion of oral
squamous cell carcinoma (OSCC). However, the polarization and
infiltration of macrophages during oral carcinogenesis remain
unclear. In this study, we examined macrophages polarization in
OED and OSCC. Both M1 and M2 macrophages increased with
histological progression in OED. MI1 macrophages were
predominant in OED, whereas M2 macrophages were dominant in
OSCC. These findings suggest that macrophages polarization
differs between OED and OSCC, and that inflammatory changes
are occurring in the microenvironment of OED despite its
precancerous nature.

P14

V= VUHRET I T RSB B Tratl 2 At LIziEHAL
T L A D AR B

Analysis of suppressive mechanism for T cell activation via
Tratl in Sjogren disease model mouse

K RREE, WA =R, R OERR, R S,
AR BSR4 MRS HSE, Wi B/, AL EE
Ruka Nagao!, Akiko Yamamoto?, Kunihiro Otsuka!, Aya Ushio?,
Shigefumi Matsuzawa!#, Mami Fukuba!, Takaaki Tsunematsu!,
Naozumi Ishimaru?

1) T8 KRR AR 2 AT ZE 50 1 e BE 40 B

2) FATSA B 250 5 B SR

3) MR AR R AT e ST FERE e B0 B
4) JUNKF R FRE o 7R JERT H B o Be e 1 e sh B
SRS B

1) Department of Oral Pathology, Graduate School of Biomedical
Sciences, Tokushima University

2) Department of Pathology, Nihon University School of Dentistry
3) Department of Oral Pathology, Graduate School of Medical and
Dental Sciences, Institute of Science Tokyo

4) Section of Oral and Maxillofacial Surgery, Division of
Maxillofacial Diagnostic and Surgical Sciences, Faculty of Dental
Science, Kyushu University

[EH] > =—27 L (Sjogren disease: SjD) (& ME IR-CIR
R72 E O WIREER &5 ACRERRTH D, IHEL
U 7-CD4IG TR 23 RIEMEY A N A VHEATHZ LT
B IE IS LEXONTEY, CD4EMETHE DTG
{ETLEREIZ O W TIIW L D E BN 72 STV 5 2 SjDIC
B D CDARG I THE N O IE AL MRS oWV TS 234
720N, AR, B AR B ORI T 5 L CHln
A8 < HEMBIEZ R OB BCHRE O R E AR5 T2 2 &
DHOMNER-STEY, Forid, HMEINESEER ORI
IZE B L, SiDICEIT ATIHMHEAL TR 2B 5 MIcd 5
NP DY e

[ 5] B~ 7 25 5V IESIDEBRET T /L~ 7 2 DK
25 DR AR S 48 JE Grade |2 it U 72 CDARRMETHIIIC F8 1) 5
HIAEIE S+ & MFRAICR R T 2 7201, RIRCDARETHE I
AW TMTE (I L 2 EEE /OIS L DN 7 e 74
U AfENT R SN LTz, o C, IR A R I B
5T Cell Receptor Associated Transmembrane Adaptor 1 (Tratl)iZ
HEHL, ETASURIIBITAREEZMIB L, £/, Tratl
DOHEREIC DWW TRFTT 5 7= Tratl K¥E (KO) ~ 7 A& {ERLL,
M R B R AR 24T o 72

[f5 58] SIDEF /L~ 7 R 2B\ T, Tratl DI AENTE
It LEHIETL, 7a—3 A4 A M) —fi@#HTTH,

SDIEBE T L~ 7 A D FRIEPEEREAR T &b DR CHE 2
BB DBRO BN, £7-, Tratl KOv U A BEEND
RAFZ L, Xt~ w2 & bl U R S & > TRIER
RENEAL 5 2 & AR SN,

[#3] SjDET /L~ 7 2 TIECDAM TR 351 5 Trat1 ©
FEPNFREOEIRE & HHE L TRY, Tatlz L THDK
IS PECDARETE T D IE AL 3 I S TV D FTREMEAN & 2
bz, E561T, Tratl OB IZFEIRICRIT 5 EER R B 5
T 5 A REMEARIB E LTz,

Sjogren disease (SjD) is an autoimmune disease characterized by
lymphocytic infiltration of lacrimal and salivary glands. Activated
autoreactive T cells play a central role in SjD pathogenesis, and
inhibitory pathways regulating T cell activation have attracted
considerable attention. In this study, we investigated mechanisms
regulating T cell activation in SjD model mice. Expression of Tratl
in T cells was associated with severity of autoimmune lesions. To
explore its role, we generated Tratl knockout mice and found that
thymectomized mice showed exacerbated lacrimal gland
inflammation. These findings suggest that Tratl may contribute to
regulation of autoimmune lesions in the lacrimal gland.
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Reconstruction of enamel following application of acidulated
phosphate fluoride to an early enamel caries model
FEEOHER!, R AR, R JEa?, R 1R9E
KB FTh, MH T, Bk Fo?

Takehiro Yoshikane!, Tomoharu Okamura?, Katsuhiro Suzuki?,
Harumi Isono?, Yukino Hisano?, Chihoko Ikeda?2,

Kazuya Tominaga?

1) RER#EFFRERZEGE R EOFFER (B

2) BBk R S B 20 1 A L

1) Graduate School of Dentistry (Pathology), Osaka Dental
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2) Department of Oral Pathology, Osaka Dental University

[B]

B = A VEEEENE, A RaFo T % 4 b OlESRpH
LT OMRERFEIZL>TELD, V@it vk MU v A
(APF) 1%, BURHHI~D 7 v BHBIC LV EROEFEZN
L 7S REE 2R 528, BUKDOFRER X ONAPF{E I FE
M=) A NVEOREMERICRIE T B OV T4y 7 i
MR SN TR, ABFZECIE, &) A VEEEEE T
JVIZAPFE B LTIl A LN D =) A VE O EN R X
b2 b %, LK pH & APFOOE R R OB 57> B MaE L
776

[#4%E & J5iE]

WHEE U 7= © > Atk 2 HEPESIRIR & 7 13 HLEETAK (pH 455 5
VMESS) W1TEE3HMRIEL, SEr 5o A VE
WA EER%, APFAO0, 2, 4, 85 A WII200 BB L-d
OxEFREE Lic, AT L — — B o B R m
O ZWRITEREHE (Safl) ZFH, EBAE THEMEE (SEM)
THREBIRE OG22 B, =X —0RBIXHRy ek
(EDSH M) IZ L » Tkl Rm D 7 v BEFEZHE LIZ,
CRES)!

pH 45D FLERIZ3 A MRS L7ZHE T, APFZSBAFLZ2To
RS CSaf A EICHEAD U, sBRE OB L2580 b,
SEMBZTIX, BUKICE > TAUMM Lz F A VERE
VIS T T BRI S 2N BLER S 72, EDSHOHT DFE R,
pH 45D FLERICIRIE L2 BE CIXAPFRARER] O E SI124E 5
7 v REHBEOEEREIMNIERD SR o T,

[E%]

