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The 27th Annual Meeting of the Japanese Society of Oral Pathology

President TAKASHI TAKATA

Professor
Department of Oral and Maxillofacial Pathobiology,
Basic Life Science, Institute of Biomedical and Health Sciences, Hiroshima University
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Greeting

Dear friends and colleagues,

It gives me immense pleasure to announce that the 27th annual meeting of Japanese Society of Oral
Pathology will be hosted by Hiroshima University, Hiroshima on 10-12 August, 2016. We, the department
members of Oral and Maxillofacial Pathobiology, Institute of Biomedical and Health Sciences, Hiroshima
University, are deeply honored to have given charge of the local organizing committee, and we would
like to invite you to be a part of this meeting to make it a grand success.

The main theme of this meeting will be; “New Trends of Oral Pathology” - based on revised edition of
WHO Classification of Head and Neck Tumors in 2017. In addition to various presentations on advanced
research, we will have an international session of new classification of Head and Neck tumors. Here, we
will invite Professor Paul Speight (Sheffield University, UK), Professor John Wright (Baylor University,
USA) and Professor Edward Odell (Guy’s Hospital, UK), who have contributed to new revision of WHO
odontogenic tumor classification. I am very happy that you would be able to get the latest information
about oral cancers and odontogenic tumors directly from these eminent speakers. We will also invite
representative oral pathologists from Asian countries, who have kindly contributed to Grants-in-Aid for
scientific research expenses (b: overseas academic research) entitled “Large-scale collaborative survey
on odontogenic tumors in Asia” and have prepared special session of cases/slides seminar of
Odontogenic Tumors. Please enjoy active discussion with them.

Moreover, we will have two special lectures. One is entitled “Molecular pathological approach to develop
novel cancer diagnostics and therapeutics”, which indicates the direction of recent pathological research
by Professor Wataru Yasui, (Institute of Biomedical and Health Sciences, Hiroshima University) who is a
leading researcher of molecular pathology of gastric cancer in the world. The other one is a lecture
regarding “World trend of Genome editing” by Professor Takashi Yamamoto (Graduate School of
Science, Hiroshima University), a leading authority in this field and President of The Japanese Society
for Genome Editing.

At lunch time during the meeting, we will have special lectures; “New Clinical Value of Measurement of
Antibody Level against Porphyromonas gingivalis’ by Professor Hidemi Kurihara (Institute of
Biomedical and Health Sciences, Hiroshima University, President-elect of Japanese Society of
Periodontology) and “Diagnostic Clues in Salivary Gland Tumor Pathology Based on “New” WHO
Classification” by Professor Toshitaka Nagao (Graduate School of Medicine, Tokyo Medical University).

Furthermore, this conference includes session organized by JSOP planning committee; report from the
committee of “Diagnostic Criteria of Oral Cancer - towards the standardization of oral cancer diagnosis:
and three educative slide seminars namely; “How to make autopsy report’, “Cytology” and
“Pathological diagnosis of salivary gland tumors”.

During the conference period, the weather in Hiroshima will be quite hot and probably a busy season
just before the “Obon-Festival” in Japan. However, the month of August holds a special importance to
the people of Hiroshima and also Japan as 6 th August commemorates the 71th anniversary of the
Hiroshima A-bombing. Please join the 27th JSOP meeting in Hiroshima and feel the importance of world
peace and brotherhood. I also recommend you to visit Itsukushimashrine at Miyajima for the famous
Tori, one of three most scenic spots in Japan; Onomichi, known for sloping roads, literatures and lucky
cats; Kure, historical city for world war II naval port and Yamato museum; and Takehara, Massan’s
home town (Massan is founder of NIKKA whisky) and so on.

