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Certified Molecular Pathologist (Oral pathology), Current Status and Measures
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Division of Radiology and Pathology Diagnostic Services, Nippon Dental University hospital
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In 2019, the Japanese Society of Pathology (JSP) established a system to certify molecular pathologists and
molecular pathologists (oral pathology) (hereinafter collectively referred to as molecular pathologists) who
contribute to the advancement and development of molecular pathology for the realization of precision
genomic medicine. The exam has been administered three times, and 581 (including 32 oral pathologists)
have been certified to date. The required expertise of molecular pathologists is quality control of pathological
specimens and molecular-based pathological decision in “Expert Panel.” Since this molecular biological
knowledge will become more and more indispensable for future pathological diagnosis, the certification
system can be essential for all oral pathologists. There is currently not enough information available on the
certification system, exam preparation, and its significance for oral pathologists. This year, to address these
concerns, this workshop will be held for the first time in JSOP with a view to take the certification exam.
Complementing the seminar for molecular pathologists (organized by JSP) , I will explain the current
situation of cancer genome medicine: establishment criteria for Cancer genome designated Core Hospitals
and Core Hospitals, how to participate in “Expert Panel,” an overview of the certification exam, and so
forth. Also, I would like to discuss the significance of being certified as molecular pathologists for us oral
pathologists and how we should be involved in future genomic medicine.
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Procedures to organize the autopsy report and
methods to create the flowchart
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Division of Anatomical and Cellular Pathology, Department of Pathology, Iwate Medical University
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The type III Board certification examination of the oral pathology requires examinees to organize the
autopsy report and flowchart from clinical and laboratory findings, macroscopic autopsy findings, and the
pathological specimens, to be able to answer each question correctly. The autopsy case used in this
examination is not always those that you may have encountered in your career. There is probably no
pathologist who has experienced every clinical case. Therefore, demonstrating how efficiently you handle a
previously unencountered case is necessary to prove your competence as a specialist.

My mentor used to say, “Diagnostic names will gradually change with the times, but the essence of the
pathological findings will never change.” In this lecture, I am going to explain how to organize the collected
findings effectively into an appropriate autopsy report and flowchart.
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Oral cytology -Cytological characteristics in oral lesions-

% BEIK Takanaga Ochiai
WK B LU R DR IR 73 0

Department of oral pathology, Division of oral pathogenesis & disease control, Asahi university school of dentistry
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Cytology in the oral regions is one of the important pathological examination. However, the cytodiagnosis
requires a great amount of experiences and expertise because the findings obtained are less than those of
histology. Therefore, cytology is important to recognize the cytological characteristics in the specimen. In this
seminar, the general information of cytology and cytological characteristics in oral region will be explained.
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Atypical histopathological findings in typical histopathological findings
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In routine biopsy work, typical histopathological findings usually have been observed and diagnosis was
done based on it. However, atypical histopathological findings, that have never been seen before, occasionally
may be observe in addition to typical histopathological findings. In such cases, the question arises whether a
different diagnosis should be considered than the one being thought, or whether the findings are occasionally
observed in addition to the typical findings. For pathologists with long experience of diagnosis, such atypical
histopathological findings may be easily considered as one of the occasional findings, but for pathologists
with short time experience, there are difficulties in determining whether it's the occasional findings or not.
This seminar focuses on the interpretation of the atypical histopathological findings observed in the typical

histopathological findings.
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Diagnosis and Treatment of Superficial Oral Cancer
- An Oral Surgeon’s Perspective

[1TF:7 7 o | Masashi Yamashiro D.D.S., Ph.D.
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Dentistry & Oral Surgery, NTT Medical Center Tokyo
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Diagnosis and Treatment of Superficial Oral Cancer
- An Oral Surgeon’s Perspective
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1) Dentistry & Oral Surgery, NTT Medical Center Tokyo
2) Division of Radiology and Pathology Diagnostic Services, Nippon Dental University Hospital
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bo ZOOIERENMEL Z LIZW - 16T 2 BRIIREIVEERZONDLY, HEREBWOER, P&
Wi, HEERE, YRR~ — Y v T TR & EIE S v,

Al kb ZOEREMWRZICO VTR L#E T 5. BR T, WREMREICHT LT, LR H
FEBITIIHINLE & 2 VIZYIBRZERR, TR\ IRZE R 3R & BE ) 42 R W) FE 1 CUAAERRIC & 2 o BRI S I %
RTaURZT-> Twae WL, WIRMISHEDERZ v —F 7 L72f&RIZ, 3 — FARIRZMERRL,
3 ~5mmOLEAE TYRZATH o M REFHZ I 317D, BRI IR AREATEHME L, HEEHE
WP B P AR EER E L T b,

20134 4 H~20224F 12112, WRAEMHRE DO YRR Z 17V, SRBLHIEA R TORE B R R IE R (OED)
1661, LRz (CIS) @321, RN T IR (SCC-SM) 1200 & 2 S 726861 2§ & L7z MHE,
FvkA26l, rE26Bl, AFEE ORI | 50i%, B 64K T D o 720 FERMLIZOED, SCCOfRIE
D3 B FFEBD226] (32%) o720 METISHINLES : 3261 (47%), B : 5661 (82%) »3fTbi, AM
55/56681 TOEDLL L & Bl S 7z F72, HIELIEIRIE3H (4 %), HEHHEIZI66] (23%) IZBD 7=,
CIS: 2%, OED : 5B®a 761 (10%) (ZAKVHismbstE % 7278, HEEEZ RO 2 \» /2 0ftBBis
& L7 BlRETOYREREIE3IF (6 %) IO, 209 BLHEiEITFAH O UIBRKG % IZOEDO 1
BIDOHThH o720 Mtkktlid, BIEHIRY >3 Higstg, BII% <, BEARE : 861 (11%), MRIHL -
fBASASE = 361 (6 %) THolo

According to the 2019 National Registry, 3906 cases of oral cancer were reported as stage I: 25.7%), stage 1I;
22.5%, stage III: 15.7%, stage IV: 32.0%, with no decrease in advanced cancer compared to previous years.
Despite the fact that the oral cavity is directly visible and accessible, the percentage of early cancers is low,
with only 4.1% of cases being Tis (stage 0). Therefore, early diagnosis and treatment of superficial oral
lesions is of great importance. However, there are many issues to consider, including the definition of
superficial oral cancer, diagnostic methods, timing of treatment, and margins for resection.

7075 LR

35



36

£2H
8 A25H8(

&)

WASA AL & THRER R A ZE DR e B2 I I -0

HEIZDOWWT

Difference in clinicopathological factors between

superficial cancer of the pharynx and superficial
lesions of the oral cancer
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Difference in clinicopathological factors between superficial
cancer of the pharynx and superficial lesions of the oral cancer
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TWwb, HEEATFOZK TR SN BEE, HILRARHRB I LERNEHE & SRR O 2 5
KU = a3 YK BB CTRAEDMED S5, TR L, [TSERAAID B G5 ) |
ko T, ERETFTEICEEFAO0 - FINE Rtkitz i) o<, Uy A \HimBoFEICEDLS 2
WEERENT, TOERIE, WERUE, U S RIEEE RPEOBEEICOWTIE, BRI
72, - FIHEEICOWTER S NS,

HHE O WIS % TR S U 72358 S RERNS I 7201354680 (16%) T -7z W TOR
WOEFKIE, BB IIEZYMVIEYNHLLEAICRMET LI LR )220H), OELHETH .
WIRAIIZ AR & L2, FR MR 22160, iz 2 P1ciloniz. 20 2 BIIEFREROE
BOOBINEND, T2, HEHEOHRZEDIEADF3130.65mm (0.15-8.0mm) (XL, FETIZ1.9mm
(0.1-28mm) TH %, WEREIZHWTI00 umz 2 5 &) Y S{ilEfE Y 2 7 23mL kb, TETHIZE
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ARXA—VERBDHRETH D, EADPIEL L LY VSHiERE ) 2 7 3R & v ) iEiEiL, MLeNERE %
CICHELTHH ) S LML, RELEZAEDGTRELSD . DRI, WNEC fE & 138 % 2 TG
HOWRENH D, WP EBETT TICHMELEINTVEEREE VI SELETHME ) LENDH LD
2, HRBHE, HLRNEE, —fREEE 0T ) EbEIHE LWL IR TV A,

Advancements in endoscopic techniques and increased awareness among specialists have improved the
detection of superficial pharyngeal cancers. The term “superficial cancer” is commonly used for
gastrointestinal tract tumors treated by endoscopy. Pharyngeal superficial cancers are defined as tumors in
the subepithelial layer of the oro- and hypopharynx, with or without lymph node metastases. However, there
is no clear classification for tumors in other areas like the larynx, oral cavity, nasal cavity, nasopharynx, and
tonsils. The thickness and characteristics of oral cancers differ from those in the pharynx and esophagus,
making it debatable whether the term “superficial cancer” should be applied to the oral cavity.
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Current Status and Challenges in Pathological Diagnosis of Oral
Superficial Lesions
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Vo BUE, FIBOE R ALBCE IS AE R TR B s, H L EFTHOEEORERETH D L v L
BEOTTHb. THROLLERMICIIEE ZIMELAZWRETH Y, BERED 22 [IEHRENDOYER
EHBETIE RV ? | LW BMAPAE LS 2 & I3EGICHE 2v. REBWICBWTD, RWERM L
DAL E BOSTED B VIZFAENEE § 55, OIEETEE T 5220V T OBMIIEEIRFE. L T
Vo HHIEICE D HVAEZBMAICIES X H LI EHMONTEY, WHMRAR LD SHBE 2 ET
%70t 2 WREDSHEE, FEFIIE CTHRD T LA RVORHIRTH 5, Lk, il EEZowz
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TWwho

bbb oz TIXOERPRE ORISR, RE#EL2 Bigd 22T, EREEO LR MEENORWRE
Do FREIFCTH S RWREN GREZESM) £ TOMRELZEAERZEZ & L CUMMICiL, Fmmicy
e 5l CTHRMEIT>TWh, SO LX) FIR LZERNEEO — Mg ch b L, BRI
BEHBIVHRLABVEZEZ TS, —HT, HEOHHFNEHRES 2 EMIL 2% 52 wilEs
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S AN

To improve the prognosis of oral cancer, it is necessary to achieve early detection and early treatment.
However, there are currently several challenges regarding the clinical management and pathological diagnosis
of early oral mucosal lesions. To address this situation, we propose considering early oral mucosal lesions
(borderline lesion, dysplasia, carcinoma in situ, and early invasive SCC) comprehensively as “oral superficial
lesions” and aiming for their excision whenever possible. In this presentation, we would like to discuss the
advantages and disadvantages of adapting the “oral superficial lesions” concept to the clinical practice of oral

cancer.
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a case of tonsillitis
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WoONFEPRSN L,
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50-year-old men visited his private doctor because of persistent vague pain on swallowing. Upper
Esophagogastroduodenoscopy revealed milky white mucosal lesion on the bilateral palatine tonsils,
presenting a “butterfly appearance”. Because it was difficult to rule out malignant lymphoma in the initial
biopsy, patient was consulted to the Medical Center. Under the upper esophagogastroduodenoscopy, biopsy
was performed from the left tonsil again. Histological analysis revealed erosion and ulcer with massive
leukocyte and plasma cell infiltration to the both tonsillar epithelium and stroma.
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A case of the mandibular tumor
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EWENE SN, FUEEEOWINREH]TH -7, Ltk dWEMESGOBHODL &, 2FRE T TE
TERE XIS AT b Lz it 1 4E102 H, RIS O 5 % 7B 72,

[ BLRLAR 220 J) i B RSN E R ©, RIPIZ A A EN DR TH - 720 TS I FAMEH
ROMEEECTHIEINTEY, K/IORER, Flkk, EiROMEZA LI L T 550 & BIEHE 2 55
WCKNDRBEDTER S 725 % 58O 720 1 E O BEBHMIE IX KRR 55 23 2 M R Bt e ©, 3823 5 FIAE
B OHEREES] R = F A VBB OB SN, BWTIC X > TR TREIE L B0 72, B%1E, —HBICiEomR
EHREE D RO NS, BHLBEERC PIAE B o MERECH 2 725, PIERISE TR0 #h 45T 0 B4 Bl A3 L
LTz B BHMRIEIRE R & TWBEIEER v ivd, 2/10 HPFEAEE CTH - 72, BiEgeta Tld, JESH
KLI2CK19, 348E12, p63430°F AMEICKTET, EMA, CEA, S-100& (31 TdH - 72 Ki-67 labeling
index|d, BRAEBEESTIR10%%E 2 2 WAL S N72%%, KA T 5313 5 %ILETH o 72, FIIEE
&, R T AR O B SRR & B IR & O G & 5RO 72,

[Med S 0H] BRI (R & PR o & 5)

A 54-year-old female complained of a gingival swelling in her left mandible for 2 months. CT indicated the
39 mm-sized mass in the left mandible. She underwent left segmental mandibulectomy. Histopathological
finding revealed the basaloid cell tumor consisted of gland-like, cystic and cribriform structure, and solid-
nest formation. Immunohistochemically, the Ki-67 labeling index for the former was more than 10% and
that for the latter was 5%. The tumor which recurred in 22 months after the surgery found gland-like and

cribriform structure of basaloid cells.
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A case of odontogenic carcinoma of the mandible
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FE N L D EMAHEAT S, Carcinoma® B Wi & #5720 WM FEEOMKZH O b &, Frl4ah,
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FRELAT I © WIS, TR~ IERISb 72 ) I - BHBE2 ) Ik R EEERE AR S, AT
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The patient was fifth-decade Japanese male, who noticed swelling and pain of the left mandible. Sub-total
mandibulectomy and bilateral neck dissection were done. Histopathologically, the tumor composed of
abundant of clear cells with medullary structure in the middle to left mandible, and relatively small cells
with thin-cords to strands structures in the right mandible. The tumor cells showed mild to moderate
cellular atypia, and often showed mitosis.

The point of discussion: the pathological diagnosis.
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Recurrent ameloblastoma of the mandible
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AV LBz O N B3 AR I RS LT 7z B O FARTH 2 REMNEITIE, = F A B (U
FEVEFIAEHIE, AR ~OS bR ERIEIE & <, N/CHlOEWEEHMEAEOF M IEMIL 2w L
FRSEIE A AYEAE L, WA R R A AL ASHAE L T\ 7z, — 3 Tl MR AL 5 2 B4 8 & —
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A 32-year-old female had two histologically different ameloblastomas in the right mandible: unicystic type
in the premolar area and follicular type in the molar area that appeared to be separated radiographically. The
first recurrence (3 months after enucleation) was treated by curettage. The second recurrent lesion (16 years
later) showed solid islands of basaloid/spindle cells, which lost ameloblastic differentiation. Clear cells and
individual cell keratinization were scattered. Nuclear atypia and increased mitoses were not seen. Residual
ameloblastoma was restricted to the periphery. This case pauses two diagnostic problems: 1) a precursor of
secondary ameloblastic carcinoma? ; and 2) dedifferentiated ameloblastoma?
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Mandibular lesion
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53-year-old female was referred to the Department of Oral Surgery in Kagoshima University Hospital
with a chief complain of the radiolucent lesion in the right mandibular ramus with no symptoms. The
panoramic X-ray revealed a well-circumscribed multi-lobular radiolucent lesion with septum like structure.
CT showed a scalloped margin in part of the lesion and the content of the lesion was heterogenous. After
the biopsy the lesion was removed in yellowish-colored tissue fragments. Histologically, the preparation
reveals proliferation of foamy macrophages with fibrous stroma. The systemic examination showed no other

lesion except the mandible.
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A case of buccomandibular tumor
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A 70s-year-old male patient, who has von Recklinghausen disease and histories of resection of bilateral
kidneys due to renal tumors, complained of swelling in his left buccal region. Computed tomography
and magnetic resonance images revealed the lesion with destructions of the left mandibular ramus and
expansion to surrounding tissue. Histologically, tumor cells with eosinophilic cytoplasm formed solid or
trabecular nests with partly papillary patterns. In immunohistochemistry, tumor cells were positive for AE1/

AE3, CK20, and AMACR, but negative for CD10, S-100, CK7, Melan A, and HMB45.
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Metastatic carcinoma in the cervical lymph node (Carcinoma of unknown
primary)
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FEB © 76k, B

BEAERE © 20104F 3 A IR~ LRtk (pT2NOMO)

BRI © 20234F 3 AW & 0 AL MISHEBIEAR % F AL S, 1R 4 \HEIRASK L7z 72 [4E 4 A ipdg i 4 ke
JESVRL % 5235 S Fzo FEMISEERICA0mm K O BVE R 2 il L, #52CTH L OMRUC CTHiZNRE B & O
WIBEIE 2 15 ) ¥ N HillE K & R 7z, SHIBRALIMII S 2 EH TR A 2 B 7o, FEAWE
DEFRZWIZ T 5 A/ MSAIB IR & JifT S vz,

MR TR« RANRIEIB & 4§ 2 B MILATEIE & v, /N dis K ORIk S U CIEBIAEE (2 & ik
ERARLAR R AT 2R 2 ROz, TR YNNI L WS 2 RERERIRT 515 % B f
PG TI1ECKT7 (+), CK20 (x), CK19 (=) T, CK5/6 (), CAM5.2 (+), S-100 (=), NapsinA
(=), TTE-1 (+), Thyroglobulin (=), p53 (+), pl6 (=), p63 (+), p40 (+), EBER in-situ (-),
Synaptophysin (=), Chromogranin (=), CD56 (+), alAT (-), c-kit (=), GCDFP15 (=), HER-2 (+)
ThHo72,

WA I« e S

The patient noticed swelling on the left side of the neck in March 2023, which gradually increased in size.
CT and MRI revealed metastatic lymph nodes with extranodal infiltration. No evident tumor lesions were
found outside the cervical region, leading to a clinical diagnosis of cancer of unknown primary origin. The
patient underwent left-sided neck dissection surgery. Histologically, the central part of the mass exhibited
necrosis. The tumor cells with heterotypic nuclei demonstrated nodular, cord-like, or arcuate pattern and
invaded into the surrounding soft tissue. Additionally, there were evident metastasis in the adjacent lymph
nodes. Various immunohistochemical stains were performed.
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Let’s use oral cytology in dental practice.
What is the role of oral pathologists?
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Let’s use oral cytology in dental practice.
What is the role of oral pathologists?

FIERE A U2 D% 1%, HTHTMNZEENTITLA LTI, Kakro, HPERBRE %
WM LT LHBHEREMIZZ IEDH D FHA, TODIETIIHZ, MBITMA Tho L EAST
559X %-oT&F L7z, OFEME D Z0—>Td, FAE, RE—BIFHZWICHED > TEXBENS,
EROHIZH > THFHE L LTOFfMEEZ ED X ) IEPZ )N EHELTE T L, v, BINFRAKE
W BE R HOL R R F T NGB 2 S8 B L, sFHEMES OS2 L , WREZH Z 8 U T 2Bk
MWEETFFE L7ze ZOHRT, 7Y v 7 OFEDTREFHEBRA Y v 7OT 412, DIERME & L TR
DEZFRWHZWOBHRERMLETEXL2DTIEL VA ? LB XS F Lz, WMEICESTT A
EAROMHENS, IKKEHRIZTZ A =Ny 7 TES, SFSEREMADAOLTILEIREAVET,
ZOFEDO—DL LT, UMEZHTRFENPRKELEboTE7: ML %, WFlZ7V =y ZIZWHT
EHDOTREZVPLEERVOE T L7z 20074812, THEHIIHEAEMEOAEDLEDN T & HEBHED
GOATHEICHECOHZMITITLL )00, [HENARMIE R Y X7 24 (Oral Cancer Detection
System Ichikawa Network: OCDSIN) %% FIFE L7z, 200941211 oM % i > 72 1A A
P bEME N, 4 THEM06Z EDMBEZ I TThbhTwE . F Wi ERHERM DA 272
ZTIE %L, EEOWEERBEICEDLLZ DAV LT DR >TETVET, 266N
B4 A R 2 AR T 8:E, NPOIEANTEEDS AR IFE R Y 2 7 24 4 v b7 —2% (Oral Cancer Early
Detection Network: OCEDN) #2563, @FEABEINTVET, F/2, 2015FI125%F S h-Milass 7 A
K54 2ThH, W27 Y=y 7 TOBENRAZ EOF57-0ICHBZOEHIE E#shTnE i,

B OATNI R IR R WP 2N 2 213 X MO TWE T, &, [ PR
FEEZMANTO A= — ] LTHHEHEIND L HIZRD T Lz, A DIERIE & L TOMRERREER
b, HENAZIZILOE LSS ROPEMBERBEICENIHEHTES2DTIEZVWTL L) H?