IR =T A VEDOFRBIZAPFE BT 5 &, APFE KO
M & —EEAg R REIAMEN AL U D —T5, BUK=F A NVEIC
APFZ AT 25 &, Safi D & I 7238 7k 8 B WO I3
HRIRIEFERIC X BN b, Zhid, fESRTEE N
fifd ERAZ L7 vk v o AiEEMIC L A HE L%
Z6Nb, MK LI F ANVEIZAPF 28+ 5E, =) A
NWERBOT7 v FREFEN2THEMLIZZ &g, ERER
DAPFALE T A VEPMEFEIITEBE SN D Z EWNRER
776

We created a model of early-stage enamel caries by demineralizing
bovine incisors with lactic acid. Acidulated phosphate fluoride
(APF) was applied to the enamel surface, and the surface roughness
(Sa value), microstructure (SEM), and fluoride content (EDS) of the
enamel surface layer were observed. Application of APF to the
demineralized enamel resulted in a decrease in the Sa value. SEM
images showed that the enamel surface was covered with cuboidal
or spherical crystals, and EDS analysis revealed an increase in
fluoride content within 2 minutes. These findings suggest that the
enamel undergoes rapid physical and chemical repair.
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RBM39% % & ¥ D ¥K-IKAE 0 BEZ A L 72 YAP/ TAZER B4R
RO IS OFF & O ER T LB O 1R FR

RBM39 orchestrates YAP/TAZ transcriptional condensates via
LLPS in oral squamous cell carcinoma: Mechanisms and
therapeutic strategies

ANBR SEARI2, R R, IeE #A2,

Wik P!

Yukina Kobayashi!?, Nanako Kataoka!-?, Mikihito Kajiya?,
Toshinori Ando!
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[Background]

Aberrations in the Hippo-YAP/TAZ pathway promote cell
proliferation in oral squamous cell carcinoma (OSCC). We
previously demonstrated that EGFR alterations activate the
transcriptional coactivator YAP/TAZ, and that the RNA-binding
protein RBM39 directly interacts with YAP in the nucleus to
enhance transcriptional activity. Recently, efficient transcriptional
regulation via YAP/TAZ-TEAD condensate formation through
liquid-liquid phase separation (LLPS) has gained attention, but the
specific role of RBM39 in orchestrating these condensates remains
elusive.

[Objective]

Since EGFR signaling is a key driver of YAP/TAZ activation, we
hypothesized that its inhibition, combined with RBM39 depletion,
could synergistically disrupt transcriptional condensates. This study
aimed to elucidate the mechanism of RBM39-mediated
transcriptional condensate formation, and to evaluate the efficacy of
a dual-targeting strategy combining an EGFR inhibitor and an
RBM39 degrader to target the transcriptional condensate.

[Results]

RBM39 possesses an intrinsically disordered region (IDR) crucial
for LLPS-driven condensate formation, and intracellular mCherry-
RBM39 successfully formed distinct condensates. Proximity
ligation assays (PLA) showed that RBM39 acts as a core
component, closely associates with YAP, TAZ, TEADI1, and BRD4
in the nucleus. Treatment with 1,6-hexanediol, which dissolves
condensates, markedly diminished the RBM39-YAP PLA signals.
Furthermore, combining an EGFR inhibitor and an RBM39
degrader effectively blocked condensate formation and induced
synergistic anti-proliferative effects.

[Conclusion]

Our findings uncover a novel transcriptional regulatory mechanism
driven by RBM39 within YAP/TAZ transcriptional condensates in
OSCC. This highlights the potential of developing new therapeutic
strategies targeting these condensates, such as the combination of
EGFR inhibitors and RBM39 degraders.
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Somatic mutation prediction from H&E images in oral
squamous cell carcinoma using pathology foundation models
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o BiY]
H&EYEBITIHFEZWNIC T 2 i b AR 2 H R CTH 503,
IETRE S EHMORRIZEY, WIRTIEEZ SRV
IR DR O IRHIIRE R A2 TR 2R AN ED S Tn
%, AWFZETIE, BBEH TTCGAT —# _N— X IZINE S T
W5 ARERE R (OSCC) ®Whole Slide Image (WSI) &
BRT—2 % HNTC, JREREEET K HDH&EB S5O
BETERTROBRNEITo 72, &5, TTANEHRLE
ﬁ?%ﬂﬁk#é:a?ﬁ%$%%%«®§ﬁﬂ%@%ﬁﬁ
L7,

(5]
TCGA-HNSC =4 — h 25 O EJFEFE D OSCC 155 il (164
WSI) % f#Hrxtg & L7, Prov-GigaPath, H-Optimus-0,
Virchow2, UNI2-h, H-Optimus-1 OSFEFEOFHEIEMETT L%
AT A v2m L, P LTAT A RMRERT ML
EAR L, ar— NNTERBEEOE W 30 BT AR
WZL2IEAEr AT 4w 7 BURIC L D AR ZEMGEE TV, &F
T DERETRIMERE A AUROCIZ L 0 74l L7z, & b m ok
BEEZRLEZET IV - BRTFTOMAEEDEIZSOWVTIT,
Attention ¥ & 5L T D THE - FAM L, WSIEIZ
AttentionfiE35 (Dheatmap % ffi il L 7=,

[FER]
2R BAEE BT 30 B2 AUROCESMEITSETT L & b
0.50 Rt CRERETRD Lo T=, —F, HAOBLETT
1%, H-Optimus-11{Z X % CASP8 4 5 @ i Bl A i & 4 4E
(Attentiont#4%, AUROC 0.78) %7~ L 7=, CASP8® Attention
heatmap C/3H-Optimus- LT EE EE & 0 & BB 08 Somifkic
AT DM 2R Lz,

GEF)!

Ain silicof T2 LV, OSCCIZIWT b H&E {4 D 227> & H
EDOELBTERZTHTE DAREMEN RIS NZ, L)L, £
< OBB T TIEFRBIREME <, BEARIES NI - Rppr &
bR+ Enzd, OSCCERET—X1 vy oL &b
2, ILRHENRT A—=FRLET LOEILNE % O E
LEZLNZ,

H&E-stained histology is central to pathological diagnosis, and
recent deep learning models can infer somatic mutations from tissue
morphology. Using oral squamous cell carcinoma (OSCC) datasets
from the TCGA-HNSC cohort (155 patients, 164 WSIs), we
generated slide-level vectors with five pathology foundation models
— Prov-GigaPath, H-Optimus-0, Virchow2, UNI2-h, and H-
Optimus-1 — to predict the 30 most frequent mutations via cross-
validated logistic regression. Mean AUROC was around 0.50 across
models, while attention-based H-Optimus-1 showed the best single-
gene performance for CASP8 (AUROC 0.78). Attention heatmaps
highlighted peritumoral stroma rather than tumor epithelium.
Improving sensitivity will require model optimization and larger
OSCC cohorts.
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Cross-cohort integration and reproducibility analysis of
salivary miRNA signatures in OSCC
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[ BHH] MEEmIRNALE DR LR (OSCC) D IR BEMY
NAF~w—h—L LTHFENTWER, ALF—4Fv |
M COFBMEIT RIS N TR, RAFFETIE, 8%
D WEHE mRNA A 7 — % 2 SWE & T CHMA L,
OSCC/HNSCCBEmIiRNA Y 7 % F ¥ — O FEE & AW
WP R LT,

