7K 4

VA=V PR UF &S






HARBIR TR RS - FRRERORER - T 5
TR L BB N et 6
T L PUE SO PP T2 S SR PR T T e 9
et F -t TR T TP PP PP P PP PP PPPRP PP 12
LI Iy 15
B T L 25

WA, INEEE, WRER, FNREOIHIvz w3, Hifk-- 116



28l HAMRIR ORI E S ey - Pk

kzxk EHRE E

(WG A B2 i RE RS W el e A B 0 i Bd%)

The 28th Annual Meeting of the Japanese Society of Oral Pathology
Chair Kaoru Kusama

Professor
Division of Pathology, Department of Diagnostic & Therapeutic Sciences,
Meikai University School of Dentistry

528101 H AR IR L1PER B AR 2% - PR X 2 20174F 8 H23~25H I CTHfE S ¥ T w272 & 97,
ARZ 2R E S RSN WG 2R B2 T S S Tn e R & T3 2 L ICHL, &
HOERGICHECEHZH L LT,

ARKEDOT—~<F [ HH —From the Past to the Future—] & E¥TW/2Z&F L, AHOE
AHICBPNE LTIE, EFAMREZIZ O REEZ TRV ZELEEFLET,

20174E 5 & ([CBHSHIR IR O Fr 72 ZWHOL BH O LRI RAS I S N 9. A K4 Tid, International
Agency for Research on Cancer (IARC), Molecular Pathology®Section Head T&H 1), $-XTHWHO
blue book®coordinatorx H® b E L7z K A SBAIHIERRZ BV L TBY 3., £hil5]
EHix T LT, HrWHOSHEDChapter 8 (Odontogenic and Maxillofacial Bone Tumours) (22 & F LT,
[[ChapterO HEE TH V) £ TIAERFRFBERERBANZEREOEH B BIZICHE#REZ BEWL
TBYE3, /2, BERHZFAHIE TV, REOIHM CHE & BAEZIZHS TR EEL O RE R
BRI ] (2o TRV LE 9,

& BICENLERR A IE L > 7 —0F5Eir,  EER TR BT R TR B R R B ) R TX
MRBMEE TR - EEAEYISH] 1ZoWw T oM #HE BV LTBY 9,

VYRV LELILTE [ YRBRERE] &7 — < HLAM SR A R R A e v 5 —
HARRIEY 27 LW F—2 F—200—%— &m At o2 T2RBERY YRskeETLVVF -] B
TR R R AT INBERS Tl /N F S B YN E B RINA | oW TS ZE BV L
TBHEY,

25 H e O FE I H AR 22T 6 FORE FREBI ISR & &8 & OBIZ O W TR BRE 128
HTHME LBV WwEEZEZTWET,

REWHPORMH IR FRTEOT O T FTLATHHATA FEIF—, AFOHFEVLHEINET,

AREVHEINTINIE, MNLFELHEN, BOERLHEOENFZLTYT MM £, BR
ZRELSETINLBOEHTTHH ) T 9, Mk, &85 IEPOIBEEIARATOLN->TEBY, FEHO
BIOLEBD00FAZHZTVET, BEWHERILLBNHEHTTOT, BIELDIBLATHREE
72 BwvwE g,

TRRICE o THBREMRME 2D TT X ICEMZHEDOTIVD T, LLDHADITSHMzE BRI
LEFTED 7,



Greeting

Dear Colleagues,

The 28th Annual Meeting of the Japanese Society of Oral Pathology will be held in Kawagoe on August
23-25, 2017. It is a great honor for us, the members of the Division of Pathology, Department of
Diagnostic & Therapeutic Sciences, Meikai University School of Dentistry to host this meeting.

The theme of the meeting is “From the Past to the Future”, which we hope will present opportunities
for interesting new results and case studies.

The revised edition of the WHO Classification of Head and Neck Tumours will be published early in
2017. I have invited Dr. Hiroko Ohgaki (Head, Section of Molecular Pathology, Series Editor, 4 th edition
of the WHO Classification of Tumours Series, International Agency for Research on Cancer: IARC) as a
special guest speaker. In addition, Prof. Takashi Takata (Department of Oral and Maxillofacial Pathology,
Institute of Biomedical and Health Sciences, Hiroshima University), who is responsible for Chapter 8
(Odontogenic and Maxillofacial Bone Tumours), will deliver an educational lecture. During the lunch
break, Dr. Fumio Ide (Meikai University School of Dentistry) will also give a lecture on “Historical
aspects of odontogenic tumours.

We have also asked Dr. Mari Shimura (National Center for Global Health and Medicine) to deliver a
special lecture on “Visualization of Intracellular Elements by Scanning X-ray Fluorescence Microscopy-
Application for Cell Biology and Medicine”.

Moreover, we will hold a symposium on “Lymphocytes and related diseases” featuring lectures by Dr.
Kazuyo Moro (RIKEN Center for Integrative Medical Sciences) and Prof. Masaru Kojima (Dokkyo
Medical University).

The last lecture on August 25th, “Relationship between Periodontal and Systemic Diseases”, which is
open to dental personnel, will be delivered by Prof. Kuniyasu Ochiai (Nihon University School of
Dentistry).

Kawagoe (also known as koedo ‘little Edo”) is a historical town famous for its toki-no-kane (bell tower)
and kura-no-machi (rows of old storehouses). It also has many temples, shrines and even a castle,
creating a historical atmosphere of ancient Edo (the former name for Tokyo). Kawagoe can be reached
by a single train line from Yokohama, Shibuya or Shinjuku, and attracts more than 6 million tourists
per year. Local foods are delicious and well regarded. We are looking forward to seeing you all in
Kawagoe.
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The WHO Classification of Tumours series: future and challenges

The WHO Classification of Tumours project serves the important purpose of establishing uniform
nomenclature and diagnostic criteria for human cancers that are accepted and used worldwide. A
standardized classification is an essential foundation for the work of pathologists, clinical oncologists, cancer
registries and cancer researchers. It forms the basis for the collection of histologically and genetically stratified
population-based incidence rates and is a prerequisite for comparisons among cancer therapy trials conducted
in different centres and countries. Since IARC took responsibility for publication of the series’ 3 edition, an
understanding of molecular basis of tumours has become increasingly important for identifying new disease
entities and establishing tumour classifications. The 4™ edition, which is currently underway, is expected to
be completed in 2018. Given the very rapid progress in genomics and the overwhelming amounts of genetic
data produced by next-generation sequencing, we are living in a very exciting time, but this also presents new
challenges for the WHO Classification of Tumours series. In my presentation, I will summarize the content
of the previous and current editions, and will discuss the future of classification of human tumours, based on
my experience as a Series Editor of the 4" edition and a Volume Editor of the WHO Classification of
Tumours of the Central Nervous System.
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Major Revised Points of 4™ WHO Classification of Odontogenic Tumors
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3. R LVBEGRY - ALY ek VRN, SUa Rk SRS, SRR AN 57z,

4" WHO classification of head and neck tumors was issued in January, 2017. I will talk about the major

revised points of the new WHO classification of odontogenic tumors.

1. Basic idea of the revision: To be concise and reproducible, to be clinically useful, to be easy for people
other than oral pathologists to understand, to have international applicability, to list odontogenic cysts
and related diseases for differential diagnosis.

2. Changes in disease concept and terminology: The following are tumors subjected to reconsideration: 1)
odontogenic keratocyst, 2) calcifying odontogenic cyst, 3) ameloblastoma, 4 ) ameloblastic fibroma /
ameloblastic fibro-dentinoma / ameloblastic fibro-odontoma / odontoma, and 5) cemento-ossifying
fibroma

3. New entities: Sclerosing odontogenic carcinoma, primordial odontogenic tumor and odontogenic
carcinosarcoma were added.
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Primordial Odontogenic Tumor® & {x¥ 35 & ORI PR

Genetic and clinicopathologic evaluation of primordial odontogenic tumor

=L &' Bologna-molina Ronell’, #H #sit’
Toshinari Mikami', Ronell Bologna—molina2 and Yasunori Takeda?
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" Department of Pathology, Division of Anatomical and Cellular Pathology, lwate Medical University

? University of Uruguay Republic, School of Dentistry, Division of Molecular Pathology

? lwate Medical university, School of Dentistry, Department of Oral and Maxillofacial Surgery, Division of
Clinical Pathology

Primordial Odontogenic Tumor (POT) is a recently described odontogenic tumor characterized by loose
and myxoid-appearing fibrous tissue covered by columnar epithelium. POT is classified as benign mixed
odontogenic tumor in the current WHO classification, however, molecular pathologic features are
unknown. The aim of this study was to investigate the possible pathogenesis of POT by means of genetic
and clinicopathologic evaluation. Paraffin-embedded tissue samples from 5 POT cases were obtained for
this study. Expression of odontogenic tumor-associated proteins was assessed by immunohistochemistry,
and genetic mutations in 151 cancer-associated genes and fusion transcripts were examined by next-
generation sequencing. Not any specific gene mutations were detected by exome sequencing, however,
fusion transcripts involving tooth development-associated genes were identified in 2 out of analyzed 3 cases.
Protein expression of vimentin was positive for both mesenchymal and epithelial components of the tumor
suggesting that POT is comparable with immature (primordial) stage of tooth development.
Epidemiologically the cases were divided into two groups, one is a group involving impacted second
deciduous molar and the other is a group involving impacted third molar. Considering and putting together
all these findings, it was suggested that abnormality of genes associated with tooth development is relevant
to the pathogenesis of POT.
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Molecular- and histo-pathological analysis of three cases of head and neck NUT

carcinoma
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! Japanse Foundation for Cancer Research, Institute Hospital, Department of Pathology

? Division of Pathology, Cancer Institute, Japanese Foundation for Cancer Research

? Division of Head and Neck Surgerly, Cancer Institute Hospital, Japanese Foundation for Cancer Research

* Department of Diagnostic Tmaging Center, Cancer Institute Hospital, Japanese Foundation for Cancer
Research

* Department of Radiation Oncology, Cancer Institute Hospital, Japanese Foundation for Cancer Research

S Department of Comprehensive Medical Oncology, Cancer Institute Hospital, Japanese Foundation for Cancer
Research

" Pathology Project for Molecular Targets, Cancer Institute, Japanese Foundation for Cancer Research

NUT carcinoma (NUT-C) is an undifferentiated carcinoma defined by the translocation of NUT gene
(t(15;19)) and is considered to belong to highly aggressive squamous cell carcinomas (SqCCs). BRD4 gene
is the most common fusion partner of NUT, allowing BET inhibitors to be used for the treatment. Here,
we present the pathological features of NUT-C developed in the three patients of our institute.

The patients, one woman and two men, were in their late 40s to early 50s. NUT-C developed in the
ethmoidal sinus in two patients and the maxilla in one patient. The two NUT-C of the ethmoidal sinus
could be recognized as epithelial tumors by morphology; one was a poorly-differentiated carcinoma with
abrupt keratinization, which is a characteristic morphological feature of NUT-C, and the other showed less
abrupt and rather distinct keratinization, making the lesion mimic an ordinary well-differentiated SqCC.
The tumor of the maxilla least exhibit morphological differentiation toward epithelium, requiring a
differential diagnosis from malignant lymphoma, malignant melanoma, and round cell sarcomas. The
cytoplasmic findings varied among the patients, but oval nuclei with a centrally located large nucleolus were
commonly observed in the three patients.

We believe that pathology diagnosis is not merely the determination of histological subtype by morphology,
but should be performed through the integration of as much as information obtained from the samples as
possible. Identification of molecular alterations and therapeutic targets, such as BRD4-NUT, through the
process is a key to next-generation pathology diagnosis in the forth-coming era of precision medicine.
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A case of Ewing sarcoma of the mandible
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Shuichi Fujita and Naoki Katase
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We report a case of Ewing sarcoma occurred in mandible. The patient complained of swelling of her left
side of mandible, which has been noticed 2 months before the visiting. Clinical features were similar to
those of osteomyelitis, CT and MRI suggested intraosseous tumor. In the biopsy specimen, the lesion was
composed of sheet like proliferation of small round cells with scanty neoplasm. Immunohistochemistry
showed positive reaction for CD99, vimentin, NSE, and synaptophysin (sparsely), negative for
chromogranin A, CD57, S100, CD45 and CD1a. She was diagnosed as Ewing sarcoma, and segmental

mandibulectomy with neck dissection and mandibular reconstruction was performed.
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Visualization of Intracellular Elements by Scanning
X-ray Fluorescence Microscopy- Application for
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Visualization of Intracellular Elements by Scanning X-ray
Fluorescence Microscopy- Application for Cell Biology and Medicine

VAR, EItH (I AT URER) PEMIGHIELIEboTwS (X7 Ru3IZ ) Medbirb Loy,
uFE (ET o) OAEWRKREEICED LN INTYS, L2L, BETREAERITO X9 2K
BEOMMIIAMLZNIE L, EFEFHTEHE D ER LTV, RA72biE, BEHEE v 7z AR H
Hx v 7 AREAMSE (SXEM) % Hw7z[R5 - RIS H 247 - THR7zo SXEMIE, 104EFERT & D BRK T2
i, BMLAENETERT & O LFIFZE CRES. L 7-MIRBISEH Y A7 4 THY, I ba vy FYT7T2BISETEX LR
W TREE R A T 2 RGP TH %o SXEMISMBBNIZAETET 2 BE O ILHEITEHRE — BT LA g
Thob [1-71 FEFEIE 1ETFIT L) HRANIEHRO IR THD TR LTS [7],
EITCRERIEZ, 4 A=Y v FHEELRMIENG T O EUL 2 A L7 B ORI, S 512K OFI <
ZWICTHHEMTE 2RSS H S LEZ TV, BETIE, MBAMEITLES XA -V Y 72 TRML, W
wICE OMBBEEREMANT 2> S IS T CoOF A Z R L 72w

Elements (i.e., minerals and metals) are essential for a healthy body. Although studies related to proteins
and nucleic acids have been conducted at the molecular level, studies of the intracellular distribution of
elements and its function, especially at their importance in medicine are not well understood. We have
developed a scanning X-ray fluorescence microscope system (SXFM) at SPring- 8 (Harima, Riken) that can
reliably determine the cellular distribution of multiple elements at a single cell level [1-7]. Recently, we
successfully developed a method for imaging intracellular fatty acids by labeling with a single element and
SXFM [ 7]. We will demonstrate that a SXFM can determine the cellular distribution of multiple elements
with a high resolution. Visualizing intracellular elements and understanding their kinetics may provide
greater insight into cellular kinetics, disease etiology, and may help diagnosis or prognosis of diseases.