Oral mucosa is the barometer of health; however, not many physicians and dentists specialize in the early
diagnosis of oral mucosal disorders. Cytology is a procedure that reveals nuclear and cytological changes in
cells, thereby enabling rapid diagnosis of the underlying pathology. In Ichikawa, about 500 cases of oral
mucosal disease including early oral cancer are examined annually using oral cytology. The 2015 cytology
guidelines also highlight the use of oral cytology for diagnosing oral disorders. The present research
emphasizes the incorporation of oral cytology as a primary tool for the examination of oral disorders in

medical and dental clinics.
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myeloid-derived suppressor cells in the tumor
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Resident stroma-secreted chemokine CCL2 governs
myeloid-derived suppressor cells in the tumor microenvironment

[# 5] HEEMEOFEE L RS TH % FHHKAMIE (Bone Marrow Derived Cells: BMDC) &, &
B O NEB AR B S Wbk 4 2% 5.2 5, LA L, BEEMEICHAET 2BMDCYED X 9 RE%F T
JEBG AR CE) B SN2 DA HAS v, Sk AL, EEICAAET S MEMIE (Resident stromal
cells) 12 H L, BEM/NRE~OBMDCOEIBIZY 2 5B oW TR 217> 72,

(] HsRmg 2475722 — F~<2 X2 (BALB/c-nu/nu) 12, GFPX— F~< % X (BALB/c-nu/nu
(CAG-EGFP)) X ) 1{37-gHtiMilaz AL, GFPHMEERERM X — N~y 2 2/EM L 7-, Fahx —
F=w 212 MOERBARHSC2 &, TR RSP B R R R MR & 0 SRICL 72 MM ie (PDS1, PDS2)
F720%, b PEEARMEEMEE (HDF) 22h2h~w AL TICBHL, 1> HRIEE 2L,
WO TEEAER 21T - 72 RO N7-MRIE, HEGf, SoEfkbsget, s0bEL EYm (3
fior5t) ZHWTKHFE #1772 £72, PDS1, PDS2:HDFE#~ A 7 a7 L A T2 X ) igL,
BMSCOBBIZH G T 2T I2oW T 21To72 2 ¥ ba—)v & LT, HSC20 AL FIZHHI L
TR — N~ A& Wiz,

[RER] BHES R FALER I B W CTHES ML OB 2 380, Wb MO ME 2 BIEE Sz, REMRR
b get T, BEWICGFPREMEOIRIED SBIRR %2 L 7-Mla 32 5ulst S iz GFPRy Ml Xl i &
Mg %mz 72 3% (PDS1, PDS2, HDF) THEICWMA AL Nz 7, GFP'Gr-1"CDI11b"
Arginase 1" #filu2SPDS1, PDS2HECEALIZEML Twize ¥4 707 L AT T b tiEF e & PDSI,
PDS2CIEIR L7 25, CCL2ZOFEH LANPHER I L7z MEFICd, PDSI, PDS2o M IC
CCL2DFBNRD b7z 72, CCL2ZOAGKMESE, b LIFICCR2T v ¥ IT=A ML D, CCR2"
Gr-1"CD11b" Arginase 1 "#lilld DA HE S 7z,

(B5] Mg EsEMis L BT 22T, MECHESNLZBMSCOMMHML 72, $72, WL
72 E B R Gr-1"CD11b" Arginase 1" flgi%, S#iHORGEENRIMBE ZEZ Shie x4 707 LA &
MR 2B 5, FEEEMEOCCL2O S B 2% E #iH RAMNE O #E IG5 L Tnwb 2 EATR S 7z,
F#IZCCL2-CCR2 axisid, CCR2FMEE M RZEIMHININL O B) BICE B 2528 2 K7z L, JEE HE MR
DRIEIIHNBE G- L T W AW REME D2 2 Sz,

The role of oral cancer stroma in bone marrow-derived cells recruitment to the tumor microenvironment
(TME) remains understudies. Here, we identify how oral cancer stroma recruits myeloid-derived suppressor
cells (MDSCs) using bone marrow transplanted patient-derived stroma xenograft (PDSX) together with
human oral cancer cell line (HSC2). Human dermal fibroblast (HDF) was used as a control. PDSX
recruited MDSC (Arginase- 1"CD11b"GR1") more than the control. Indeed, PDSX showed CCL2"
stromal cells and CCR2" MDSCs more than the control, and inhibition of CCL2 and CCR2 significantly
reduced the MDSC infiltration. In conclusion, stroma—secreted CCL2 is crucial for MDSCs infiltration in

oral cancer.
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Heterogeneity of Tumors
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Heterogeneity of Tumors

AN ARPAREED & FA OBIZFHEZ B L OLIRBICE L. Zh S OBRF OB OBRE
DREL, BITHIS L WEEFHEORBTERIZHL L2/ L, ZHEE oM ES 5,
BIEE— 7 0 — TR S N 520, BRI ORREIIC S SR Z Do B ZITEEH Xt
OMBAEED D B A%, 2 DML TIZIES; 2 1B 20t~ — 7 —DRBMPET L, 77 FHKERR
(ALDH) 7 EEWABNIB G- 2 BIZF OB E Ve FEENESE TIZALDHB M 2 £ < & iE
PHETPRART, B0 RPN ORI HHICLHTH B LR %o ALDHEEME T3
2 ABETHPERLTEY, TOWFRG PUESOEMALICES L Twize HIZ, ALDHEEM
i % 38 5 LARBIREE D & 5 LIRRE 2 555§ 2 WP AR A PHICAHAET 2 2 L R EB ML o TWwa,
AR, BR TN O THRIIMRBRA A L7275, AL b O WF 225 72013 B RIZ L S
RBLENRD Y, RO HMEZ ) FF S8 IR TRGEE L 2w & Wi Zve B 3028 R e 6
WCHEEMN D L TIREMINICEM S A M E VR X ).

Cells express a unique set of genes from an immature to differentiated state. Such expression results in a
creation of diverse tissues. Tumors are composed of a single clone, but they are morphologically and
functionally diverse. Tumors contain a limited number of cells resistant to treatment, in which the expression
of genes involved in drug metabolism such as aldehyde dehydrogenase (ALDH) increases. Recently, the
genetic analysis has advanced dramatically, but it is necessary to go back to pathological specimens to verify
the function of genes. Factors responsible for tumor diversity must always be verified in pathological

specimens.
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A case of immunodeficiency-associated lymphoproliferative disease of the

parotid gland
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Yukinori Okamura
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(BUREE] FEBE38H M. £ 3 » HunlcHHREERE L BE L, EELZ%%, MRUTHHE TR
%563 B BNV ST b7z IFRIRBUIIEH, IgEMME, 7~ ¥ YR TH o 720 REE, Y
S FREVEAE, YR DOSE, VT VS EEZ N, MEEZR HIISYBEICHN SN, BTk
MA&4T > 720

CRBLRT ] AR, 2R 0 %R U IROBHEBZ R THMT, BRL2) oNEREZ - Tw
720 MEIEE D PR OBEREERRD SN o7z, HIEGMLTIZ, CD20BEEDBY) ¥ 735Kk ¥ 78l Et
Gk BARCBIg SN, FHPEICCD3BEEOTY v 288k 4i LT\ iz, IR0z CD10BE M, Bol-2BEE, B
1) ¥ 8ERIECDS, cyclin DIBETH 5720 T »738KICBWTIE, CD4, CD8BEMINLASRIE L Tz,
CD30Bs D LRI D ) ¥ SERATI S 7228, I ek Y YHllaORRBIIELTHE5Y, CDI5
Bk, LMP-1F21%T& - 72 EBER in situ hybridization 1235\ ThYEMIla A 8I%: S 7z, BFERERIZA 72 <
IeGAR RN X B S s o 72,

[ZF52] AEFITIE, BHASHPICEREY VELBHCTEX51ZLOWELRTRICZLL, & LAKIBEDRE
HTH o 7225, CD30FHEDKILY > 38k, EBERFGMEMIIEOAFTEZ &0 S RIEAEITHE L7z v 733
FEVER B 2 Bt o 720 MR CHIVEEYE TS 1), HIVEGICHE Lz Y oSMERE L ZE 2 S5z, )
VOSERIZE A RSB R A T, RPN R E B LT a, RIEIIHIBE o ) OB R S &
SHIZB BN DH B E#H 2 b, EBERinsitu hybridization?—Bj & 25 £ E 2 b %,

A 38-year-old male aware of a mass in the right postauricular area for 3 months was pointed out multiple
cystic masses in both the parotid on MRI. Histologically, the parotid showed a dense lymphocytic infiltrate
with enlarged lymph follicles. Germinal centers were CD10-positive and Bcl-2-negative. B-lymphocytes
were negative for CD5 and cyclin D1. There were some large, CD30-positive lymphocytes EBER-positive
lymphocytes were scattered. Eosinophils were scarce and no IgG4-positive cells were observed.
Immunodeficiency-associated lymphoproliferative disease was suspected by CD30 and EBER-positive
lymphocytes, and blood tests showed a HIV-positive. In our case, EBER in situ hybridization was helpful
for the diagnosis.

O35 LR



—hEE (O&) 1 0-2

W02 e i P L BeFE D 1 1

A case report of clear cell variant of oral squamous cell carcinoma
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5] WA R LR L, R M 2 R L 3 A WIS 2R L oMBER Th 5, 4
W], e ARSI S AR L 7o DRI s - Rz o 1 Bl 2 R L 72D THE 3 %,

BEB] BB 8L MET, 14 Atk » HE L7 M R3S R P & IER % FFRITREE. W22,
A FEF B 5B IC61x39mm K DIEEE % £F 5 5 Mk O A EVENER % 2D 720 b SH R WEEMEIE S O 2 W o
T, REESUIBRM B X O ) O NEEIEM A AT S Nz R 3 - H TR L, LB
2479 biE107 H TR E o,

[ P24 R AT 45 S ] R PERLRR A 2%, FLIEIRD A WIS B BLIRAE & 2 2 U CiRMI AR 3 2 I8 % 72D 72,
W kg X O HEE RN Tl A B S, BESMII R 2 ik & BB RBEZ A L T\wis
F 72, RV 2 BRI (0 AR T bR & LT\ e IR R BRI, SRR AL L et T
CKAE1/AE3, CK5/6, p63ﬂ:lz?';?'l'_&|_7dp.’77< L. S100, HMB-45, CDI10IXfaTH - 720 5ok gets CTIIPASK:
%7/~ L, diastase-PAS, Mucicarmine, Alcian BluelZBEMETH o720 EFMBEOFEE, Ml (2 PSS
RS BT RIIRED o7z, ULEoir R X0, WA LR R & Bl L7z, S 5k —7
Y= W BIE T 21TV, BAD BT A N —E{Zf T HPIK3CA p.E542K & HRAS p.GI2AD%
WA2F%E L7, TP53, AKTI, PTEN, BRAF, KRAS, NRAS, RASAl, EWSR1, MAML2IZJRRY%: 5
D o 72,

[#%2] PRl I T2 RMERIL, B TEENER EOMPMLERICO L), REREOFHRUEICHS T
LRV D 5. 72, HIEHBITEA S 2 WHIIEIES; & OFRNICHH & 25 2 EAVRR Sz,

Clear cell SCC (CCSCC) is a rare histological variant of SCC, and its characteristics is still unclear. An
89-year-old female complained of painful swelling in the upper gingiva. Histopathologically, the tumor cells
had abundant clear cytoplasm and enlarged round nuclei, and were transitionally continuous with the
conventional SCC. Immunohistochemically, the clear cells were positive for AE1/AE3 and p63.
Additionally, the cells were positive for PAS and negative for diastase-PAS. Molecular analysis identified
PIK3CA and HRAS somatic mutations. A detailed analysis of gene mutations may lead to an improved
prognosis, as well as a differential diagnosis from other clear cell neoplasms.
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A hybrid lesion of glandular odontogenic cyst and ameloblastoma
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DEGI] 63 ok, BRI ai 2 Rk EZZ, L3 nish i o SRIHIR 4 & fia & hokbi.
(FRRPT ] CT-CTrb) gl & LI DBIR %2 & GBI, 20 &G 220, ko ERizid ) A
771y MROWIE A %o LFHIBER SRR & DZGHIE v K IZH40FERTIC TR B TihE SN T
Who FHER, WEIZAIRICERIRTS > 720

(B & AARFT ] PRI OB S A BN B § 2 LR CHE SN T, LEEIKRs ZES
2R L, EESICIIPE RS, D, DM, PROMEHE (55773 v, D-PASKHE) 254 %,
IRV 3 Al L CRIAENAFLEBUIR - SRICHI 2 2%, BIREENA ORI v F2ld LRI AL,
TIF X EEADAL, T AVEEDORRIIFED B v, — T, BENIZIEHFEREE O B A v kg e
FEHFEN DT AV ERE (AM) TER IO /MR L T b, B EMER (GOC)
(&CK5/6 [basal+], 7 [surfacet+], 14 [+], 17 [+], 19 [-]; EMA [surfacex]; p63 [+]; D2-40 [basal+]; B
-catenin [+]; BRAF [-] T, AMIZGOC & 57 ) CK5/6 [+], 7 [-], 17 [surfacex]; EMA [-]; D2-40 [-];
BRAF [+] T %,

(4 AR L] REB AL 3 2 GOCIE—H#BCTHARIC X 2 LIEREBAL B~ i % G860 2 4%, KIg DU
WRVESL )7 BBz, KGRI, BB RRRERE O BN A H AL H GOCR I 25 HE 2 13 Fi 72 L TV %, i DT ) A
VEEFEND 2 FF ) AMISRICIRAE L, BN 2 5 Wi fie R 50 X CIAFEPHIZ IR 5 5 AMIG R 1 7 S Hi 2 1k
T AV BT M 72 O HUK - S IR FEFEMENL R R M < MR 5 %68 R R Z I L,
CK14 [+], 19 [-]; EMA [-]; p63 [+]; D2-40 [-] THRESRY - ok r A AM O B 12
ERAE

[(%%] GOC/IAM/NA 7' v FIRZED TR 135 81D 5755, GOCORBIZZ Lo S HOFEFIZED
GOC/AMNA 7)) v FIRELEZEZ bNb,

A hybrid lesion of glandular odontogenic cyst (GOC) and ameloblastoma (AM) occurring in the right
maxilla of a 63-year-old man was studied histologically and immunohistochemically. CT images revealed
a well-defined, periapical multilocular radiolucent lesion in the incisor area. Microscopically, the non-
keratinized, non-ameloblastic lining epithelium has 7 of the 10 diagnostic criteria, confirming the diagnosis
of GOC. The fibrous GOC wall contains infiltrating large cystic and small solid islands of AM, the latter of
which resembles nests of desmoplastic AM. The GOC and AM showed somewhat different immunoprofile.
The present case represents a true hybrid lesion of GOC and AM.
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A case of metastatic lung adenocarcinoma of mandibular gingiva
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[#3]

AV SIS O SR A P EVEIE B X TSR 08 1 BREE L ME SN TV A, Shlbivb L FHHER IC
R LMD 1 Bl 2 B L 70 TZOMEL ST 5,

[3EB1)

B A%, Bk,

FFR 0 21 Bk A O JER

BURIEE © 20174E 7 H X 0 &5 2 B R T RIS CTEMBEIER 2§54 S Vb Be~#, RS S, Ml
& B S MY B 2R NBHRRA & 7o o 720 A2 BREFESEMINE (CT2N3M1b) O W M bk b5 htfT S
N7zA%, 20184E10H BMER R E 2 580, BBEBMARH TEAMRMS P E S N/ze A7 HA4 F, EAKRAK
F— MR O G ME ENT W 2720, LHENEHEO 720 YR & 725 720

PEAEJEE © B 30~404 H % 204F, Kl @ ¥ —350mL & BER 2 ~ 3 & Ho

BE -

YT AR,

FUEEALAT R, BESUIEARIRT, A4 b A A AWER O MR R 13300 b 5 72,

CUENET R 21 B AR 12mm ORGSR 0, SRR O R 2 320, 21 OFHITEIIE %2 R0 72,
HRAT L

I8 T XHAT R SIS IR Z 32, 2] % ISR O F W A 58D, 2[137RER TH -
720

WEIRFEWT © A0 T 5 o A R o

WLE B X O -

BEMR O T IRAIE AT YRR S TR E Ik & e o 720 RAD S 218 & s IER 12 X 5 &F
BN EEDOFR 2 238 - 7272, FIHEE &M L20184E11 H 12 218k skl & BEBZ VI B A Bedls 2 17 - 720 i BEAL
HEAR A D5 BATIRIE T, MBS0l L # 2 bz, 20184E12H, MiWZ L iR EIEIRZ OB K D 72 D1
HIICVNRIBEED I SNz SR CIIERB M R IES 2 LB IR I Th 3, R e s 8 %
MeHE U 7o BRSNS 5 2 L3 o 7228, 2019465 H, EREO-OKIRL 72,

I BRI AT B,

[ 7R B0 % 0 O AV P o B 2 R, BEBHIE Y — MIRICESI L CTB Y, —FTHERD 5 WITRER
B2 R LT\ BRI 2l E KoM 2 A L, mOHIEN 2R L Twe, skt
FHGE O R, MOC-31, CK-AEl/3 Bk, p63—&Bkatk, TTE-1, CK34 BE12, D2-40, Calretinin,
WT-1, pdOBEMETH 1, Ml OMBEF IO & BB L Tz,

Metastatic malignancies in the oral and maxillofacial region are rare. Here, we report a case of metastatic
lung adenocarcinoma to the lower gingiva.

On intra-oral examination, a 12-mm long, elastic-soft, dark-purple tumor was observed in the lingual
gingiva of the mandible of a 42-year-old man and an excisional biopsy was performed. Histological
examination showed sheet-like arrangement of tumor cells with clear cytoplasm and large nuclei.
Immunohistochemical examination showed tumor cells positive for MOC-31 and CK-AE1/3, partially
positive for p63, and negative for TTF-1, CK34 g E12, D2-40, Calretinin, WT-1, and p40. Therefore, the

tumor was diagnosed as metastatic lung adenocarcinoma.
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A large-scale image retrieval system for assisting oral histopathological diagnosis
using deep learning

ANVFTYRTFY Sy ==t e K, dem dt, Al g
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Histopathology diagnosis can be a time-consuming task, especially when pathologists need image
references to compare their cases with. Recently, it has been proved that deep learning models can extract
histologically important features from histopathological images. Here we have developed Luigi-Oral, a
content-based image retrieval system using deep learning. The Luigi-Oral database contains image patches
from histopathology slides of 85 oral tumor categories from more than 600 cases. The deep learning model
for Luigi-Oral was trained on the database images. Adopting important aspects from the oral pathologist
decision-making process, Luigi-Oral allows users to input single or multiple query images with different
magnification levels and to filter retrieved images based on tumor location in the oral region. The result
provides the users images to be compared with their case, along with possible differential diagnoses and
immunohistochemistry staining suggestions for diagnosis confirmation. We evaluated the usefulness of
Luigi-Oral for pathologists in the clinical setting and show that Luigi-oral is a reliable assistance to diagnose

cases accurately and more efficiently.
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Histopathological features of foreign body granuloma with eosinophilic reaction
caused by hyaluronic acid injection
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GBI 61D LM, M@ M HN A M O IR & 22 B L, RANEE B 19 CIRBE SR 2 235
Elrolzo AR, A BB A R AR A 212 R0 X0 Y- 7 R IR K O A7 W] Bk D g & Mo, i DR LS AR 1 & Mk
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ARBTG5 AT A & e S 2 R RCHA AW, FIE, WD a— A9, F77 T3EET 5 ME
%2072 BUNEIRALR BRI v HUERZWNIRT 2 b FH L% Lo A MIEEREEIE L 0 B
THMAHEAT S N 7ze ERHIRRIE, R AT NI 2 B Rk A 2 A BLII 2 8 K & 2 500, IR I
PRIFHRAE VR B & M o T 7ee RN EIZ,  alcian-bluelsth % /R L Z O JF PHIZCD68R E D HH 15
MR 2B EMIE TU S NTEB Y, i iE /RIS P~ OMBEEREIL OB RR S 380 bz WFHL
TN TIZZ RO RIKIZE QMR S 7z MR LY, HEREZERL72E 24, 1 4ERICHARS
ZZT TR EDRRD D o722 L5, HAESHIIHE ) BWAFIE LB L7z, 2ok, HEIBORIE
DG B 2 fERE LIRAVE A~ & 7 o 720
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We report a 61-year-old woman who became aware of swelling and a burning sensation in the right buccal
mucosa. On initial examination, a 25x20-mm mass was palpated on the anterior margin of the right
masseter muscle. Examination of a biopsy sample demonstrated multiple duct-like structures containing
mucus-like material within the mucosal lamina propria. The mucus-like material was positively stained with
alcian-blue and surrounded by CDG68-positive epithelioid cells and multinucleated giant cells. Numerous
eosinophilic infiltrates were also observed. After a review of the patient’s history, a diagnosis of foreign body

granuloma associated with HA injection was made.
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Two cases of spindle cell/pleomorphic lipoma (SCL/PL) with cartilaginous
metaplasia of the oral floor
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Mami Yamazaki, Hiroki Imada and Keisuke Sawada
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Saitama Medical Center, Saitama Medical University, Department of Pathology

Spindle cell/pleomorphic lipoma (SCL/PL) with cartilaginous metaplasia is a benign tumor and can be
treated with simple excision. However, it is difficult to distinguish chondroid lipoma, chondrolipoma
and other lipogenic benign and malignant tumors. Thus, histopathological examination, including
immunohistochemistry, is crucial for an accurate diagnosis. We report two cases of SCL/PL with
cartilaginous metaplasia of the oral cavity. Case 1; A 66-year-old female experienced swelling in the
floor of the mouth for a decade. MRI revealed a 20-mm submucosal nodule with well-defined T1
and T2 hypersignals. Surgical removal of the mass was performed based on a provisional diagnosis of
lipoma or ranula. Histopathological findings showed the lesion predominantly composed of mature
adipocytes with spindle cells and fibrous components. Notably, focal cartilaginous tissue was also present.
Immunohistochemical analysis showed positive for CD34 in the spindle cells, while MDM2, CDK4, and
S-100 were negative. Most of the spindle cells displayed a loss of nuclear RB1 expression. The pathological
diagnosis was made as SCL/PL with cartilaginous metaplasia. Case 2; A 15-year-old female presented with
a 7-mm submucosal mobile mass on the tongue. A provisional diagnosis of fibroma was made, and surgical
excision was performed. Microscopic examination demonstrated spindle cell proliferation in a myxoid
background with mature adipocytes and some cartilaginous tissue. Immunohistochemically, the spindle
cells were partially positive for CD34 and negative for MDM2, CDK4, and S-100. Most spindle cells
exhibited a loss of nuclear RB1 expression. The final diagnosis was SCL/PL with cartilaginous metaplasia.
No recurrence has been identified in either case.