[7#] GEO L 9 GSE176077, GSE207030, GSE209670 % Ht
L, RNA-seq¥ &L O"NanoStringT — # (ZxF L T 5 /& & #,
ERAL, ERBEmIRNARRS,, TR0, ZRRE BT,
F—4% v M Dlog2 fold changeffBIfFMT 21T -72, & BT,
3adk— N CHE L TR &AL D miRNAZ DWW T A —E
M, ShHERE, HEHFERRILE KA L7= recurrent score % H
L, BEmiRNAZ L L7, itz onw i, SR
Wk S R BT %2 WV TGOR L NKEGGHE IS iR AT &
fT-7-,

[#55] SEEH% DOERMIRNAT 2 7 7 A L TClE, skt
R & OSCC/HNSCCO 43 B Z /3 TdH b, FIEBIFIZ SRR
PI— 2B Tz, ZERNIFEBUFENT CIIFDRA & 72 miRNAIL R
ETd o> 7=, RNA-seq & NanoString[i] D FFBLIE XK A - 7=
—J7, NanoString/Ei% = 78 — k[ Tl IRy B W — Btk 2 7R
L7, MK & MiEr 2y v Y —  AmiRNADO—HPEITZ L, 4
RIS B R S 4172, HEAMEAHTIC & Y miR-18a-5p, miR-
55la, miR-10b-5p, miR-195-5p, miR-146b-5p72 & D FEERGEAR
AP &, BRGNS, = R A b= X,
F—= T 7 T—, R TF RS N B R, aAE
HIBERR IR E ATV,

[#&iw] 3oL a7k — FOFBAMITICL Y, OSCCEEED
FHHEMMIRNAD I Sz, —F, AHMEHRmMIRNAT — ¥
BT Wy 732 F v —OFHMIRENTHY, 5HO
FEREL & A7 SRR R AR O B B 3 7R E 47z,

Salivary miRNAs are promising non-invasive biomarkers for oral
squamous cell carcinoma (OSCC), but their reproducibility remains
unclear. We reanalyzed three public salivary miRNA datasets using
quality control, normalization, differential expression analysis,
cross-cohort comparison, recurrent miRNA scoring, and pathway
enrichment analysis. Integrated analysis identified recurrent salivary
miRNA candidates including miR-18a-5p, miR-10b-5p, miR-195-
5p, miR-146b-5p, and miR-551a. Although diagnostic
reproducibility across platforms and biofluids was limited, these
candidates were enriched in vesicle transport, autophagy,
proteostasis, and cell-cycle pathways, supporting their biological
relevance and prioritization for future multicenter validation studies.
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Palmitic acid suppresses metastasis by inhibition of epithelial-
mesenchymal transition in human oral squamous cell
carcinoma

Jae-Han Lee, Bongkotchanok Danrungcharoen, Sung-Dae Cho
Department of Oral Pathology, School of Dentistry and Dental
Research Institute, Seoul National University

[Introduction]

Palmitic acid (PA) is a saturated fatty acid that is known to exert
anti-inflammatory, metabolic regulation, and anti-tumor effects. In
recent years, PA was confirmed to be effective in colorectal cancer,
liver cancer, and breast cancer via apoptosis and cell cycle arrest.
However, its impact on human oral squamous cell carcinoma
(OSCC) remains unexplored.

[Aim of the Study]

Consequently, this study aimed to investigate the anti-metastatic
efficacy of PA against human OSCC.

[Materials and Methods]

Human OSCC cell lines (HSC-4 and HN22) were employed in both
2D and 3D spheroid models. Cellular viability, migration, and
invasion were evaluated using CCK-8, scratch-wound healing,
transwell assays. EMT markers and transcription factors were
interrogated through western blot, immunocytochemistry, and qRT-
PCR.

[Results]

Non-toxic PA selectively abrogated OSCC migration and invasion.
Morphological profiling revealed a profound phenotypic reversal
from a spindle-shaped mesenchymal scaffold vimentin while
potentiating the epithelial marker E-cadherin. Furthermore, PA
transcriptionally repressed EMT-transcription factor snail, twist, and
zebl, effectively impeding their nuclear translocation and gene
expression, particularly downregulating snail and twist.
[Conclusion]

These findings suggest that PA inhibits migration and invasion of
OSCC by regulating the EMT-TFs and its potential as an anti-
metastasis agent in OSCC.

This research was supported by Basic Science Research Program

through the National Research Foundation of Korea (NRF) funded
by the Ministry of Science [RS-2025-00553553].
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Inhibition of SRC-mediated EGFR activation by Tirbanibulin
triggers apoptosis in oral squamous cell carcinoma

Su-Jung Choi, Seong-Doo Hong
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Research Institute, Seoul National University

[Introduction]

Tirbanibulin (KX-01 or KX2-391) is a first-in-class dual inhibitor
targeting both Src family kinases (SFKs) and tubulin
polymerization. While its antitumor efficacy has been established in
several epithelial malignancies, the molecular mechanisms
underlying its activity in oral squamous cell carcinoma (OSCC)
remain undefined.

[Objective]

This study aimed to elucidate the antitumor mechanisms of
Tirbanibulin in OSCC, focusing on cell proliferation, apoptosis, and
the SRC/EGFR/STAT3 signaling pathway using 2D monolayer and
3D spheroid culture models.

[Materials and Methods]

The antitumor activity of Tirbanibulin was evaluated in OSCC cells
using both 2D monolayer and 3D spheroid culture systems. Cell
growth, viability, and apoptotic responses were assessed by trypan
blue exclusion, CCK-8, colony formation, and soft agar assays,
together with Annexin V/PI staining and immunoblot analyses to
elucidate underlying molecular mechanisms.

[Results]

Tirbanibulin potently diminished OSCC cell viability at low
nanomolar concentrations by triggering caspase-mediated apoptosis.
Mechanistically, Tirbanibulin abrogated SRC phosphorylation,
which was accompanied by suppression of EGFR activation, a
requisite signaling event for sustaining OSCC survival. Additionally,
Tirbanibulin-mediated SRC inhibition markedly attenuated STAT3
phosphorylation at the Y705 residue, resulting in reduced Mcl-1
expression. These findings were recapitulated in 3D spheroid
models, where Tirbanibulin disrupted the SRC/EGFR/STAT3/Mcl-1
signaling axis and induced extensive cell death.

[Conclusion]

Our findings support Tirbanibulin as a potent inducer of apoptosis
in OSCC by targeting SRC as a key upstream regulator of the
EGFR/STAT3/Mcl-1 axis. These results provide a mechanistic
rationale for further preclinical and clinical investigation of
Tirbanibulin as a targeted therapeutic strategy to overcome SRC-
driven oncogenic signaling in OSCC.