We once again welcome you all to be a part of this conference and for a memorable time. Looking
forward to seeing you all here in Hiroshima.
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CREAEBEWL Information

1. 2+  Registration

8 HILH (K) 8 : 15~

8 H12H (%) 8 : 30~
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ra—2732ARREL T,

MHBIMENS L, B HZMITTSMEL0,000H, BHSET7000H (HLEBEOR) 2 BLIINWLZE N,

ZOBIZ, HETO ST AONMEFER— LA — FEBZIFRD {280,
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On-site registration
Registration desk in the lobby on the 1 st floor, Koujin- Hall, Hiroshima University
Thursday, 11th August 8 : 15 ~
Friday, 12th August 8:30 ~
Please bring the printed confirmation form to registration desk for overseas participants.
You will pay preregistration fee of JPN 8,000.
The participant who has the confirmation form after preregistration period or who does not have
confirmation form should pay on-site registration fee of JPN 10,000. (Reception See: JPN 7,000)
At on-site registration desk, you will receive a small program booklet and name-plate.
Note:
- Please note that we will refuse to accept a person who does not wear the name plate.
- We will deliver numbered tickets for luncheon lecture at registration desk, Before starting the
lecture, please trade the ticket for lunch box and tea at registration desk.

. &% Meeting Place

JIN PN I W
T 734-8553 Ih R iRIXE 1-2-3 TEL : 082-257-5098

Koujin-Hall, Hiroshima University
1-2-3 Kasumi, Minami-ku , Hiroshima JAPAN
Phone +81-82-257-5098

3. BRINB%EESN  Information for presenters
T ATA FRLWICARRA Y — 3 EFETORRLE LTS v, F72, [HHDWREZRR Y EFETOIE
HLTWZE, B2 LOBMELEREERAZREZ L CnzZhid B nE g,

The slides and posters must be written and presented in English.
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A FO2KH (FEOKRDATA F), RAZ—O—FRFEILTANTLZE 0,

= B BEFEFEIAA
HEFEFEBEA BABRR O R ES S
BAREROREREES SEREER
EERREL EERKRICEEL. RRT_ESMEERERIHD
TEGEELT,
@rEM:
@**iiﬁ'ﬂlﬁz
EERRICBIEL, R NERHEER ik
BRICHIEERE EHYE R A, SRR
@RAAE - XEAARE:
QP EFME:
@FMBERIE:
OREERELE DREN:

- Conflicts of Interest

Research carried out in collaboration with industry may not only benefit society at large (public
interest) by means of the results obtained from fulfilling academic and ethical responsibilities; benefits
such as money, status, and rights (private interests) may also arise as a result of industrial
collaboration. A situation in which these two interests both arise in an individual researcher is known
as a conflict of interest (COI).

The Japanese Society of Oral Pathology requires that all authors of presentations given at the
Annual Meeting disclose any conflicts of interest they may have.

All presenters are requested to include a slide on conflicts of interest (see example below) as the
second of their presentation slides (immediately following the title page), or to include it at the bottom
in the case of a poster presentation.

Sample: No conflicts of interest to disclose Sample: With conflicts of interest to disclose
The 27th Annual Meeting of The 27th Annual Meeting of
the Japanese Society of Oral Pathology the Japanese Society of Oral Pathology
COl Disclosure COI Disclosure
Name of First Author : Name of First Author :

The author has the conflict of interest to disclose with respect to this presentation.
1. An adviser of interest group
2. Stock ownership or options:

The author has no conflict of interest to 3. Patent royalties/licensing fees:
: " . . 4. Honoraria (e.g. Lecture fees):
disclose with respect to this presentation. 5. Manuscript fees:

6. Trust research/joint research funds:

7. Scholarship fund:

8. Endower department by commercial entity:
9. Travel fees, gifts, and others:
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2. FERIFPCHED AT,
CUMHIERET—F 2 BEL2LY) LT T, PCOFRELARMIFEBH ) Wiz L 3,
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- ¥ 7zPowerpoint®FEFRKE Y — VAT A5 Z LIFHRIEADTIT TR ZE W,
- Powerpoint CA 74 FEVERT A6, 4 @ 3O A X TERLTLZE v,