() ARRICH72) THHTHE T L7 RERRAR AR 7 — B A 5620,
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A case of maxillary gingival tumor most suspicious of malignant glomus tumor
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We present the case of a 70-year-old man. When he visited nearby dentist, a lesion was noted on the
palatal area, and he was referred to our hospital. A biopsy was conducted, and the lesion was diagnosed
as malignant tumor. However, since the histological type could not be confirmed, a partial maxillectomy
was performed. Grossly, the lesion was an irregularly shaped, pedunculated exophytic tumor in the palatal
mucosa, and its size was 37 x 34 x 17 mm. Histologically, the tumor consisted of atypical cells with spindle
to round-shaped nuclei and foci of polygonal atypical cells with clear to eosinophilic cytoplasm. Perineural
invasion and perivascular extension was observed too. We suspected angiosarcoma or poorly differentiated
carcinoma, but immunohistochemistry showed tumor cells as CD31(x), CD34(-), D2-40(-), SMA(-
, focal+), S100(-), CD56(-), desmin(-), p63(-), p40(-), AE1/AE3(pan- cytokeratin)(-, focal+), p16(-),
CD146(+), calponin(+), collagen IV(+), h-caldesmon(-, focal+), myosin1B(+), STAT6(-), BRAFVG600E(-),
MDM2(+), CDK-4(-). Moreover, wild-type expression of p53 and a Ki-67 labeling index of over 40% were
revealed. These staining results suggested a pericyte-derived malignancy, and malignant glomus tumor was
most suspected. The tumor recurred one month after surgery, and despite postoperative chemoradiotherapy,
multiple lung metastases were found, and the patient is still undergoing treatment. Malignant glomus
tumor is an extremely rare tumor in the oral cavity, and we will report this case with a review of the
literature.
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A case of congenial epulis
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We reported a case of congenial epulis in the mandibular and maxillary gingiva of a newborn. The mass had
a smooth surface and a yellowish-white color on the cut surface. Histopathologically, the mass consisted of a
proliferation of polygonal cells with granular cytoplasm, and many capillaries were observed in the stroma.
Two months after surgery, there was no recurrence.
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A case of clear cell carcinoma (CCC) suspected to be a recurrence of

mucoepidermoid carcinoma
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We report a case of CCC in a 68-year-old woman. She presented with swelling of the right neck. A tissue
biopsy was taken from the right mandibular branch. Histologically, the biopsy specimen showed clear cells
forming focal epithelial foci and proliferating in fibrous tissue. It was difficult to determine the histological
type of the tumor from this specimen alone. 11 months after the initial diagnosis, an oncogene panel test
was performed and revealed the gene translocation EWSR1-ATF1, which was morphologically consistent
with the diagnosis of CCC. The detection of fusion genes is useful in the diagnosis of salivary gland tumors.
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A case of ALK-negative ALCL after the dental implant placement
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Anaplastic large cell lymphoma is one of the CD30 positive large cell lymphoma and sometimes occurs
associated with breast implant. Here we report a case of ALK-negative ALCL after the dental implant
placement. Seventy-seven years old man who had the operation of dental implant placement six months
before, felt pain with proliferation of inflammatory granulation tissue. In the biopsy, there were large anaplastic
cells with the positive reaction for CD3, CD4, CD30 and granzyme B in the inflammatory granulation tissue.
These cells were negative for ALK. Finally, the lesion was diagnosed as ALK-negative ALCL.

O35 LR



—fERE (RR5—) 2 P-7

7 I a4 N & IBEMIE L%z F > 72Low-grade B-cell lymphoma
DBl

A case of low-grade B-cell lymphoma with plasmacytic differentiation and
amyloid deposition
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Background: Amyloid deposition associated with hematopoietic tumors is common in plasma cell
neoplasms, but rare in low-grade B-cell lymphomas. We report a case of low-grade B-cell lymphoma with
plasmacytic differentiation and amyloid deposition involving the palate.

Case: An 88-year-old woman had an elastic hard mass on the left soft palate. Total body investigation
revealed masses on the left palate and root of right nose, and a slightly enlarged left cervical lymph
node. Biopsy was performed from the palate mass. Histologically, the palate mass consisted of nodular
infiltrates of small lymphoid cells with plasmacytic differentiation and amorphous eosinophilic deposits.
The deposits were positive for Congo red staining with apple-green birefringence under polarized light.
Immunohistochemically, lymphoid cells were positive for CD20, CD79a, CD10 and Bcl-2, and negative
for CD3, CD5, CD23, Cyclin D1 and Bcl-6. Ki-67 labeling index was about 5-10 %. The lymphoid cells
with plasmacytic differentiation showed CD138 positivity and light chain restriction was detected in ISH
(kappa<<lambda). Bcl-2 rearrangement was not detected in Bcl-2 break-apart FISH study. The deposits
were immunohistochemically positive for amyloid-lambda, but negative for amyloid-kappa, amyloid-A, and
pre-albumin.

Finally, we diagnosed this lesion as a Low-grade B-cell lymphoma with plasmacytic differentiation and
amyloid deposition.

Discussion: In this case, lambda-dominant light chain restriction was observed in the plasmacytic
differentiated component of low-grade B-cell lymphoma, and the deposits showed amyloid- A positivity.
These findings suggested AL amyloidosis associated with this lymphoma.
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Histopathological analysis a case of anaplastic large cell ymphoma ALK-
negative in maxillary gingiva
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Anaplastic large cell lymphoma ALK-negative is CD30 positive neoplasia and rare disease in oral lesion.
We report a case of ALK-negative Anaplastic large cell lymphoma that arose in a 76-year-old man who
complained of a rapid increase of swelling and fever at the left maxilla. Histopathological character is solid
high atypia cell. Many mitosis were observed. Immunohistochemical result was CD20(-), CD79a(-),
CD3(rare+), CD30(+), EMA(+), ALK(-), LMP-1(-), CD56(-), TdT(-), Ki-67(more than 70%).
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A case of metastatic carcinoma to maxillary gingiva which brushing cytology

was helpful in the diagnosis
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A seventy-something female presented with maxillary gingival swelling, and had a medical history of lung
carcinoma. Since the lesion was suspected to be malignant on brushing cytology, a biopsy was performed.
A cytological specimen showed highly atypical light green cells, including abnormal size and shape nucleoli,
and scattering of cells with mucous. Histopathologically, the lesion was composed of tumor nests with
ductal structures of large epithelial cells. Immunohistochemistry showed the proliferating cells were CK7
positive, slightly positive for CK20, and negative for TTF-1, p40. According to these results, the mass led

to a diagnosis of adenocarcinoma.
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A case of acanthosis nigricans maligna with manifestations on oral mucosa

B OBESE', MR, A W nbE B

Yoriaki Kanri', Yasuo Okada’, Shuji Toya2 and Ryuichi TIkarashi’
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(5] BRI PR O FLBURIE, LIt BFUE 2 F e 3 258 T, B, NEE,
VRS ORES B0 FHISEMEIES; 2 PRI S 2 e BN BRI L IE N S, Sl SKEERE O
TR N0 — A2 BE U TR AE IR 2 52 L 72 A REE O 1 B %2 8 5% U 72 0 T PRI 19 B
L., XHMZEZMATHhET 5o

GiEsI] B 8Lk, Bk EFF - TR O ALBRZ L. BURIE « THREOIRE, B8 BOF o Rafl
RHAEALATEE L 72 R ICTEN OB RIHE R O OFINAVEL, EEERZ %%, Wbe ISR 2 i
T, BEELUESVEHSHIARBE L 720 BUE @ BRSO BFRLAE, 1M, LUSHIEL, A, B, &, 1
w MBS NETRIR,  FLBIRWNZS 2 5D 720 BEARIE © B ERs %, MIETEMi %o AL s X OVGH @ IS5
BED BB A AT D720 BEENFHIHALE R A 2 ML, WHREIRISIRE 0 AR 23T b, Kb
W & B S 7z E72, MBEEE RN b BHMKIR L 720 PRS00 L & BRARIER 2> & BB BB 32
BIEDE 2 B, MMEEHALSRIVEHI BRI L, RS T SIRRE B W BT 23T b 7z TR IS TIEN O
ZEHBL, 1H4»A2R2BEE THRBE VDS, BERIREE D 7 /L ARE T b,
(AWt~ 7 o] B@Eil, e, Z28o/NERAR, BUNLEIRE 23 mA RO bz,

U BRI PT W) B R R P B I3 SR A3 A b, B RIS G ARk 2 fE v, Ahitkic 2L
FURZ % LCHIES Ao REZMIIICERAIZ 22 0%, B REFHA I N L, RIKERLHBEEAEIZA T =
YHRIEA SNV,

i BEALRR 71972 W] papillary hyperplasia with hyperparakeratosis (acanthosis nigricans maligna)

[(#558] SIREBE D T V=< Fa— 2120k THFENICEREZ 2 L 72BN R o B R RO 16 285 L7,
FUPERS I FLBE RN Z D £ 58 2 00 HBHICII BB R IE 2 B L, EEER O A R - e lT
IV REND 5

We experienced a rare case of acanthosis nigricans in relation to the dermadrome of sigmoid colon
carcinoma. A 81-year-old man presented with rough feeling of the oral mucosa. He noticed multiple
papillomatous lesions in the mouth and dark pigmentation of the skin. Histopathological examination of
the palatal mucosa revealed papillary proliferation with hyperparakeratosis and slender connective tissue
papillae. A sigmoid colon carcinoma was detected by colonscopy. We made a diagnosis of acanthosis
nigricans maligna. The patient underwent resection of sigmoid colon carcinoma. After the operation, the

oral symptoms improved.
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An analysis of oral bacterial flora in oral malignant tumors

R OREVY, KW Y, k% AT, R St Pa I
AMBIL R

Yasuo Okada’, Junya Ono ! Hiroto Sano ', Yoriaki Kanri', Shuji Toya2 and
Takahiro Oneyama’
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! Pathology, The Nippon Dental University School of Life Dentistry at Niigata

? Oral and Maxillofacial Surgery, The Nippon Dental University Niigata Hospital

E] DN (7e—9) BABPRVWEAZ»T T POLIBENREICEEL, BE &0, k4
GIRBEELCICCLSTD VAT ARMPELTELLEZONS, RAIINTETONELS, HENT
O —J O (ONT v Ake) 12X DM 2SEA S 288850 - IHRIBERFI2bNT P AREE &2 L
REICEDLLEEZEZ TS, L2L, TRETHEREFOIEN 70— ORE (N7 ¥ A 1200w
TP L 722 E A AL, 22T, HFEE - BAENERREICBIT % 70— ODNAMFIT %
1To72

DB X O] MU e - BB R B RS EER) 09 BARNIZRICHED TGS /2306 &
L7z0 RN %2 #pbE T U CHER 2 SRILL, MINODNAZ L L, WAHEHBOPCREE, 1477
) —At, AR, RS — 7 U =X D RS 2 U L s, AETIETS I A4 =10 5 T
FlEARHMd A2 & T, HEBOWMANRIE L TH —BEEIZHIATRET, HENMRNORE, M= 271%
WRAT, MBS AWM, v hu— VB ERRE L7,

[#iH L £ &®] Phylum (M) LNVTlE, BEEHEE 22 Mo — )Vt L 12 Actinobacteria, Bacteroidetes,
Proteobacteria, Firmicutes, Fusobacteria, Saccharibacteria (TM?7), Absconditabacteria (SR1) & X O°
Spirochaetes?395% DL I~ % 5 &7z, Species (fH) TiE, I ¥ b a— WERIZHARBELHE I 3B\ T Preudomonas
aeruginosa, Fusobacterium sp. HMT203%° Kingella sp. HMT9327% EW3% <, 70 —SDREZE72LTWw5LH T
EAURE &N, OTUsE (BFEZo$8iE) R Shannon index (ZHMEOIREE) 12> b a— VBRI
HA~BEAHE TR Z /R L7zs $72, PCoA (unweighted UniFrac) Ti&, FEIEAIC & ) FEEEAST VS 0 (K
EOEL) dAaoNzZ s, FEIEIMRAM, THESB L CHRANEERE L O#EIZOWT M Lzo
THET %0

AWFFEIE H AR R A8 R A i B A R B R O KR/ TITo 72 (P %77 : ECNG-R-415)

Bacteria were collected from 30 patients with oral cancer and potentially malignant disorders (tumor
group). At the Species, Pseudomonas aeruginosa, Fusobacterium sp. HMT203 and Kingella sp. HMT932
were more common in the tumor group than in the control group. OTUs and the Shannon index were
higher in the gingival carcinoma than in the control group and the tongue carcinoma. In PCoA, similarity
of bacterial flora was observed for each primary site. Therefore, we also examined the relationship between
these results and the primary site, T classification, and histopathological malignancy.
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Analysis of the role of Tratl in the pathogenesis of Sjogren’s syndrome
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Ruka Nagao ! Akiko Yamamoto?, Kunihiro Otsuka’, Aya Ushio ! Hiroaki Tawara',

Shigefumi Matsuzawa’, Umi Tamura*, Yuhki Kawahito *, Takaaki Tsunematsu' and

Naozumi Ishimaru'

BB, LIS TIRREE B

PHARKF ARG, L

STNK R B 2e ke, TR SAE o m R e IS i A VR 50
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! Department of Oral Molecular Pathology, Tokushima University Graduate School of Biomedical Sciences

2Department of Pathology, Nihon University School of Dentistry

> Oral and Maxillofacial Radiology, Division of Maxillofacial Diagnostic and Surgical Sciences, Faculty of
Dental Science, Kyushu University

* Department of Dentistry, Faculty of Dentistry, Tokushima University

EI-N=R
H

V=7 L ViR (Sjdgren’s syndrome: SS) (XMEIR R IR 7 & DSV IR Z BRI & § 5 H O RIER R
THbo WML L 72CDABE TS RIEMET A S A A4 V2 AT A L CTREZMESELEEZON
THY, CDAEETHIOHEEALDTLHED 2 VIFIPHR O T X ) COARRETHIEOFH LA ] &2 2
INBEEZOLND,

JEAE, THIBEC A LI 2 @) < PD-1R° CTLA-4 & v o 72 3L 2 AR OB RERR E 5 5 WIS BUK T %
L7 HORERBEOIIERE VS22 > TE /e LA L, SSIZBIFAHCD4 Btk THINL o 36 AL il
BHEICOWTIIRMBITH B, o4 1L, SSIEBEF LI A ZHWT, LIflE2 84K %E 5 L72SSo¥i 72
LHRIERF LN TH I L E L7,

itk

I PRI TR, SSREETNI Y ZAORHEEE (mild SS), WEEE (severe SS) 7> 5 CD4R;
HTHlOSMEZIT, 2 Fa— =y X L L TSSIEE T V=7 2 THRBDWES S 2 70T & Hllh
L7zo BoN7zfR D 5T Cell Receptor Associated Transmembrane Adaptor 1 (Tratl) OZBUIHEH L,
Tratl /v 2777 b (KO) 7 AZER L7z, 8MimlZH1) % Tratl KO <7 212D W T ML A 912
Al 2 47 - 726

(S

ERE RS CTIETracl OFBUIHRBAEALTH L L WAL TEY, 7u—H% A M X M) =TT,
TratliZ 2 ¥ P E— V<Y ZZHK L TSSEEE TNV 7 A TR PHEICRD 5/, F 7-Tracl
KO~ 7 ZADMEFEIETIEa >~ a—)b= w7 A & g L CHEMIRRE BB H - 72,

e

TratllZCTLA-4DOMIEE T ~NDOBITZIRET 50 FTH A Z EHEIN TS, KRIFZETIX, severe SS
TTratlZEBLAEEE T 5 Z LM A TTratl KO~ 7 AT & RIEMMEFE A B H B 2 L2 5, SSHK
RIS T Tratl 22 13 & L 72CDAR PETHIBE O WG AL S E 2 g S b,

Sjogren’s syndrome (SS) is an autoimmune disease that affects the lacrimal and salivary glands. Activated-T
cells are known to infiltrate in the target organs. Recently, co-inhibitory receptors have been reported to
implicate in the pathogenesis of autoimmune diseases. Therefore, we aimed to elucidate the regulatory
mechanisms of autoreactive T cell activation for SS through co-inhibitory receptors. We focused on T cell
receptor associated transmembrane adaptor 1 (Tratl) as the molecule related to the progression of SS. More
severe inflammation was observed in the salivary glands from Trat1-KO mice than controls, suggesting that
SS pathogenesis may be regulated by Tratl.
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Proteomic analysis of saliva in psychologically stressed rats

WH OO, AN W, RE EHWH

Koki Yoshida, Tetsuro Morikawa and Yoshihiro Abiko
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Division of Oral Medicine and Pathology, School of Dentistry, Health Sciences University of Hokkaido

Psychological stress is related to various oral mucosal diseases such as aphthous stomatitis, oral lichen
planus, taste disturbances, and glossodynia. However, the pathogenesis is still unknown. Salivary proteins
play a role in the pathogenesis is various oral diseases. There is very limited knowledge on the effect of
psychological stress on salivary proteins. The aim of this study was to perform a proteomic analysis of saliva
using a rat model of chronic psychological stress. Sprague Dawley rats were subjected to psychological stress
for four hours daily for 1 month. Proteomic analysis of the saliva was performed using two-dimensional gel
electrophoresis followed by mass spectrometry and Western blotting. The low mean body weights, lower
activity in elevated plus maze for behavior analyses, high adrenal gland/body weight ratios, and high serum
corticosterone levels confirmed the high levels of stress in the stress group of rats compared to the controls.
Mass spectrometry of the gel spots after two-dimensional gel electrophoresis identified six different proteins
to be significantly different between the two groups. These proteins were; BPI fold containing family A
member 2, von Ebner’s gland protein, Amylase 1a, Common salivary protein 1, Carbonic anhydrase 6 and
Cystatin D. The expression levels of the two most significantly altered proteins, BPI fold containing family
A member 2 and von Ebner’s gland protein, were further confirmed by Western blotting. The present study
identified altered salivary proteins due to psychological stress. These findings might aid in understanding
the pathogenesis of stress-related oral diseases.
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SARS-CoV-2 induces Itgb3 expression in vascular endothelial cells and
promotes thrombus formation

fhigE wibc, | B, BMa SN BEOR, KR % Ml niT!
Wataru Ito "2, Ryo Takeda ! Nako Maishi’, Aya Matsuda', Yoichi Ohiro? and
Kyoko Hida'
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! Vascular Biology and Molecular Pathology, Hokkaido University