This study was supported by grant no 02-2025-0703 from the
SNUDH Research Fund.
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Genomic analysis of TCGA datasets to explore carcinogenic
pathways in AYA oral cancer
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H s D % < 12605 AR LABRIZ 3 SE L, Adolescent and Young
Adult (AYA) HAROEBITEHMROKIZ%ICEE D, AYALH
Ko OB ERELENTEARTHY, RN - MR 2o
W72 ) 27 T 7 7 Z—Z LT ICRIET MR H 5,
L2 L, AYARROIEGEIT D72 <, BEiErCBamiy =
BRI B R I W 72T TRy, ARFSE
TlX, The Cancer Genome Atlas (TCGA) T —# X—AMMbHE
R EREEar— NOBGTERT -2 2FE L, AYARAY
(10f]) & e65ikLh Bt (4061) % LLsfifdT Lz,
ALV TTPS3 « NOTCH1 %2 il E BB A KT A4 N —ii
IGFERNEHEEICFE D 5h, TIN - OBSCN - USH2A -
PCLOZ: EOKBBE TR0, ARMET R b — 3 ZAREIZE 5
T HCASPSOE ML I RFBRETCHH-T-, —F, =
Ve RT 4 v 7 HENCEE T 2 BE T TIEEMZESRD b
720 AYATEAREE TIEDNAMKE RUE S ORERIZBI P> H0RC2, 7
o< UET Y TG 9 H2HELLSOE B RHUN ThH
D, EEEH IR SN holz, LT, EEERETIE
7 a =< F AEE - s BH N B 2 5 ZEHX4 + CREBBP -
KMT2A * KMT2DDZE B3GR B, AYAMACEEIZIZ A B
Teino Tz, WEEHIZpS3, PI3K/Akt/mTOR, NOTCHI1/Wnt 7
TR Y =T ¢ 7 #lfHl, DNAEE, ME -
MIaEEEICET 2 BETTERSRB SN0, R—REAN
T ORI 7 E BB R T DFIE L TV,
INGORERMND, AYAH RO OBEEE CllEima & I3ie 3
T 0 ARG LT D ARSI ST, BLERET
T EBFI OIEITIZE E 2 S DD, AYAHAIZEAA D O e
JERS IS 2 HfR 42 ECOFRRMANE LN,

Oral cancer rarely affects Adolescent and Young Adult (AYA) and
often develops without conventional risk factors, yet its
carcinogenic mechanisms remain unclear. Using TCGA data, we
compared mutational profiles between 10 AYA and 40 elderly (>65
years) OSCC patients. Both groups shared driver mutations in TP53,
NOTCHI1, TTN, OBSCN, USH2A, PCLO, and CASP8. However,
AYA cases uniquely harbored mutations in epigenetic regulators
ORC2 and HELLS, whereas elderly cases showed ZEHXA4,
CREBBP, KMT2D, and KMT2A mutations. These differences
suggest that distinct carcinogenic processes may underlic AYA oral
cancer.
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Primary intraosseous squamous cell carcinoma (PIOSCC) is a
common odontogenic carcinoma classified by the current WHO
classification as primary intraosseous carcinoma, not otherwise
specified. Compared with oral mucosal squamous cell carcinoma,
PIOSCC has been reported to show a higher propensity for distant
metastasis and poorer prognosis, yet histopathological prognostic
markers remain unclear. We retrospectively reviewed 25
mandibular PIOSCC cases resected at Institute of Science Tokyo
Hospital between 2013 and 2024. Standardized histopathological
re-evaluation included tumor diameter, differentiation, infiltrative
pattern, lymphovascular invasion, perineural invasion, mandibular
bone invasion pattern, periosteal reaction, and extraosseous
extension. Associations between these parameters and disease-free
survival were analyzed. Larger tumor diameter (>55 mm), a
permeative bone invasion pattern, and presence of periosteal
reaction were significantly associated with increased recurrence.
These results indicate that tumor size, specific bone invasion
patterns, and periosteal reaction may serve as predictors of
postoperative recurrence in mandibular PIOSCC and could inform
considerations for adjuvant therapy. Further multicenter studies are
warranted to validate these findings.
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Analysis of CXCR3 expression patterns in salivary gland
pleomorphic adenomas
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[ Background]
CD73 is an ectoenzyme that generates extracellular adenosine and
regulates tumor growth, immune responses, and tissue remodelling.
CXCLI10 is a chemokine involved in inflammation and cell
migration, acting mainly through its receptor CXCR3. We
previously investigated the CD73—CXCL10 pathway under hypoxic
conditions using the salivary gland pleomorphic adenoma-derived
cell line SM-AP1. Under hypoxic conditions, CD73 and CXCL10
expression were upregulated, although siRNA-mediated CD73
knockdown suppressed CXCL10 expression.

[Purpose and Methods]
In this study, 50 surgical specimens of human salivary gland
pleomorphic adenoma were examined histopathologically and
immunohistochemically to evaluate the expression pattern of
CXCR3, a receptor for soluble CXCL10, and its association with
histological characteristics and capsular invasion. Histological
subtypes were assessed based on cellular arrangement and stromal
features.

[Results and Discussion]
CXCR3 expression was predominantly detected in ductal epithelial
tumor cells exhibiting tubular differentiation and squamous
metaplasia, with additional positivity detected in solid tumor areas
composed of plasmacytoid myoepithelial cells. Capsular
involvement was identified in 48 of 50 cases (96%), and CXCR3-
positive staining was frequently observed in areas of capsular
involvement, particularly in association with tubular structures and
hyaline/myxoid stroma. Collectively, these findings indicate
CXCR3 is preferentially expressed in ductal epithelial components
and is frequently associated with areas of capsular involvement and
hyaline/myxoid stroma. The observed expression pattern suggests
that the CXCL10-CXCR3 axis may contribute to capsular
disruption and local invasive growth in pleomorphic adenoma,
especially CXCR3, which may represent a potential marker of
invasive behavior in pleomorphic adenoma.
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Epithelial-mesenchymal transition-inducing molecules regulates
cell polarity and differentiation
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(=]
b P R R AR F- T B Snai 2l TR A B D W BT R 0 F 73
B3, 5 R o F I AT SRR 2 R A &
HEFFICBHBEARFAR TH D, — 5T, ZTOHEMAREFIZONT
WL ST,

[Ef]
AFZETIE, WEERRA VT 7 A R4 ER % A CHEg R34
BRI T D Snai2 D EN &M LT,

[(#8E, 5]
~ 7 AESHIMY (mESCs) XL 'k KiPSHIME (hiPSCs) (2
PiggyBac % Ffl \ 7= doxycycline #% 35 M D Snai2 & Bikk 2 (ERL L,
TER S NI MER AR AV T 7 A R ORARFHIE L U'RamDAseq

BICEDHE Mg~ T > A7 U7 h—Lfi# T (scRNA-seq)