3. BRT—FIIDO\T
1. UFOPC% ZHIH V2720 %3,
Windows OS Windows 7, ¥ 7 I @ Microsoft Office PowerPoint 2013
. USB7 7 v vax®) —IXRHEL, oPC (Windows) TOBMEMRE, BFH 723w,
3. BRAF7 7 A NVKIIFEEZEO [HEF T KRipptx] & LTS v,
(1) CO1)i & KER.pptx

(\]

4. BRT—IVZMNTA7 (PC2AY) ZRGHIIEREVZLET,
27 A FERZAREEIEERN S LT,
CFRTFEFR 8 1 30~10 : 00
CIERRIEE 12:00~13:30 EwLET,
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5. TS WRFR TR, FHERVAMEZL > THASE T LZEET,

For authors of oral presentations

1. Time
- Five minutes for the presentation and five minutes for the discussion.
- All speakers are asked to keep to the allocated presentation time.

2. Presentation
- Only computer presentations will be available for the oral sessions.
- Please submit your presentation data, you may not bring your own PC.
- Movie data is not used in this meeting.
- Rehearsal style of presentation tool in PowerPoint is not used during presentation.
- The slide size in PowerPoint should be standard (4 :3) aspect ratio.

3. Data
- Windows is the only operating system available for the presentations.
OS: Windows 7
Applications: PowerPoint 2013
- Please save your data in USB memory device, and deliver it to the PC Center.
- Please write file names in the following manner: “Abstruct number Speaker’s name.pptx’
example) “CO1 Hiroshima Taro.pptx”



. The PC center will be open during the following hours in front of the main hall.
For the presenters in the morning 8 : 30~10 : 00
For the presenters in the afternoon 12 : 00~13 : 30
Speakers are requested to present their data at least 1 hour prior to their presentation starts.

. All data saved at the PC center will be completely deleted upon the completion of the meeting.
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For authors of poster presentation

1. A ribbon for presenter and clipping tools will be supplied at your poster board.
Make sure that your poster is exhibited at the right place according to your poster number. (Check
your poster number.)

2. For applicants of awards category (undergraduate student and general)
The schedule for your poster presentation is as below;

Mounting Thursday, 11th August 9 : 00 ~ 10 : 30
Presentation Thursday, 11th August 16 : 30 ~ 17 : 30
Removal Thursday, 11th August 17 : 30 ~ 17 : 40

3. For general poster presentation
The schedule for your poster presentation is as below;
Mounting Friday, 12th August 9 : 00 ~ 10 : 30
Presentation Friday, 12th August 16 : 00 ~ 17 : 00
odd-numbered poster sessions 16 : 00 ~ 16 : 30 (P01-1, P01-2,-*)
even-numbered poster sessions 16 : 30 ~ 17 : 00 (P02-1, P02-2,--+)
Removal Friday, 12th August 17 : 00 ~

*In this conference, the dates for presentation of awards and general poster are different.

* You should be in front of your poster by scheduled presentation time and start the presentation
according to the chairman’s direction. You have 7 minutes’ presentation time including 3
minutes’ discussion time.

* Please take care not to discard your poster in and around the venue.

4. Dimensions of the poster board are 200 cm high 20cm 66cm

and 86 cm wide.
Title

. . . 20cm | |Poster Institutes
Tips for making poster as below; number| e e

(also put your poster number in the top left
corner of your printed poster)

Poster number is provided.
Authors should prepare “title,
Institutes and Authors’ names

Maximurm Maximum
150cm 170cm

Becm

4. BERDTEN  Information for chairs
1) HEEREFHEE 1Yty ¥ g VRGP ERMOIGH F TICRERBICEEE 23w,
SEBIRES () 1338285 4 BRI E 5 T ERETICIHIZBECEL £,
Oral Presentation: Please sit at the next chair seat before 15 minutes of your charged session and
direct your session according to the schedule. (5 minutes for the presentation, 5 minutes for the
discussion)



5.

6.