[1] Shimura M, Saito A, Matsuyama S, e# a/. Element array by scanning X-ray fluorescence microscopy
after cis-diamminedichloro- platinum (II) treatment. Cancer Res. 2005, 65, 4998-5002. [ 2] Matsuyama S,
Shimura M, Mimura H. ez 4/, Trace element mapping of a single cell using a hard x-ray nanobeam focused
by a Kirkpatrick-Baez mirror system. X-Ray Spectrometry 2008, 38, 89-94. [ 3] Mimura H, Handa S, Kimura
T, et al, Breaking the 10 nm barrier in hard-X-ray focusing. Nature Physics 2010, 6, 122-5. [4 ] Takata H,
Hanafusa T, Mori T, et al., Chromatin compaction protects genomic DNA from radiation damage. Proc One
2013, 10, €75622. [ 5] Matsuyama S, Matsunaga A, Sakamoto S, ez al., Metallomics. Scanning protein analysis
of electrofocusing gels using X-ray fluorescence. Metallomics 2013, 5, 492-500. [ 6 ] Imai R, Komeda S,
Shimura M, ez al., , Tight chromatin DNA binding and DNA replication inhibition mediated by a highly
antitumor-active tetrazolato-bridged dinuclear platinum(Il) complex, Scientific Report, 2016. [ 7 ] Shimura M,
Shindou H, Szyrwiel L, e al., Imaging of intracellular fatty acids by scanning X-ray fluorescence microscopy.

FASEB J. 2016, 30, 4149-58.
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Necrotizing sialometaplasia from the right maxillary gingiva to the soft palate: a
case report

A ek, ARE —12 HH O REL W O BES Ak si—2
M EER
Ayataka Ishikawa ! Kazuhiro Yagiharaz, Eri Tsuchida?, Miki Oka?,

1,3

Jyunichi Ishii* and Hisao Yagishita

"SRR AR Y 8 —, BB

PRERNIA AL Y 5 — TSR

SHASRLR MR b, B AR - DR BB R

! Saitama Cancer Center, Department of Pathology

? Department of Oral Surgery, Saitama Cancer Center

? Division of Oral Diagnosis, Dental and Maxillofacial Radiology and Oral Pathology Diagnostic Services,
Nippon Dental University Hospital

Necrotizing sialometaplasia is a relatively rare, benign disease characterized by remarkable squamous
metaplasia of the ductal epithelium due to lobular infarction. It commonly occurs in the palate and is often
associated with ulceration in the mucosal surface. Because this lesion may be confused clinically and
pathologically with malignant tumors, the diagnosis must be considered carefully.

Herein, we report a case of a 62-year-old man. He complained of pain and presented with an ulcer in the
right maxillary gingiva. No anti-inflammatory effects were seen with previous medication; therefore, a
biopsy was performed. He was diagnosed with an ulcer with inflammatory granulation tissue.
Histologically, no squamous metaplasia and lobular structures were observed in the first biopsy.

After a clinical examination at our hospital, a 2.4-cm ulcer was identified from the right maxillary gingiva
to the soft palate and cancer was suspected; therefore, a second biopsy was performed. There was no history
of diabetes or malignant tumors. Histologically, the second biopsy revealed an ulcer with inflammatory
granulation tissue and squamous metaplasia of the ductal epithelium. Mucous cells were present but their
lobular structure was preserved. Cancer cells were not observed in the specimen. Therefore, necrotizing
sialometaplasia was diagnosed.

An antimicrobial agent and analgesics were prescribed, and the patient recovered within 2 months. There
has been no recurrence for 1 year.
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Investigation of the salivary gland dysfunction in type 2 diabetic mice. Possible
association of GIcNAc modification with tissue injury

BA w1y, dil s, ik B
Naoyuki Matsumoto, Ryoko Nakayama and Ichiro Saito

(1PN o T S
Department of Pathology, Tsurumi University School of Dental Medicine

2 HUBE PRI B (2 BT B LERERE (X AT H 5 H3Z DB IC O W TIEIAW L A% v, —T, &l
PEIRBEICBUT 5 7V a— 2 A, 712X DRIGEORFEAIESE, RENTWLEIER, £ ¥y AL F
= VGRS O — D Td % O-linked-N-acetyl-glucosamine (O-GIcNAc) DB & % 7 A b — ¥ A DFE
DIMEEINTED, INEDOTENLARIIETIE 2HBEIRHFET NV~ A (db~ww ) #H, WK
EDREOWAARFIZOVTRE 21T 720 TR, 1) db~ 7 X TITHIEGH 2 MUFHE O b F- 12 b e
WA TO TR b= 208N & IR R L, 2) SOiREICL ) e X b Y 2A040%F Y ~
FRIEND O-GIcNACEHI A S 7o fEK, 2 BUBEIRIG B E S BT 2 CIPEGZIRRE R A  AE 1 2 B 0 5 B
KIZE B EENTWAED, REFZETIXEMERN 2 ESMHERE T 2 b Y 2AD O-GIcNAcEfiz L TX 7 L
& — K OREEDEAL LIRS & % A2 U 72 REVEARIR S NBAE 2 OREM 2 Biid L T 5o

B, AW HFAREA (AR HRA B LA BeRe S iF7E0T) & B 1- ek OREURFARFABE R
AR ERZER) & OIFZEIC X B RDO I TH %o

Patient with type 2 diabetes are at an increased risk for dry mouth, however, the pathogenesis is still unclear.
Recent studies suggest that hyperglycemia induces tissue injury. Moreover, there is growing recognition that
the O-linked attachment of N-acetyl-glucosamine (O-GlcNAc) is associated with apoptosis. Thus, we
investigate the association of O-GlcNAc modification in histone 2A with salivary gland injury in type 2
diabetes model mice. We found increased apoptotic cells and O-GlcNAc modification of histone 2A in
diabetic mice. These data suggest hyperglycemia would alter the O-GlcNAc modification status and induce
salivary gland injury in diabetic patients.
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Study of MYB-NFIB fusion gene expression and tumor angiogenesis in adenoid
cystic carcinoma of salivary gland

K #l, M RS
Junya Ono and Yasuo Okada

H A BRI RS2 8 2 bk 2, o B G
Department of Pathology, The Nippon Dental University School of Life Dentistry at Niigata

[#S)] MR (ACC) &, MERIRES ICBWTHEOBWERERE D 1> TH Y, BEMIC
FLITLIEERERZ &7, BICELTFTHREARDEETH 5,

WA, ACCIZB W T, MYB-NFIBRIGEIRFOFB A HE S zo MYBIRERGHIEK & L Coig%
b OJEBIA T T, NFIBIEH - 5 K1 CTh 2 DF Ot 2B REIXAHTH 5, # 2 TMYB-NFIB #ll 5
ETOFBA L MAEHTA, B E OBEIZOWTHL2IZTAZ L2 B TRITIEZ 1T - 720

[x)5 & J7:] ACC26BI12>oWT 42D 75 4 <— %W TRT-PCR#: & direct sequenceit 2 & ) MYB-
NFIBRl & (aT DO BN 217> 720 F72, CD31, VEGFESE L UKi-67D kb et 2 17\, &
B M T A VS D TR IS A5 6 B % 354l L, BES5H9 512 D W TUZKi-67 Labeling index# &4l L, MYB-
NFIBAl G fn T BA H & OB EME IO VTG Lz RIFZRIIAREMEFEAEZTBERO KR EZR/T
1o 72 (ECNG-H-215),

[ R] 2661 9 BIICMYB-NFIBEA H1n T OISR bz MBS A IR G & a7 RO )
A, FEFRBUEICHARAEREICEMEZ R L (p<0.05), VEGFIZRG BIZ TR SIEFEBIRE I E v a %
RL720 L& L, Ki-67 Labeling indexiZH B IZFRO SN o7z FEHIIO W TIMAEIZ FHBIRET
AR E & D ITEREZ BT 2602 ¥ — 7 1IN DRI L7z, —7, RlA 8 TFIERIME CIE
W& & HITEREDSEI L 72,

(] ACCIZ B W TR A B (A TR BUE CIRIEFE BRI RIMAE A B E G BITR W EH 5202
%Y, ToOMME L TVEGFEARDE VI REMEATRE E N7z, 72, MYB-NFIBE&EIZ FIFACCHTE
JEAEHRICH D A Z EARIBE N7,

Adenoid cystic carcinoma (ACC) is one of the common malignant tumors in salivary glands. This study
investigated whether MYB-NFIB fusion gene expression affects tumor angiogenesis and proliferation in
salivary gland ACC. In 26 salivary gland ACC cases, MYB-NFIB fusion gene expression was analyzed by
RT-PCR and direct sequencing. Immunohistochemical studies for CD31, VEGF and Ki-67 were
performed. Blood vessel density was significantly higher in fusion gene-expressing cases compared to non-
expressing cases. VEGF score tended to be higher in fusion gene-expressing cases than in non-expressing
cases. MYB-NFIB fusion gene expression may also be related to the onset age of ACC.
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A case of verrucous hyperplasia of tongue, dilemmas in diagnosis and
terminology

RFE FHFRR', B BRIk &2 i R I S aR T
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Kaori Oya ! Katsutoshi Hirose?, Yu Usami?, Miki Syaryou 2. Sunao Sato?,

Yuko Kondo', Satoru Toyosawa2 and Yasuo Fukuda'

NUTNE by A e

PRBURF R BE A TR, IR B

! Clinical Laboratory, Osaka University Dental Hospital

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

Verruco-papillary lesions are diagnostically challenging as they include a spectrum from benign lesion,
potentially malignant lesion to malignant lesion. We report a case of verruco-papillary lesion arising in
tongue of 62-year-old female patient with history of long chronic exposure to ill-fitted prosthesis. Clinical
examination revealed a verruco-papillary lesion in lateral border of mobile tongue. Because cytological
examination and twice of small biopsy did not reach to definitive diagnosis, tumor excision was performed
under provisional diagnosis of verrucous carcinoma. Histopathological examination revealed a hyperplastic
epithelium with keratinized exophytic verruco-papillary processes without cellular atypia. Differential
diagnosis includes verrucous hyperplasia, verrucous carcinoma, papillary squamous cell carcinoma and
conventional squamous cell carcinoma. Because invasive and infiltrative “pushing” manner was not evident,
a final diagnosis of verrucous hyperplasia was made. Oral verrucous hyperplasia is plagued by a poor
recognition and definition of its clinical and histopathological features. We will report the result of detailed
examination with literature review of diagnostic cues.
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Tumor of the buccal mucosa

Zel mE, NI R R RRTS, M BB WO B,
HHEOKFS Bk MES BE O

Naomi Yada', Ikuko Ogawaz, Yukiko Sato?, Kengo Takeuchi®'*, Osamu Sakaguchis,
Daigo Yoshiga ¢ Kazuhiro Tominaga6 and Kou Matsuo
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SIS AT A AMESERTT, IR B
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! Division of Oral Pathology, Department of Health Promotion, Kyushu Dental University

? Center of Oral Clinical Examination, Hiroshima University Hospital

? Division of Pathology, Cancer Institute, Japanese Foundation for Cancer Research

* Pathology Project for Molecular Targets, Cancer Institute, Japanese Foundation for Cancer Research
? Division of Oral Medicine, Department of Science of Physical Functions, Kyushu Dental University
S Division of Maxillofacial Surgery, Department of Science of Physical Functions, Kyushu Dental University

GEF] 605eft, Zotks

[(BelEE] 6 2 AR EEMoER* HE L7 12200, KEREZZ L, MRIFGER, BEEMXL D A&
MaAT - 7D EBCRE L e o 72720, Uiz L o7z, WMishs, AR Zintace T, W B PEIE R
L7z kR, EVEMERIRES SR O b & CERIE OB IZ—HKi-67 labelingh¥ &= 1ET,
DRBEDRARSNT2720), EEUIERM B X OCSHEBEREM 2T b 720 BREEARIZES O R KEIH T3,

[ PR AR AT ] f oEm X B2z k- 72, 2 cm K OB B 2 oS A H S iz TS
PUEEBIE CB BN, N, HERRZME- Tz, B IR, KRR EL 2L
LML THBY, WTHRMED RO SN, BEMIEIN/CHAE <, WA X o TES 25055
SNTze HIEGL TIIIRE O NFEMIICEMA, ZMIIZH B R~ — 5 —SMA, p63, vimentin#$F; 4% T,
S-1008 FHE B PERRE A S 72285, BBy — VIIARHAITH - 720 B-cateninlIHIBE I BEME T, BN
BATOM IR 513, GFAP, GCDFP-1513 &M, Ki-67 labeling index1320% T& - 72

[Fead S at] BRI (REOER))

A 61-year-old female complained of a mass in the buccal region for 6 months. She underwent tumorectomy
of the buccal mucosa and neck dissection. The surgical specimen was a well-demarcated mass, measuring 20
mm in size. Histologically, the tumor contained basaloid-like cells arranged in tubular, trabecular, and
cribriform patterns with hyalinized stroma. Necrosis, hemorrhage, and scattered mitosis were observed.
Immunohistochemically, the luminal cells were positive for EMA; the abluminal cells were positive for
SMA, p63, and vimentin. The membrane of the tumor cells was positive for beta catenin. The Ki-67
labeling index was 20%.
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A case of epipharyngeal tumor
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Makoto Urano and Makoto Kuroda
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Department of Diagnostic Pathology, Fujita Health University, School of Medicine