? Oral and Maxillofacial Surgery, Hokkaido University

ooty AV AEGE (COVID-19) &, MAREZ SIS AI 2 2 LAME SN TB Y, AR
FED FEFEAL & OBIMAHRIE SN TV B0 MARTEBIIEMAE NI B AR E AR5 ehs, Kif
FETIMAE MBI H L, SARS-CoV-2/g 34l o i A BHINE I 35U B Ui T b 2 AT L 720
i~ 7 A CHEAEM %% 23~ 7 ABIMLIISARS-CoV-2% VT, &Sz & A5 P R M & Ak L RNA-
seqx M L7zo B SR L UCIHFERELLE~ 7 A B L OHESR Y A2 i, ZoRE, EEfbn
v ™7 Z Ml ML BRI IS 35\ T, R TR & DB ERE E T B Tegb3DFEBUTHEN I S 7z. In
vitrolfil i N BZMIIBIZ ™ £ VW A Z R #E S E 5 L Tgb3FBAITHE L 720 7 A W ASH ¥ /87 BT [ERIZ,
Tegb3FEHATUME L, M/ O ML B KS § 2 B VEDTTAE L 72 A NEHII D Tegb3%E B %2 /7
7F e hE, MMOBEEEDPMLT Lz BLEX D, 74V R/S proteinlZ & U Il ML D Iegb3
FBAFESN, MUEEALEZ 725 L, MBRBRSRES NS 2 EATRR STz, BUE Tgb3® L
HFOEFEZIT, LD FEMIZR A 7 = XL OHIZI) HLA TV Do (RWFTEIRALHEE K 5 N BRI e
e FEl It [ JE A 3 RSB & D SEFIRFTE T B)

Severe COVID-19 is frequently associated with thrombosis. In this study, we studied vascular endothelial
cells (ECs) pathobiology. We isolated ECs from the lungs of infected mid-aged/ young mice and performed
RNA-seq. The expression of Itgb3 was upregulated in ECs of infected mid-aged mice. Itgb3 expression
in ECs was upregulated by SARS-CoV-2 exposure or SARS-CoV-2 Spike protein (S protein) treatment.
Furthermore, platelet adhesion to ECs was enhanced by these stimuli. Knockdown of Itgb3 expression
in ECs decreased platelet adhesion. These results suggest that the SARS-CoV-2/ S protein induces Itgb3

expression in ECs and promotes thrombus formation.
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Periodontitis Relates to Atrial Fibrosis in Patients with Atrial Fibrillation
— Histological Evaluation of Human Left Atrial Appendage —

HE wesky', Kb KT, WIE RS, W MRS, BN BER?
Sayako Yamane', Shota Suenaka', Hisako Furusho?, Hiromi Nishi’ and
Mutsumi Miyauchi’

R B

PR ESRAE, R I B e

SIREREIRRE, IR A SRR
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Wi DB, WHESOAEDORNE 2D, #FEHGE RIET 50 O b0 5 B) o 3
FHALICEETH D, LERMELOETIERELS ST %, WERIBEEORVEIIETH D, B
TR BVE R FEA S 5 & & TEIRMEILSE 04 GBI S35, HEE L OEMB), OREBHELE DO-
IS S TRV AR TIDET AR ICO R LA 0ERER B0 Mk v, sExe OE
MAHALOBEZ WIS A2 e 2 HIYE L

T R BRI b OB A R L 7 D H YD B & S0 T 52 00U ol B S TORE B & 1 1) E LS BEk L 720 xf
GUEHIMATICOENZ R %220, WEREEE LTRERE, 7o—Yr 7o limE4d (BOP%),
Ta—VY Ry MESAmmPL EOEE (PPD > 4mm%), A RGERMR (PISA) ZiHMtiL7z. 7%
oo ) =R CREOCHMBROMME L E G 2 g m b L, R RIRE, M LES B L0, BRKNT
D% LGS U720 W R D 9 HPISAE EA205E6] (PISAEMERE), THZ204ER] (PISAMKAEEE) OFLKE
VT, MG TEETRBESYY) 7V 5 4 APCRETHE L7z,

FEH:BOP% (R =0.48, P<0.0001), PPD >4mm% (R=0.26, P=0.02), PISA (R =0.46, P <0.0001)
TR LS A & IEICHIBI L 720 BAEKI0A L EoSES] (n = 62) TN 5 & PISA & ML s 41
X DEWHEZ/R L7 (R =057, P<0.0001), FERKT (GEi, BMI, Co5MBhae i, f40E 7R
ANEREDHHE, CHADS,A 37 [ oMtk oA 4, EIERE, FHi7omll b, BRI, WAk oBaE])
% & L E MR HTC D PISAITHAMELEI & & A RIS L Tw7z (B =0.016, P =0.0002),

PISAF i CIZPISAMKAEHRE & LB L C, A OHAMBEFOA vy —uf * v-60RME (P =0.0134), 2%
F T U—A0AMEAE (P =0.042) T, RIEDFAE L OHMIILIC BT 2 M ED B AVRIE S iz,

Z5 RERIOEMRORIEEZER L, OIS 2 etk AVRIE S iz BiE S0 hE Bl
OIBIET Y A 7 T L R BTREMED D B0 F 72, BRHEH OB O J5E R EATIHNC AR TH 5
LEZOND,
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Borealin-Survivin axis regulates cancer metabolism through chromosome
passenger complex in head and neck squamous cell carcinoma

kR, Wi B, KRB BME R SR, RO TR
At
Hiroaki Tawara, Takaaki Tsunematsu, Ruka Nagao, Shigefumi Matsuzawa,

Kunihiro Otsuka, Aya Ushio and Naozumi Ishimaru
R, LS TR REF 501
Oral Molecular Pathology, Tokushima University

Chromosome Passenger Complex (CPC) 3Mlld 2T 2B § 2 7 > /87 HEK TS % Borealin,
Survivin, Aurora-B, INCENP® 4 DO K T2 5740, HETRFLEEL EDA LBAICBW
T, BERHAIMREINTVS, L2LEaYDL, ZOEFBEIHLLELZ>TWRV, £2T, AWETIE
SHS R T LRI B W CGREIFEBL L 7-CPCRERA T O BROMIHEZ HW E L CTRIT 2175 720

SHEA S~ Rz F ik 2 H v T, Borealin® @ # 53U X V) Survivin23% Bl E5- L, #1CBorealin® / v
7 &7 2 &) SurvivinD FEBL T 25580 5 1726 Survivin®@ mRNAIZZEALIX %2 22 - 72 2 & R Survivin ¥
OB PIERE L T2 & 225, Borealin® BEIFEIHIZ X Y Suruviving ¥ 237 3% ELT 5
ZEEEHLZ, 518, Borealin L USurvivin2S LB X F > 70577V — LA RICE o THHEINL L
HWEICHEDO VT, HAKRR LY X F Vi EEE O K T T3 % Fizzy and Division Cycle 20 related 1
(FZR1) @/ v 7 ¥ v #4i-72¢& 25, Survivin& Borealin® EFEHDFFE SN, 4 TBorealin®d / v 7
Fvr AT 2 L TSurvivin D BFEATEIR L7ze L7235 T, Survivin® & Fi X Borealin® F I mAKLFHI T
HHZEPHLNE o T2,

HHE L 72Survivin DB EE X I 5 22T %720, BEAIORETdH 2 EAMPERE DM 217 - 7225, FRITK
LTARERALN Do 7zo FANNEDOES I E IR 5 Survivinl < 2 L HE I N TW5H Z
END, FUNRTEOGMETSIET A, 70T YAETSurvivinDEHBE L TwWL 2 2 B L
720 MAT, 7 u<F VZEM L7zSurvivinll X o TRBERDSTTHES 2 2 L 2 52 L7z,

b Z &ns, BRI LEEIZE W TEEZEH L 72BorealinsSurvivind® 7 < F » TOEHEHE L b 72
5L, TOMEMERKFICHADRB G TS L) B R &RBAVRE S iz,

The chromosomal passenger complex (CPC) plays important roles during mitosis to ensure the proper
chromosome segregation. CPC is composed of Borealin, Survivin, Aurora-B and INCENP. It is reported
that each component is overexpressed in various cancers, including head and neck squamous cell carcinoma
(HNSCC). However, its significance on cancer progression has not been clarified. In this study, we
found that Borealin overexpression stabilized Survivin and promoted its accumulation into chromatin. In
addition, our experiments revealed that chromatin associated Survivin promoted glycolysis. Overall, we
would propose the novel role in which Borealin-Survivin axis regulates cancer metabolism in HNSCC.
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The oral bacterium Streptococcus mutans promotes tumor metastasis by
inducing vascular inflammation
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FURE I B, 8 o R B A AL 1 22 202 X 0 MR BRIC A ), Kk A R SRE A L 2 5125 &k 2
Fo T/, MERIEFVABBICERZEXHZRTIEPHMOENT WS, RAZENMETH S
Streptococcus mutans (S. mutans) ASEFBIEZE CTMAE RIEZFEL, PADEBZIRET 5 L IRFH % LT
7o In vitro CHLE WAL (Endothelial cell: EC) I2S. mutansZUFE$ % &, ECIZRET 22 & 2057 5
LR au = — T v e A 2K DR S N7zo RNAseqf#HTIZ L D, S. mutans THIH S N7ZECIZE
W RIER DS AN I B 2 R ANEPAL L T eI &7z, S, mutans THIE S L 72EC
W LT, DSAMIIIE X D EEE, BAE L7, 72, S. mutans THI S M72ECTIEVE-cadherin® FE BT
RN N TR SN TN B 2 EAIRE NI, I RIS, mutans% JBERIRTEST3 5 &, i 5 pH
N FIEMILRE 2L, S ST 2 e S N7z Pisehiedk £ 72 INF-kBRHEA 512 L), Th
5 QIR A IR SNz Db X0, il 2 0653 2 T P 1 3 [ ik 2 0 ML 45 90 % 75383
B2 LIZED, PADEBERET LI LRI NI, PABFEOLIERAEEHIL, SN ZO o
A 53, BAWBOMHIZHEND, PABBTOEFRON LICHMT 22 LrWifishs, (BEX
Hk 1 2022 Cancer Science “The oral bacterium Streptococcus mutans promotes tumor metastasis by inducing
vascular inflammation” L Yu, N Maishi, E Akahori, A Hasebe, R Takeda, A Matsuda, Y Hida, ] Nam, Y
Onodera, Y Kitagawa, K Hida. DOI: 10.1111/cas.15538.)

Oral bacteria enter the blood circulation and cause inflammatory changes throughout the body. Vascular
inflammation is known to play an important role in tumor metastasis. We hypothesized that the oral
bacterium Streptococcus mutans (S. mutans) induces vascular inflammation in distant organs and promotes
tumor metastasis. S. mutans increased inflammatory cell infiltration around pulmonary vessels and further
promoted lung metastasis. Anti-inflammatory drugs or NF-kB inhibitors significantly suppressed these
lung metastases. These results indicate that oral bacteria circulating in the bloodstream promote tumor
metastasis by inducing vascular inflammation in distant organs. Oral hygiene management is important to

the suppression of tumor metastasis.

7075 LR

89



90

m AR (RX9—) 4

Importin7 7 I V) — Z 4t L 72IL-1a DRk A% O b

Analysis of the Importin family-dependent nuclear translocation mechanism of

IL-1a

WA Zf¥, FH PR, RE IERE

Akiko Yamamoto, Saya Imaoka and Masatake Asano
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Pathology, Nibon University School of Dentistry

[L-1a ZBETD) 7= F R T VY NA <=6, EHWMLEZ XD & 28 % B OREREDL X OJR&
P RER R BICFG T2 LML NT WS, TOEMKRNREEIEE LT, HBED S WIZEE LM
Fasibsh, FRICREZERTLZTI—I e LTI 2PN R TE e — 5T, IL-1
I FHIENICBWTEIEKIIRBAELTWE 2 ERD, BRNICBWTHEELFHEXZH-TWLEEZ S
NTBY, ThEFTRIL6RILIDEIEZTAML TVE I ENMEIN TS, L2 L5, Miggc
EHEINDEZZOLNTVABIL-1aDED L) ITBABITT 200, ZOHlEEHEOFFMIZAHTH %,
[L-1al3BBITL 7 VEHLTwDLIENL, BBITY 7P VEAET 20 FO— BNk Td 5
importin7 7 IV — &4 LB RS ITHONT WD I LR END, £ TR T, importin7 7
I =2 X BIL-1 o DR SEARHE N 2 24T, LT O 247572,

%9, importin7 7 3V —LIL-1a DMESEHZY S 0I2T 5720, IL-1a 238l S ¥ 7-HeLaffilig 2 F v
TEEERT 74 =74 =270~ 7T 7 4 —RWGIERREIC X 2 HEMERRIT 270722 25, #
B Dimportintt 7% 4 THIL-1a EMEAEHT 5 EDVHON TR 5720 EHICZIL-1a & DM EAEH A
b N zimportingl T2V, siRNAZ W2/ v 7 57 v H L0 IdHER ZHWT, ThodIl-1a
DOREHGEN AT T B RNT L7245 8, importin” 7 3 1) — &4 L72IL-1 a %%, SThF TI2ms
LT % — &) CTclassical 2 s Bkl & 1 W2 LW REMEDVRIE S N7z REFESTIEZ DR RITE DOV TEE
L7272 7% IL-1 a O GEEER T T IV 2 /A Lz wv,

IL-1a is thought to play an important role in the nucleus, but the mechanism of nuclear translocation of
IL-1a is unknown. Since IL-1a has a nuclear localization signal, we analyzed the mechanism of nuclear
translocation of IL-1 a by the importin family.

First, the interaction analysis of the importin family with IL-1a revealed that several importin subtypes
interact with IL-1 . We also performed siRNA knockdown of importin molecules that interact with IL-
1 a and analyzed their effects on IL-1 @ nuclear localization, suggesting that IL-1 & nuclear translocation by
the importin family may differ from the common classical transport system.
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Role of CXCR4 in angiogenesis of oral squamous cell carcinoma

Yamin Soe', & Hi', Htoo Shwe FEain', m& 43X, HH W8k’
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Saori Yoshida?, Sho Sanou'’?, Ayumi Morimatsu ' Keisuke Nakano ' and
Hitoshi Nagatsuka '

VR KA AR TE B S B S e, e LA B

PR R, R ARSI E

SRR ge e BEBRSESAI, e I AV R 00 B

" Oral Pathology, Okayama University

ZPre/imimzry Examination Room, Okayama University Hospital
J Department of Oral and Maxillofacial Surgery, Okayama University Hospital

[63] CXCRAZIKHERMEIDr EHA Y LT F—Th), ¥rRWHETHEBPMESNTSEY, EEM
FeoHELEREOM LR, WHBOMRMELR OB HRE SN TS, T, FLld, CXCRADSNERF K
oA 59, WEICHAT HHEEMBEICOCXCRAPFEH L TWALZ &R L, $/2, L7
¥ —%FERTHET S &, MERROMEICE ) EGEGHBOBIATIERITIEIHONE o7 L
L, NEE ORI & CXCRARG IS I O BARTE XA 2 55038 v, AWFZETIE, REMHOR L
%<7 A CIERERIIORE 2 TV T, CXCRAFGPEIE IS O 217 - 726

[J73:] REREED < 2T E L TMOCL (Mouse Oral Cancer 1), ER#EED < A1
JERIRRR & L TMOC2 (Mouse Oral Cancer 2) #H\W7z, W%z, <~ 2 (C57BL6) IKHHICEEAE L
T 3EMBEBRL, WEIH > TEAERZ TV, SRSt 1 TR 2175 720 72,
CXCRADT ¥ % T=Z + TH HAMD3100% T, MTS assaylc & 0, Lt 7% —FHEIC X 5 HGfE~
DB AR L7z,

(58] BB RAR T, MOCL, MOC23: 12 CXCRAB ML 2 386 720 MOC1TIZCXCRA 5541,
MR MR, IMERGRHMIEZ &, k4 IR B PERT SR S /ze MOC2TIE, I B HIE C 3B
PEAT AAYBIEE S M7ze CD34IC X 5 £ MOCHLEEL O #5514 0 31 Tid, MOC2iZMOCIZ -, i 55 1M
BoOEIPHEL, Ml AELTWEEWHA SN, AMD3100IZ X %, in vitrolZ BU) A S~ DR
UL, BERRICRBI AL N o T2,

(2] KEFEEOOEEEELE & T, MEORIVPKSEDP-72DITH L, EREMEO TR IES
MClE, MBEOSIENSL v iEEEZ LB ), CXCRADZEHE L R BV o TR RS HLE O 77255
W EDRGh ol T2, WHEORLLFETIE, CXCRADZREIDE R 5 W REEATRIE S 7z,

CXCR4 is a chemokine receptor which is expressed in various cancer and involve in tumor migration and
metastasis. However, the relationship between tumor invasiveness and CXCR4 positive tumor blood vessels
remain unclear. In this study, we observed the CXCR4 positive tumor blood vessel by using mouse oral
cancer cell lines with different invasiveness. CXCR4 is highly expressed in cancer cells, endothelial cells
and hematopoietic cells in MOCI. In more invasive MOC2, endothelial cells were mainly positive. Study
with CD34 show that MOC2 vessels are short and branched. This suggest that CXCR4 role may differ in

cancers with different characteristics.
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Necroptosis B K X3 IR B P 28 O 8 8 o AL B R - 22 & TN
AHBEEAZ )V —= v ==L %095 5%

Necroptosis-related factor “X” is an useful new superficial differentiation and
screening marker

BH AE

Yuri Noda

BAVHEERER S, B S e
Pathology, Kansai Medical University

(5] 2 (SIN) R FLER (SCO) % &t MG MRA (OT) &, ML A B/ g < IE 5
R 3 BB ERFREDPE IS WRB L E ) DR R 2 bR 2R3 528 x
AR EEMBZ O EMBTH L7700, REHLICX ZHBEEFMEL ST Twb, RN ZATIE
(Necroptosis) PIEEFXAFHA 7 ) —= v r~—h— & L THHA»HE L7,

[AFfE & D7 ] B VG R L R 272 B & 9 BE (2 T20124F 2> 5 20214F 12 T4l A3 H AT S M 7227640 kT MAM ¥
[SIN:118, SCC:123, FEIE#; (Normal):35) &60Mifg# 41k (SIN:20, SCC:20, Normal:20), 7% &N
HITA)RABR S CHH 7227 & 27mE M BF (4% 4 SIN: 4, SCC:10, Normal:13) 13t LT, $iX% 7= 5
LGt RELISAS: 2 JidT U, MESF @M I3 2 XD FEBIE I 2 5K 720 £ 7-SCCHaMlark (HSC-3,
SCC25) % Hv7z3DANuE; 24 ¥ & B H1KOrganoid# ¥t (Dysplasia: 1, SCC:2, Normal:2) (Zxf L
TXDOFEHRE - FHFEEERZ AT VIEE Y 2R 5 2 BEE L 72o

Bk & 58] XIZOToERE AL THEBFEBL L, OTITH§ 2 & - FREE - PPV - NPVIZ&R S Hi
) E WFFEIC TR S A7 A - MR B T80%LA R AR L, SBUHAEICAHEICY v Hifsf ol &
5-OSDEALA A Bz (p<0.05) 3DF;FEZ% & NI Organoid M B OXFE B E#E CIIMMa AL 2 R &, #
NJEASA L, A~ OBERE MBI %2 K\ 720 NormallZH LT, SIN & SCCHEFHE HRMER |2 TX D FE B H N
WA HNTZ,

UieE] XIZOT O LMAEN - & L TR 1B\ CHEZ 4 JE 552 2200 5 50 & 40 5 W ek 2SR
SNizo XIEHINEE % 6 IR Z HWZ2HBA 7 ) —= Y V= =R PR TN LT EHOR
WA - RIGERC T SHRE AN TH %,

Diagnosing of oral tumor (OT) including squamous cell carcinoma (SCC) and dysplasia (SIN) are
frequently difhcult due to its superficial differentiation feature. We examined whether necroptosis-related
factor “X” is a useful screening and prognosis marker for OT using TMA, cytological material, saliva, and
organoid from patients with OT. “X” over-expressed at superficial cells OT and the tumor specificity were
over 80%, and it could be a new screening and prognostic marker of OT.

() ARRICH72) THHTHE T L72BIPEERARS: B R St SwRMrsed, syt
AIRIE, B RHR L £,
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SARS-Co V-2 /ili L35 PN B2 Wl N e 1 3 UF 2 i D 55 %8
Effect of Aging on the Pathogenesis of SARS-CoV-2 Infected Pulmonary
Vascular Endothelial cells

fEE RiT', RO ED? WA SN, OhEE ALDC, Bl !

Kyoko Hida', Ryo Takeda 12 Nako Maishi', Wataru Ito '’ and Aya Matsuda'
VAR R AR A B s A FE e, ISR R RE IS R TR AR S

LB KR B A TE e, PR RE AR 0B IE S W R 2

S JbiEE KK B s  SE e, 1SR i AV R

" Vascular Biology and Molecular Pathology, Faculty of Dental Medicine, Hokkaido University

? Oral Diagnosis and Medicine, Graduate School of Dental Medicine, Hokkaido University

> Oral Maxillofacial Surgery, Graduate School of Dental Medicine, Hokkaido University

Thrombosis and vasculitis were often observed in severe cases of COVID-19. It has been suggested that the
viral response of the vascular endothelium may be a critical factor in COVID-19 aggravation. However,
the detailed pathogenesis of pulmonary vascular endothelium in severe COVID-19 remains unclear. In this
study, we aimed to elucidate the endotheliopathy of severe COVID-19.