CERNEHEEL  Information

2) RRY—FFWE : THY LY ¥ a Y OREIZ05TY., HE4H, HRNE3HER-TBY
TOTHETICTH BN 7
Poster Presentation: Your poster session time is 30 minutes. (4 minutes for the presentation,
3 minutes for the discussion) Please direct your session within a time frame.

&  JSOP general meeting

H A R R B 27 3 0 2%

HF @ P84 8 JJ11H (K) 13 :10~14 : 10
£t IN SN TN g 2F K&

11th August 13 :10~14:10
Meeting Place : Main Hall, Koujin-Hall, Hiroshima University

B|#=  Reception

HE P28 8 H11H (K) 19 1 00~21 : 00

K 0 OH L EME

B xH - ERHE S 7000 (FHHiEsk 6,0000)

PN 500010 ( ~  4,000/1)

E MR CRAH L2 ARRER R KRBT RERD TEAL)

Date: Thursday, 11th August, 2016 19 : 00 ~ 21 : 00

Venue: Hiroshima Museum of Art

Reception fee: General member * Non member JPN 7,000 (Preregistration 6,000 JPN)
Postgraduate students JPN 5,000 ( ” 4,000 JPN)
Undergraduate students Free (Please show your student ID card)

BROZTSMZBRFLHL LITFE,
Wellcome to the party!

11
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Venue & Access

LEXZLICS
T734-8553 [n&mMmXE1-2-3
TEL : 082-257-5098

ZBENS
L8228 (2% %) — (LEZBULIY VYN | LEFHEFROITE) ~IRLER #H
g0 (E0) —~t Bl —~7ERR0 (B0) —LE/NR 5 BR [KPMEITE] ~FiR
—i&m (KFPRMkt) T&

JRILEBRD 5
JRESER R0 (AO) —~LEB/NR 5 &HR [RERRTE] AFR- &R (KERk)
&

Koujin-Hall, Hiroshima University

1-2-3 Kasumi, Minami-ku , Hiroshima JAPAN
Phone +81-82-257-5098

Access from Hiroshima Airport
Hiroshima Airport (Bus stop No. 2) — (Hiroshima Airport Limousine Bus: Bound for
JR Hiroshima Station) — Shinkansen (North) Exit of JR Hiroshima Station —
Underground Passage — Conventional Line (South) Exit — Hiroden Bus, No. 5 Line:
Bound for University Hospital — Last stop: University Hospital (Daigaku Byou-in )

Access from JR Hiroshima Station
Conventional Line (South) Exit of JR Hiroshima Station — Hiroden Bus, No. 5 Line:
Bound for University Hospital — Last stop: University Hospital (Daigaku Byou-in)
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Hiroshima Museum of Art

AE
The Ota riv.

BEs : 20168 A11H(K) 19:00~21:00

=15 1 05 UFRHEEE

T730-0011 LEMPXEHS -2

AR (U—A04 V)LikT )LL)

TEL : 082-223-2530 FAX:082-223-2519
http://www.hiroshima-museum.jp/guide/access.html

Date: 19:00~21:00 THU, 11th August, 2016.

Venue: Hiroshima Museum of Art

3-2 Motomachi, Naka-ku, Hiroshima City

(in Central Park)

Fax. +81-82-223-2519

http://www.hiroshima-museum. jp/en/guide/access.html
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BARA Location Map
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Reception
(Hiroshima Museum of Art)

F&KE (5m)

WREBEE T v Y 3 V-WHORFEXEICE(F T

John Wrigh#Zi% R4taRI4HES

Edward OdellZi#% RittalR S5

Paul Speight#i% kg BB DR

Session on Odontogenic Tumors - Towards the Next
WHO Classification

Prof. John Wright: Benign Odontogenic Tumors

Prof. Edward Odell: Malignant Odontogenic Tumors
Prof. Paul Speight: The Cyst-Tumour Interface