[EBI] 27 - ik

[BEAERE] St s_&zeR L

[ERRFE] ABHERE %2 & o 20T IR RIS T LINEEZRE O JES; 2 54 S vz, migEE i cidfh -
MR E ~ RN GE B B I R E SR S, LTI b T Hh RS HEEERE S b EEYIRR
T8Nz,

[HEFTRL] R0 R0 A WISt 70 S R B IR 1 2 A 9 2 TR MENESS T, 2 a0 f > — 3RS IR M5 1 oD M vk i o
WD S N7z TESNERIZIEAR IR/ IMED H 3272 0 WD & R BT~ Mg 2 A5 5%
FIAE DR B S FLEEIR ~ FE P~ BRI & 2 & D 395l L T 7z, ERIXH O TR, BHadgidizs AL
HRONGholz, ZREMBOERZ LIELIERED 72, TG I ER bt 2 £ 9 hypocellularZ: ]
BN TEL Tz WA T —EBIC B Z2 M B KGR %2 A 9 2 IS 5254 S, AN
PAS-alcian blue® & ’'mucicarminefe 2Bt % 2 L7,

[ getpr ] CK7, S-1008 X O'SOX101ZFstE, p63, EMA, CEAIZ—# ks, actin, DOG-1,
mammaglobin, GATA3IZFEME, MIB-1L.1.=20~25%T® - 72

[P r] S BRAR =5

We report a 27-year female case of epipharygeal tumor. She suffered from exudative otitis media. CT scan
revealed a mass lesion occupied right epiphargeal to parapharyngeal space. Microscopically, the tumor was
composed by columnar shaped clear cells arranged in solid nests, papillae and glands accompanied by focal
hyalinized stroma without necrosis. Cytological atypia was moderate and mitosis was rare. Some tumor cells
had distinct goblet cell-shaped mucinous cytoplasms. Multinuclear giant cells were often seen in the lesion.
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A case of palatal tumor
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! Department of Oral Pathology and Medicine, Okayama University, Graduate School of Medicine, Dentistry
and Pharmaceutical Sciences

? Department of Oral and Maxillofacial Surgery, Yamaguchi University Graduate School of Medicine
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[ERRREE] 20164E 9 HICIOEN O Bl % FFRISERE Bt &2 2% Lz, WHEESRELIT- 7205, BE
L% D W72 DML L 2o o 720 [WAAFE12HIC 72 ) OZFMONER % AR L 72720 11 KA s R LAY
Fra i Uiz DEMNFZZK, MIOFIERTICRNSAFEE 2 920mmRKOER 207z, CTH%T
(AR AT WA 7228 X 25 X 18mm A D EBVENE 2 3B, T v 7 AMEITHZ M TREN, &%
TSR LTz 72 ENERETY 288 (LAVTA) 120 Y REilERZ D72 AR X
D L RIEFE O B RIE S & OF W OT, LEE o UIBRar, W SR ENE M 21T & 7z,

U AR T L] D353 TR IR RIS Z LW N/Clb o @il et PR E % A 3 A Ml A L5012
WAL 23 SERBEBM L Tz MBI BB MR 0 RRICZ L <, SHEEHE 2 V2 d 55
SR, FEFEMEICHIGE L, —EBICHHEMERLRR B S oo B8R, BIIREEE 2 TR L T iz. SR igka-m
V213 S-100, vimentin, AE1/312Fs1%, o-SMA, GFAP, calponinlZBatk%Z /R L7z, — O NEEH
Ha DML NI PASHAL AR % 5RO 7228, T 7 X ¥ — B{HALPASHALIL & TH - 726

(Bead g am] o BMLIR S

A 54-year-old male complained a lump of the palate. CT showed osteolytic-expanded mass in hard palate,
and metastasis was confirmed in cervical lymph node. Histologically, tumor with high N/C ratio and
amphophillic cytoplasm showed solid and papillary proliferation, and tumor cells were divided by fibrous
septal. Immunohistochemically, tumor cells showed positive reaction for S-100, vimentin, AE1/3 and
negative reaction for a-SMA, calponin, GFAP. PAS reactions were detected in cytoplasm of a few

neoplastic cells, but diastase-resistant positive reactions were not detected.

Consideration: histopathological diagnosis.
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A case of soft palatal tumor
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[ERFE] SIOICERIEZ B L, A - IFE2 BRI X 0 kB L7z WK, Mk iss
1220mmk, PR NER % B0 7z CTTEWIURIZA SN o7z, ERL, RBERE o0 T
A, WEICYESALNT, BHERREREOER D HET 5700, FAERS Tbns, BRI
BgEI T, Y a— MRERAICTHE, FRBISELE ol U200 1FPE, WEITKOZSK
WKL, CTTIME, EFEHBEO —ZBAE L L CRED EFHAER S 2505 S, A3 ZEH
DOHKLEDIz. 3HHOEMTHEMFRIIEETE T, Kb Sbe TIRESREE WML % 2,
BB DT DN T2 BRI E O NERG L AL U725, A IR L, BHIEE O 1 4ERICIE, K
ZEIXHK - AECIREES, BRI A S b - PIREE, SE, RS D Ao Tz, R v bu— LV L E AR
BV RS 5 REE A HAVICARE - TR T b 220%, WEDOHKRIZ X %52 - IFIUREEDEAL & &G0
720, KIRL7zo HIMIEIITDON Do 72,

Ui ] 3moERTIEVIND FH U RABIE Sz, BAERE, ROOERMETH 5. HE
(&, WA OMI L D) %), REOBEMHMEEZIE-> TWD, B E OBEFUIAUETH 575, Mg
Al 5EURICIEZ L,

(M at] o BEALAR RS i

A 71-years old male presented with a soft palatal mass. Intraoral examination revealed an elastic hard
mucosal mass, 20mm diameter, without bone resorption. Three repeated biopsies within about 1.5-year
span negated obvious malignant features histologically. A low-grade malignancy was suspected clinically.
Despite radiotherapy, the tumor spread infiltrated through soft palate into maxillary sinus with destruction
of pterygoid plate, ultimately leading to patient mortality. Histologically, the tumor was composed of an
infiltrative growth of bland spindle cells with abundant collagenous stroma.
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Tumor of the nasal cavity and maxillary sinus
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] 80Meft, Btk WiEETEAB LM [HIF] X B0 SN, RIS X ) ERIRAIEE 375 b I,
FSAE IR L 191 M0 8 A B~ S 720 MR T AT S 0 5 47 300 % 5 05 2 IRt 2
o, WRER AT B SHEMRA L LCHIN S U, 7 F U % AZSHAIC X 2 MR ERIRIEZ L <, B
PERGHS A\ A 0T, BEHERLIR AN DHEIE B W1 & 5Tl 720 SUERIIENERE O BT O F, W% 5
iy & R BRSO SRIE AT AL, e P4 3 R ORI TR 72

[RERTRL] AIRAY LS G IE 3 RIS BB 5 72 A ) — R B ST RIS L, KLk 01212 12
LRI % T4k & 5 2 I T - 720 % < ORI E A L, MIREICZL <,
T LITREARO TR & 5 L7t e bk 4 2 M1 & BR4M 00 IAE L 720 BE L TR AN H ¥2 7
¥ ORSEMRL 3L A LR Ao e BB F ISR SRR OB % R LA R L, HEE R
S IEBLHLE LB ORI A I Cdo o 720 % 72, BAEVEICIRAET 2 BRVLIRME RN 6 C 13 5 M 2
PR OB BFI A Cdo o 720 % 512, BEBHIER T LM ALA: % B 5 REIBE E e & BEFT GBI LT D,
5B TR L7 & 2 5 M R & i LIS RIN A b B LR R TR 540 X S kb
WL S 7z, SRAEMLRILE I, BURIC X D125 0 X 45% 5 & O O MBI O K 5 1Ep63, pdo
CK19WH: % 5 L 720 TTE-LIGKEIE L e 0 B IEC —30 L CBpbE % 2 L 7o, SR IC 12 C o o 72,
WIS S A MR R R L, AR C,

Ui 980) s BIALRR 0 2 7

The patient was a Japanese male in ninth decade, who had a polypoid mass lesion initially diagnosed as a
nasal polyp. As prior biopsy was interpreted as a salivary gland type tumor, he referred to a regional general
hospital and underwent surgical removal of the lesion. Preoperative contrast-enhanced MRI revealed space
occupying lesion in the right nasal cavity and right maxillary sinus with poor enhancement.
Histopathological finding revealed the tumor consisted of follicular-/plexiform-like cell nests with
peripheral palisading and continuously extending to the adjacent mucosa. There has been no symptom of

recurrence or metastasis for half a year after operation.

7075 LR

61



62

C-6

o P IERRG A T 2

A case of submucosal lesion of the inferior part of the tongue
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(FR#EHE] 2 HAT X D FTMOERE HiE L, UMM ZZ L hol. HEM R EARERII 2 H 5 7
e, BAEZEOEREBOBEIALN LD 07205, HOBEMBEIEA SN WIRMIZERS S 10mmi
NS P ER ISR, iR 2 2L, PRMIEH D16 X 14mm K DR 2 520 720 & NER T E)
DY, P EDFREIVETH o720 MZICL Y, BEOHERHZ ROz, T a—REDHKE, THW
(%134 x /24i8.3 x L X 8.5mmD M DSOLZ 780, WiFIZMI2 M%), FFUE— AW,
WEED D, HEHT 2 —2 K< WEHIZRRA—T, POl NmTa—2nRy. #hT
TI—FHR L, ARIBILGE Z 7R % & OFT AR S iz, £ 7-MRIBAEOR R, AT I T
B, T2 THEED» SN —EE 5l E /R L, GRS THBMWE S oA — % &4
2R L, WERUBRCEEIE RS R AR A 0 R 2 B8O i R Cd o 720 ERDTEAT S, ALERRI T
RS 3D N T27s, WMEEBWISIIEDS Bdrolze TR, MBI AT S 720

U BEALARR T B ] BRAR RT3 B 0 20 W EEAF R LB TR S, LT ORISR & B D T
ARG 5 2 R AR 2 520 %o TESEMIIE I3 AP IR IE TR DML E &, 7 vm~F Y iRGeE TRl
M ASE 2R MY ) & N IROB 24§ 2 35N TH O, ABANZEE L7205 2 7md o TEEMIEIC
FERAED A O N, BORMEHHIA SN D05, RERDFURIERD o TSGR MR IR 0545 2l
FERAE, HHABZIATINTVDIED, IRERBEZED L. RERGOKE, SMA (++), desmin
(=), calponin (+), h-Caldesmon (+/-), S-100 (+/-), melanoma (-), CD34 (-), AE1/AE3 (-),
p63 (=), D2-40 (=), Ki-67 index (<5%) TdH -7,

(BRESHIE] 9 BILRLARES

A 44-year-old male patient complained of painless swelling of the left inferior part of the tongue. An elastic-
toughness mass, which was 16 mm in diameter, was resected under the clinical diagnosis of submucosal
tumor. Histologically, the lesion was composed of polymorphic spindle cells which contained
hyperchromatic “cigarette-like” nuclei, arranged in a irregular pattern. The tumor represented invasive
growth without a fibrous capsule in the outer margin, infiltrating muscles, nerves, salivary ducts, and
intravascular lumen. Immunohistochemically, the tumor cells were positive for a-SMA and calponin, and
were weakly positive for h-Caldesmon and S-100. Ki-67 labeling index was less than 5%.
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Group 2 innate lymphoid cell and allergic inflammation
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Group 2 innate lymphoid cell and allergic inflammation

Allergic disorders such as asthma and atopic dermatitis are chronic diseases involving chronic inflammation
by hyper IgE production and M 2 macrophage-mediated tissue remodeling. It is well known that IL- 4
regulates IgE production from B cells and M 2 macrophage differentiation. Therefore, IL-4 has a crucial
role in chronic inflammation during allergic disorders.

Group 2 Innate lymphoid cells (ILC 2s), a new type of innate lymphocyte that we originally reported as
natural helper cells, are known to regulate type 2 immune responses such as immunity against helminth
infection and allergic responses. ILC 2 s rapidly produce large amounts of IL-5 and IL-13, which are
hallmark cytokines of Th 2 cells, prior to the acquired immune response, suggesting that ILC 2 s regulate the
initiation of allergic disorders. On the other hand, although Th 2 cells produce IL- 4 as well as IL- 5 and IL-
13 after TCR stimulation, ILC 2 s fail to produce IL-4 even after stimulation with I1L-33 or IL-25 which are
known to induce IL-5 and IL-13 production by ILC 2 s. For this reason, ILC 2's are not thought to
contribute to chronic inflammation during allergic disorders. However, we found strong enrichment of K 4
trimethylation on histone H 3 at the I14 gene locus in naive ILC 2 s similar to that in differentiated Th 2
cells. Further, we identified the physiological condition that induces IL- 4 production in ILC 2's, which is
distinct from that in Th 2 cells. Taken together, our data provides evidence that ILC 2 s may contribute to
the pathogenesis of chronic allergic disorders through IL- 4 -mediated immune responses that are distinct

from that of Th 2 cells.
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Malignant lymphoma and border line lesion.
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Malignant lymphoma and border line lesion.