We inoculated aged or young mice intranasally with mouse-adapted SARS-CoV-2 and harvested the lungs
before death for histopathological analysis.

The SARS-CoV-2-infected aged group showed weight loss, and all of them died. Histopathological analysis
of lungs showed higher levels of N protein and vessels containing CD41-positive thrombi in aged mice than
in young mice. This suggests that thrombus formation induced by viral infection causes death in infected
aged mice.

Next, vascular endothelial cells (ECs) were isolated from the lungs of infected aged/young mice and
subjected to RNA-seq.

SARS-CoV-2 genomic RNA was detected at a higher level in ECs of the aged mice than in those of young
mice, suggesting viral infection of the pulmonary ECs in aged mice. Furthermore, thrombogenesis-related
molecules were up-regulated only in infected aged mice, which was consistent with the histopathology.
Blood levels of thrombus-related factor X were higher in aged mice than in young mice.

These results suggest that our mice model represents severe human COVID-19. Further analysis of the
transcriptome of pulmonary ECs may reveal the mechanism of COVID-19 thrombosis.
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CX3CL1 involvement in lymphangiogenesis-dependent metastasis in OSCC

Htoo Shwe FEain', & ##', Oo May Wathone’, Yamin Soe',

wE O, mih AR B B, BE O

Htoo shwe Eain', Hotaka Kawai ', May wathone Oo 2

Yamin Soe’, Kiyofumi Takabatake ' Yumika Mukainaka', Keisuke Nakano ' and
Hitoshi Nagatsuka '

VBRI IR AR TE b PSRRI, R F AR 4 B

PRI, WFZEHE S RS P R A

" Oral Pathology and Medicine, Okayama University

ZOﬁfce of Innovative Medicine Organization for Research Strategy and Development Nakayam Laboratory,
Okayama University

(5]

CX3CLIZ 7527 NhA Vv EMNBRENDLFrENA T, THIK L OCBERICHER L, B2
2R, A, JIEESCHAM LR LT, HMOBRBEPERBICHEG T2 eHEIN TS, K4,
CX3CLI2SIIE R FIz s Y » iz 1B G- L C W A RS 2 2 & 2 R L, ~ 7 Z LM B ik
(MOC2) #HWTCX3CLID ) ¥ /3HilmB D8 % Wit L7z

[J5i%]

MOC21ZCX3CLI # #F 5 S8 7-MOC2-OEM 2 /EH L 720 S 512, MOC2-OE» 5 %, CX3CL1®»
BRE R A A4 Y2 RiEs8 87, 2HEBEMOC2 OE-MT1#, MOC2 OE-MT28 %2 1E L, MTST7 v & 1,
Migration7 v ¥ 4 2T WK ZT o720 72, MOC2% <7 AR L, S BRES & HH) » 8
Hn R B & AR A RS L7z RFHREE & L CMOC2H % v 72,

(K521

MOC2-OE#, MTI1#k, MT2#k TCX3CL1D B FIFEI AWML S L 7ze OEMRITR IR, #ERED I
H R OB RE ORI ATFEZR Z N, in vivolZBWT Y Y SEIERE BN L7z, OERRICHIE L T, MTHTIZ
WERDOAEBELRBETRALN, WL IZIZFESEE T Lz, WiE T, MTISRTIZAZIZHEmML 72
A5, MT2HR TR A ST, MTIHRO AXFHREE L [ U LX)V £ CHIGEREDSHAE L 720 £ 72in vivoT
X, OE#REHERL T, MTIFK, MT2¥D Y 3R AH IR 23 A b, R HERE & (3IZH UKHELC
Feo Tz, BEHBMTICBWTD, MTIEE, MT2BETY Y& OE B R BDBBIZ S,

€22

CX3CLLI#FFEBLE, MOC2DEE ML oML #e LR IS x5 2, MEEOEMEEIC%H 53 5 TRtk
AR XN 72, CXSCLUTEIEHICBIT LY Y RFOWMAEICHEFSLTBY, ) Uy HIERICEETH L S
ENHLME RS T2,

CX3CL1 overexpression in metastatic MOC2 tumors showed an increased metastasis rate caused by
aberrant sprouting lymphatic vessel structures with disseminated tumor cells (DTCs). CX3CL1 is a
chemokine with two molecular forms, a membrane-bound form and a secretory form. The latter is made
up of the signal peptide domain, chemokine domain, and mucin-like stalk. After the deletion of the signal
peptide domain and the chemokine domain, CX3CL1- induced cervical lymph node metastasis and
lymphangiogenesis was canceled. The DTCs inside the induced lymphatics are also reduced. Here, we

understand the involvement of the CX3CL1 in promoting cancer metastasis via the lymphatic pathway.
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Impact of the Tumor Microenvironment on Tumor-Associated Macrophages
Infiltration in Oral Squamous Cell Carcinoma

Tianyan Piao, W& X, Chang Anqi, W& B, K& &N, &S #§,
i oY, BE O

Tianyan Piao, Kiyofumi Takabatake, Anqi Chang, Hotaka Kawai, Haruka Omori,
Takuma Arashima, Keisuke Nakano and Hitoshi Nagatsuka

B LR 2 K A2 BE R By 3 i S WF 7 BE, USSR Bl 9 B
Oral Pathology, Okayama University

#E] DR L (OSCC) DERICBI ZHERMEE~ 707 77— (TAMs) OS5IV T
PR EINL, LAL, WIFNoOREDFEEEEOMIED L-TAMSERZOMETH ), HERE %4
O 7 NEG N RBE DS TAMs D £ 5 R2 0 IZ G- 2 23 BIZ oW T HAITRE S Twi v, —7, OSCCIZ
R TR AR AN 9 B NI MRS R BB T RS A AL ORI 2 L WA R PRl 2 7R 970 7 & O RIR
2 HRIAAEAE L, FHDER D, T72, OSCCOHMESE T M I AR ARk AR, Rk A
LY, WEMUNRBEIZE MBI VR INTVWESE, £ TR T, RARLHE ) SERIL 72
JEGF I B X e b AR AR, AR Z v C, B EE %2 & o - ES VN RBE DS TAMs O £ 552 %2 45
ALIZ AT T HBIZ O W TG 2175 720

[BPREE ] BESFE & U Otk e b IORER T ERRE 2 SERILL 72 (SCC-SCs), AhIayik: 35 2
IRTRED LRI L 72 (VSCC-SCs), IEF R & U CHERIFICERIL L 72 88 A& A fakH e (G-SCs) B
X ORI (P-SCs) ZMfifH L7z MEAILE LT bR LR Matk (HSC-3), TAMsHiBKX
ML & L CRAW264.7% i L 720 In vitro T & MES I - IEW B £ HSC-3, RAW?264.7% Jt538 L,
RAW264.7 D AR TAMs~D 5L % i3t L 720 In vivoEBR TIZHSC-3& &% - FHBEEZ <7 X
HEBIZBRI L, TAMs®O B bz #at L7z,

[#5 53 & Z%2] VSCC-SC, SCC-SC¥ % IZHSC-3& » 373 TRAW264.7 DO M2EIAD 53k & i 7E % e L
SCC-SCTIZVSCC-SC& 1 & HEP W TH > 720 G-SCsiZHSC-3& 0 8538 TRAW?264. 70)M21ﬂf\0)
At & EE R RAE L 72728, P-SCslZRAW264.7 O M2TIND /LI ERIZE S 7228, EER W S v/zs DL
LRI, HEEEEB X O AR E I’ IE) X 200, TAMsO#EERE & M2BIA~NO 55 LI
HERCAER % 2%, BRI IEM2BIAN DI A SN L B D, EERITIIFINIEH L2 20k
WCIRER A R O #RBRBIITAMsO £ R LIS B2 5- 2, TOEHBHELMBHT 5 2 L THER
bR RE O 72 7 AR OBFE D TRETH B & k?b)Tﬂ*“éht

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

[Results and Discussion] The tumor stroma and human gingival connective tissue cells promoted the
migration ability and polarization towards the M2 type TAMs while periodontal ligament cells were
observed to differentiate into M2 type of RAW264.7, but migration ability was inhibited. These effects may
lead to the development of new therapeutic strategies for OSCC.
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Cytological features and clinicopathological study in oral squamous cell
carcinoma

KH B3R, BE I

Naomi Yada and Kou Matsuo

FUPH BB, R o 27 Gl 2 1A R B 7200 P
Oral Pathology, Kyushu Dental University

A Z X IOERARMB 2T 57200 A 7 ) ==V ZRAETH 5. 4l HHERFE LR (Oral
squamous cell carcinoma; OSCC) DMl ¥ & & MKW B AWM E 21T > 72O THE T 5. HRIT,
20204F 7> © 202248 1 JUMN B BF R 27 MY @ i B THRIBE 2 & o BALAR S iR Ay GHLERRS ) AT b7z L g
(carcinoma in situ; CIS) % & & OSCC 11061 (B 15261, Zok58%1) (EH54%, BhPI34%0, HERGE11H,
760, 261, O 16 Z2xRE L7z, OSCCHBANL, ERWE (carcinoma in situ; CIS) 20
B, BT EEHE (Verrucous SCC; VSCC) 9 fll, #437ESCC50%1, H1437bSCC30%1, fK45-bSCC1
BITH o720 MEZOHEIZ, 201540 HAREIRMIZF 22 b Hen S 7z M St ik 2 R L 72,
MBS &Y, Ew, RERRYE LRI o A8, WIRTR, 210, BEEERZ Slicon T,
a2 17 - 72 MIBZHEOWNRIZ, NILM2S11%1 (10.0%), OLSIL 476 (42.7%), OHSIL 24%1
(21.8%). SCC 2861 (25.5%) Td -7z AR P LRI AR S N7REFIINILM Tid 1 61 (9.1%),
OLSIL 13%1 (27.7%), OHSIL 13%1 (54.2%), SCC28%1 (100%) T, kA OFRPUIHMILZ D H)
EDBEE 2o 720 Mk EMIRZ O E TIE, CISIENILM 0 %1, OLSIL 101, OHSIL 7%, SCC 3
B, w5 ESCCTIx, 6%, 27%1, 9%, 8%l w4 {LSCCik, 1#1, 3%, 8%, 1761, {K5fLSCCix
OLSIL 1BloATH Y, VSCCIZNILM 3%, OLSIL 6 Bl TH -7z MHEZIFHT 5 2 &1390% & &=
TH 5%, OLSILHED LR Z HO Tz, LRI RE SRR gD £ <, REMBo#E#IC
L MRS BL L A3 72\ 720 TH 245, SIOME T, OLSILH & TH0B 24 BN B 1 | HLkk
HIRL Tz ToMBGIT AL RAITEE T BRAREAZ VIER &, EErohEos 4 b7
V) — VPRI I EZ RIS E S5, OLSIL & OHSILTHI ISR L 72 iEf 2 58 72, P8ISR TE o
72T WThH, PRl E ST 5.

Oral exfoliative cytology is useful method in the detection of oral squamous cell carcinoma (OSCC).
The current study evaluates 110 patients of OSCC who underwent both oral cytological and histological
examination. Data on common clinical findings, and cytological and histological assessment were reviewed.
The details of cytological diagnosis were NILM (10.0%), OLSIL (42.7%), OHSIL (21.8%), SCC (25.5%).
The key to cytological diagnosis of OSCC was evaluation of deep-layer squamous cells, however, the
appearance of many abnormal keratinized cells and light-green stained atypical squamous cells.
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= SRR Y — b % T 22 DR A 1 5543 5 20
Fiy ALY oD i B ) o
Cytoplasmic brightness of superficial keratinocytes in Oral Cytology using the

No-Code Machine Learning Tool

L GET, M W EA O EEL BT OE® bR OGRS %O Bk
M B2 kil g’
Michiko Ehara', Akira Ukai’, Yuka Miyamoto ', Takahiro Matsushita®, Juna Nakao ',

Takanaga Ochiai', Yasunori Muramatsu® and Motohiko Nagayama'

VEIH R, RS P R 2 R e B 2 5

PRE KR, B s B P Sl AR P SV R 27 55 8

! Department of Oral Pathology, Division of Oral Pathogenesis and Disease Control, Asahi University School of
Dentistry

? Department of Oral Surgery, Division of Oral Pathogenesis and Disease Control, Asahi University School of
Dentistry

(5] BEHFICHIT 2 N LHN (AL: Artificial intelligence) DIGHSEAEZAICHE L TB Y, WWHBWR
MR EICBWT O - FREPED SN TV S, TTEMRZICB VTR HET AL Vo IH
o HMBE TH 52, THEMEE 2 DB T A /Mlama L, MRZHEMEICE > eIk
BT IEBIN S Ho ZD X HIERITIE, AKX AHIINZHBEHTHELEEZ D, L LEDOLRKE
B 72 Al % 253 B 1B B R R A0 02 5 728, JERIDD R WIS CIIBENTIE 2V, £ 2
THAI1Z, AW LHMBZOHEICIESZVH 0D, HAx OB THEIZE D FEBNZOWTHEDHD)
) AlZ R T 5720, BB TR RE 2 B H £ 7 WVIER Y — IV CTd % Lobe (Microsoft) % H\»C,
KOAIDOHMBHEHTH 5 L % 2 b b EEMALE (OG) Mlg>wvTHE L7z

[Hi:] 85— 21213, WIHKRFER SR ER Y >~ ¥ —LEA R CHEBHIS B & OWBEEZ O )
WEMENTZBERER L, TRIHEZZBOLVRT V7 4 7H ORI L 72882 A Z vz 1
BRI L > X204 T S IS BAEAR R 2 BoE Lz Hog LRI AL L, &g L ) OGHIE %
L CHERHmgRE Lz, 287 — 7 IS M2 HE O RIS K VA DY TERET NV E
EL72 BFHET V% Lobell B S5, FHTF—7 L LTHOR D - ERICHE L5 258072
OGHilgz T A T =% & L7

[ L T L] IEH L LSILEB X OHSIL & Ok W 2 FEBI AL 2o 7225, SCCL IEH TIRIEME IR E
T BB DIT D% o 72 MNLZ TR EE ASHEEE L5 & F 5 L 722 M1 o0 35 B A A o0 U8 1) % 5 12 A LS ST
L7z#ER P T, OGHIlBDHIEICHEH 28 7 — % DI 2 HER 3 %,

Recently, the application of artificial intelligence (AI) in medicine has been rapidly developing and
conducted in pathological and cytological diagnosis. In oral cytopathology, we considered that Al would
be very useful if it could determine the cytoplasmic brightness of superficial keratinocytes. Therefore, we
investigated the determination of OG cells using Lobe (Microsoft). We introduce a current application
of Al learning data which can contribute to the cytoplasmic brightness of OG superficial keratinocytes
compared with the luminance elevated cells estimated by oral cytopathologists.
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PR Z M B D/ — POWY HIZ X 22RO ~FHIZ
TFu LT RE N~
Comparison of learning retention by note-taking style among pathology lecture

attendees

WwHE T, rE R, sk wal, A® B, BY ORI B OB
MR KX, Bk Al

Chihoko Ikeda, Takehiro Yoshikane, Katsuhiro Suzuki, Yukino Hisano,
Harumi Isono, Jinhao Cui, Tomoharu Okamura and Kazuya Tominaga
KB RE R AE, e B 3 g

Oral Pathology, Osaka Dental University

] S5, 2 7Ly e EOKMOBEERERLRyY T X, BFHEFERL ) - T 7UNERL, HF
ik THBADPEAT VD, — T, KRB TIIHAAEROBBEICBSY 4 ZDH ) — b 2 FAi L
HHEOSHIHERVTAHENICIRELTBY, Z#EBEOFMO DR HRBOR THIC ) — bk
BDTWb, LaL, BESOFEDFEBED TV ¥ MLEEE L, 2022FE M — M2 T, XE
VEY 7 b2 7R ) — N7 7Y TR LTV I VT — 2 OB & L7z, ARFZETIE, FEICHW
% =W & o THERO IR R FEH R 5 DO %2 MiE Lz,

[J7iE] smBlFgRch R % 3|, 8RB 10, FHHREBZ 1T, ThooRBomiike
PP OFFAMG & THATHUR O G 2 HIWF LT 2o RIFFEIE, 20224F B DOARFEE 2 224E122809 5, /) —
FEBIH RIS L1218 2 05 L Uz RBEAEA LK, — b TR L7224 (PN) 131044,
FIINT—5 ZPDHMLE 23RS LRI L7428 (DN) 121784 T, ShH02HIIBW TS 220
LIk B ) — b DONR— I ER L RO MO %17 - 72,

[# %] PN/DNTZNZNOFIHE, 7 — b DOR—T$1339.2/42.9%— 2, 3 EOhRIRBROGF A (120
RGN ) 13109.6/109.904, 2 ERER (100400 ) 1373.5/65.405, B H ER1283.1/77.14, #H43FMI
83.1/7T710TH o720 B, FFHABKAIIPN 2%, DN1XDOFI3HTH 72, / — bOXR=I R
REE O HEICAE BAEIRD B0 o 720, FEEHRBERLR R, BAEMCIEIPN T EEEICH -
720

(£ 52] WBHARIR OB R H AR O H#PH 2 188 T 2551213, K — PAEHTH 2 WM R S
N7zo F72, BRETOFEIK — F2HHL TV 2HIZOWTIE, FHAZ A VST AER - AE
NSRBI BICEE L WTRUEDSD 5, AR PS STy bR/ — b7 7V EZHCTHEELTWEHED
A& hE, DNOFEH LT EAT20 Litkwy,

The use of digital learning tools has become more common in recent years. We compared the retention of
students using paper notebooks (PN) and digital notebooks (DN). Three types different examinations were
taken by students. The PN group obtained significantly higher mean scores than the DN group in the two
tests. It was suggested that the use of PN may be more effective than DN when it comes to total review. If
only those who have been using DN since childhood are selected for comparison, the average DN score

may increase.
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Propiece interleukin-1 (ppIL-la) HE%G-FHEICEIS 2 WF%E
Elucidation of the mechanism of transcriptional regulation by ppIL-1a

Al FRET RW OEERD?