KE8 break

AERIIRET  BEIRIEAESS 1
Case/Slide Seminer: Odontogenic Tumor 1

AEPIREY BRIRIMEIEES 2
Case/Slide Seminer: Odontogenic Tumor 2

B8 break

SUFIVEEA RR RE BE

g SYRI—TIW—TF F—=SIWTFAVIN=-)
[Porphyromonas gingivalis [CXd 2 MFTAMIARE DERR
NERE]
Luncheon Lecture A : Prof. Hidemi Kurihara
(Sponsor: SUNSTAR Inc.)
"New Clinical Value of Measurement of Antibody Level
against Porphyromonas gingivalis"

RE8 break

NN
liRway

General Meeting of JSOP

KE8 break

BHIEEE 1T UK = iR

[0/ MRERAMOER & &R D5EHE]

Special Lecture 1 : Prof. Takashi Yamamoto

"Basics and recent topics of genome editing technology”

KE8 break

AEBIRREY sRIRI4AES 3
Case/Slide Seminer: Odontogenic Tumor 3

AERtREY  HEIRIEESS 4
Case/Slide Seminer: Odontogenic Tumor 4

K& break
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WA —R Poster Display
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Discussion and Review:
General Poster Award

and Undergraduate Poster
Award Session

RA9—HE Poster Removing

RS Welcome party
FEFERII—E, KA
I —BHRK
Announcement of
Undergraduate Poster
Awards and General
Poster Awards
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Poster Hall

AERES LU OFREY Y3y

WM Tilakaratne®i¥ : FRMEEREDT L—F « T
Rosnah Zain¥i% : 1BIEIE R ERERE

Oral Premalignant and Malignant Lesions

Prof. WM Tilakaratne: Grading Oral Epithelial Dysplasia
Prof. Rosnah Zain: Proliferative Verrucous Leukoplakia

JSOP tEEEREELZY Y3 Y

OB AR RE RS

[OiEEZkDEELZzB1E LT

Session Organized by JSOP Planning Committee

Report from the Committee of Diagnostic Criteria of Oral Cancer
- Towards the Standardization of Oral Cancer Diagnosis -

K& break

AEBIIRET | Z DEDTEHEBRE 1
Case/Slide Seminer: Other Diseases of Head and Neck Region 1

AEBIIREY | Z DBDTEHEPRZE 2
Case/Slide Seminer: Other Diseases of Head and Neck Region 2

KE8 break

SUFIVEEB RE #BF HE
[“%7" WHOZDEICE DV IcEERARER DRIEZSHTE]
Luncheon Lecture B : Prof. Toshitaka Nagao

"Diagnostic Clues in Salivary Gland Tumor Pathology Based on “New”

WHO Classification"

A28 break

FrRFEE 2 TH o BuR

WA DR ERAF(CBI T 2 ) FIRIES ]

Special Lecture 2 : Prof. Wataru Yasui

"Molecular Pathological Approach to Develop Novel Cancer
Diagnostics and Therapeutics"

A2 break

REhhEEA
JSOP Award Presentation

IhEyEREX JSOPAward ceremony

KE8 break

AEHIREY @ T DADIAHEEIRZE 3
Case/Slide Seminer: Other Diseases of Head and Neck Region 3

KE8 break

MRS —AEFF  Poster Mounting

MRS —EB Poster Display

—MRR AT —515
General Poster Discussion

B=3 Closing Ceremony

MRS —HE Poster Removing
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£28H 8H1TTHM)
Thursday, 11th August

HRRE LEAZL-AME KR 9:00~9 : 05

Opening Adress Main Hall, Koujin-Hall, Hiroshima University 9:00~9:05

President: Prof. Takashi Takata

Department of Oral and Maxillofacial Pathobiology, Institute of Biomedical and Health Sciences,

Hiroshima University

wEEYEETY Y3 —WHOSEKEICEIFT A&tg 9:05~10: 35

Session on Odontogenic Tumors - Towards the Next WHO Classification  Main Hall 9:05~10:35

Chair: Prof. WM Tilakaratne
Oral Pathology, Faculty of Dental Sciences University of Peradeniya
Prof. Takashi Takata
Department of Oral and Maxillofacial Pathobiology, Institute of Biomedical and Health Sciences, Hiroshima