B oNEE OSSR EOENIZ ) Y NEHITH MR ALTH EETH S, Progressive
transformation of germinal center (PTGC) 134 % <~ > IV g O 8 T B T #7219 12 5L 0] 9 22
(macrofollicular pattern) & Ml5% (microfollicular pattern) (278N 5. WEDZ 13 YRl
W EN B A IE R EEAMCDIREDTER SN D 2 LR, [gG4 M) v SHGiR B DY v SHjEfE 2%
D—FBAPTGCOMBIG ZRT T L BN % o7z, HiFHiEd: TOPTGCO RIS W X AL T BRI AL & 1T
I B M) 28, <~ 2 PV Y 2o & AR Y YN T H L. fRGelk AL ERE 13 Epstein-Barr
virus BEHIZ X o THRIET 5725, £ OB RERITA TR SN S, Lo LIFEMI 2 BRI R 27845
FRERPIT DN L DREHEEZD 1 DOTH Y, MEIVNS 72BN > 8 E OFHNIZHEL v, (=
GMEBABIED ) ¥ 7 SBRRE OMBIRIIIEFICZRTH ), WA T F 20 Y8lR, OV AR
BHIFAYE Y ¥ o8, it ) oS EHBT 5 2 & 0D A, A NI TR PSR & % 8k > /3
EFENZTT D 2 O0OBBIZONVTIRRS.

Benign lymph proliferative disorders may be occasionally confused with malignant lymphoma (ML).
Progressive transformation of germinal center (PTGC) is a unique mantle zone hyperplasia.
Morphologically, PTGC can be divided in early- and late stage. PTGC usually affects peripheral lymph
nodes, but also rarely occurs at extranodal sites such as the upper digestive tract including oral cavity.
Moreover, a portion of IgG 4 -related lymphoproliferative disorders show histological findings of PTGC.
PTGS arising from extranodal organs should be various low-grade B-cell lymphomas. The diagnosis of
infectious mononucleosis (IM) is usually based on clinical and serologic findings. However, lymphoid tissue
biopsy may be performed when malignant lymphoma is a clinical consideration in patients demonstrating
atypical clinical features including isolated tonsillar mass. Because of the small biopsy specimens in the tonsil
and IM showing marked histological diversity, differential diagnosis between IM and ML is occasionally

difficult.
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A case of primary intraosseous carcinoma, NOS partially mimicking
Ameloblastic carcinoma
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(3] BEVES A, NOSIZSREME LR 5 IET M2 BVEES T 0, RRSHATS 5t A 7>
5 DOFEDHRE SN TS,

GREf] 285, F1%

(FRkasi] 20T sAMoEREe AR L, EEZZ %K, M THBIIREE SNz BRI G T3,
Je T SHET B~ R B~ T 5k, 2RI THRERVIN 2L 2 il 7o UG Lo EiRIZ ;1 7
71y BRI E N, BRRIIZIE T F 2OV ERJEABEb Iz M TR RIEDND o 72 EE N A% 2
bN7ze 2D, #1443 r HORBLETHE SN TMBATIE, WV LB ICEERE S R ME 4
D720 MM HRIE TS &% R 5 EE R, WEEALERE LThb o AV BEEE LTHIE
W TH o 72720, BWHEEIIIED Lh o7z, WD 4 » Ak, M FHHTE B~/ N SR 00
THREMMEDVHBLL, EHOMIELEEDbI, EFEMH AT S Wz MHRAETIE, Suliias i L
RVCEM AR L, AR PR RS 2R L CHIM g 2 05 2 R0 7z, M= A v LRz IER O
AR D RO i, T F XV B & OEHINERE L7225, WE MBI 2R TIEEAEARTH Y, K
FEVEEIRE, NOSE B L7z, WimbalETh o 72720, Ttk THlEPHIER & SRR 255E1T S iz
BUEE TIZRFTgE, ) ¥/ Hi R OE R L0 T v,

(#55E] Sl s TR & & 2 5N 2D 5 RGN OLTY & 4% TEIEMEE WE, NOSAH
A L7 2 A8 B L 720 BRGNS, JEFEVES R, NOSE = X )V LR & OB W L72ERITH 1,
MH IR ERD D B 2 EWREDN T, 4k, BIETREKED EOMEHEDOBWNIOWTE HIZFHTICHR
AT ARENDHHEER D

The patient, 28-year-old Japanese male, noticed swelling in the left mandible and admitted to our hospital.
Histopathological diagnosis of the biopsy specimen was inflamed odontogenic cyst. One year and three
months after marsupialization, the lesion was enucleated. The lesion was composed of odontogenic
keratocyst-like and ameloblastoma-like components. Four months after the surgical treatment, tumor mass
was found and enucleated. The tumor mass was composed of squamoid tumor nests which partially
resembled ameloblastoma. Based on the presence of high cellularity and atypia, the lesion was finally

diagnosed as primary intraosseous carcinoma, NOS.
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A case of sclerosing odontogenic carcinoma with diagnostic difficulty
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GEBI] 57mB e A FERME LI AAR R % LIRSS PRFHE VR 2 %75, CTHA CFH FHE kil 5
TFEARC 2T TR BREG & SRR BSOS EASEES 5, PETIRA CIXFEMLICFDGO & EEFEASFED
iz, FEEMES ORMZH O b &, AT HEPEIERM, A5 TGN & 1T L 7z,

DR BAT L] Amid ol SR 2 Ml % A 3 % % A Depithelioid 2 IS AR AT EMEICHM L TB Y, —
UL ARAME VA AR N IR IR £ 7213 Indian fileRICHEE 215D 38D S 7z, BEEMIIEIE—EBRsEIE %
L, WERZIEZEDE MM EO SN/, MEZIIZIZIES T, FHEEEREEOZNE Lz, Filr
MR G OFWLRBEERD Y, BRI KIS 2 M & A O AR SR T H D b Twie,
PRAEPE RS SRR O HUZ IR I 2 % A % epithelioid 7 BB/l 233K 1K & 7213 Indian filefRIZERFE IS
B L TV AERED b7z, F72, FWHRMRREDL RO bz EMMRILY gt TIZAEL/3IZ M,
p638 X Upd0IZFmtk, CKINZIE— &M Z /R L7z L EDOFT 25, sclerosing odontogenic
carcinoma (SOC) & H&EZWI L7zo BIHEMEHCY U NHiERIZERD SN d o720 W29 » B, H
5%, HHIIEHFTH S,

[£%2] SOCIT F Nk FIEEEES CH D, 20174 RTS8 N7 B ES O WHORB I 35 # T & A3y
L7 E LT B2 mEIN b0 s LTbhTwb, FMMEHIB W TIIBELBRMELIEO S
KR OB 2 BEAEDRD b, SOCOMBUGITI VTR Z B L CTn72hs, AR C IS/ e o 72 9 1%
WAL ASH LD, — AR L Z B 2 b RO 5N/ 2 & » 5, clear cell odontogenic
carcinomaX’ Wi & ORI & % 5 72, Clear cell odontogenic carcinoma’ &b+ % iR 2 Mg o 79
PG % &L SOCORBUT AL OHEBNC S IEH IV % L, NEFIIMREBOFRE L HELSEDE S
HELZENTH L EEZ LN,

A 57-year-old male came to our hospital with a complaint of lip paralysis. Clinically, marked osteolysis and
high accumulation of FDG in the right mandibular lesion was detected. Under the diagnosis of malignant
tumor, hemi-mandibulectomy was performed. Histopathology of the biopsy specimen revealed tumor mass
composed of polygonal clear epithelioid cells or spindle shaped cells in part, and clear cell odontogenic
carcinoma and sarcoma were suspected. The surgical specimen revealed vast dense fibrous stroma including
aggressive infiltration of epithelial tumor cells with cord or Indian file pattern. Combined with
immunohistochemical analyses, final diagnosis of sclerosing odontogenic carcinoma was made.
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A case of peripheral ameloblastoma with the differentiation of squamous cell

carcinoma
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Peripheral ameloblastomald B HMEIZAEL 5 2 F X )V EEETH Y, HEDHETEBT 5 LT T
BB FRDIDIUIT AR NI U7 JER P LB e & Ol U 72 528 F Rz 2 580, Mg o
R & DR % % L 7zperipheral ameloblastoma® £ 2 5N A HER 2B L 72D T, #HT O E S %
MATHET Bo

FEBNES0fCHE Mo FILAERT 2 SAEAET A Pl ANER 2 £k e L THM 2 A2 L. Mo LIEN
i e LTATARMEAZ G E U CRERRICHIE S 5 I8 2 80 720 T, JROJRITRE 12 TAER
ZRiAT L7z MREARIT R & LTIE, BAREROR T PSRBT 5 & 9 ICRB LR 5, #
BICIZREREICHE Z 5 B EEBE S N7z, EIEREEZ S L, TP Cldnuclear palisading%
BODLEZHHH Y, FTHNZIEA BRI B L 228l B BR300 b 7z, skt Tl
CK19 (+), p63 (+), Bcl-2 (+), Ber-EP4 (—), CKI17 (—) %R L7 HEEATER T LEFEOR
EAFEDNA, MEGEEKISIZZL L, BEMLHE R DM %A > 720 Tperipheral
ameloblastoma & L 72,

A PICSEAES B T AV LRI A B 2T e A L TB Y, EHZIICHE ST 57 — A
ZHIEEL K v EHEI S N5 A%, peripheral ameloblastomalZ DWW T EIMEICTHAET L Z A6, KW
Wiz 77— A, FLHEZ & & OEH 2 8T Do BRI ISR F Rz 2 580 2 56 1213 1 LB O Rl
WL ORI 72 5 2 & BAFEF D HR 7z,

We experienced a case of Peripheral Ameloblastoma, which was considered to discriminate against
squamous cell carcinoma of the mandibular gingival mass, and that the tumor was differentiated from the
infiltration nest of cancer cells.

The patient is a man of the 50-years. As the oral findings, the tumor was found in the lower right side
gingiva. Histological findings showed squamous cell carcinoma, and the tumor which was observed in the
interstitial nest. The nest has an island-like structure, where the nuclear palisading is recognized in the

surrounding area.
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The existence of melanocytes in odontogenic keratocyst and their correlation
with age
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[Hiy)] chF<, sEMEESHELERERBICBVWTATIZVRER AT /A FEBRD LW ]
HERVLODB L, LTAHN, FOMMRER, BRICOWTIHIZEAEHLNIIR> TRV, RIfF5E
TIIHE ML (OKC) DAT=VikEBI AT %A bOFELZRAR, FH L OB#MEIZOWT
Wt %47 - 720

(5] LM BERERE BERE % £F 9 OKC (BCNS) 225E61 & b 7 WIHEBREEYEDOKC (SPO) 88JER %
HFLOKCLHMER Z xS & Lize 72, $XTOIERZ 0 ~29i% D45 4FF RESARE B & 30~705% D = i
BESGREBIC /8 L 720

VAE—VRBRMICE ) A5 = Uik E, Melan-AB X OCHMBASHRIERMIZE D X 5 ) %4 POH K
ZRERR L 720

[F55H] ¥ =& — VBB ERIZOKCAIERIT126.4% (9 HSPO25.0%, BCNS 31.8%) Th Y, Wi
BET7 3% 2K LR B REIZ46.3% & HEICHRTH > 720 Melan-ABEZ1Z0KC30.0% (9 HSPO27.3%,
BCNS40.9%) Toh ), HEki#ETE12.5%2x0F LA E AR IZ48.1% & A RISEHFETH > 720 HMBASK 3
IZOKC25.5% (9 HSPO19.3%, BCNS50.0%) T 0, b RE7.1%I%F LA FEHHE44.4% & A A2
BERTH -7,

] 29 =vikBEBIT AT 794 MIPERER L KL CHEEAFHICBLTHBICRHEICED S
N7ze 2T 79 A4 MIMESEMI 2 B L UCAEL, sk ok LBRE DLURT I s R P ARk E L T
WL EDPHEEINTWD, #toT, HELEBHDOOKCHD AT A AT 5D MR O oHhiz
RHEROMIBTH B L EZ NIz T2, WHBPICERAE L 728 50 LRz R A sl 2 5 b - TR
KO VERICEFTRAL T ZEDPHEINTWDEZ 0D, TEBEHETIIRHOBBHEONL
FY 4 v FEHRY I v D ERERE VST XTF 794 V& v P HRkE 425 2 &8
RIE I N7z,

Lk, E5HI2A T YA EOKCOIERIZ X 2 BARBFOENIZOVTORENLETH S,

The purpose of this study was to determine the presence of melanocytes in odontogenic keratocyst (OKC)
and their correlation with age.

One hundred and ten OKC were divided into 54 cases of juvenile group (0-29 years old) and 56 cases of
advanced group (30-70 years old).

In juvenile group, the positive rates of Schmorl’s reaction, Melan-A and HMB45 staining were 46.3%,
48.1% and 44.4%, respectively. In advanced group, however, the positive rates of Schmorl’s reaction,
Melan-A and HMB45 staining were 7.3%, 12.5% and 7.1%, respectively.