Mariko Tsunoda'’? and Masatake Asano'*>

VHARKEEBGEEER, 5 B

2 AR K A B 2 AR A e 2 I R T A A A

" Department of Pathology, Nibhon University School of Dentistry

? Division of Immunology and Pathobiology, Dental Research Center, Nihon University School of Dentistry

[BR] IL-1 o ML CRIBFAIL-1 @ (pIL-1a) & LCHEASNADDB, calpainl & ) BERMICYIN S h

N&K M D propiece IL-1a (ppIL-1a) & CRUGMDFEHAIMIL-1a (mIL-1a) I[ZYIK SN Do pplLl-1a i3
BT 77V (NLS) 2HLTHEY, BT RS 2 MO BIZFOFEIUTHBEWIZHEEL L Twb & ot
HWb BN, ZOFHMIIAWTH L. AWIETIE, ppll-1a il X ZWEHE DX A = X AW Z HIE L
720

(48 - D8] ppIL-1  ICGFP&AS G L7258 ¥ — (GFP-pp) &M L7ze Thz e M FEiikE:
FEMfllfa HeLalZ transfection L, ppIL-1a DMINEHNIRIEIZ DWW TEIZE L72. $72, pcDNAIZppIL-1a (pc-pp)
%subcloningL, pc-pp& fiith L7z pcDNAX X Upc-pp% HeLalZtransfection L, transfectant?* & total
RNAZ [FYX L T, mRNA seqff#7 2 17\ Bl {ZFFEBOEL 2 Mk L 72,

[#5%] HeLaTid, IR TIEppIL-1a 3BIZRIET 5 2 & A% E 7o mRNA seqff# T O #5 2R,
ppIL-1 a % transfectiond % Z & TIL-6, [L-88 X UNIL-117 EDRIEVET A b A A » OBIZFFHBLEAH 3
6 S m S Nz, MRS, PUESHEER DNADBHEIZE S35 & S5 N-Myc Downstream
Regulated 1 (NDRG1) OE{=FFEH b 5 M5 L 72,

[#a] DLLEo#R2 5, HeLall BWCpplL-1a i3 @HIHICEMNICRAET 2 2 L2k > T, BNEETO
GRS 2 e SN LR o7z LrL, TDRAHZ X LIZOWTIISRAMIIHRE L Tl
VERHDHEER D,

In this study, we aimed to elucidate the mechanism of transcriptional regulation by ppIL-1a. pcDNA
and pc-pp were transfected into Hela, and total RNA was collected from the transfectants and analyzed
by mRNA seq to search for changes in gene expression. The results showed that transfection of pplL-1a
enhanced gene expression of inflammatory cytokines such as IL-6, IL-8, and IL-11 by 3- to 5-fold. At the
same time, gene expression of N-Myc Downstream Regulated 1 (NDRG1), which is thought to be involved
in antitumor activity and DNA repair, was also enhanced about 5-fold.
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DKK3 expression is correlated with poorer prognosis in head and neck
squamous cell carcinoma: A bioinformatics study based on TCGA database

P wR, EEm s

Naoki Katase and Shuichi Fujita
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F 413 2N E TICDKKZBH IR LR (HNSCC) 2B\ Th M3l E R L, Ak Y HRiL%
L CEGMBOEEEL2 AL T2 E2WH O L TE, T2, BEICH T 2 DKK3FEBUI MR
PeAsd Y, DKK3ZEHUES; & DKK3FEFEBUES; TIZDKK3DBERED A < F 72 B W REMEIZ D W T H il LT
Wb, —F, WHRY =7 2o —DRREERLT - X—2DFKAMIZ LY, FL OWEEICB W THEIZT
FEBUE A2 bioinformatics® T TN 975 Z L AV HEIC 2 o TV b, 4 IF 4 13, The Cancer Genome
Atlas (TCGA) IZE#H SN TV BHNSCCO 7 — ¥ % v TDKK3OBEREMFAT 2 17 5 720

TCGAIZ B E N T HHNSCCHER] (TCGA-HNSC : JE#E504%1, 1E#Mlfk4461) ORNA-Seq7 — %
EXIRTHHRT -5 &5 a—FL, 60,6608 (5T DFEBUZDOWTTPMEZ I L 7zo IEHHLEK &
JES AR O DKK3Z B & i3 % & & 12, DKK3FEB OB I X o THEY; 2 DKK3-High#if & DKK3-
LowHEIZo0), R T— % L OMB % 7 4 ZFeliE T, AT 2 Kaplan-Meierl:: THET L 720 720y
AT Ay 7R IHIC & B BB mENT 1T 5 720 £ 7-DKK3-high#f T S 1T % Go Term, KEGG
pathway % GSEATHE L7z & 512, #tal Y 7 F DRODESeq2% H \» Tdifferentially expressed genes
(DEGs) z#liti L, ShinyGO 0.77% H\» Tenrichmentf##7 %, TargetMine THub & UBottleneck gene
ZBFEL, 5122V TSTRING Tprotein-protein interaction (PPI) %5 L 72,

DKK3#H 12 TCGA-HNSCIZ 5\ T & JEEF LI CTHILDH FISHI L T 720 DKK3-high#f i34l
PHIZE A <, MRS (OS) PHRICH Y > 720 £ 72DKK3#BLUIOSITH§ 2 ML L2z PHAR
W Tdho7zo GSEABLIT LYY vF X ¥ MEHTIZ, DKK3-highf#flZBwTHiflgdt< 1t v 7 20
FIHERC % GO Term%¥KEGG pathway il % 1T\ 72, DEGsO#Hi T, 8540 DEGs (284 up-
regulated, 570 down-regulated) Z#iHiL, 6 2®hub and bottleneck geneZs[F & S 1172,

S HOTCGA-HNSCIZ X 2T 13T A D M E TOHE L —H L TH Y, DKK3WHNSCCOIHHE 5 —
Ty PLTHETH D Z EWIFFEINT,

We investigated the correlation between DKK3 expression and clinical data using TCGA database with
bioinformatical analyses. The correlation between DKK3 expression and clinical data and survival were
investigated. DKK3 expression was significantly increased in cancer samples, and high DKK3 expression
was significantly associated with perineural invasion and shorter overall survival. We identified 854
differentially expressed genes, and functional enrichment analyses showed that several GO terms associates
with extracellular matrix remodeling were detected in DKK3-high samples.

The present data showed the cancer-promoting abilities of DKK3, supporting our previous data. DKK3 is
the promising prognostic marker and therapeutic target for HNSCC.
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Mechanism of the Hypoxia-Inducible Factor-1a¢ (HIF-1a )-Mediated
Fenestration in Ameloblastoma

Chang Angi, il 3, BIF BIL, WH 50, W& B, KRR &
B WY, RE LD
Angi Chang, Kiyofumi Takabatake, Masae Fujii, Yasunori Inada, Hotaka Kawai,

Shigeko Fushimi, Keisuke Nakano and Hitoshi Nagatsuka
B REE, e A
Oral Pathology, Okayama University

(#E] = F AV PEEEREEE CTH ) Ao @ ERELEEZ A2 708 EREE & LTlbhb,
T AV EREOBHR T, SE RN X 2 FHLE IZQOLIK T 25 L, HERMMEPKE WD,
EMZ L COLETHHERMABEDE - EBIRTH S, Lo L, FE - EREICBT 5 EEH T2
DWTRZHL TR, MAOBEELIZEI N TR, —F, XS TH 5 EEM/NREETOEE
BEHE - M H A B 5 A1 & L CHypoxia Inducible Factor-1a (HIF-1a) 2SN TWw2, €2
TEHE, FENE V)RR R SGECHET 5 - 2 )V EEEICB VT, BBMIC X 25X
HIF-1a Z /4 L72BFEPMERA L T2 0Tl RWwa AR L, BFEMH#ZOHIF-1 o % ML
et L7z,

[Pk X O3] BRSBTS RS TR 21T 5 7o = 2V FEZIE205ER] 2 5 & L, Bl &M
A2 12 B W TR 2L B X OTHIF-1 a B X OHIF-1 o @ i B8 K 7 C I B 412 B 5- 3 % Vascular
Endothelial Growth Factor (VEGF), IG5 Glut-112 D THRIEMIRALFHRET L7z T 726
BITHZRD) L o 7EFNC D W T FABOBET 247 - 720

(5] B AN CIEIEE AL ORI B\ THIF-1 a Btk md - 7225, BEM Tl ESM o HIF-1
o B PERES R A3 A B A L7ze £72, VEGE, Glut-1IZB W T BEMAT & i L CHEM & TR
DI 2 BTz Fiz, HABMOZRY L o IERICOWTIE, FABMEZICE T 2 HER & EEETO
Wi s e, HERL D HESRIBICBWTHIF-la 3EEBTH - 720

[iim] KBEIRETH A2FENICBIT 5 2 2V EREOMEL, FEMICL > TTF 2 )V ERIE % i
REMCRBET LI LICLYVHIF-la 20 Lz S AV EREOEEOM 25 &R TEE 2 5N

[Introduction] The mechanism of shrinkage in ameloblastoma via fenestration, the most recommended
therapy remains unclear. In this study, we investigated the histological changes of HIF-1a, VEGE and
Glut-1 in 20 patients with ameloblastoma who underwent fenestration.

[Results] The expressions of HIF-1a, VEGF and Glut-1 were significantly diminished after fenestration.
Additionally, HIF-1 a expression was higher in deep areas of the tumor than fenestration section in patients
who did not respond to the surgery.

[Conclusion] The development of ameloblastoma in hypoxic jaws is thought to be disrupted by the HIF-
1 a -mediated exposure to aerobic conditions after fenestration surgery.
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Bone marrow-derived cells involved in the formation of Disseminated Tumor
Cells (DTCs) in oral squamous cell carcinoma

BEHOEME, FOF WA e MRS mE WSO, P By, B2

Tika Hirota ', Suzuka Nagai ', Hotaka Kawai’, Kiyofumi Takabatake?,

Keisuke Nakano* and Hitoshi Nagatsuka®

VR LR A

PR RSB TEbE  ESSEE CIRE R B 5

! School of Dentistry, Okayama University

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

[E] 5, ERBOBEFIZB W TDisseminated tumor cells (DTCs) 25FEH S Twb, DTCslx, Vv
REIR ) VNG, BHEHRR R ETALND, HMIED LRABOMBIETH Y, FoRBIEBICELER
e % He729, ABFSEIZ, CX3CL1EDTCsDBERTEICDWTHIZES 5728, CX3CL1Z #@REZEH & w72
< AR 2 L, V) v 8l I BV TCX3CLIA ED & 9 e 8% R T M L7,
[J7:] ~ 7 ZAD4EM I~ 7 A @Mk (MOC2KR) & L < 13CX3CLLMEFIFEH ~ w7 A LI
¥k (OE#R) %3.0x10° ERAE L 720 21 H B ICHIBIEAR 2 /R L, Sk i i 217 - 720

[ 8] MOC2IZ R TOEMD J5 3l 0 ) ¥ 7S Eizf 23BN L T\ 72 OFAKR O FEAl B 55 HLkE < 13
ANy MROBFEREESHEIZHMLTEY, % HPodplaninfatk TH 2 Z LB SNk o720 72,
OEMRIZ B W THE RSP IESMIE & S0EMIaD 7 5 2 & — B S N7z, BRSO 5ol i,
Gr-1F MMl A% 5 & % <, F4/80%°CDI11 c Mo M~ — /7 —1CHRb L L h o7z T2, Gr-1Ftk
MBI HAMCTHEAEL TWDE I EDNE D> 72h, F4/80, CDI1ciZIEEML &4 L T B 154034  Bigg X
n7z,

[£%] CX3CL1OB\FEZHIIC LD, VU /S 0REMEE SN, T2, U Y7 ¥ENICIZDTCs A % 178
D HN7z. DTCsz KT 213, F4/80%CD1l ¢ 7% <, ~Z7 17 7 — VR IRMIE MBI A 4
L, 7927 —=%2ELTWb EEZ SN Gr-1B ML IR EPNCHEET 20D, % D3HUR
THAEL, AN EZEIVRVWEEZ 5N/ CX3CLUIRET ExRET LI EPMOENTED,
) U IZB W T A CXBCLIDIREH A 2 T B2 & T, U U E 28R LY Vil oS #Fwv
TwbEeEZbN, 72, CX3CLID, REMBEZIEHFE2HEPCHEERNTLLTOBEICL-T,
KR & RIS AETAZ L EREL TCWL EEZ LN, 202 RS, CX3CLIOEHIZL Y,
) YREIRY) YNENICBWT, EHBOmEEREL TV EEZ O,

Disseminated tumor cells (DTCs) are single cells or small clusters of cells found in lymph nodes, lymph
vessels, and bone marrow tissue, and play an important role in distant metastasis of cancer. To investigate
the relationship between CX3CL1 and DTCs, we used a mouse oral cancer cell line overexpressing
CX3CLI and examined the effect of CX3CL1 on lymph node metastasis.
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A case of parotid gland tumor

T OHKF, i R

Maiko Tsuchiya and Yoshinao Kikuchi
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Department of Pathology, Teikyo University School of Medicine

GREI] 70i% %

(%fEEE] HBV* v ) 7

[(BURIE] 440 & D EH TR 2 HE L Tz UBEMNZ10s H i/ H TR oMk %2 £ IR
e Lz WMELfTo728 25, CTEIRIC TH T RGBS T WINE 2 70 BIROIEY; 2 380 720 $ 72,
JEH7 I MRIEHE TTRF GG T, T2HREREETZ 2L Tz, GRIRGIHIIRE TIE, ZRIRE 2 %
IR TH o720 2Ok, TATNHH IS TYBEH SIWWER 2 fidr2is & 20, A H FIRIEEH il 25
franiz

(U B AR 22 R T W] AR 090, B IRE B I3k - KRR O JE B 2 Bk & LT ze EB N
(24&, A& B A & 2 B U e MG & £ 9 b TR Bk ) /8 ERRE (tumor-associated lymphoid
proliferation [TALP]) 2539 b7z, REMk~R ) v MEOEWEZ AT 5 2 HMERE RG2S < AR
MR S N722%, BLBENIRICIZY v /SERDIBHEAH Lo T iz7z0, B BRI AR 2 BT 3% 52 o 720
A N2 ] BT I RE S e o 720 SEIRMLIRIL B9, TALPWIZ1dpan-CK (AE1/AE3), CK7, &
L UEMAIZED FRESG DA 6, 7222 A TS100, p63, I & Wcalponinkth o i b5z R E 55
ML DAL Tnize T, HEEMNIE o -SMA, CEA, B X UPLAGLIZREME, Ki-67F5%31E 1 Y%A
Th o7z

(BRESFIH] 90 BIUALER 7 IR W & T DR

A 70-year-old female complained of swelling of the left parotid gland. CT and MRI revealed a well-defined
lobulated tumor. Fine-needle aspiration (FNA) cytology suggested pleomorphic adenoma. She underwent
excision of the tumor. Histologically, the tumor composed predominantly of chondromyxoid stroma
with tumor-associated lymphoid proliferation (TALP). The tumor exhibited small amount of biphasic
ductal structures with a slit-like lumen and infiltrating lymphocytes, making the epithelial component less
conspicuous. Immunohistochemically, pan-CK (AE1/AE3), CK7 and EMA-positive epithelial components
were found in TALP. Moreover, S100, p63 and calponin-positive myoepithelial tumor cells were also
present. Tumor cells showed negative for PLAGI.

() AREBIDFERIZH ) TIRETHE L LZ2HUER R AR REBRZIEICREHL X
EE
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A case of cystic lesion of the buccal submucosa
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SKRBKEE, RYERA#HE IS (CIDER)
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" Department of Oral and Maxillofacial Pathology, Osaka University Graduate School of Dentistry

? Department of Oral and Maxillofacial Oncology and Surgery, Osaka University Graduate School of Dentistry
? Center For Infectious Disease Education and Research (CiDER), Osaka University
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FEBY - 405, Sk

EFR AR B R

BURIE © 1400 & 0 A MBI 2 3250 72 2SR DS 2 W 72 O IGE . RS B 19 s RE235
FIREPI AT S« A5 DBDRE I\ 20011 72 7 il CREPERE D2cm R DR TR E D RO S b WEITED Y o
JEPR & DBFHUIBIE . A IXRR0D B\

] {5 B - MRS CHURSBORG # 28 Mg % %8 9 A Ko

e R/ NE IR Bk ORI BN ORRZH O b &, A MER SRR AT T, WAL, TRVt
DEEZ AT HHEAVIR 2 BEMHRETH ), NEWIIEBE TREOWIAKRTH > 72, FHMEZ 50T
L, ik, 7 A HHEBEIA LNV,

FRERIT R - i SN eZEE, BB RO BIATERE TH - 72 BIROWEERIZ, KETDHIE DL 05
FIRE BRI D, — 8l 2 MU W 2 1 9 FLEUR 2 713§ BRI IS B b T 7z BRI o Mlid B
&, RUIREIRIRT, BRI ORI E I 2 BANIFRD S v — IR TIXZERIN A 5 MHENE DO BERIZ 7
T, WD WIXERIROMILE 247 2l R L T 2 il 580 H 7z,

RS © LR

A 40-year-old male complained of painless swelling of the right buccal mucosa. MRI revealed a well-defined
cystic lesion. Under the provisional diagnosis of mucous cyst of the buccal minor salivary gland, surgical
excision was performed. Pathological examination revealed unicystic lesion covered with flat cuboidal/
columnar epithelial cells. Papillary growth was found in small area. Intracytoplasmic vacuoles were evident.
Infiltration of similar epithelial cell-like cells were also observed in fibrous cyst wall.
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A case of a subcutaneous mass on the upper lip, difficult to biopsy diagnosis
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FEBI : 27i% Bk

FFR TR S HET 5 B0 EIVEEC TR 2 EIR LB 2.

BRI (5 © BT 2 H IV, AR 28 R 2 MR O R 2 80 %0 B LEICHLITRD T, MR
#30%20mmT, MRI T2 high THF R R AP THEMRRIN 2 78§ eI MR & L CHiih S hzze [
L0 ERAELT S CEEREV] 0@ E 2D, 3 ARSI T SNz R T R & KR -
BEAEEIZ 2 Lo

AR OMIRIR © BT A S TR 222 TEBIRGR &L 2 il 720 Wl LR OFBIFRLIddMEL,
BRI T, WERC IR EWE 2 & A HEIEERE R, WIERICd-PASEME D UFRIMEIEE % & &/
RAPRIEATHAENEAFAE L 720 MRS HE L T 7223858, MIM3R2 9, M RALIEEEE T, BoR&IE
HiL727 s, 78R b= AWER S 720 RIEHRAILEINC, 2 f B 2B G IRPERE R 1, 2l
pA0R p63FaTE D12k DML HAIE 2 A L, #i dNBERNICCKTEED1-2fF 0 Z M2, #%&%E
CK7BED 1 8 DT IRMIIE 2 A L T /2o Ki-67I 3 HE UM 2Bt T<5 % T, R HEEF/S RV 2
W4T L7ze Ak & A B O H&EGt 2 it 55§ % 6

PR L AR & B AR D 2 4 DIRE T O BLES W

Case

A 27-year-old man visited our hospital who complained a subcutaneous mass on his lip. MRI showed solid
mass with irregular border. Biopsy and excision were performed. Histologically, the mass revealed small
pseudo-horn cyst-like nest and glands-like structures with mild atypia.

(i) RFERICH2) TWHHTHE T L7 BIPHEEA R EM R Bem B Wk Breeiess ok, Baaihdekic
EHEL T
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A case of parotid gland tumor
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BiEsl] 601t Ttk

(FiR#E#E] 32 HROLEE THERZ B LZZ. M TRFLREORNERD, WZH15 621
RIS/ H T IREG A, ZHER ) >/ SEEENR 2 17 o 720

[AIR{S] ££25 % 15mm o> &1 FL A i 0 23 SR T S

(RLRRAR] Bt 2 O & JE DR E T BRI S R B Al 9 2 55, FRIRHERS 2 2 RE 20 208 5 KA D
FEFEE Y — MRIBHEEATEIR S T 7ze EEMIOBIIHE LM 2 v~ F ¥ EB/MEE A LE AT~ R,
SET CHOROB R G 2 RO 720 — RO RS N Bl ik T I3 OAGRECHI I & WU E R IR IS S e i
BENIMIZ IR & 0 ) IR B 72 V) & 8BRS & O R O AR IR S DL A& 3 A H 7z,

(R RC] o0 PR - I 55 M

A man in his 60s has noticed swelling at the left parotid region for three months. A biopsy was performed
and was suspicious for squamous cell carcinoma. Left parotidectomy was done. The gross finding showed
a solid lobular tumor, 25x15mm in size. Histologically, the tumor composed of various sized invasive solid
and sheet-like nests lacking capsule formation in a lymphoid stroma. The nuclei were polygonal to short-
spindle, and had coarse chromatin and conspicuous nucleoli, exhibiting a few mitoses. The nests were
demonstrated peripheral nuclear palisading accompanying stromal edema. Small amounts of eosinophilic
amorphous substances were observed within the tumor.
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of gene expression and epigenome during bone
development
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Understanding of cellular characteristics in terms of gene
expression and epigenome during bone development

FTalZINET, BEFHEI - 287 20BN TERRMEZ RO, B%ETe ST A% L
L9 LfE 2 #D T E 72 1957412 Conrad H. Waddington R L7z [TV =2 AT 1 v 7TV RA 7 —
7%, EE TR LSBT 2 ML EGREDORETH 5 2 L 2 HEMICHITE2ETVTH 5,
19694£121%, Roy J. Britten & Eric H. Davidson?® [#{ZF 5Bl Hl#H$ 5% » b7 —27 | OfFEZIRBL
7o AEDOIMA S —2 T 2% — (next-generation sequencer: NGS) 12X 57/ A7 A FEMT &84 4 4
YITHARTAT AL ST, TRHOMEIZITEIEENOOH L, A d, 7 AFKRMLIZET 2
NGS#HfT Z M U C, & - BREO~ R & —Hll#H K FHEOMEE R & SR FFBH SR 2 s LT & 72
(Ohba S et al. Cell Rep, 2015; Hojo H et al. Dev Cell, 2016; He X et al. Development, 2016; Hojo H et al.
Cell Rep, 2022), WATLT, b MOFRAMBEOMBELZHIEL, v Mtz Hv2g i Eafio
ETFY IO MY MATE 7 (Kanke K et al. Stem Cell Reports, 2014; Zujur D et al. Sci Adv, 2017) , #%
W, b MR S NEILEHE TS AT A2 HICHIE L, ML NV CEfE T8
RIET ) 2%r ) AT FICRR LY Y 7 VeV E A GDESLZ LT POFEFRETT T T LIS
B LEEFHIE A Y b7 —27 2T SICE 572 (Tani S et al. Cell Rep, 2023) . 7ERD ¥ > 7 )V Vi
Frid, MAEICBT 2 MBOMERRAEDNDL LWV REEZHLTW2D, TIBIEDZEM T VA7 Y
TP —2EWMORBIIINEZHERLOOH S, AFEERTIE, —HONEOT Tu—FE 77— 2HHH L%
Mo, ZOMRFARLFFREZIZOVTHHEM L2V,

We are trying to characterize skeletal cells in terms of gene expression and epigenome, and thereby
understand the skeletal program. By employing next-generation sequencer-based analyses and bioinformatics
in mouse skeletal cells, we identified gene regulatory mechanisms mediated by master regulators of skeletal
development. We also predicted gene regulatory networks underlying human skeletal development by
combining human pluripotent stem cell-based modeling of skeletal development with single-cell
transcriptional/epigenome profiling. Recent advances in spatial transcriptomic technologies enable to capture
spatial distribution of gene expression in tissues. This presentation will review our data, offering discussion
on limitation and future perspective of these approaches.
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Gene panel testing as a new diagnostic tool
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Gene panel testing as a new diagnostic tool

B FREOMERIE, ZHAORE, THROTH, HRFSORER EICEHELREHEZ R LTET,
KW —27 =% — (NGS) BHTHEMOMERIZL D, FFPEMARD S b IEM R ER THRENTREE 2D,
BETIE, PADBETFTO 7 740V %S EICRERIGHEELZ EIRT 5 [ BAERT/ AV 250
PERENTHE T, SRV LI, MEPLEZBEFOAZNRELTHEN T2 HETHY, &7
LRI AR TR R B 2 KIBICHIK T 5 2 & TE, ROV U= =72 VA EI D LD
BIETEREEREZHLIENTEE T, [PABET AR VERE] FFICEREEZ2TRELTEY,
[OncoGuide ™ NCC* > 2784V | T124#8f5F, [FundationOne® CDxHAZ/ A70774)V] T
BRGBIETARBEETELTEINTVE T, TEETIE, EMESOAL ST, BYEER OO
WIRZ, @, EERICBOWTHBETOREVPHEETLZIEVPHLN L Lo TETWE T, —KW
BWSASEINVIZE TN VBEETHICOWTE, DA XY AN F NV EERT L08R H D) T3,

CIPEsES I B LT, s @ WHO Head and Neck Tumours 5™, ed. 12, wiEENES: - MR EE - &
355 D J BALRR 0 & AR T RZEICHET 2P UENICE Lo TwE T, 2o OBEFIHREH
5T L, MG RN EN RIS L 2ZWNICE) L) REAIC, LI RERMIFICEY £9,
F7:, AULERETFRELZATHWECE, FRUSFENERZEDMEHTE2MEEDL DD, HEERD A
BOFET, [Led, REROLTAL>2] LRALE) ZREST [BERETHARXTAL>D] LEX5
X9 BOPRMZORKZHIGL, B AF L8500 % HWI2NGSTHT DD 5 12D W TEBEORES] % 58 2.
TR L 9,

Genetic mutations have been reported in various diseases, such as tumors, malformations, and syndromes.
Detailed genetic analysis using next-generation sequencing (NGS) provides many insights into these
diseases. The identification of genetic mutations plays an important role in diagnosis, prediction of prognosis,
and determination of treatment strategies. I will outline how to get started with NGS analysis using custom
panels for future pathology that are as easy as “genetic testing” or “immunostaining’ .
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Immunopathological research based on multiplex
spatial analysis

Kix IRk Kunihiro Otsuka D.D.S., Ph.D.