EATo 77,

[R5 5]
Snai2 Z @B FIFEEL L 7=mESCsh> b4 L a5 8 L -G IR AL 1/
4 R, 2L oo EEZ 2L, aSMA mRNADFILITE
&, HERESERIIT IR A Llining T 5 5 _LRRRNA A HE 0 LT o
720 hiPSCs?2> BLFFE L 7o B AV T/ A4 RIZE T Snai2
REELE CR TR AMIERE L 7= — )7 C, shSnai2 |4 BERS &
DR AR UM IR b2 LS E Lz, A/ A4
R RSN KetSBPE RS ERR S 528, BLBRIENZ &
(2, Snai2 FELRECTIL L 0 M4 S A7 KetSBRE /N E 2B O
B BEsh, ara ha—LBEICEY > T, NEIC
Krt18/19B5 MR DR A 1 5 2R A4 Uz, seRNA-seq®
FEHT 7> 5 Snai2 S8 REE D ANV H A K TrEKet5EDBasal cell
SEHENBEZ T L, F7-cell chatdfiFHT 7> & myoepithelial
cell 7>5notchy 7L Z 41 L 7=ductal ~D AR DS IR S v
77

[#E5E]
Snai2 |3 AHFaRENE 2 A3 2 = & ORI _E R R 4L - R
BICEET 5 Z LRI E N,

Snai2, a pivotal EMT regulator, is essential for myoepithelial
differentiation and cleft formation in developing salivary glands.
Using ESC/iPSC-derived organoids, we demonstrated that Snai2
expression enhances budding structures surrounded by a-SMA+
cells, whereas Snai2 knockdown suppresses this development.
scRNA-seq revealed an expanded basal cell population and
suggested that Notch-mediated interactions between myoepithelial
and ductal cells drive tubulogenesis. Collectively, our findings
indicate that Snai2 governs salivary gland maturation by regulating
budding initiation and cell polarity.
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Modeling salivary gland tumorigenesis using genetically
modified human iPSC-derived salivary gland organoids
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MR IR A (Salivary duct carcinoma : SDC) &R AR
LYBRARREZRHMETOEMERE THY, T ORIEHT O
IZIEE MEBET LOREENRD BN TND, Fix OIS
TN—71X 2 E Tl MPSHIIE) B EERIRA VT /) A4 R
FHET LM AT C& 7z, AWFFETIIE MPSHIN
SRR AR A VT A REdfE & 7 ) AFRERIN 2 A bE T
SDCHEJE D BRI & 7l A 7=,

[E]
SDCICEHEEIC A BV ATPSIER 2 HT %5 v MPSHIA 5
WERARA VT ) A RAGHE L, TP535 % 2N MER IR IE T AL %
FEESHDDED TG LT,

[(#4%F - J5iE]

) ARREHMIC L D TPS3E R A E A L=t MPSHIlEd &
B ARIPSHIRE 2 AN 7=, & NPSHIRE D & D Be B L3
EIRIC L D EERIRA VS ) A RE2ERLL, S8R, HikE
RIS B NS F RIS 1 7 7 A V% it L=,
CRES)!

TP53E B &~ 7=t MPSHIED S L MEEARA VS /A KD
FHENRTRETH 727, BAEM e MPSHM & ik L TiHkE
HROE T 2ROz, FHEDROE T IIMH O O Lok
FEHEOEFAFETH D 2 LRS- 70, LR
DEPCAMIZ L B HALIC L D FERO S EEZ R AT, —H,
R ENTZANVH ) A FOMBEFFREICEEE 7o 2 R I3R
SN o Tm, EATFEBARAT T, A0 Hl <o fE g B o
TN S-F D s FRECEB AR b,

[#E5E

TP5378 BUTMER AR A V4 ) A4 KOG 24 KT L,
AN RRE T HRBUCEB L2 b= S REME N R ST,
RETNEUEBIOEMICELET S 2 & TSDCRIEYIH O
TR e e g L 72 D Z L IR S N D,

Salivary duct carcinoma (SDC) is a highly aggressive malignancy
lacking suitable human disease models. We combined genome
editing with human induced pluripotent stem cell (hiPSC)-derived
salivary gland organoids to model SDC development. TP53-mutant
and wild-type hiPSCs were differentiated into salivary gland
organoids and compared. TP53-mutant hiPSCs generated organoids
with reduced induction efficiency due to impaired early oral
epithelial differentiation, which was partially improved by
EPCAM-based epithelial cell purification. Although no apparent
histological differences were observed, transcriptomic analysis
revealed altered expression of genes associated with cell
proliferation and tumor-related signaling. This platform provides a
basis for investigating the molecular mechanisms underlying early
SDC pathogenesis.
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Plasmablastic lymphoma (PBL) %, F & L CHEREBHIC
FAETAHHTEELEEOBMEMLEY LV oETH Y, @EEIX
CDI138F 2~ 7, 4 El, Kk OIRE AR EMALIZIEA L

CDI138FalM: T W 5 5& L7-PBLD 15 & F2 8k L 7= D THE
Do
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S0iE M, 40 A RN AWM TS ~ RE & itk g, 1R
RENF Uiz, @I mERRLE 2RO -0 Y a
%2 LT, Ml A THHE#EMERIZ20X 15 mmAk O
M CHHMMEDERE 25807, MERTISLOSEHY 3
FEARIZER DT, W EH LN EWRINEITA LN - T,
AIEZ T BRSO DR SN THERE TH 728, W
LA M IIERE OS2 e K A2 RO T,

[ B AR R0 T L]

R T IC BAE I S OVE AMEICHISE L, S DE4 3
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R S— kN F—DFEAED I L=, IBIIOHIVRE Ttk &
20, BREATRB L OYREMR AT R A A L CPBLE R
ML 7=,