It is conceivable that the origin of OKC in juvenile is different from elder one.
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A case of adenoid cystic carcinoma with high-grade transformation
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An 81-years old Japanese male became aware of a mass lesion in the right submandibular region about 30
years ago. Benign tumor was suggested by CE-MRI and the patient was followed up once a year. Recently,
rapid expansion of the tumor appeared and the lesion was resected. Histopathologically, the tumor was
composed of high-grade adenocarcinoma, NOS and adenoid cystic carcinoma. Neither intermediate tumor
of both carcinomas nor pleomorphic adenoma component was seen, while there was a portion which
suggested adenoid cystic carcinoma was replaced with adenocarcinoma, NOS. Therefore we diagnosed the
tumor as adenoid cystic carcinoma with high-grade transformation.
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A rare case of combined small cell neuroendocrine carcinoma of the maxillary

sinus.
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A 50’s male patient presented with epistaxis and odontalgia for 3 months. CT scan revealed osteolytic lesion
in the right maxillary sinus. Fine needle aspiration cytology revealed malignant cells. The patient underwent
partial resection of the maxilla. Microscopically, the tumor has various malignant morphologies.
Immunohistochemical studies showed that one component of small cell carcinoma was positive for
synaptophysin and CD56. Another component was negative for synaptophysin, CD56, Grimelius, and
chromogranin-A. The final diagnosis was combined small cell neuroendocrine carcinoma. We present a rare
case of combined small cell neuroendocrine carcinoma of the maxillary sinus and review the available
literature.
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A case of plasmablastic lymphoma arising inside and outside the oral cavity
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Small round cell tumor arising in oral cavity is rare, and it is difficult to diagnoze it only with HE stainings.
A 40-year-old man had noticed swellings in the right mandibular and left maxillary gingivae. Both the
lesions of the gingiva showed rough-surfaced, pedunculated solid tumors measuring 25 mm in diameter.
Histologically, the biopsy section revealed a proliferation of atypical medium round cells with sheet
appearance in the subepithelial layer. The tumor cells were irregular-shaped nuclei with prominent nucleoli.
Immunohistochemically, the tumor cells showed LCA(-), CD138(+), EBER(+) and vimentin(+). Therefore,
plasmablastic lymphoma was compatible.
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A 60-year-old woman had a main complaint of a swelling of the left buccal mucosa. Clinically, the tumor
was elastic hard and surface mucosa was normal. The tumor was removed under general anesthesia.
Histologically, the majority components were Pleomorphic adenoma (PA). In addition atypical epithelial
cells proliferate forming vague tubular, nested or cribriform structures with necrosis particularly. The
histopathologyical diagnosis was an Carcinoma ex. PA. Because the tumor was remained, a secondary

surgery was performed. As of 5 months after operation, no sign of recurrence has been observed.
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Adenomatoid Ductal Hyperplasia Proliferation of Parotid Gland: A case
report

Durga Paudel, Daichi Hiraki, Aya Onishi, Fumiya Harada, Tetsuro Morikawa, Puja Neopane,
Bhoj Raj Adhikari, Koki Yoshida, Michiko Nishimura and Yoshihiro Abiko
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Dentistry, Health Sciences University of Hokkaido

Background

Adenomatoid Ductal Hyperplasia Proliferation (ADHP) is an uncommon, painless swelling of a salivary
gland. The condition is of significance as the clinical presentation resembles with the salivary gland
neoplasm, however, a careful histopathologic examination shows different picture. The histopathologic
findings include aggregate of normal appearing but duct like adenomatoid collection of gland tissue that are
otherwise unusual to the site of appearance.

Case presentation

A 60 year old Japanese female was referred to Department of Oral Surgery, Health Science University of
Hokkaido Hospital, with a chief complaint of swelling on left parotid region. On clinical examination, a
swelling of 7mmx4mmx7mm was present on lower left parotid region which was well circumscribed, single,
firm and non tender. On CT scan, a radiopaque mass was seen on the same area. A provisional clinical
diagnosis of pleomorphic adenoma was made. Surgical excision of the mass was done under general
anesthesia. Histopathological examination revealed intact parotid gland capsule with areas of normal acinar
cells, proliferation of cells in duct like structures and absence of mitotic activity and destructive invasion.
Immunohistochemistry showed positive reaction for Cytokeratin and S100, negative reaction for GFAP,
and low score for Ki67. A diagnosis of ADHP was made based on these results.

Conclusion

ADHP is a rare disease of salivary gland mimicking the clinical presentation of salivary gland neoplasm. A
careful histopathological examination is mandatory to avoid a case from being misdiagnosed, thereby giving
a better treatment plan.
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Nybelinia surmenicola in the oral cavity
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We described a rare case of Nybelinia surmenicola adhesion in the oral cavity. A 68-year-old woman was
felt a sense of incongruity in the oral cavity after eating raw squid. A plurality of foreign bodies were found
in the tongue and left buccal mucosa. Since parasite infection was suspected, it was removed and submitted
to pathological examination. They were considerd to be Nibelinia surmenicola from clinical and

pathological findings.
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Clinicopathological evaluation for oral amyloidosis
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Recent progress of treatment for amyloidosis, especially AL-amyloidosis, able to prolong survival periods of
the patients. Therefore, early and precise diagnosis is essential for early introduction of the treatment,
although recognition of amyloidosis might be difficult among dental clinicians.

We clinicopathologically evaluated 11 cases of oral amyloidosis, retrospectively. Although one case was
clinically suspected as amyloidosis, the others were not diagnosed until histopathological examinations such
as AL-amyloidosis revealed resistant for potassium permanganate pretreatment of Congo-red staining and
positive for Ig-kappa and/or lambda by IHC.

It should be paid attention for amyloidosis and for the subtype in daily diagnostic practice.
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Sarcoidosis diagnosed by biopsy of gingivobuccal fold; a case report
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A-56-year-old female was referred to the dental hospital of Tokyo Medical and Dental University. Diffuse
granular-surfaced erythematous lesion with swelling in part was recognized over the gingivobuccal fold. In
the biopsy specimen, non-caseating granulomas with Langhans™ type multinucleated giant cells were found
in lamina propria. Chromogenic reactivity for Ziehl-Neelsen staining and immunoreactivity for tuberculosis
were both negative. Considering with the previous history of uveitis, sarcoidosis was strongly suggested.
Recent data pointed to an etiological link between sarcoidosis and Propionibacterium acnes, and
immunohistochemical analysis of Propionibacterium acnes was performed to confirm the diagnosis of
sarcoidosis.
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Survivin is a novel marker and potential therapeutic target for human
angiosarcoma
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Human angiosarcoma is a rare malignant vascular tumor associated with extremely poor clinical outcome.
To investigate the mechanisms of angiosarcoma progression, we collected 85 cases of human angiosarcoma
specimens with clinical records and used ISO-HAS-B patient derived angiosarcoma cells. Consistent with
our recent observations regarding the involvement of Survivin expression following Hippo pathway
inactivation in the neoplastic proliferation of murine hemangioendothelioma cells and human infantile
hemangioma, nuclear Survivin expression was observed in all cases of angiosarcoma but not in
hemangiomas and pyogenic granulomas and Hippo pathway was inactivated in 90.3% of YAP-positive
angiosarcoma cases. In addition, we confirmed that Survivin small interference RNA (siRNA) transfection
and YM155, an anti-Survivin drug, elicited decreased nuclear Survivin expression and cell proliferation in
ISO-HAS-B cells which expressed Survivin consistently. Conclusively, these findings support the
importance of Survivin as a good marker and critical regulator of cellular proliferation for human
angiosarcoma and YM155 as a potential therapeutic agent.
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Combination effect of oncolytic adenovirus with 5-FU
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[Background] Chemotherapy has been used as a general treatment for cancer till date, but there are many
cases indicating the resistance with various side effects. Therefore, another adjuvant settings are required to
get the effective anticancer agent. In this study, we examined the combination effect an oncolytic adenovirus
with anticancer agent 5-FU on cancer cell.

[Materials and Method] We treated HeLa by anticancer drug 5-FU to examine localization of cytoplasmic
RNA-binding protein HuR which causes ARE-mRNA stabilization by Western blot. We had treated a
cancer cell by an oncolytic adenovirus alone, 5-FU alone or both combination and examined cell death by
analyzing it by XTT assay.

[Result] Our results showed that, combination therapy causes cancer cell more death compare to oncolytic
adenovirus or 5-FU alone. In addition, 5-FU threated cancer showed the cytoplasm exportation of HuR
and possibility to contribute to stabilization of ARE-mRNA.

[Conclusion] The oncolytic adenovirus was shown to have a higher neoplastic cell death effect in
combination with 5-FU. Cytoplasmic exportation of HuR causes ARE-mRNA to stabilize by multiplying
more tumor dissolution adenoviruses. Therefore, combination therapy oncolytic adenovirus with 5-FU
might be an effective cancer cure.
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Immunohistochemical PD-L1 expression: Its significance of marker for
therapeutic strategy and prognostic prediction.
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[Objectives] Select the PD-L1 antibody suitable for evaluation of the prognosis and immunotherapy in the
tongue squamous cell carcinoma (SCC).

[Patients] 135 surgically resected cases with tongue SCC were examined.

[Methods] Tissue microarray blocks were prepared from the paraffin-embedded tissue blocks in which
three areas(superficial and deep parts of the tumor and metastatic lymph nodes) were
immunohistochemically analyzed.

[Conclusions] Immunohistochemical PD-L1 expressions were different by clones. PD-L1 expression may
not be effective for predicting the prognosis. We will report the correlation between immunohistochemical

PD-L1 expression and pathological findings.
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Biological Significance of Cancer-Associated Fibroblasts in Oral Squamous Cell
Carcinoma
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Recent studies have revealed that cancer-associated fibroblasts (CAFs) in the tumor microenvironment play
a crucial role in tumor progression and metastasis in various types of malignancies, including oral cancer.
However, the precise role of CAFs in oral cancer has not been fully understood.

To clarify the role of CAFs in oral cancer, we analyzed 113 cases of primary human oral squamous cell
carcinoma (OSCC), focusing on the presence or absence of CAFs. Immunohistochemical analysis of one of
the markers of CAFs, a-smooth muscle actin (a-SMA), revealed that o -SMA-positive CAFs were detected
in 74 of 113 cases (65.4%) in the tumor microenvironment. The presence of CAFs was significantly
associated with gender (P=.005), tumor differentiation (P=.0007), and tumor invasion depth (P=.0001).
Meanwhile, no significant correlation was observed between the presence of CAFs and age, tumor size, or
lymph node metastasis. Moreover, we immunohistochemically evaluated lymphatic vessel density and
micro-vessel density by using LYVE1 and CD31 antibodies, respectively. These revealed that the presence
of CAFs were significantly correlated with higher micro-vessel density (P=.01). In in vitro transwell
migration and invasion assay, normal human dermal fibroblasts (NHDF) significantly promoted the
migration and invasion of OSCC cell line, HSC3, respectively. Our results indicate that CAFs play
important roles especially in tumor migration, invasion and angiogenesis in OSCC. This may provide a
new therapeutic perspective targeting CAFs in OSCC patients.
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GPRC5A is a potential biomarker to predict the malignant transformation of

ameloblastoma

HA M, HY SCE, MR OFE, BA B
Shohei Yoshimoto, Fumie Tanaka, Kazuhiko Okamura and Shuichi Hashimoto

TR B RS, TR IS o B
Section of Pathology, Fukuoka Dental College

Ameloblastoma(AB) is a benign but locally aggressive intraosseous epithelial odontogenic tumor. It rarely
shows malignant transformation and undergoes to ameloblastic carcinoma(AC). The establishment of the
biomarker to distinguish AC from AB is significant. G protein—coupled receptor family C group 5 member
A; GPRC5A, a member of G protein— coupled receptor family, also known as Retinoic acid induced gene 3;
RAI3 or Retinoic acid-induced gene 1; RAIG1, is primarily expressed in the lung. It is recently reported
that GPRC5A is a tumor suppresser in non-small cell lung and oral squamous cell carcinoma. On the other
hand, GPRC5A is reported to be up-regulated in gastric, colorectal and breast carcinoma, and suggested to
contribute to tumor progression.

Immunohistochemically, GPRC5A was not expressed in the two components of tumor cells, columnar and
stellate cells, in both follicular and plexiform types of ABs. In contrary, GPRC5A expression was
predominantly observed in the cytoplasmic membrane of the inner pleomorphic tumor cells especially in
ones proliferating in solid sheets, in ABs with aggressive appearance. However, in such cases the peripheral
proliferating columnar tumor cells revealed no apparent positivity. In the ACs, namely the cases suggestive
of undergoing malignant transformation, the cancer cells especially with spindle shaped appearance revealed
distinct reactivity in their cell membrane.

These findings suggest that GPRC5A contributes to progression and/or malignant transformation of ABs,
especially the inner stellate cells.
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The transition of TIMP-1 and -4 induces aggressive behavior and poor patient
survival in dedifferentiated liposarcoma via YAP/TAZ activation
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Introduction:

Liposarcoma (LS) is the most common soft tissue sarcoma. Dedifferentiated liposarcoma (DDLS) shows
more aggressive biological behavior than that of well-differentiated liposarcoma (WDLS), so the advanced
therapeutic agents are urgently needed.

Recently, we clarified that TIMP-1 (a member of tissue inhibitor of metalloproteinases; TIMDPs), with its
receptor CDG63, activated yes-associated protein (YAP) and transcriptional co-activator with PDZ binding
motif (TAZ) to promote cancer cell proliferation. Aberrant YAP/TAZ activation in LS is reported, however,
the contribution of TIMP-1-YAP/TAZ axis to LS remains unclear. Intriguingly, TIMP-4 is known to share
CD63 and be highly expressed in adipose, but its function in LS is unknown.

Objective:
To reveal the roles of TIMP-1 and -4 through YAP/TAZ activation in LS.

Results:

(1) Database analysis showed high TIMP-1 expression in DDLS patients correlating with poor prognosis,
while high TIMP-4 expression in WDLS patients with better prognosis. (2) Stable TIMP-1 knockdown
inactivated YAP/TAZ and inhibited proliferation, migration, anti-apoptosis in DDLS cells, which was
rescued by a constitutive active YAP. However, its stable overexpression showed the opposite in WDLS cells.
(3) Stable TIMP-4 knockdown activated YAP/TAZ and promoted proliferation, migration, anti-apoptosis
in WDLS cells, which was suppressed by YAP/TAZ inhibitor (Verteporfin) or YAP/TAZ knockdown using
siRNA. But its ectopic expression resulted in the opposite in DDLS cells.