PSR AP R A e IR B S A E 7R L R o3 - T T & 40 B
WEEFRFD © Department of Oral Molecular Pathology, Tokushima University
Graduate School of Biomedical Sciences

(W& EE]

20134 T Fey R bl 2 B ol 27 R A3

2015—20184F  fHISRFRFABEAERAHHE T WEHRE (%)

2019 —20204F fEESKREHRA FLED 7 + b =27 AWFZET SR #
2021 - BUE  EES KPR IR AN TR T FNEA T B3

(E4pE%R]
HAGR LA, HARIZESA S, HARBRIPDRE S, HAY = — 7 L VERRER, 6
HBER A2

[ZEE]

SHEAGMEM AL (55320 HARITENFRLS 4y - 453301 H AER IR TR #2243 - 45350 H AR
OBl s) —REEASEHE (2022.9)

HAY = — 27V VEBRRFSME (2020.9)

H AR BRI e BRAF 2 AN 38 B, (SEBRORBEERIM)  (2020.8)

Feomth FEBFZE R v b T — 2 - LA 7 — VIREFHE (2018.8)

— R NS EE A4 (2018.8)

VUG 7 + — 5 ARSI (2018.6)
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Immunopathological research based on multiplex spatial analysis

AR, FREEEARZ 23 v 7V )V L ROV T O Spatial IENT Bl 2556 e L C & 72 #4 1, A0FEHDL I
DYk % A — AR ECT— gt - BT 5 2 & AT & S Phenocycler (Akoya Biosciencesth#) % Fv 7z
WNBRBE~ VF 7Ly 7 ASpatial T 2 L T b, TOREEIL, MOVBELA XDV 7S 7V EH
HTHHMLTBY, 1HOFA 7 VT, TRENARY FVORLELZOHFEEFFOIHEOLR—¥ — %2 4
LMz, Th2hciEa T 20k —a— FTlRiiT 2, 2070, 1EOH AL 7V T 3o
HRTOWBARON, TOTENZHBTHRZL SEOPAKTHEY BT LT, #HRELT, SRRIT
R — PR ETHRIB L, BTS2 EPTMRRICR S, FIRELTIE, &7 HEBZBIETELIER
R I E OMBAEZ &2 2 EAWREE 2 0, FEOWEL AR & BERE T O BARME 2 W59
ATIRELY—VTHhHEEZOND,

F41x, ZDPhenocyclery A7 A2 HWT, Bex BERES Y ZET IV B 5\ I3 EE O PEEARZ AT L
T&70T, TOIHBIZRNT 5. 72, KFNTIEY ¥ 7V VRNA-seqfiffit L 8L T LI2L 5T,
[T ZAPbE bA] LWV b VAL =Y a F V) —FANLBEHTEZWHEELDY, Y- L
> JEBERE D IR IR I O — i & TR L 72w

Single cell Spatial analysis by using pathological samples has progressed. We performed multiplex spatial
analysis by using Phenocycler system (Akoya Biosciences), which can detect more than 40 molecules on a
sample. This analysis can reveal the correlation between protein expression levels and morphological features
in various diseases.

We show some applications of the multiplex spatial analysis by using Phenocycler. The
immunopathological research combining single cell RNA sequencing and multiplex spatial analysis might
also reveal the pathogenesis for Sjogren’s syndrome.
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Approach to the very difficult issue of patient
safety in “dentistry” and “pathology”

B S-S Harumi Kitamura, M.D., Ph.D.
KK ZEER LB R R ez F ) 74 <AV A 2 M

Department of Clinical Quality Management, Osaka University Hospital

(& EE]

19994 RBOR T B A7 B e 7R A3

1999 — 20004 KPR B2 TR S I i Be A5 12

2000 —20024F  KBFAZBE (BURBOG LS - iG> & —) BB - LY 7> b

2002 —20044F D AL D REESR Y v & — SRR BN RHE H

20084 KPR R BERE R FERH SR AR S T

DIk, RBUCRZFRZFBEERERMIER B4 - BIRARL S, BOU R B 2 2 W ol R 45 A2 )

BEixC,

20144F — BUE  RBORFAEZETRHE RS he s 40 74 <32 ¥ 2 ¥ MRB#, Bk, S8
VA

(E4TE ]
FHOY - gats (HH), HARREYS, HARBEBENS:S
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Approach to the very difficult issue of patient safety
in “dentistry” and “pathology”

R ZEDORELPIIBEHERBIENSIHFE o720 HREERLTNEZMEZ S LEHo>TEELLNWI L
THY, POEEBICBOTIZIHE - WFEEE VO EFRETY, AMOHEWIETY, HEIKE
Vo AR, HomofHE [FHEl L, RETRENLEZE T IV TETHRL, ThrBE
DAENDOZ ZTHHEVI % [BE] T8, LWHAT VTV EI ATy T THAHY, ERETIZS
COEY MAR—=NDDHY), REERETH ) 220 R ZETH ) HlTTWwib,

BRI AL PR R D AR (SRR A OWEES 23 5o BRI EOWEES & LT, FRvIENIZ L <M
oW ETFEAGICEATHS 2, WG ARMBERIEDHE S HREOEBIC L > THELT 52 L, Hij
R=F PP LN E, BHEMICVOERZICE o TOLEANL Y VS VEREMTH L Z L, Hh
FFohsd, /2, BT ANV EOHERIAEOREEX & LT, SRR TEIEED 5 Z LRI O
BHEOFIZ WE WA EDEH B, FICREHRETIEZEMIMMEENTBY, hEz275FETICHE
Bkt % 23 ARSI TSP EEIC R L b H Do IELWIERZFRWIZIAE TE ZHMAIZEMD
BEHFUETHRLELELZ->TBY, EREFHLEOREDORETH %,

THOLEREZREZL L, HICHREFHAHERL T HRICERALD Y, ERoORe ke 20T Tk
FHIBEAT 2720 TH ) FL b nwZ Elbn s, HiA T 7L — M Rmli{§iE#H - ICTY — 1V oik
H, BEZNOBHMOEAELZHIETLLHIC, SHAMOEREZKTI2ERNZII2=r— 3>
ZAFNLBBELEZ LNDL, TR, B0 BB, BEREHREOHBREGE wolaf ) R—
YarhlifEsha,

FRD &) R RO HF, RIMAROR, ZRMEHEOMRL VI HETTEDL L, [HE]
[JRIL] \CHEDLEWEHEMICE > CTOEBLETIT ICREEI-ATHILESZ D, TNOHOHEL VR
RIS L, BMERBERO Y727 A M2n U2y AT 3 v 7 xR & AR I G 3 4 2 & o EEM:
*BEZTENRITENTD 5,

Although wrong tooth extraction should not be allowed to occur, there are many pitfalls unique to
dentistry and it continues to be a problem that is of the utmost importance, yet remains difficult to solve.

Given this background, it is clear that there are limits to measures that simply increase the number of
confirmation procedures. It is important to consider systemic measures that are appropriate to the complex

clinical context of dentistry on a cross-organizational basis.
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Salivary Gland Tumor Pathology: Up-to-date

KR 8%  Toshitaka Nagao, M.D., Ph.D
FOERL RS N B 550
Department of Anatomic Pathology, Tokyo Medical University

(]
19914F  BART KPR AR AR5
19954 THERFERZABEREVIZER (RBELRIRELETIE) BT
19954F i BUR AR 2 AR B 11 o e BB B T
20004F 7] k- Rl
200147 HURTEERF AR AR e B AR 5 i
20024F  KEIMayo Clinic (Division of Anatomic Pathology) %
20084F MU R AAHRBR S W27 Gl e ofE sz
20094F  HURUEERFRZE NRIRBLE G (MFREH) TEHEEIES L OB IR
BEICES

(E2rlgss
HARHY S CAMRRERRD, BARBARMEYS (3, OARERRES (R, HARH
kS (fGER), TAPHASHER (e HEZEREA%ZAR)

(52 HE)
HAMER RS (FFRUE 5 19984F), HAMERNRA S (FFBUE 5 19994F), TAPHASCES (it
ST AT ARENE © 20034F), HAUNHEAES (FASEHIE ; 20044F), HAHILAS (EATHZE
B LA ¢ 20054F), HARMERIRYS (BEEHE © 20054F)

[ oft]
« Contributor: WHO Classification of Head and Neck Tumours (3rd, 4th, and 5th editions)
- Expert committee member: International Collaboration on Cancer Reporting (ICCR)
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Salivary Gland Tumor Pathology: Up-to-date

WE RIS 1L, AR O Z BHRIERE I O% S R X0 R BRI H%T 2 2 L2547 v, HES
BATHEZ M DR L1372 208, TUEREBLBIZTITSE DO THHZHMPIRERE L 2o Twb,
et Ik, MEEMNL oL, EERE REUROFRBL, MR &2 A, Bk~ —A—& L
Ti&, pan-CK (AE1/AE3), a-SMA, calponin, p63/p40, B X USI00DMAGHOEDHEIREI NS, E
BRI~ — 7 — & LTid, AR - HER2 (MEBEEENR), B -catenin (FEECHHINEHUE), pan-TRK (4
WHE), NRAA3 (BBEMINNE) % E2Z T Shb. AT, EHEARERNZBEETRENRA RIS
NTEY, EHZED TV, BIZTHMIK - BGEZT & LTI, CRICI/ 3 :MAML2 (KiZKELH),
MYB::NFIB (Bik$3ENa3E), ETV6::NTRK3 (53ubi), EWSRI::ATFI (fi§F{LWAMINaRE), NCOA4::RET (&
W), PLAGI - HMGA2WRERL (ZMRIE) % EWH D, T/, &y PARY MEHZRERE LTI,
HRAS (LR LReds), CTNNBI (GEEHINAMIE - ), PRKDI (ZEUHE), BRAF (Wil sLEH IR
W), AKT1 CHE) 7% &S ShTwvn b,

—75, WEGERIES; OWHOG ML, 19724F 1255 1 OSFIAT S IUCRARE, 4 MO ET % #% CT20224F 121346
S5 (F v 94 V) MRSz, SRO%RET T, RS L LT [ EREEIIE ] [y
W ), TR L2 el B X [ LslalE] o 4o, BEEEE L LT BNkl & [k
PN EERIRAE | © 2 DA Ao ESE L LCGBINS iz, E7z, TR ] 2SENOSA S Mz L,
FratA MET 2 [HEERESNOS, BTG ] ~EE) L7z, 2oRiR, RUEESII15ME, Bk
BHI2IHH ) A DT v TENB I Lol & 51T, RIMTEMLIF IS E ST 22 RN 5w 1,
WS & 1 5 O B CIEAS T IO & L Cib LT B, i, WIRINERE & (RS (LRIl | o afs
ERINTz, 7272, SRIOYETTENM - ZEINZZEHELEICTRIFmRb0EN) THY, HEDW %
19 ECORERIREEITRVIDOEBbN 5,

R TIE, MERREL B 2 HEBW T T —F, HIWHOSE, < L ClEdtnlts 1o
S - BRMERICOWT, BRIOMRER Y AAMIE T 5,

Salivary gland tumors may present a considerable diagnostic challenge owing to their diverse histological
features and the presence of a number of types. Although HE staining is still the gold standard for the
diagnosis, immunohistochemistry and molecular analysis can enhance the accuracy and become a powerful
tool. In recent years, the discovery of many novel immunohistochemical markers and genetic abnormalities
in these tumors has been reported. Meanwhile, the 5th edition of the WHO classification was published
online in 2022, in which several new entities have been added. This talk will provide a latest development on

the salivary gland tumor pathology.
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Genetic alterations in malignant transformation from oral potentially malignant
disorders (OPMDs): A next-generation sequencing study

M B fhb B, MR EET, PR R, EEE W Mm R
Takahiro Yagyuu', Naoki Funayama', Miki Zaizen ', Miyako Kurihara-shimomura ',
Tomonori Sasahira® and Tadaaki Kirita'

VR RIS BERIR A, LIS

PRENLES R, R A R 3 P B 4 0

! Department of Oral and Maxillofacial Surgery, Nara Medical University

? Department of Molecular Oral Pathology and Oncology, Kagoshima University

This study analyzed genetic changes in the transformation from oral potentially malignant disorders
(OPMDs) to cancer, using targeted sequencing of 532 cancer-related genes on a total of eight samples
(four from precancerous lesions and four from cancer lesions). Out of identified 102 and 50 variants in 84
and 43 genes respectively in cancer and precancerous lesions, variants in NOTCHI1 and TP53 were found
in 75% of cancer lesions. Half of the samples also showed variants in genes such as ROS1, NOTCH2,
BARD1, CDK12, CDKN2A, and TP63. Particularly, the variant BARD1 ¢.1518_1519inv p.V507M was
found in two cancer lesions. Interestingly, as the disease progressed, 14 variants, including two insertions in
ZRSR2, disappeared. This could suggest potential deletions within ZRSR2’s structural variants. Our results
highlight the potential significance of these genetic changes, specifically BARD1 ¢.1518_1519inv and
deletions in ZRSR2, in the malignant transformation from OPMD:s.
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A clinicopathological study of squamous cell carcinoma initially arising in

tongue dorsum

AN ORLRIE-Y, OREHE O BBRZ B ERERS, A B WE RO,
BAN MRS, B 2°, W Bk
Sawako Ono ', Katsutoshi Hirose %, Shintaro Sukegawa3 , Kyoichi Obata®,

Masanori Masui’, Kazuaki Hasegawas, Ai Fujimura5 and Katsumitsu Simada®
PRI K S, ST BERE R A B (R )

PR BRARZE R 2 Bk I ZE R SR TIPS DR 95 78 ) £ 272 g i

S NIRRT R AR 2 3 i

SRR AR R AR B B S AR A SR RE e B 1 AV R 2

° L ST e e RS LR

RAEN e N W i

! Graduate School of Medicine, Dentistry and Pharmaceutical Sciences, Okayama University

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

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

4Department of Oral and Maxillofacial Surgery, Okayama University Graduate School of Medicine, Dentistry,

and Pharmaceutical Sciences, Okayama
* Department of Oral and Maxillofacial Surgery, Kagawa Prefectural Central Hospital, Kagawa
S Department of Oral Pathology, Matsumoto Dental University

Objective: Most of squamous cell carcinoma (SCC) occur on the lateral border which is caused by chronic
trauma. SCC of the tongue dorsum is very rare and the cause is not clear. The aim of this study was to
report a case series of SCC on the tongue dorsum and to review the English literature.

Method: Four cases of SCC on the tongue dorsum were evaluated for clinical and histological findings, and
immunohistochemical expression of p53, pl6 and Ki-67. Additionally, mutation analysis was performed
for p53 exon 4-8 by direct DNA sequencing.

Results: The four cases of SCC on the tongue dorsum included three male and one female. The mean
age was 53 years (range, 15-74 years). One case had no oral mucosal disease, and three cases showed oral
leukoplakia. Three cases were TINOMO, Stage I and one case was T2NOMO, Stage 1II, according to the
TNM classification. Histologically, all of them showed well-differentiated SCC. Three cases were alive with
no signs of recurrence and metastasis at the last follow-up (272 months). One case had recurrence after
resection, and died for immunodeficiency due to hereditary bone marrow failure.

Conclusion: SCC in tongue dorsum appeared to be associated with rare medical condition such as inherited
bone marrow failure syndrome, post-hematopoietic stem cell transplant status, and leukoplakia of tongue

dorsum, and speculated to the cause was different from that of the lateral tongue.

(i) AZERICH 720 THHTHES T L22A NS gy ke & NISEA, B R 2 S 78 B 5 i 48 27 4k
B IITCHSR AT TR B L 97
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Deciphering the mechanism of cancer immune evasion induced by disruption

of the Hippo pathway
R ORI RA A WA Rk’ w0 B, R A

Toshinori Ando ', Kento Okamoto?, Souichi Yanamoto %, Mutsumi Miyauchi3 and

Mikihito Kajiya'

VR ERERRE, AR Y 8 —

N YRR S SR 20 v )

WINEYRES RS S S S W) G TR e

! Center of Oral Clinical Examination, Hiroshima University Hospital

? Department of Oral Oncology, Graduate School of Biomedical and Health Sciences, Hiroshima University

? Department of Oral and Maxillofacial Pathobiology, Graduate School of Biomedical and Health Sciences,
Hiroshima University

[%45] Hippofkik & T OYAP/TAZILIZ G N T3 ASA TERBICHBE I N TEB Y, EHFALFL LTV b,
AT INFETIT, Ma ZBIE T FE 2 Hippofk s O 2% % 38\ CYAP/TAZ Z ML S &, S AMITL OB
ARSI L C& /e —0, REF v 7R ¥ MHESE (IC) 27 ABREE LT
B L72hs, BYRITE 2R, DSARREEEREO X ) IROABALELE SRTwD, ZORIZBNT,
Hippoifki & 5% A 05 IEEEAE O BIE 12 DWW CORNIE T 22WI S T e,

(Hm] ARFZETIR, #ETRHEIC X 5 Hippotk B OB Ds, A% A O TP mIEE % HIH 3 2 #7272 b % %
EREE

(] A OMN - kO T — & X — XM, b PESTE T LBk (HNSCC) & H w7
Western blotting, qPCR, RNA-seq, 7V —Af##i, X — F< 7 Z\Din vivo xenograft# 175 720
[(#5R] ASAMNE - MEED T — & N— 2T T, YAP/TAZIGEYEAL & PD-L1/PD-L2R B0 EOMBE % Rl L
7z HNSCCHifa#k DLATS1/2 KO (LATS1/ 2 DRI TYAP/TAZASEifEAL) 1, PD-L1/PD-L2D x5
ZJUHE L 720 F7zin vivo xenograft Tl&, wild typeld mis bR OEL; & 0k L 7275, LATS1/2 KOIZEEIL &
P e M SRR 2 R SR LR Z R L, 7 AALENEDTTHED RIR SN 720 RNA-seq, 7V — AT,
BIUOT ) v F A MENTRAT o 72458, LATS1/ 2 KO FEMEGL 2 RS BIZFROKT, Billao
HEEEF ROz RT & & HI2, FHlRLR L BirARE (TMB) Oz,

[#awm] 2% AM O Hippokt o JH 12 X 2 YAP/TAZIEYEALAS, PD-LI/PD-L20#r5 %23 2 & THAR
Bz i S, S SISl oIl & &b ISR L R ORmE 725 L, TMBZIMS €2 2 & 2]
5 L7ze YAP/TAZIGHAL 2 /R S ARICIsICR Y LR $ Wi REEAVRIR S, BF LS X OHrs
TRENOFREPHE SN 5,

Hippo pathway and its downstream YAP/TAZ are dysregulated by multiple genetic alterations in cancer.
However, the relation between the Hippo pathway and cancer immune evasion remains unclear. We aim to
clarify the mechanism by which the dysregulated Hippo pathway induces cancer immune evasion.