[#E55E

CDI38[EMPBLIZM TH V, HEMI AR~ —F—DKRIIZ &
DRBWINREEL 725, AJEFIT A FERZAL % 228 L L CHIVE
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Plasmablastic lymphoma (PBL) is a rare, aggressive B-cell
lymphoma typically expressing CD138 and occurring in
immunocompromised patients. A man in his 50s presented with a
rapidly enlarging gingival mass at a non-healing extraction site.
Histopathologically, diffuse proliferation of atypical round cells
was observed. The tumor cells were positive for CD79a, MUMI, A
light chain, c-Myc, and EBER, but negative for CD20, CD138, and
PAXS, with a Ki-67 index >90%. HIV infection was subsequently
identified. A diagnosis of CD138-negative PBL was established.
This rare phenotype may pose a diagnostic challenge in oral lesions.
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A case of low-grade malignant peripheral nerve sheath tumor of
the maxilla associated with neurofibromatosis Type 1
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Malignant peripheral nerve sheath tumor (MPNST) [FRFYAP#E
HHSROFEMIEE CTH 0, KRB RRAHEIEELIR (NF1)
WCBET 2 & SN D, 4, MPNSTORIERHZA & LT
atypical neurofibromatous neoplasm of uncertain biologic potential
(ANNUBP) 23MEME &, EORMBPANERESER ST
%, 4, NF1Z{5 5L L % E 5 % low-grade MPNST %
BB L= CHET 25,
FEGBII235 B M, 22 T RIS IR 25k~ 2 BIBRAT AN AT S U R
PEREYS & W S, 20 ARICRFTERER O, £ L
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RIS L, — %R lChemangiopericytomatous pattern% 33 8
7o FEMIIIHIE R 7 v~ T v 20T D MAEE L it
MlEZ7R L, RFTICZEEE > TV, WEDO KRS
VEREA AR BB S, FRAF T D viableZ2 BESGAIIIC © 250
FrREZRDIZZ LD, (WHRIEICLDIERERN TR I
Tz SRR FIZIXS100% 4y Mk, SOX10RE 1,
CD34 [z, Ki-67 labeling index (% 15% T& ¥, low-grade
MPNST& Wi L7z, LA L7235, FTiC & Y ANNUBP% 7
MRS HT R B R H i, MPNST~OEEEFEA &2 5 Tl
WIRWATH E B2 bz, —F, RN S-SR <
AR O R EERREZRD IR, BRoEBITZL
Moz, FEARRRLEICIZS1008E B8 L USOX103 UV E A
PR, CD34ITRH M) 72k T IRBE % 7R L, neurofibroma &
W L7z,
ASERIZ 3B U T, NF1BIEHREEIEES 1235 1F % neurofibroma &%
UYANNUBP & MPNST 4 B 27 i s 14 35 L OV 871 >
WTEBET D,

We report a rare case of NFl-associated low-grade malignant
peripheral nerve sheath tumor (MPNST) arising in the maxilla of a
23-year-old man. Following multiple local recurrences and
chemotherapy, resection revealed a spindle cell neoplasm with focal
S100 positivity, loss of SOX10 and CD34 expression, and a Ki-67
labeling index of 15%, consistent with low-grade MPNST. The
tumor exhibited occasional features suggestive of atypical
neurofibromatous neoplasm of uncertain biologic potential
(ANNUBP), while a concomitant cervical lesion was diagnosed as
neurofibroma. This case highlights the pathological continuum
among neurofibroma, ANNUBP, and MPNST in NF1-associated
peripheral nerve sheath tumors.
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A case report of a malignant melanoma arising from the oral
mucosa with difficulty in diagnosis

AW, R L g EUEL ERE 7S,
AR pRAN23, B R

Shoko Ishida!, Junichi Tanaka', Rika Yasuhara!, Yoshiro Saito3,
Toshikazu Shimane?3, Kenji Mishima!

1) BRI R R S 0 2350 11 IS B RS W Bk 23 1 e B s P
2) BEFnE R RS B EG  —

3) BEFNE R RS A5 O IS A B s

1) Division of Pathology, Department of Oral Diagnostic Sciences,
School of Dentistry, Showa Medical University

2) Head and Neck Oncology Center, Showa Medical University

3) Division of Oral Oncology, Department of Oral and
Maxillofacial Surgery, School of Dentistry, Showa Medical
University

[#2] DEkEREE 0B RAEIIHRAEE TH Y, 54F
EFFERT20-50%FLE L EEEED S WBIE THh D, £7-, AT
S UBFEREME T AEESD, AFICZ LWESITITR
NNEEE 725, Al Fex lZ@FEITZ LU OOk 58 o H
M BB A R BR L 72 D TR 5,

[H#] 88i%, Hitk,

(BEEIRE] mifE, BERIE, WS, BAEaE, By >
SNfE (705%MR - EAE) , KB (T05%1Y)

[ERARRGE] AR TSN EEMREZE R L, 70
O O EHERE T2EEBIBM 2 50T S iz, BRI R
ThHY, EHEFEEZ DIV, KA B A Y b sE
IS v # — BN %2 LT, BRAIS, AT 5E F
WHMEIMEICRE LB A A b, SHEIC A EMED B 5 ER
L=V R EiziBoi=h, WREEZSEWVAERN TS i,
D%, PET-CTIZT, £ L TN EbI/=D,
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S-100, SOX10E & U'Melan-A CHIEE 2RO 7=, £7-, Ki67
Bt R 135960-710% CTh o7, LLEXY, AT %A b~D5y
{LE RIS THY, EEOKRER L EWEEEL R~ 2 &
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We present a malignant melanoma with poor melanin content
arising from the oral mucosa. An exophytic mass occurred in the
mandibular gingiva of an 88-year-old male, under the clinical
diagnosis of gingival carcinoma, and a biopsy was performed.
Histologically, tumor cells with marked nuclear atypia were present
in the submucosal layer, and melanin pigment was present in a very
small number of cells. Immunohistochemically, the tumor was
positive for S-100, SOX10, and Melan-A. Based on the above
findings, the tumor demonstrated differentiation into melanocytes,
and given its high nuclear atypia, malignant melanoma was
considered the diagnosis.
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A case of desmoplastic fibroma associated with tuberous
sclerosis
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e EFETH D, AHIL65H &V 5 HiE TR A L7-DFfIC
Hol=n, B RE N2 THET 2,

Desmoplastic fibroma (DF) is a rare benign bone tumor showing
locally destructive characteristics. Furthermore, DF based on
tuberous sclerosis are rarely reported. Therefore, we describe a case
of maxilla desmoplastic fibroma affecting middle-aged female with
tuberous sclerosis, with literature review.
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Solitary circumscribed neuroma of the upper lip: A case report
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PISTPEFR Ry AR iE  (Solitary circumscribed neuroma: SCN) |
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973 FRAR R 7 B R TR RS Ph R RIS & DRI R #7235 5
W, AE, Bxid BEICHEA LIZSCNO 15 % %5 L,
BRARHT L, 99 BRARAR 710 B OV Mk b O BRE 2 1T o 7o D
TIHRAIB LR & PR CHlRET 5,
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SRR b R I O BRMEE IR L ) S VT SR B R AR R
iy & LTl bz, MIEEEITINIE 2 LELFE M
Z AT DA ER TR SRS O R BRIBRIRE A2 6 72 5 Tz,
— ISR ICESI T2 bR b, B nn
VerocayKiZ & Hivieinode, BT E->TEBY, B
BT IBE SN Do T, AT DGR O —ic
TERRZE PR I OPLEE « AL S e, ks
M, JEEFE D% < Hvimentin & O'S-100% A i & 7~ L
— 01 neurofilamentB5 P DB SRERFT R b B2 S 417,

(K35
AJEF OSCNIL, FEERMAEMERIE THROU S TnD 2 &,
Verocay R /3F88 5417, neurofilament (51 D fili ZZAR AT H.n 5,
PR EE RO AR HERE & DERRI N FIRE Ch o 7o, HIZ, D
PSS DRI W TAK B2 SREICE < 2 & ORI
ERZBRMSEI - fiThrLEx LN,