University

9 :05~9 :35  Benign Odontogenic Tumors
Diagnostic Sciences, TAMU Baylor College of Dentistry

Prof. John Wright ---44

9 :35~10:05  Malignant Odontogenic Tumors
Kings College London / Guy's and St Thomas s Hospitals NHS Foundation Trust
Prof. Edward Odell ---46

10:05~10:35 The Cyst-Tumour Interface
Unit of Oral & Maxillofacial Pathology, School of Clinical Dentistry, University of Sheffield
Prof. Paul Speight ---48

AEGIWRSY BaREMHEE 1 A2 10:40~11:10

Case/Slide Seminer: Odontogenic Tumor 1 Main Hall  10:40~11:10

Chair: Prof. Edward Odell
Kings College London / Guy's and St Thomas's Hospitals NHS Foundation Trust

Dr. Jun Cheng
Division of Oral Pathology, Niigata University Graduate School of Medical and Dental Sciences

10:40~10:50 C1-1  Submucosal tumor of maxillary gingiva
Department of Pathology, Himeji Red Cross Hospital

Hotaka Kawai ---52

10:50~11:00 C1-2 A tumor of maxilla
Department of Oral and Maxillofacial Pathobiology, Institute of Biomedical and Health Sciences, Hiroshima University
Chanbora Chea ---53

23
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11:00~11:10 C1-3 A huge expansile lesion of the right mandible
Department of Oral Pathology, School of Dentistry, Seoul National University
Jae |l Lee ---54

AEGIWRST BaRMESR 2 A2 11:10~11: 40

Case/Slide Seminer: Odontogenic Tumor 2 Main Hall 11:10~11:40

Chair: Prof. Rosnah Binti Zain
Oral Cancer Research and Coordinating Centre & Department of Oral and Maxillofacial Clinical Sciences, Faculty
of Dentistry, University of Malaya
Dr. Kei Sakamoto
Department of Oral Pathology, Graduate School of Medical and Dental Sciences, Tokyo Dental and Medical University

11:10~11:20 C2-1 A case report of odontogenic tumor simulating fibrous dysplasia
Diagnostic Pathology Department, Kobe University Hospital

Chihoko Hirai ---56

11:20~11:30 C2-2 Tumor of the left maxilla : case report
Department of Oral Pathology, Graduate School of Medical and Dental Sciences, Tokyo Medical and Dental University

Yae Ohata ‘--57

11:30~11:40 C2-3 A tumor of the maxilla
Department of Oral Pathology, School of Dentistry, Aichi Gakuin University

Yoshihiko Sugita ---58

SUFIVEBA BE:YIRI-TIN-T F-3SWFTTHYINZ-) X&E 12:00~13:00

Luncheon Lecture A : (Sponsor: SUNSTAR Inc.) Main Hall 12:00~13:00

Chair: Prof. Hatsuhiko Maeda
Department of Oral Pathology, School of Dentistry, Aichi Gakuin University

New Clinical Value of Measurement of Antibody Level against Porphyromonas gingivalis
Department of Periodontal Medicine, Division of Applied Medical Sciences,
Institute of Biomedical and Health Sciences, Hiroshima University
Prof. Hidemi Kurihara ---60

Ereay 212 13:10~14:10

General Meeting of JSOP Main Hall 13:10~14:10




Y5RIEEE 1 ALt2 14 :20~15: 20

Special Lecture 1 Main Hall 14:20~15:20

Chair: Prof. Takashi Takata
Department of Oral and Maxillofacial Pathobiology, Institute of Biomedical and Health Sciences, Hiroshima

University

Basics and recent topics of genome editing technology
Department of Mathematical and Life Sciences, Graduate School of Science, Hiroshima University