Conclusion:
These results indicate that dedifferentiation in LS shift the expression of TIMPs from 4 to 1 inducing more
aggressive behaviors and poor prognosis through YAP/TAZ activation, which can be a therapeutic target for
LS patients.
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Evaluation of cytoskeleton dependent relocalization of HuR in cancer cells

Umma Habiba, Tetsuya Kitamura, Aya yanagawa Matsuda, Masanobu Shindoh and
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Department of Oral pathology and Biology, Hokkaido Univesity Graduate School of Dental Medicine and
Graduate School of Dental Science

The mRNA binding protein human antigen R (HuR) has a critical role on the post-transcriptional control
of AU-rich element bearing mRNA implied in inflammation, senescence and carcinogenesis. HuR, most
abundantly localized in the nucleus, is translocated to the cytoplasm which is fundamental for most of the
HuR functions on target mRNA. An elevation in cytoplasmic HuR was found in many tumors and
associated with poor prognosis of the patients. Therefore, interference with the intracellular trafficking of
HuR can be an effective approach to intervene with pathologically deregulated HuR function. As several
research implicates that the integrity of the cytoskeleton is essential for HuR mediated intracellular mRNA
localization and translation, this study particularly focuses on drugs which have proven a direct inhibitory
effect on HuR translocation.

In this study, we treated the cancer (Hela and HSC3) and normal cell (B]) with the actin-depolymerizing
macrolide latrunculin A, or blebbistatin, an inhibitor of myosin I ATPase activity. Western blot and confocal
imaging data showed that after application of cytoskeleton inhibitory drugs, HuR exportation to cytoplasm
in cancer cell remains unaffected. In addition, our IP data demonstrated clear physical interaction of HuR
with {§ actin in normal cell but this association lacks in cell lysates which were derived from cancer cells.
These findings suggest that in addition to being associated with cytoskeleton, cancer cell acquires an
alternative strategies to export HuR even after their inhibition.
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The function of PRMTS5 localization in head and neck cancer
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Protein arginine methyltransferases (PRMT) 5, a member of type II arginine methyltransferase, catalyzes the
symmetrical dimethylation of arginine residues on histone and nonhistone substrates. Although PRMT5
overexpression has been reported in various cancers, the role of PRMTS5 in head and neck squamous cell
carcinoma (HNSCC) has not been elucidated.

We performed immunohistochemical analysis of PRMT5 expression in Oral epithelial dysplasia (OED) and
HNSCC. We showed here that PRMT5 expression in epithelial dysplasia and HNSCC was increased as
compared to normal epithelium, while the intensity of PRMT5 staining was not significantly changed
between OED and HNSCC. PRMTS?5 localization was largely cytoplasmic, but in some cases, both nuclear
and cytoplasmic localization was observed, especially in those cases showing infiltrative invasion pattern
(Yamamoto Kohama classification-4C and -4D) at invasive front. Further, our preliminary analysis showed
that PRMTS5 localization, both nuclear and cytoplasmic, had tendency to correlate with E-cadherin loss and
high slug expression, but not with snail or Zeb expression. These findings suggest that PRMT5 may play a
role in HNSCC from the early stage of oncogenesis through its progression, while regulating tumor
aggressiveness through EMT at the invasive front.
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PKM2 contributes to EMT by repressing TGIF2 in the progression of oral

squamous cell carcinoma
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Pyruvate kinase (PK) M2, a glycolytic enzyme, is associated with epithelial mesenchymal transition (EMT)
by the nuclear translocation and binding to TGIF2, a downstream target of TGF- 8 signaling. However, the
function of PKM2 remains to be completely elucidated. The aim of this study is to clarify the function of
PKM?2 in oral squamous cell carcinoma (OSCC).

Immunohistochemically PKM2 expression was stronger in OSCC than in dysplastic epithelial lesion, and
becomes to be stronger in accordance with the poor differentiation. The expression was also stronger in the
invasive front. PKM2 was expressed in the cytoplasm, or nucleus especially in spindle-shaped cancer cells in
either moderately or poorly differentiated type, which were revealing EMT characteristics. TGIF2 was
clearly expressed in the nuclei of the normal basal cells and dysplastic epithelial cells, but repressed in cancer
cell.

EMT induction with TGF- 8, EGF was performed using human squamous cell carcinoma cell line HSC-4.
PKM2 was largely expressed in the cytoplasm of the control cells, but the expression was largely
translocated into the nucleus of the EMT induced cells. TGIF2 was diffusely expressed in the nuclei of the
control cells but was contrary almost completely repressed in the EMT induced cells. Western blot also
revealed same trends such a mild increase of PKM2 and a distinct decrease of TGIF2 in the EMT induced
cells.

In summary, it was suggested that intranuclear translocation of PKM2 contributed to EMT by the
repression of TGIF2 in the progression of oral squamous cell carcinoma.
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Cytoplasmic expression of SOX9 as a poor prognostic factor for oral squamous
cell carcinoma
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Objective: SRY-box 9 (SOX9), a key transcription factor that regulates chondrocyte differentiation and sex
determination, is also involved in progression of various types of human cancer. However, little is known of
its function in oral squamous cell carcinoma (SCC). The purpose of this study is to investigate the
expression pattern and functions of SOX9 in oral epithelial lesions including oral SCC.

Methods: 49 patients with oral SCC were included to this study. We examined the surgical specimens that
simultaneously contained different stages of epithelial lesions by immunohistochemistry for SOX9. The
correlation between the expression pattern of SOX9 and clinicopathological factors were analyzed. We also
performed immunofluorescent staining and western blot analysis for SOX9 using oral SCC cell lines, HSC-
3 (highly metastatic) and HSC-4 (lowly metastatic).

Results: On the surgical specimens, SOX9 positivity was detected in the nuclei of proliferating cells in
epithelial dysplasia and carcinoma in-situ, while it was not detectable in the normal epithelia. In SCC area,
most of cancer cells showed nuclear positivity for SOX9. Interestingly, cytoplasmic SOX9 expression was
confirmed in part of SCC area, and increased area with cytoplasmic SOX9 positivity was significantly
correlated with worse clinical outcome. HSC-3 showed much more cytoplasmic localization of SOX9 than
HSC-4 did.

Conclusions: SOX9 might be involved in tumorigenesis and progression of oral SCC. Furthermore,
cytoplasmic expression of SOX9 is potentially a useful marker for predicting tumor aggressiveness and
clinical outcome in oral SCC.
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Involvement of hypermethylation of Klotho gene in oral carcinoma
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Introduction

Oral cancer (OC) is one of the most common types of cancers in the world, the molecular mechanism
underlying its tumorigenesis is still not well understood. Epigenetic changes in the anti aging gene Klotho
might be involved in the other types of tumors. We hypothesized that epigenetic silencing of Klotho due to
hypermethylation of promoter region may lead to carcinoma of oral and maxillofacial region.

Methods

Immunohistochemical evaluation (IHC)

FFPE tissue samples of OC, oral dysplastic lesion (ODL) and normal oral epithelium (Con) were
immunohistochemically stained with anti Klotho and anti DNMT3a antibodies. Nuclear and/or
cytoplasmic reactivity was considered as evidence of positive expression.

Methylation Specific PCR (MSP)

DNA was extracted from FFPE tissue samples of OC, ODL and Con. DNA samples were treated with
sodium bisulfite and quantitative Methylation specific PCR (MSDP, SYBR Green).

Results

IHC result showed increased immune-expression of DNMT3a, and decreased expression of Klotho in cells
of the OC when compared with those in the ODL and Con. Chi-square tests complemented by adjusted
residual analysis revealed significantly higher number of Klotho-positive and DNMT3a negative cases in
Con and Klotho negative and DNMT3a positive cases in OC when compared with the other types among
the three groups. MSP results showed that promoter region CpG islands of klotho were hypermethylated in
OC samples.

Conclusion

The results indicate that hypermethylation of Klotho with decreased expression of its mRNA may be

involved in oral cancer and can be used as a novel diagnostic marker.
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Hypoxia-responsive MYC promotes the survival and growth of pleomorphic

adenoma cells in hypoxic conditions.
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[HRY] MRS R E O B 3 Z SO SR DH 0, KEBEEREICB W TMYCIZ X ) GLUT1% 4>
LA NF Rz BIhoTnb, €2 TMYCOMBIAREEIZ R/ 5%8 %2 MG L7z

(7] Wi 2 T I FH SR M R SM-APL & SM-AP4 % il £ 72 13K 4T (5% CO2/1% 02)
TH;#E L, hypoxia-inducible factor 1a (HIF-1a) # X U'MYCOZ¥Bi%ZRT-PCR#:, 70y Mk, i
FEHURETHE T 5 & & 12, MYCHEB L NV 2 siRNAZE:THIE L 72 & & OMIBG e~ DmE%E
BT L7z

[ & £ %52] HIF-1 o @51 - R IZ4SFHKEERR R T CEBIL, MYCL B ITBEANDORENA S
Nize MYCEEH ZHHI$ 2 & MMM O AR 720 Tk SR IH S ize Pl XY, Z IR IEM i 3
MYCZ% B335 2 & T, KBEIRETOMBOALE - Wi L Tnwb 2 EAVRBRE Nz,

On the basis of hypovasucularity of the salivary pleomorphic adenoma, we had a hypothesis that
pleomorphic adenoma cells are able to survive in hypoxic conditions. In hypoxic condition, SM-AP cells,
human pleomorphic adenoma cell systems, showed higher gene expression levels of MYC in hypoxia. HIF-
1 a protein was also kept in higher levels and localized more significantly in nuclei. The proliferation and
migration of SM-AP cells were reduced in the lack of MYC. These results indicated that hypoxic conditions
induced pleomorphic adenoma cells to produce MYC, which was maintained by high HIF-1a protein

levels.
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The study of new target gene TMEM 207 function and the visualization of
intermolecular interaction on pathological tissue using in situ PLA
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In the physiological state, a hitherto uncharacterized transmembrane protein207 (TMEM207) expression is
relatively restricted to intestinal goblet cells and renal tubular cells. However, various cancers aberrantly
express TMEM207. Recent studies have indicated that aberrant TMEM207 expression may lead to tumor
progression by hampering the tumor suppressor function of WWOX in gastric cancer. The present study
was aimed at analyzing the expression of TMEM207 in oral squamous cell carcinoma. And, Proximal
ligation assay (PLA) is an unique tool to detect co-localization of two primary antibody. We describe the
possibility of the visualization of intermolecular interaction on pathological tissue using in situ PLA.

1) TMEM207 immunoreactivity was detected in 40 of 90 invasive oral squamous cell carcinoma cells, but
was not found in neighboring non-tumorous epithelial cells. TMEM207 expression was significantly
correlated with lymph node metastasis and poor prognosis of the patients (P=0.003).

2) An in situ proximal ligation assay demonstrated the co-localization of TMEM207 and WW domain-
containing oxidoreductase in invasive oral squamous cell carcinoma cells, especially in glycogen-rich
squamous cell carcinoma cells.

3) Enforced expression of TMEM207 abrogated the binding of WWOX to HIF-1«, increased HIF-1 a
and GLUT-1 expression, even under normoxic conditions, and promoted tumor growth in a xenoplant
assay of SAS tongue squamous cancer cells.

4) siRNA-mediated downregulation of TMEM207 decreased GLUT-1 expression in cultured squamous
cell carcinoma cells.

These results indicated that the aberrant expression of TMEM207 contributes to tumor progression,
possibly via aerobic glycolysis metabolism, in oral squamous cell carcinoma.
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A pilot study on localization and enzymatic activity of transglutaminases in the
oral epithelium
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[7#Z] Tansglutaminase (TGM) 3B 7% EIAFET 2HTH D, TCMUIH B & JRLIE ol e,
TGM3Z R B ORI ZEICREL, £ YAV ) U oIRGB L C, Afbko—m%ziHH), £ T
KA NTRIEMRRAN T L TGMoOBE R AN FEL R L, DOPEREIZB T 2 TGMO /BTE & OB
A RRET L 720

(B8 & 5] mSEERREEE (B3N, K1 AN, 520 582K DIF-366.55%) 7 5 RIS L7 TAihr
D9 HIERETBITH NS 3 2 AL L FE TH 2 BRI & TIPE R, 5L LR Ch 5 H R & IZEREE O
A AR ZE H iz, B —3 % w72 SRR & TGMBEE OFF R ILE TH HFITCERRE RN 7 F K%
fEH U CRESRIG TR 2 Ml %, [ — B L CTGMICHR 9 % — Ik Ptk & CystEak — kbufh & v TRz ge
217V, TGMIUGHEEAL & JRAE DO BIAR % st E Gt CHERR L 720

(5 20] el cld, JEMIL L O TGMLIE AR oI, TGM3IZ 3B oM E 2%
AL, $EALLEOTGMILIZERRE & Az oMk, TGM3dEKRE & A OMIBEIHEYETHh -7z B
FARRERE T, FEAL LR OTGMUI A BE oML, TGM3IEZE DM RIS % 789, §5f
L EEOTGMIETGM3IZ & b 1238 & AliE oMM BUGL & A7z, #OtEGE T, FEMIL RO
TGMUEAEBE OMIE, TGM3IZEE OMMEEIZ LG A bz, AL EEOTGMI & TGM3IZ%)E
R A E O T L 72,

[ &L 5] st L TIRTGMI & TGM3D RJFE & iEEAERIE A 5 g F CTIL B bz, —
F, AL LR TIETGMI ETGM3D RJE L G ZE N TN KB E AME TREL TV, UErS
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WSR2 > Tz, 2O ENLTGMITHIBEEBE S L IFMEE ETEHLTWwsEE2 5
n7,

Tansglutaminase (TGM) contributes to keratinization of epidermis by cross-linking structural proteins
including involucrin. To determine the distribution and enzymatic activity of TGM in oral epithelium, we
immunohistochemically and enzyme-histochemiscally examined four mucosal specimens obtained from
cheek, oral floor, dorsum of tongue, palate. In para-keratinized epithelium, the localization and enzymatic
activity of TGM1 and TGM3 were widely observed above the spinous layer. While, non-keratinized
epithelium lacked the localization and enzymatic activity of TGM1 and TGM3 in the superficial and the
spinous layer, respectively. The colocalization of TGM1 and TGM3 could play an important role in para-
keratinization of the oral epithelium.
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Evaluation of the combined effect of hydroxyapatite/collagen composite with
functional water on bone-regeneration in rat calvarial model
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[H1y]

WA, N Fady 7854 b (HA) & 1#a5—4 (Col) OBAKTDH 5 ReFir (HA/Col) 23BH%E
SNz, F7z, BRERVEREREK (FW : acidelectrolyzedfunctionalwater) (%41 & BRRIS H O W REEIZ D
WTHA ZHRENRENT WD, FTx DIFEIZBWT, FWIZ X B~ 7 A E ORI RRORE, BLU'T v
N NEEERIBIZB A AT ORRARERD R 2 il LT & 72, A7 Tid, HA/Col bk FWOPHIZ X %
BHAORAER R IZ OV THET L7,
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F 72, HEGLf B COF FREIE B X 0 B RIE % & M0RHE PRIC BEE 2 3 AR B TR AR A3R80 B 7z,
E 512, TRAPHAIZ B\ CTHRHRECIHAEE X D MEEPRICE D) T ¥ 7 OIRE L % 288/ h
Blgsniz,

[ ]

B RIEEBAICHA/Col EFW 2B 5 2 L 12X 5T, HA/Col BT 5 X ) B RER £ 25 X
TR RIE S 7z,

We attempted to evaluate the combined effect of FW and Refit on the bone regeneration in the study. The
micro-CT analysis revealed that the new bone regeneration was most prominent in the combinatorial group
than other groups. Taken together, FW was shown to improve the bone regeneration when used in

combination with Refit.
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Analysis of germinal center reaction in a mouse model for Sjogren’s syndrome

KB OFBRES, Il AT, O TS, R B MR R, OBE RBE
W EWC, P BET, Tl SRR, Ak B!