Solitary circumscribed neuroma (SCN) is a benign peripheral nerve
tumor that rarely occurs in the oral cavity. We reported a case of
SCN with clinicopathological and immunohistochemical findings.
A man in his fifties presented with a left upper lip mass, clinically
suspected as a mucous cyst. Excisional biopsy revealed a well-
circumscribed, thinly encapsulated subepithelial nodule. The tumor
consisted of spindle cells with ovoid nuclei arranged in interlacing
fascicles. Partial nuclear palisading was observed, without Verocay
bodies. Immunohistochemically, tumor cells expressed S-100 and
vimentin. Neurofilament-positive axon-like structures were detected.
SCN should be considered in the differential diagnosis of oral
mucosal lesions.
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A case of oral white lesions suspected to be non-familial white
sponge nevus
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BRI O M E 22 fafb i X ORE R BHAFER M E4E 2 788, WSN
AT HETR EE X bz, SRR LRI CRIZIE -
BT IR FeEL L, ZEfafb U 7= M e CIRgs L AR s |2
BN RE%E R Lz, BB X OEBERISHIZ &M TH - 7=,
FOHRGIFEITEAIT e <, WIEARD O IFEIABOF A
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White sponge nevus (WSN) is a rare oral mucosal disorder
associated with KRT4 or KRT13 mutations. We report a suspected
non-familial case in a woman with bilateral detachable white
lesions of the buccal mucosa. Histologically, the lesions showed
acanthosis, hyperparakeratosis and vacuolated spinous cells. Fungal
infection and EBER-ISH were negative, and CK13 was diffusely
expressed. The lesions remained unchanged during 4 years of
follow-up and were unresponsive to steroid therapy.
Clinicopathological findings were consistent with WSN. Further
case accumulation and genetic analyses are needed to clarify the
pathogenesis of non-familial WSN.
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A case of suspected Laugier—Hunziker—Baran syndrome
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A 68-year-old woman presented with multiple pigmented lesions
involving the buccal mucosa, lower lip, and fingertips without
gastrointestinal ~ abnormalities or relevant family history.
Histologically, the lesion demonstrated an increase melanin
deposition along the basal cell layer of the parakeratinized stratified
squamous epithelium. Melanin deposition and melanophages were
also observed in the subepithelial connective tissue. No increase or
cytological atypia in S100-positive melanocytes was identified.
Based on the clinical and histopathological findings, the lesion was
considered consistent with Laugier—Hunziker—Baran syndrome.
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A case of regional odontodysplasia
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A 15 years-old girl complained gingival swelling due to the
infection of the impacted left lower second premolar. The tooth was
extracted after the anti-inflammatory treatment and applied to the
histological examination. Histologically, the tooth revealed the lack
of mature enamel matrix focally, and mineralization of dentin was
insufficient. The soft tissue surrounding the tooth had small round-
shaped calcified materials and epithelial islands expressing CK19.
The left lower incisor and canine were also extracted and revealed
the same histological findings of the second premolar. The patient
has no genetic disorder and familial history, therefore regional
odontodysplasia was presumed.
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Immunohistochemical profiling of canalicular adenoma with
glomeruloid structures
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Canalicular adenoma (CA) is a rare benign salivary gland tumor
characterized by canalicular architecture. We report a case of CA
arising in the upper lip of a 74-year-old woman. Histologically, the
tumor showed typical canalicular and anastomosing cords of
columnar cells. Focally, glomeruloid structures resembling those
seen in polymorphous adenocarcinoma (PAC) were observed.
Immunohistochemically, the tumor cells were positive for S-100
and SOX10, but negative for p63, aSMA, and GFAP. This case
suggests that CA may exhibit PAC-like glomeruloid architecture,
emphasizing the importance of evaluating overall tumor
architecture rather than focal morphologic features alone.
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How do oral pathologists envision their careers? — Concerns
and professional identity among young oral pathologists
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1) FAARK B S50 B AR R

2) HAHE RIS A vl S o9 B R

3) [ LIRS 2AART I ZEISE 12 2k 1 ey By 53 1y

4) 536l H AR O PEp Bl HFEOHEWEEER R

1) Department of Pathology, Nihon University School of Dentistry
2) Department of Pathology, The Nippon Dental University School
of Life Dentistry at Niigata

3) Department of Oral Pathology and Medicine, Faculty of
Medicine, Dentistry and Pharmaceutical Sciences, Okayama
University

4) The 36th Annual Meeting of the Japanese Society of Oral
Pathology, Young Professionals Planning Committee
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Young oral pathologists often face uncertainties about career
development, work-life balance, and professional identity. To
clarify these concerns, trainees and board-certified oral pathologists
completed a questionnaire before the 36th Annual Meeting of the
Japanese Society of Clinical Oral Pathology. Responses highlighted
three main issues: limited career prospects, extended training
periods, and few accessible role models within this small specialty.
Based on these findings, an open discussion examined career paths
such as academia, hospital practice, and private diagnostics.
Participants also shared how mentorship and professional networks
support career growth and professional identity.
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Whole-exome sequencing reveals genomic alterations in human
tumor endothelial cells
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Department of Vascular Biology and Molecular Pathology, Faculty
of Dental Medicine and Graduate School of Dental Medicine,
Hokkaido University

INFETIBAMIICRBIT A7 ) DEETHREZBESNT
B, T CIIIER M EIZAFTET D 505 MO HE I A
D7 ) DEFEIZOWTHER SN TWD, EEREICIEE
I 5 B PRI (tumor endothelial cells : TEC) 1%, it
Sk, IEHEMAANEHN (normal endothelial cells : NEC) & [a]
ELEZLNTWER, FalX I E TIZTECE i - 5
L, e KR8 ANMNE 72 ENEC & 1T Rfp 5 FRBA 2Rk
TEEMELTE, LL, TECICBITAY /) A ER %21
R %ﬁbt%ii hifffbﬁwo%_TKan
X, TECIZBITAY ) DB FEOFEEHONITAHZ L% H
& LT, &2 Y — A (whole-exome sequencing :
WES) % % L7z,

JEHETE R EI5 Be s R AR THIRR & 7= B e o b s 2 ok
L, TECEZSEREIZ L0 Ak L7, L —V—~vA 21
A A7 ar (LMD) ([ZTCTECOD &% EifE [\ L7z,
IEEHRE, MM L O TECH 5DNAZ I L, WESAZE
i L7z, ZORER, T XTOERIC m\fTEca o B R
AW, 7z, BEEMPETECICHE L CTROBN DK
AR B NFET D — 5T, FEEMICITRD 53 TECIZ
@ﬁﬁﬁféﬁ%%%ﬁ%@ﬁéhtoé6 Z, TECIZRIT
Do B R IR Y A & O T FISHFREATIZ & 0 #es?
SN, MLV THZOFEENEMIT b,
PLEDORERN S, TECIZIENEC L 13RA2 547 ) b RS INEALE
THOHELT, BEEMREEEFINIBRTREERLIOV
TECK B2 7 ) DEREDNHFET D ENRHALN T,
ARWFFEIL, & RTECO Y J LR EEET 7 YV —H L~ THE
FEZRRANT LTI COHRETH Y, TECHEBFMICRE
—IRAREM TH B AREM 2R LT, 2O OmENE, BEE
178 D F g Mo M AR BB R MRS O B 2 TR D D L &
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Genomic alterations in cancer cells have been extensively studied;
however, little is known about the genomic landscape of tumor
endothelial cells (TECs). We isolated TECs from human renal cell
carcinoma  specimens using immunostaining-guided laser
microdissection and performed whole-exome sequencing. TECs
exhibited copy number alterations in all cases and harbored both
shared somatic mutations with tumor cells and TEC-specific
mutations absent from tumor cells. Copy number alterations
identified by sequencing were further validated by fluorescence in
situ hybridization. These findings demonstrate that TECs possess
distinct genomic abnormalities and highlight their genetic
heterogeneity, providing new insights into tumor angiogenesis and
therapeutic resistance.
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Porphyromonas gingivalis promotes the progression of oral
squamous cell carcinoma by suppressing ferroptosis