Prof. Takashi Yamamoto ‘--64

EGIRST BaREMEER 3 £1% 15:30~16: 00

Case/Slide Seminer: Odontogenic Tumor 3 Main Hall 15:30~16:00

Chair: Prof. John Wright
Diagnostic Sciences, TAMU Baylor College of Dentistry

Prof. Akio Tanaka
Department of Oral Pathology, Osaka Dental University

15:30~15:40 C3-1 A case of maxilla tumor
Department of Oral Molecular Pathology, Institute of Biomedical Sciences, Tokushima University Graduate School

Aya Ushio ---68

15:40~15:50 C3-2 A case of mandibular tumor in 7-year-old child
Department of Oral Molecular Pathology, Institute of Biomedical Sciences, Tokushima University Graduate School

Satoko Kujiraoka ---69

15:50~16:00 C3-3 Clinically, suspicious of congenital epulis
Department of Pathology, Hyogo College of Medicine
Koji Yamanegi ---70

EFAINREY BER4EE 4 £12 16:00~16: 20

Case/Slide Seminer: Odontogenic Tumor 4 Main Hall 16:00~16:20

Chair: Prof. Jae Il Lee
Department of Oral Pathology, School of Dentistry and Dental Research Institute, Seoul National University

Prof. Hiroshi Ito
Division of Oral Pathology , Ohu University School of Dentistry

16 :00~16:10 C4-1 A cyst of the maxilla
Department of Oral Pathology, Asahi University School of Dentistry
Motohiko Nagayama ---72

16:10~16:20 C4-2 A cystic lesion of mandibular bone
Division of Oral Pathology, Ohu University, School of Dentistry
Yuko Sakurai ---73
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— %R

hRI—E R2I—2t8 16:30~17:30

General Poster Award Poster Hall 16:30~17:30

GPA-1

GPA-2

GPA-3

GPA-4

GPA-5

GPA-6

GPA-7

GPA-8

GPA-9

GPA-10

Precursor IL-1 a induced IL-8 secretion
Department of Pathology, Nihon University, School of Dentistory

Daisuke Omagari et al. ---76

The Galectin-1 expression at the tumor invasion front of oral gingival squamous
cell carcinoma

Depertment of Oral Pathology, Institute of Graduate of School of Dentistry, Osaka University

Yuri Noda et al. ---77

LPS responsiveness of OSCC-derived cell lines
Division of Applied Oral Sciences, Nihon University Graduate School of Dentistry
Mariko Ohtsu et al. ---78

Genome-wide Methylation Analysis in Oral Epithelial cells by Arecoline
Division of Oral Medicine and Pathology, Health Sciences University of Hokkaido
Bhoj Raj Adhikari et al. ---79

Upregulated expression of MMP-9 in gingival epithelial cells induced by

prolonged stimulation with arecoline

Division of Oral Medicine and Pathology, School of Dentistry, Health Sciences University of Hokkaido
Tetsuro Morikawa et al. ---80

Effects of DKK3 overexpression in head and neck squamous cell carcinoma-
derived cells
Department of Molecular Biology, Kawasaki Medical School

Naoki Katase ---81

Tumor-suppressive miRNA regulates metastasis of oral squamous cell carci-
noma by targettng metastasis related molecule
Department of Oral and Maxillofacial surgery, Faculty of Life Sciences, Kumamoto University

Ryoji Yoshida et al. ---82

Our proposal of criteria for Ki-67, cytokeratin 13 and cytokeratin 17 immuno-
histochemistry in diagnosis of oral intraepithelial neoplasia (OIN)

Department of Oral and Maxillofacial Surgery, Nara Medical University

Takahiro Yagyuu et al. ---83

Atypical Appearance of Basal Cells as a Prognostic Factor for Oral Epithelial
Dysplasia: A Morphometrical Study of 96 Cases

Department of Oral Surgery, Saitama Cancer Center

Takeshi Okamura ef al. ---84

Proteome profiling at the lateral interface of oral squamous cell carci-noma/
carcinoma in-situ

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

Tatsuya Abe et al. ---85



GPA-11

GPA-12

GPA-13

GPA-14

GPA-15

PLEE

Analysis of PRMTS expression in oral cancer
Department of Integrative Pathology, Jichi Medical University
Yusuke Amano et al. ---86