The database analysis of cancer cells or tissues and in vitro experiments showed that YAP/TAZ induced
PD-L1/PD-L2 expression. In vivo experiments, RNA-seq, exome-seq, and enrichment analysis showed
that YAP/TAZ activation inhibited epithelial differentiation with increase of somatic mutations and tumor
mutational burden. Our results suggest that the dysregulated Hippo pathway contributes to cancer immune
evasion.
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The lactate sensor GPR81 regulates glycolysis and tumor growth of oral
squamous cell carcinoma

WH RhY, Ak KU, W B, R OBMRC, B 18
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Ayano Okuda'’?, Shota Ishihara'’?, Kenji Hata', Katsutoshi Hirose?’,

Satoru Toyosawa’ and Narikazu Uzawa’
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! Department of Molecular and Cellular Biochemistry, Osaka University Graduate School of Dentistry

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

FEA B AR E D — D & LT, IFRMIREE TS BT 2R 0 T (Warburg®h i) A%k < 2
LHILNTWS, 2070, MEM/NESICIIIERICK > THEASINABSEEITHLEL, TR
R IZ30mMMIC B ET B, CRETRFOREIEDE LTHBRENTE LB TH B25, HE, Gy vy
BRI ZRRGPRIV LRI Z AR E LT 5 Z & 2% S, #fiiglc 815 2 GPR31 D
PEHENTWE, 22T, AF7ETIEORERF LRI BT 5 GPRILOZENZ DWW TG %175 720
FFRILDOIE, M7 LA 2 TR ERES X IR ERRRC BT 5 GPRS1 D3I % fhy ik
WIS L7z ZOR5H, GPR8UIIIMERF FREIEICE I L TR I BN otz T/, JE
B BED e b R RHSC-38 X OFSASIZ,  1E% 8 A _E Bz Ml Frepid 2 le_ T GPR81 D B 563
B2 L F 74V AshRNAZ W CGPRSLEET-% /7 v 7 ¥ » X8 7-HSC-3# (shGPR81)
&, 2 ¥ bo— Vil (hNT) (ZHER L CHEAHIH S, X — K=o A FICBU 2 BTG D K
TLTW/z, BEZEWS L2, shGPRSIMIAL IZshNTHINL I ek L TR 28 i~ FLME /i & ATPREE g
PP LTz, TOMERIZ—FH LT, shGPRIIMINL LA RABEZ OB THRBMMET LTV A Z L 25H
Sk ol

DEosER L, M THT 5 B2 A RGPRILIE, il & 2Tk S ATPREA 2RI+ 5 2 12X
0, DR R Mg ORI 59 5 2 L AVRE S iz,

GESBILMMZESE KBRS EM e R E L5 PR EAT, SKRHRZ)

Cancer cells utilize glycolysis even in the presence of oxygen and elevated glycolysis is coupled to lactate
fermentation in tumor. Because G-protein-coupled receptor 81 (GPR81) works as lactate sensor, we
examined the role of GPR81 in oral squamous cell carcinoma (OSCC). Immunohistochemical analysis
demonstrated that GPR81 was highly expressed in OSCC compared to normal tissues. Knockdown
of GPR81 in HSC-3 oral cancer cells decreased cell proliferation and tumor growth. Mechanistically,
glycolysis dependent ATP production were impaired in GPR81-silenced cells. Our findings collectively
suggest that GPR81 regulates glycolysis and tumor growth of OSCC.
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Attempt to generate mouse models of fibrous dysplasia

JEgH R B MR, 2R bl kR K O R EEmoE!
Miho Hyodo ' 2 Katsutoshi Hirose ', Takumi Shibahara'’?, Yu Usami’,

Narikazu Uzawa? and Satoru Toyosawa '

PR AR A e 2 e R, R I 10 i B 2
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" Oral and Maxillofacial Pathology, Osaka University Graduate School of Dentistry

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

[B1Y] MAEESIERGE (FD : Fibrous Dysplasia) 1, #4E% OFHME R KGR L, A %2
) FEHEVE RS SRRV BE 2 BT 2 B TH B, FDIE, MIBEEHOGS ¥ 87 Bz 74k (GPCR)
DOIEMHALIIRE T 2R GEAE a7 2=y b (Gsa) OERIZEI VAL S THORE Y 7 F VI X
DHIET Ho TDGsax I— FTHGNASEEFOLERITEFHERABEMBISEZ2EEZ2 0N TS, K
WHZETIE, FDETA YT ZAfERZ BN E LT, BHERBEMICGNASEZ AR EZBE B O~ 72K
BB S TR L Z ET L 72,

[(MEBLOTE] EFT 72 (Tx) EKEHEICCreli# % % 3839 5 Prrx1-CreERT2< 7 X &, Crefkff
PRI RGNASEIE T 2 5B 5 ZHGNAS-Flox¥ 7 2 2 R &€ T, REDY 4 3 v 7 TPrxl kD
PU I AL I 3E R AR I 2 B GNASHE B T 2 38 A T & 5 Prrxl-creERT2;GNAS~ 7 A #EHL L 72, AT
W FEICKEE 2 Hvwe,

3] BA145H BB O Tx S T, BAM (WT) v 2 &L T, A% 1 H# CTPrrxl-
creERT2;GNAS~ 7 Z KRG O-F i il g & R EFOEHELRO 5 & L 12, FHiba NI TR
TR ASERD DTz, A 4 B Tl S B E & E S OFHAEIZED b, FRENOE ZILH
BLTWz, Hk 1 EEDEOTI% S T, Prrxl-creERT2;GNASY 7 2 OF @i kiR 5 3 X O B 5
OEHEEZ RO, BEHEHENICEERIERD L2572,

[#53E] Prrxl-creERT2;GNAS~ ™ 2 T, JBAEMOZERGNASHEIZEFREICI Y, HAMBSWICE b
FDOR % —# BT 52 LB TE L, Ky ADMNTE, © PEDOJRREMRIN DB EE 2 72,

Fibrous dysplasia (FD) is a bone disease in which normal bone is replaced by fibrous tissues containing
immature bones. FD is caused by postzygotic activating GNAS mutation that induces abnormal signaling
in skeletal stem cells (SSCs). Therefore, we have generated conditional mutant GNAS mice using a
tamoxifen-inducible Cre recombinase, which permit us to study the time-specific effects of GNAS
mutation in SSCs. FD model mice with GNAS mutation induced at the embryonic stage exhibited some

histopathologic characteristics of human FD.
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Investigation of TP53 gene mutation in vitro using human salivary gland
organoids

A E, B #E— K EOREB, v W, B OBME, SRR |
Shoko Ishida, Junichi Tanaka, Shintaro Ohnuma, Akane Yukimori,
Yasuhara Yasuhara and Kenji Mishima
FBRIRS:, BRoER LUPERREES MRk el s 11 B 501
Division of Pathology, Department of Oral diagnostic sciences, School of Dentistry, Showa University

s (Hm))

W 37 Bt S A 1T 5 AR AR AR R A55-65% T 1), WD T F A M v i B O ME IR E S CTh 5. BT ~
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BT BEENOWTIZREAW L EHL v, T2 TRA I, WERNGEEN RN 2S5 AR 2 EA
L7-b NiPSHIBIRRZERL L, MERUIRA VA 2 4 FAGAL - B8 T 5 2 & CRIETERICX 2B 2L L
720

(B - ]

CRISPER-Cas98ifli & Fv: C, MEFEBGEE A SN2 EETAER (TP530Dc.626_627del, p.R209Kfs* 6)
b MPSHIKIA~NEA L7z HM—27 00—V 23R, SangeriEl CUGMIE T AR OB A Z ik, MR
FIWH I A RADGHAL - FEARIT o720 MR IV ) 4 FIIHREEAZ R L, MRS IIIET L7,
[ ]

PR (TP53 +/4) & AT aEAH (TP53 +/-) TREMDRERK % 72708, —Ji TR EHEGR (TP53
-/-) TREAEWOMMASTMARTH ), BWERKIID T TH o720 T, FEHESIClIps3bPEM
WAL TBY, FiRicBir 535 (Simion 1. et al. Cancer. 2016) 2L L 72455 CTHh - 720

[ 5m)

AEFZETER SN2 B\IETFRE Y MERREA VA 4 FIZEFERICERTERIICEILL TV, 202
ENS, UHEETERN Y MERIRESEEICHES L TWAURENE L ON DL, 58K, Wi LM%
??O Tw % f:l/\o

We examined the effects of gene mutations specific to salivary duct carcinoma using genetically modified
human salivary gland organoids. The organoids of wild type and heterozygous for the TP53 mutation
showed numerous duct formations, whereas homozygous ones showed predominantly solidary proliferation.
In addition, immunohistochemically, the homozygous type showed remarkably reduced p53 positivity
like salivary gland tumors of patients. These data suggested that this mutation may be involved in human
salivary gland tumorigenesis. Further analysis will be performed in the future.
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Labelling and function for interleukin-1 receptor type I (IL-1R1)

b BT, R R’

Ayuko Moriyama ' and Masatake Asano’
VHARKEER B SR, I R 5 BT

PHARK SRR, o A

! Department of Applied Science, Nibon University Graduate School of Dentistry
ZPatbology, Nihon University School of Dentistry

HiY
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IRICHET A5 LICE ) ¥ 7PV ERET 5o LA L, IL-IRIOMEE ETORM IS THEETH 2
CEDPHMOENT VL, ZOHMBI SN TRVA, A TIRIL-IRIOREN 2 E HIiE L, B
G- & X DO BIRIZ OV THRE L7z,

A - Jik

FERRIZIT e M FERE SR T % Helafild, HeLafiiglZ 1) 21L-1R1%Z CRISP/Cas93¥ A 7 A2 &k -
TRESECRISPAllIE 2 v 720 72, wild type& L TIL-1R1% pMKIT-neoXZ ¥ —|Zsubcloning L,
IL-1IRIONKSG - CRAiZ, HiBiT# 7 #4445 L 7zmutant, IL-1R1 B EE 338 % K 28 L 72mutant %
quick change site-directed mutagenesisiElZ & ) fFB L7z HeLaffilfd, CRISP4MiflLIC LRd~2 ¥ — %8 A
UIRAT L 720

IR - B

IL-IRIOCKUHICHIBITY 7 &2t 5:35 &, w2 A& 70y bREGHRIEGEIC X ) Bl & EE 2SS 12
mEL7Z. LAL, NREANOHIBITS 75 CIMIMEEOm LdR o heh o7z 72, N&KNG, CK
Ui \ZHiBIiT ¥ 7 24445 L 72IL-1R113wild typelL-1R1 & [A A& IZHINEA b2 HEH L 72IL-1 BB L, IL-8
A% BHR S 272

IL-1R1 M B E Gl AR & R 8 S & 7zmutane T, IL-1 IS0 3 2 BUBZTHA L, IL-8AERIRIZFRD 5
Neroize

i

IL-IRIOCKIEGAND 7 7 O 5, Z ORIMEE O EICHED THHTH o 720 IL-IR1IDOMIEEE E T D5
BUIIL-1Y 7 F REIZ & > TRHTH %o

IL-1a transduces its signal by binding to cell surface receptor IL-1R1. However, detection of IL-1R1 has
been known to be extremely difficult with unknown reason. In the present study, we attempted to increase
detection sensitivity by adding the HiBiT tag to IL-1R1. The results demonstrated that C-terminal, but not
N-terminal, tagging significantly increased the detection sensitivity without affecting the signal transducing
function. Moreover, IL-1R1 lacking the transmembrane region could not transduce IL-1 binding signal,
indicating the intrinsic role of this region for IL-1 signaling.
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Function of interleukin-1 receptor type 2
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IL-1R21E, V7> FTHBIL-UTHEE LA A%, MBI IZToll/IL-1 receptor domainZ A L2 W2 &5
VIFMEERERTELVWTIAZHERELTHONTWAS, o T, ILIR2IZIL-1IICE > TER S
LU R WG T 20T CTHAHLEINTWD, LaL, IL-IR2OEREIE, ~7 87 7= % EREOM
JRICBWTOARBHIND 2 L, ZOREICOWTIIRTITHHEI N TV R v, RIFFETIE, IL-IR2OM
FENTORREICER L, ToMHzH NS L.

MR RO %

FEEIZIZ e M T EEHEREM CH S HeLad X OV b IR - B R0 B KB 28I HSC3 % Ji v 72,
[L-1R2DH 4 7z deletion mutant®FEBINR 7 ¥ — 2 fESE L, 1L-1 o BN T & — & Liltransfection & 17 - 72
IL-1R2B £ OIL-1 o D FEH % oz gt B X Owestern blotlZ & D B4 & & 12, IL-1 a D 55WaI=
IZELISA kit% Fl\W TR L7z, HSC3IZB1F AIL-1R2MDknockdowniZshRNA % v 72,

JAE [ OV 5%

IL-1 a AR D transfectantlZ B 1 HIL-1a 3 ilh & Z2100% & L 72 & &, wild type IL-1R2EIL-1 a0 Dco-
transfectant Cld, IL-1a W= 1347.0 = 0.2% [ZAKF L7ze —, MIBGBRE @ aEIR B L OS2 i & R
L 7zmutantTld, SWHHIRR SN d o720 F72, IL-1a OBRBITY 7V E KK L ZzmutantlZ B W
TH ZOMIIIFE L TH o720 —F, HSCIDIL-1R2FEH A shRNAIZ X DK S & T, IL-1a D5
HIIERR T E e d o7,

5

IL-1R21F, IL-1 a OB/ IR U THIBIMICEH L TWwa 2 EAE 2 6N, Z OFER I IEMII IR & &
P EETHL I ENWHLNE o7,

IL-1R2 can not transduce IL-1 a binding signal because it lacks the toll/IL-1 receptor (TIR) domain in its
cytoplasmic region. The aim of the present study was to elucidate the unknown function of this receptor.
Co-transfection of IL-1R2 with IL-1 a significantly reduced the IL-1 & secretion compared with the IL-1 @
single transfectant. The transmembrane and cytoplasmic region of it was not contribute to the inhibition.
Knockdown of IL-1R2 by shRNA transfection reduced the expression of IL-1R2 but not inhibited the
spontaneous secretion of IL-1a by HSC3 cells. These results indicated that IL-1R2 has inhibitory effect
against IL-1 & secretion.
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The role and responsibilities of a cytology

specialist contributing to regional healthcare
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The role and responsibilities of a cytology specialist contributing
to regional healthcare
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5 WEHE RO BALE IS DWW THE T %,

JSCCIZ, Z DY T 5 HAREG AR A 9614 1277 S, B4R H A M 2% 2 122,
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ERDSERE S N7 D H320004E (38%HEE) THBH (20034 M2 P EE IS HR) o B [ U < L T19994E,
WAMGEE DM FAL S, 5 RASANK T 5 A BRSPS RS2 H BRI cT& 5 X9
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BAFROBRE 2 L2720, DENARZ OIS E UCHRZ % Eiid 2 ik 2 ink
L 720 HPERIIERS O EEAEIH L CTJSCCTIX, 201242 5 E B 5 1E o 56 TR LT EFHIL T O 2 BR AT 1
20, MFZEMEREOBIZ120% & 7% o 72 (20234E 5 HBIIE) o BUE T b M2 B Y B2 G ks 3058 SRR
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Cytology specialists are positioned as the next level of expertise for pathologists, as stated on the website of
the Japanese Society of Pathology. Given that the majority of cytology specialists in dentistry are members of
the Japanese Society for Oral Pathology, it is important to understand the activities of the Japanese Society of
Clinical Cytology (JSCC) and foster collaboration. Furthermore, the Japanese government is under
consideration for making a dental exam mandatory including “oral mucosa”, it is speculated that there will
be an increased demand for oral cytology. Briefly describe the position of JSCC and dentists.
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Cytological diagnosis for early detection of oral cancer
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Oral cancer is a relatively rare cancer, but its incidence is on the rise. Although the oral cavity can be
inspected or palpated, early detection of oral cancer is difficult. Recently, the applications of LBC have been
extended to oral cytology, and oral LBC has become available as a less invasive test in general dental clinics.
The purpose of this symposium is to present the recognition of oral cytology in community medicine and
the future direction of cytology. In this presentation, I would like to introduce approaches for early detection

of oral cancer at the dental hospital and my clinic.
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The business significance and value of oral exfoliative cytology:
insights from an oral pathologist at private practitioner
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This presentation highlights the importance of oral exfoliative cytology from a business perspective of oral
pathologist at private practitioner. The speaker opened a specialized diagnostic center in 2019 with the goals
of contributing to early oral cancer detection and establishing a sustainable career path. Despite the societal
problem of delayed oral cancer detection, the adoption of oral cytology remains insufficient. To sustain
profitability and value in society, oral pathologists need to address social challenges and utilize their expertise.

In this lecture, I will introduce my daily cytodiagnosis work from the standpoint of an oral pathologist at

private practitioner.
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Cytology in oral cancer treatment facilities: An approach from
university hospital to community medicine by the multidisciplinary
medical team

BAE T EE 2SR, TIERBIC R 2R 2 2 BEFEE 7 ) = v 7 23N A REDPH 2 Tw b,
FRICTEDRS AW $ A BEFRIIE T o TEBY, 20154 ICAFRM E 2 A LSBT A K54 Y AREh
TURE, HHEBSAARZ ) —= v 7L LTHIRZEZEA LW EE X LHERFHENHE Z 205 5 M)A
CERLTWD LIEFVE, HEANEET 2 LHEE (A0 wilis) FIATlE% <, HisERHE
HEOHIRE T B BEOHBE L2 5 BSERFHE R B - TBNOERBEILELEIN TV L, L2 LAWY
O, HPENRAZ [TGH] 35355125 % LEAFHE O [ ClEMTEZ 1§ 2 B idhk 4 T, RmIYIC S HE
LTV BiRIEP R VODPBURTH 5,

A IIEFAIRBBECHTR L, M 23y (DEEAVRHER - DU EEER - FER 8 — RSB 2 &)
POIIERANHE D > TE2D, WRERREDZ IHRMB RS I FEEL D, WHEIM T EF -
FEZBNG A DB 5508 L 13 E 2T, FICHEMEZ X2 DOFHREDO AL LMHIT L > THRD THEFD
NS DL o Tz, £2°C, MRS TIEZL) HIEEAEREHHEEM AL FF4 V2 F L, LIEED
A THEH] HERICBUIAMEZoEREZAET L 2) 22 CHRONAMEZRFBNICHIBNSET S 2
& o2 pE HES TR MR B M BBk e & vl & L 72 IEAVRHEE &Ml Lot B ] % 4R E)
L7z

TR LM S & s pea 2 8 A4 5 LIS, REERLHGEEORBROMA T IZOWTHKRY A F
EHIEY A FCOREEEZMBE L7728 2 A, HBRICBIT 2 LEMILES OB BT HIM T % & [, W
P A FORITE R 2 ERCEWREE o720 S 5121, TEDXA [HE#] BUIHFE MRS o
FEAE P ENLREPHFEET L Db o TEs —HT, WS OPDOBEDFEWVITH > TV,
AT, A RPEO [RAE R 2OBEMEZ ] (2o s BP0 TE/Ma L, HPER
A [TEEE] HRZ BT B @A - S, HIsERERE S L ORI T v T 72 A F — L1225 nT
ERTDHTETD b,

Oral exfoliative cytology (OEC) has attracted the attention of general dentists since the publication of
new guideline for oral cytology. However, the opinion on OEC varies among oral surgeons. We are actively
working on a collaboration between oral surgeons and cytotechnologists via oral pathologists to reconsider
the significance of OEC in hospital dentistry. We introduced cytological diagnoses using liquid-based
cytology techniques and modified Bethesda system in routine work, achieving progressive opinion exchange
among multidisciplinary teams and a considerable increase in the number of cases. I sincerely hope my
presentation will motivate people to develop an interest in OEC.
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