Kunihiro Otsuka’, Akiko Yamada', Masako Saito?, Aya Ushio ! Satoko Kujiraoka !
Mie Kurosawa ', Takaaki Tsunematsu’, Rieko Arakaki', Yasusei Kudo' and
Naozumi Ishimaru'
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! Tokushima University Graduate School of Biomedical Sciences, Department of Oral Molecular Pathology

? Tokushima University Graduate School of Biomedical Sciences, Department of Human Genetics

? Tokushima University Graduate School of Biomedical Sciences, Department of Pathology and Laboratory
Medicine

AR, HORERBICE W TRP LSO EERHE SN T D IR OIS &, =k 7l
WIZTEIL S N B U T dp I H L (Germinal center : GC) T, SRIERLIRIZAL & BB IR 23T b
., PUREEMEAND L2 R T BIETH 50 NI EIERT 2 72D IR ICEE L B TH B —T
T, FBAMEOPURZ/ED N 720 IR FERDEHIETREZ 2 S TH Y, HIMICEEI RIS LA
CIBTEDPURPEENE DA o TL TV, HEREREZFISRITHEEEZD ) 5. ZOGCKIED
Gl &4 & 72 A AENL A~V X —THINE (follicular helper T cell : Tth) Td %, Tthid, kY ¥k
HTGCEE L, LB (GC B cel) EAHEAEMS A2 & T, HUREAEICER Z2EHZ2Ho TWb,
HOBEREAICB VTS, Thidh O aE 2Rz, BESEORRBICHFG L TwbsEEIHNT
Vo

Y x—27 L VR (Sjogren's syndrome 5 SS) B HE DG H TThEMOHEDH O, SSHEIZThAH
HoTwbEEZLNLD, LMLeHE, SSIZBITATHhOERERIZOWTIEN L2 TR RV, £2T, Aif
FHTRIGCHIBIZAEH T 5 2 & T, HOEHMREAERT 25 L7ZSSOFAEA 7 = X L O Z HY & L7z,

Fxld, X ADONFS/sld~ 7 2Dtz At 3 HHIZHiIN S 2 2 & T, SSEF VYT X2 EH L7z SS
ET VALY 285 (CLN) RME (Sp) 28R L, ThKEUGC B celldFIFIZoWT7u—44 b
AU N EATS &, WMIRERICIE L THERBMAED b7z 512, METOHCH KM S, X
TR L THEIC LA 238072,

KIS, FEL T, GCB cellk DM Z N2 72012, HICD20HiA % SSE T IVIZHIRM ST 5 &,
AR & AR THRGRET, WEHIRICBT 2 ) Y N EREE OSSR bz, E512, CLN, Spiibifs
Tth& GC B cell OMBEDOMA b BH b7z L L, HMFTOHCHMAKIMIZOWT, 230 5hz
INSY/S

Db s, SSEFNVTGCHIGDTTEAVR SNz 72, SSHKEIEKIC, HEARERES 3, GC
BOG D37 A & D558 % KIT LT B W AR S 7z,

Follicular helper T (Tth) cells play a key role in the pathogenesis of various autoimmune diseases. Tth cells
contribute to the formation and maintenance of germinal center in the lymphoid tissues or inflammatory
lesions. Sjogren’s syndrome (SS) is an autoimmune disorder that affects salivary and lacrimal glands. The
precise mechanism of the onset of autoimmune lesions and autoantibody production in SS though Tth cells
remains unclear. In this study, we evaluated how Tth cells contribute to the pathogenesis of SS using a

mouse model.

7075 LR

97



98

P-29

W R A BT B BRBERY s 5K ¥ D Il

Identification of functional transcription factors in salivary gland development

e #E—1 KEE A, bl B2, B RS, R B, AL KM
XE !
Junichi Tanaka', Shinsuke Ohba’, Hironori Hojo 2. Yo Mabuchi?, Rika Yasuhara ',

Tarou Irie' and Kenji Mishima’

VBRI S AR, R0 RE 25 R 27 R 1 e B3 P

PR RERE, THRMRRANL AT V=7 v 7HIK

SR GUER R Kk b, PRt A A SE R 0 T2 e I U AT 22 40 B

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

2Dep[zrtment of Bioengineering, Graduate School of Engineering, The University of Tokyo

3Department of Biochemistry and Biophysics, Graduate School of Health Care Sciences, Tokyo Medical and
Dental University

7 AMEGE RIS IE LTS HAS IR IS D BB X 0 J2E D3RG %0 &N E T OMEEIRFEAAJE TN
R ZHE B 14 D S BOERETE A B S % 50 F 2 1 = X 2D W TOMZED i ST & 7278, R0
FEERX F = XL L CTEIA LR R % o BEEHFZE TIIMER IR IC B 59 2 RGN O & & &
DIEF Ay b7 =7 DY HWE L7z,

feAEI2H O~ A XY, CUREREE LRz, ZHT B BBk, 0 F PG 8 E b oo FTRERS S 12 D Tlaser
Micro-dissection & RNA-seq (2 & % #8FEM @A T HBFN 217> 720 BEETHEBATT T 74V LD FTR
R A IZFE B 2GR R 2 dhiE L, FISHB X OCHOEHUREIC X 0 RAE 2 AT L 720 Al fn 112
DV TR 25 27 B 55 28 % WV CsiRNALS & 2 3l 9288 2 47wy, ChIP-seq% i\ T2 O HI#IE 122
WT IR L 720

RNA-seqD#i4 & 0 5 FE R 3B & 2 Ol Lo PR RN ICEB O VETRF 2l Lz & 2
%5S0x9, Sox10% & GG R F-HEDHIE S M 7zo FISHB & OMHOGHUARDLZ A R0 5 13 Sox9IZ D\ T MER
BRIE R D A 70 597, MERIRE A L O TTRERIEIC S 8B L, MR AR IC B W T T 0B 2R L T
WBIZENPYONERS720 TOT LD L SoxINIMERPRANI FEAEITHEE S 2 TG R 1T 2 W HEMEDVRIR
S, WERIRE SRR B R RIS B\ TSoxOD P FEER &2 1T - 720 MEURE S e B CTIIRE R 3 H TEH D
DRIGREILIL A BIER S N2, Sox9% Il § 2 & MEE IR PRI REILIE I S e S BITIRAEISHZAT
B85 T D Sox9Z X9 % ChIP-seq Tld peakili 78 fRF- 128 WS S N2 0 BIB I B b 5 a4
Ak S 7z.

DEX D, SoxIMEEIRMINEEICB W THELMGRFTH L Z LMWL N LR o7z

The salivary glands arise as a thickening of the primitive oral epithelium. Our aim was to identify novel
transcription factors regulating early salivary gland development. We generated gene expression profiles of
submandibular gland rudiment at early developmental stage. Sox9 in submandibular gland rudiment
showed higher expression than those in oral epithelium. Sox9 knockdown inhibited organogenesis of
embryonic salivary gland. Next, to identify Sox9 directly regulated genes, we performed Sox9 ChIP-seq.
Several genes were identified as genes involved in branching formation. These data indicate that Sox9 is the

functional transcription factor in salivary gland development.
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Localization and characterization of myoepithelial cells in salivary glands

g OHE, mdp #E— AVL KM, EE /T
Rika Yasuhara, Junichi Tanaka, Tarou Irie and Kenji Mishima

AR A B A0, T TG0 Wk G A 11 el B 27
Division of Pathology, Department of Oral Diagnostic Sciences, Showa University School of Dentistry

WS\ ZAFAE S B W BRI I Ie i~ — 7 —A3Z L <, HBEDWEE T D 2 720 Ml 2 BB R 1R 72
b T, 22 THA I, MERR IR O LB lilie Z2 Bl L, £ ?characterization& 179 HHY T,
FUIR 7 EDB DIV 31T % 5 bR M o HEE R OIS 2 kA o MR bR M o HLEE 21X, <
A D A 5 5L L 72Mllld 2 fLEpCAMBL K & BCDAf HifkTheta L, 7u—4 1 b X —% —(FACS)
WZTHMT L7z 612, CreERTM/loxP ¥ A7 & % H\W»C, Myosin Heavy chain 11 (MYH11) ® 7' 10 € —
5 — O it TR ICtdTomato 2 BT 5 b5 VAV 2=y 7w 7 2% T, Myhl1FHERIRO
TEfENT 24T o 720 6 Wi - M~ 7 ZZH T ERDOFACSHEHT 12 X ) EpCAMIowCD49thigh @ 751 |2 5 _E K2
D= T—H b a SMABEIRT Z 5B T HMBBERPHER SN, TOHEIEIH 2% TH - 72 RNA-
sequencel® & W 72 FBLER 1 O IEIZ & ) EpCAMIowCD49fhighiZ EpCAMmedCD49fmed & [ #2112
p63, CK14, CK5% %3 L T\ 7245 EpCAMIlowCD49fhigh Tl a SMA%Myh1125%5 <, A A% b
FAOMRM SN TVDHWTHL I L EMNTF NIz, £22T, 3HBMDOTgY TR EFT T 2
(TM) % $¢5- L. Myhl1ZEBUMIId D FH T RN COJRAE & Bl & 2 Bat L7zo Myh11E VM (& 0 A8 i 5 &
— R DB R Wi pr O FEIEMNIZJFAE L 720 FACSTIIMyh1 1IN IR &R 0% 6 % T, ZDB & Z75%I
CD49%high& L TR LNz, $72, 8Mlimk D TMEZHKG L7~ Y AT ARDMEINRD bz, &K
WIERE RS, =7 ZAF PR E Y LMo BEES T Re L 22 0, BIZFHEBLT 07 7 4 VOEEATE
720 3MinE X U8 Wil OMyhl1FE ML IZIT—EORI G THEFRF SN TB Y, SRHEES N7/ B
fa 2 T, ITAE/RIR S 40T\ 2 il N M 0 BRGIE R WS IRIE 255 T B~ D B 5 22 12D TRl 2 iR % o
DETETH b

Salivary hypofunction caused by Sjégren syndrome or radiation therapy for head and neck cancer can lead
to not only disruption of oral homeostasis but also systemic-pathological event such as aspiration
pneumonia in severe cases. Several salivary gland stem/progenitor cells have been identified and known to
be involved in salivary gland development, homeostasis, and regeneration. Myoepithelial cells may be one
of salivary gland stem/progenitor cells. Here, we used time- and tissue-specific mice that can be visualizing
myoepithelial cells to characterize these cells.
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A case of IgG4-related sialadenitis

A ORIRH, iR T MR BT PR WMWY, BER %, WY OB
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Kazuki Hamamura', Junko Yusa®, Yuko Sakurai’, Hiroshi Ito”, Kiwamu Tamaki’,
Katsuya Kanno’, Hideki Kon® and Takuya Harada*
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PHLPIR SRR, IR B o B

SHLPIR AR, I VR0 B
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' Sth grade student, Obhu University School of Dentistry

? Division of Oral Pathology, Obu University School of Dentistry

? Division of Oral and Maxillofacial Surgery, Ohu University School of Dentistry

? Division of Oral and Maxillofacial Radiology and Diagnosis, Obu University School of Dentistry

[gGABE B B, MIEIgGARE &AM O FH 2 [gGAR VI B MR E 2 55 L T2 WETH %,
S 2 1%, FH TR & iR, IgGAR HpE B IG5 W L & i 72 U 7= IgGABS IR 22 > 1 ) %
RER L 2D THIET 5,

EBI] 50mft, Bk

[EGPRREE] 9 2 Hali A S AMBE T EICHEREE Z HE L Twiz2s, il L Cnwie 2, RO/
7z BIRBE I ENE &2 238 L7z e, AMIEH PRI O JER 2 R0 7245, R 2 <, TER
) IR o 720 MRITIRAMSE T ERICEB & B RAWE 2 ER 2 A S, PETTIdA4AMH
FH TR & BB SRR SR BTz BT RIS O BRR W M IR IR 23 T b iz RICIT bR
ﬁflilﬂl‘%lg(}lﬂiwg (FLHEAH 4 ~108) & EHA R L7