Rongkun Chen, Manabu Yamazaki, Jun-ichi Tanuma

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

Introduction: Oral squamous cell carcinoma (OSCC) is a major
global health concern. Porphyromonas gingivalis (Pg), a primary
pathogenic bacterium promotes tumorigenesis and progression.
Ferroptosis is also closely related to the progression of tumors.
However, whether ferroptosis is associated with Pg-induced
malignant behavior in OSCC remains unclear.

Objective(s): This study aims to investigate the effects of Pg on
ferroptosis in OSCC cells and explore the underlying mechanisms.
Materials and Methods: The OSCC cell line Cal27 and the Pg
strainATCC33277 were used in this study. CCK-8, wound healing,
and transwell invasion assays were used to assess Pg-induced
changes in the biological behavior of OSCC cells. Flow cytometry
and fluorescence microscopy were employed to examine ferroptosis
biomarkers. Transmission electron microscopy was utilized to
observe  mitochondrial morphology. Western blot and
immunofluorescence analysis were performed to assess the
ferroptosis-related proteins.

Results: Pg enhanced the proliferation, migration, and invasion of
OSCC cells. Additionally, Pg suppressed ferroptosis in OSCC cells.
Furthermore, Pg modulated the Nrf2/SLC7A11/GPX4 signaling
pathway and reduced the level of reactive oxygen species and lipid
peroxide. Pg had no effects on the expression of TfR1 and ACSL4,
suggesting that the suppressive effect on ferroptosis is independent
of TfRIl-mediated iron uptake and ACSL4-dependent lipid
remodeling.

Conclusion(s): This study demonstrates that Pg modulates the
Nrf2/SLC7A11/GPX4 signaling pathway to suppress ferroptosis
and promote the progression of OSCC cells. Targeting ferroptosis
may represent a potential strategy for patients with OSCC
associated with Pg infection.
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A case of adenoid cystic carcinoma with clear cell change
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We report a rare case of adenoid cystic carcinoma (AdCC) of the
salivary gland showing prominent clear cell change in ductal epithelial
cells. A 70 year old man presented with a tumor in the floor of the
mouth. Based on clinical and radiological findings, a malignant salivary
gland tumor was suspected and surgically resected. Histopathological
examination revealed typical features of AdCC with focal clear cells
containing glycogen granules. Immunohistochemistry confirmed their
ductal epithelial origin. Further accumulation of similar cases is needed
to clarify the relationship between cellular diversity and prognosis in
AdCC.
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Potential role of CHST2 in the hot tumor-like immune
microenvironment of mouse oral cancer
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Recent studies indicate that the efficacy of cancer immunotherapy
depends on the tumor immune microenvironment. To identify factors
associated with hot tumor-like properties, we focused on carbohydrate
sulfotransferase 2 (CHST2) using MOC1 and MOC2 mouse oral cancer
cells with different immunogenicity. Public microarray analysis showed
significantly higher CHST2 expression in MOC1. Western blotting and
immunohistochemistry confirmed higher CHST2 protein expression in
MOCI1 cells and tumors. MECA-79 staining was restricted to high
endothelial venules in FFPE sections but was broader in glycocalyx-
preserved frozen sections. These findings suggest that CHST2 may
contribute to MECA-79-positive sulfated glycan formation and hot
tumor-like immune activation.
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Clinicopathological study of kissing molars and their associated
lesions
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Kissing molars (KMs) is a rare condition in which the tips of two
embedded molars face opposite directions, with the occlusal
surfaces touching each other and the crown located within a single
follicle. Reports indicate that KMs are often seen in the second and
third mandibular molars, with dentigerous cysts being the most
common lesion associated with KMs. Of the four KMs we
experienced, two had orthokeratinized odontogenic cysts, and so far,
reports of KMs with them have not been observed as far as possible,
making these two cases extremely rare.
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Oral cytology —“Cytology based on histological features” to
“Histological structure from cytological appearance”—
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PN SN S SEE
Department of Pathology, Tokyo Dental College

AR IR I R TREA~ORIEN D72 R 2 o — 07, BREGHIN ORI 2 58 2 R
L0 TIEARW=®, DOFEREE 2O S48 O MIEE 2 1WE T D8I, Mg kg 28585
VENBDDHTEA D, IHEDOMEIZED EDOFAL» SRS N TWD OB 5 2 L%, HiE
RERENRNZ 2SS S Th D, ROARAT v 7 TlE, HMROIZEED b ARM OG22 HO 1 CHEE
L CHEETHIEEICAND, TURBEBFOMIRZES THD EE 2D, REEES TR, M2 OREARNE
TH & 1 R AR O B M f 52 oM i R 2R WY 5 AR 32 0 MU A Ze e 2 3R U, FHRRBR ~ DR D
—Hh & 72 B R RIS D,

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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Molecular pathology for oral pathologists:
Fundamentals and clinical roles
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Molecular Pathologist (Oral Pathology) is a subspecialty certification for board-certified oral pathologists
recognized by the Japanese Society of Pathology. They play a key role in precision genomic medicine by making
treatment recommendations for oral cancers through “Expert Panels” based on molecular profiling of pathological
specimens.

Molecular pathology focuses on detecting genetic alterations, such as gene amplification and translocation, as
well as the resulting abnormalities in protein structure. Integrated diagnosis combining conventional and molecular
pathological findings enables more precise tumor subclassification and facilitates the selection of molecular
targeted therapies. In the genomic era, where personalized and precision medicine are emphasized, this field has
become an essential component of pathological diagnosis. However, its practice requires specialized knowledge in
specimen handling as well as careful interpretation of results.

This workshop provides an overview of the rapidly advancing field of molecular pathology, organizes the
fundamental knowledge required for Molecular Pathologists, and outlines their roles in clinical practice.
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To describe the histologic findings of oral lesions
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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. Although the detailed
description of the case is not evaluated in the specialist exam for oral pathologist, description of the findings in
daily work is important for the training.

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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Basics of how to proceed with autopsy diagnosis and
preparation of its report
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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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