(s PR RS2 O L] /NZERTRS SRR D 2 L WIEAE DS R S, NENTIE, B & B O RS A %k L,
I LMD~ SIBI O TERE & SRAEIL AT H LD SRAEMKRIC & D B S Tz, AENIRE L Tw
HEIEMIBDITE AL RIBEMILE ) Y RERTH o 720 EMILE V) ¥ BRORENIZ/NERRS AT D
BN T2, ADERKAHRECIIBMESFMLORAED A SNz, ERE TR, Z2HOIEMEA
16Gd 5 W EIgGABTETH 1, 19G4 | TeGRAERIILO e 1344% T b - 72,

VLR ORI, MiEBRART B X OYRBEALRET L, IgGABTE BG4 372 L iz,

IgG4-related disease is a systemic inflammatory condition characterized by tissue infiltration with IgG4
positive plasma cells and an elevated serum IgG4 level. We report a case of IgG4-related sialadenitis. The
patient was a 50s-year-old man who had a mass of right submandibular region. Clinically, submandibular
gland tumor was suspected, and resected. Histopathological examination revealed not only marked
interlobular fibrosis but also heavy lymphoplasmacytic infiltrate with lymphoid follicle formation, and acinar
disappearance or atrophy. In the immunohistochemistry, IgG4 positive cell / IgG positive cell ratio was 40%

OVer.
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3 cases of Glandular odontogenic cyst in the mandibule

HHO#RY BH RE AR BB Em R, wma #T
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Hiroshi Takada', Yoshihiko Sugitaz, Katsutoshi Kubo 2, Waka Yoshida?,
Ryoko Kawai ? Madoka Isomura?, Nobuaki Sato* and Hatsuhiko Maeda*

Ik YR s

2 RV A B R S I B2

! School of Dentistry, Aichi Gakuin University

? Department of Oral Pathology, School of Dentistry, Aichi Gakuin University

I 1 2 1 3 2 B RS IR T R L D B 2 A B W 2 BN TH %o 19884FEGardner 5 12
Ko THRRAHRIE S, 199248 IS WHOZM O B PSS H PR FENL O T RE R S 720 AB UM o> # I
Pl & R L CREMD N, FREMRC 72O RIIMOFGRBISESLE L S b BRIITH M
HEVIEHEMEDO T Y 7 ARG EIRT 72D TS AV PR R LB R R E S & O 2 HY b, F
72, PR R I3EE BRSBTS R O B S e 2 L b EEETEENL & Ofh, 2
EBAA BN ALIE U THEBMIIE R IR RRIERE S 2 A9 5 C & S B L OER R B & DS v b & &
Nbo FFEA L, FHEWNITIEAE L 72 3 BIOREwEEVESE 2 8 L 20 THET %,

Glandular odontogenic cyst (GOC) was first proposed by Gardner et al in 1988 as an infrequent
developmental epithelial cyst occurring in jawbones. GOC is highly invasive and vulnerable to relapse.
Differential diagnosis from Ameloblastoma, Keratocystic dontogenic tumor (Odontogenic keratocyst),
Dentigerous cyst, and central Mucoepidermoid carcinoma is necessary. We report 3 cases of Glandular
odontogenic cyst in the mandibule.
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A case of tumor of mouth floor

e KW, Kt BT, KW #5E, sl W, AR FEE ORY OB
Daisuke Omagari, Mariko Ootsu, Hirotaka Oota, Rei Tooyama, Takahiro Gojoubori
and Masatake Asano

HASK ARS8, o BLAr G e
Department of pathology, Nibon University School of dentistry

EBI] 66i%, Sk,

[ERRE] #1201 7 HRNCESICERB X O%mE2 R L, ElRBHERE 2%, HTENECoRid
oo, REEORESEZ %25 L7,

W W, AT /NI 1.5em K OB C— 55 OB 2 29 2 R 2 0 72, BN %
9o F 7 V=PI TIRMEAIZFRD b o 720 FEEMRIS T IR B BN 2 JER R A % R0,
JEJRE LA\ BE TR A DA S 7z,

U AR =0T W] 808 B T ISR IR » LA R RO BB R B 05— 5B 71 & 23 2 MRS &
MRk P> TS 218 % A 5 TESEMIIZFEEVEMILE 24 L, N/CH2SE < BN 5o 55545 % ik
D7z

RERMEBI o728 25, HER2EFM 2, alpha-SMA, vimentin, S-100, p63, GCDFP-15i3[&
PET, Ki-67 labeling index{3BE5 T20% FLEETH - 72,

(Meadgiom] o BEALRE - 00 2

A 66 year-old male complained pain and swelling of right mouth floor. He was advised to visit Nihon
University school of Dentistry Dental hospital at the near dental clinic. The mass was 1.5cm in diameter
with an ulcer and localized at the right caruncula sublingualis. Microscopically, tumor cells formed cord or
fused-duct like structures. In a part of tumor stroma, hyaline degeneration was observed.
Immunohistochemically, the tumor tissue was positive for HER2, but negative for alpha-SMA, vimentin,

§-100, p63 and GCDFP-15. The Ki-67 labeling index was about 20 %.
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A case of tumor in the left oral floor
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° Oral Cancer Center, Tokyo Dental College Ichikawa General Hospital

(] 82 Wik

(FRFEE] 22 A0 5, EMNDKHOMBEZ AL, ERICTREBISEZ LTw. LaL, HEEO
BERMEIN & G20 727200, HURUB AL R SFAKEARR BE I ESVR &2 5275 L 7o

(AHRET R ¥IReks, ZEMINEERIC—E OO AZ M, IR G, WK 2 #0772 Sititk2i2s,
JE PR DORERE XGRSO T a0 720 %) 3B OUIBRAEMOEIZIE, RiMiER L 20, Stk st HT Lz
Bz,

(Wi fgAT ] AV sy beTiE, ABINE5E ) RIZBIE S ko7,

R CTTIE, ZAME RSB B I Clix 3138, WA — ORI &t ) S iRkiE S hize
DiEipr ] M2 ik, WRER~ PR R 2 ) Mg gt s, BEklETdh o 7.

ARG TUE, KE IR SR IEEAIIE O % R A A 5 N AT, JERAEIRTIE, HEEMIR AR DN
WEBWT DEHA LN, MEHRBEL, BILEES TWEE, BEE2 b2 A LNz, REMR
fbZedeta T, MR CHRITEO 24§ 2 EEMIE O TI&, vimentinFmtt, Ki67F1Ea#70%, p53
FtEaR90% 2L 1 CTdh -7z, AE1/3, CK34BE12, desmin, S100, a SMA, HHF35, CD34, CD3LidkaM:72 -
7zo F7z, MEREEBONE LIS 2 TIE, AEL/3, CK34BE1213Bstk, Ki67Bs1k=50%, p53ks k=
90%JLA FTd - 720 vimentin, desmin, S100, o SMA, HHEF35, CD34, CD3LIZBEMHTH o720 Z Dl
BTIE LR — A — CTHIRICGDO 5T 0% STz, PR T, B8 Lz S s LT, 28K
O, FRERS A S, —FBAM ISR L7238 TiE, S 2SR B B A A b7z,
C ORI A GBI BT, WA TOMSEEAIR O L IZIZFEARDORK R TH 5720 HNONE
BRI A DN o 72,

(RS FaH] #55RIEANE O % sarcomatous change & fi## Lspindle cell carcinoma & W3 % 74>, SeEAH#k
b7 4440 D %€ > & carcinosarcoma & B9 % %2

The patient is an 82-year-old man, who noticed swelling in the left oral floor 2 month ago. The mass was
colored mucous membrane with some sores and was the elasticity. After 3 weeks, it became colored surface
serum, increased to extroversion and grew.

Histologically, it was composed of spindle cell region and tumor nests region formed keratin pearl, necrosis
and duct-like structure. Immunohistochemically, the former was positive for vimentin, and Ki-67 index
was about 70%, p53 index was over 90%. The latter were positive for AE1/AE3 and CK34BE12, Ki-67

index was about 50 %, p53 index was over 90%.
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A case of mandibular tumor with malignant course
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(5] 260%, &tk

(EERGE] 7 ey, JEBRRHC THM M S 2R A 2 i s, il & T S hz. 166, £l
TERIC MR 2 il L, Dk, BOERSEEUIBRIN 2R R L, AR TIE, 21~25i% 12 myoepithelial
carcinoma & ZWr S, 23134 ) >/ 8Hi 12 B\ Tmalignant spindle cell tumor & W S M7zo 26i%
RS TAl 2 HIIC YR 2 frzis S, THEXEERMS X O LSEaEm 2 it s s b, itk 3 »
H B b A W IS5 2 780, TS B MEIBR 2175 720 28k, LB 12 T i fili B |2 H A8 9 e
IR SN, ALFHRE R I L 72 AS, BEEHI RGN &R U 7ze 20i8E, 4B CA T FH A HE 55 ) Bl
BLOEMA N A FREGUIRRMN 2 1T Sz 20, BEIMEFREFERO 72O L 72,

i BALRR A= 00T FL] Y BelC 80T 2 Wl FATIE (26580F) OREARTIL, JEB I T3S P BB & 2 1k o
o FEMES & UCAEEL, sHEICEBE L, HEEEO—H L) HRHAMMRICE N L Twiz, EEIXE
FEDO R Z RS FEARMIE S 20, O RPEERIERED Lo iz L OBE % b v it
AR Oz 72, EERENIZIEAY v MRT, —HARIHEST 52/ BUE O TED R Sz,
JE S5 DAZ VAR D KA F R D OB RAG W S 7z g gt TIIES ML Vimentin, type
VeollagenlZ It Z/R L, a-SMA, desminlZ—#fFztk, cytokeratin AE1I/AE3, CD34, CD31, S-100,
CDZidfaM: 2R L7zo MIBl-index{Z15%#2EE TH - 72,

(M RL] SR B

A 26-yaer-old woman presented to the Osaka University Dental Hospital with complaint of a recurrent
mandibular tumor. Mandibular resection was performed under provisional diagnosis of malignant tumor.
The tumor was pathologically examined. Macroscopic analysis showed intra-osseous solid tumor
surrounded by fibrous capsule. Destruction of lingual cortical bone was evident. Microscopically, the tumor
was composed of epithelioid calls with pale cytoplasm and round nuclei. Interrupted vessels showing slit-
like pattern were observed. The nuclear atypia was mild. Immunohistochemical staining revealed the
positive expression of Vimentin, alpha-SMA, desmin and membranous Type IV collagen in the tumor cells.
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A case of mandibular tumor
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BEBI] 204t Bk

[ERAR ] BAEm & 0 THAMRTE SR OMEREZ B L7225, RSB W0E L Twiz, iz H 4
WKL TED, HHftEREZZ L2225, FHEWREZRBIN, YREsMA<Z L. g

MRATIE, FEAMKEIE A HOIS, FSE—KEED S FHAMSE Z/NEERIRICT) T, HEREZ -
7o % B DB WNUEIRZEDSTRD S, FHENIIL LD 2> DA TAE T O 5 A1 ok -l Bk o Bl e

ERRD LN LN, TF A ) EERMER T ENE 2 5Nz B TIEEEMEEE OZW T, gl
BES D o728, BEUTRIERD o722 &0 s, MM G Sh 7z,

(i ] BAE38mm E TO/RM AL L 72 B 0B aikillfkic, 28OS »vHaMkISREL, —

A I R AR AL 2 RRD 726

kA JL ] f R o K, AIKILEORWL# %, Wb %osteodentin-like material T i
BN, THEHEEEBRE CNOOEEBEICLY, EIEICIEELL Tz, WENIZIZZ S AV ERRE
DO IEVE ER AR D, — T BRI RIS A5G L, EEHINEIZ i3 ghost cellkkdZE{Las
HAoNize —F, MEHELZAHTHIMALRTE - T T ANVE - XY NEDP S % 5 ik S S AN
LN, FEFEEO L X Y MY & ERtDosteodentin-like material | 1 HEFEEATA S 7z,

[Mesd S 0E] s BAAR = 2

A man in his early 20s visited us for a swelling on his mandible. Clinical examinations revealed swelling of
anterior-tooth region of mandible. CT revealed a multilocular radiolucent lesion with some tooth-like
structures in the right first molar to left second premolar region. The lesion was surgically removed.
Histopathologically, the specimen contained osteodentin-like material and odontogenic epithelium showing
the ghost-cell feature. Irregularly shaped teeth were also formed in the lesion.

o005 LR



TEE RO 181

A tumor of the mandible
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DR REMEIZ A SRR, ML EE AR L TR B 2 7R L7z SRERLE I B v CHES T
iZ, aSMA (focal +), B -catenin (focally cytoplasm +), CD34 (—), c-kit (=) TH o7z,

[FeadFiom] BRI B I

A 60s-year-old woman had painless swelling of the right side mandible and admitted to Kyoto Chubu
Medical Center. Radiographic examination showed a well-defined, radiolucency with sclerotic border and
CT showed various size of mineralized materials in inside. Under clinical diagnosis of benign tumor,
removal was carried out. The lesion was firm and yellowish to white in color. Histopathologically, the tumor
was composed of fibro/myofibroblastic cells proliferation included hard tissue and slit like small capillary
blood vessels in the irregularly arranged collagenous background. Individual tumor cells showed spindle to
elliptical shaped nucleus but no atypical.

Discussion: Histopathological diagnosis
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A case of tumor in pterygomandibular space
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BENDL, ML IEvimentin, CD341ZFME, S10025METH %0
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A 33-year-old male who did not have any symptom and abnormal finding was referred to our hospital with
radiolucency lesion in his left mandible. Radiography revealed the lesion in pterygomandibular space with
bone resorption, and the lesion possibility attached to mandibular canal. Histopathologically, resected
tumor was consisted of spindle cells and collagenous fiber, and adipocytes were partially observed.
Immunohistochemical findings showed that the tumor cells were positive for vimentin and CD34, and

negative for S100 protein.
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