A clinical and histopathological analysis of oral tongue cancer in young adults
Department of Oral Surgery, Saitama Cancer Center
Eri Tsuchida et al. ---87

A study of predictive factors for occult cervical lymph node metastasis of
clinical T2NO tongue squamous cell carcinoma

Department of Oral and Maxillofacial Surgery, Faculty of Life Sciences, Kumamoto University

Junki Sakata et al. ---88

Melanin pigmentation of Keratocystic Odontogenic Tumor
Department of Oral Pathology, School of Dentistry, Aichi Gakuin University
Madoka Isomura et al. ---89

Elimination of P.gingivalis-infection by dental therapeutic intervention is
beneficial impacts on non-alcoholic steatohepatitis progression

Department of Oral and Maxillofacial Pathobiology, Institute of

Biomedical and Health Sciences, Hiroshima University

Atsuhiro Nagasaki et al. ---90

MRAI—E RRI—=8 16:30~17: 30

Undergraduate Poster Award Poster Hall 16:30~17:30

UPA-1

UPA-2

UPA-3

UPA-4

UPA-5

A case of peripheral ameloblastoma
4th grade student, Ohu University School of Dentistry

Maki Hirata et al. ---92

Pathological analysis of Langerhans cell histiocytosis in the maxillofacial region
Department of Oral Pathology, Tokyo Medical and Dental University
Yoki Kamijo et al. ---93

Novel role of Periostin splicing variants in oral squamous cell carcinoma
Faculty of Dentistry, Tokushima University
Masaaki Umeda et al. ---94

Bovine lactoferrin attenuates bone invasion of oral squamous cell carcinoma
School of Dentistry, Hiroshima University

Kana Okamoto et al. ---95

Oncogenic Role of Tissue Inhibitor Metalloproteinase-1, TIMP-1, through
Regulation of YAP in HNSCC
Faculty of Dentistry, Hiroshima University

Dyshafilia Charindra et al. ---96
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£38 8A12HEE)
Friday, 12th August

AERESLUOFEEYYa Y A£12 9:00~9: 40
Session on Oral Premalignant and Malignant Lesions Main Hall 9:00~9:40

Chair: Prof. Takashi Inoue
Department of Clinical Pathophyiology, Oral Health Science Center, Tokyo Dental College

9 :00~9 :20  Grading Oral Epithelial Dysplasia
Oral Pathology, Faculty of Dental Sciences University of Peradeniya
Prof. WM Tilakaratne ---98

9 :20~9 :40  Proliferative Verrucous Leukoplakia
Oral Cancer Research and Coordinating Centre & Department of Oral and Maxillofacial Clinical Sciences, Faculty
of Dentistry, University of Malaya
Prof. Rosnah Binti Zain ---100

JSOP tEEZERIEEEtYYa Y £12 9:40~10: 40

Session Organized by JSOP Planning Committee Main Hall 9:40~10:40

Chair: Prof. Hitoshi Nagatsuka
Department of Oral Pathology and Medicine, Graduate School of Medicine, Dentistry and Pharmaceutical Sciences,

Okayama University

Dr. Katsutoshi Kubo
Department of Oral Pathology, School of Dentistry, Aichi Gakuin University

Report from the Committee of Diagnostic Criteria of Oral Cancer
- Towards the Standardization of Oral Cancer Diagnosis -

Current Issue of Diagnostic Criteria for Oral Cancer
Department of Oral Pathology, Graduate School of Medical and Dental Sciences,
Tokyo Medical and Dental University
Kou Kayamori ---104

Uniform accessibility of pathological diagnosis using immunostaining
Division of Oral Diagnosis, Dental and Maxillofacial Radiology and Oral Pathology
Diagnostic Services, The Nippon Dental University Hospital
Hisao Yagishita ---106

Challenges for the application of genome sequence in the spectrum of oral dysplastic
lesions and squamous cell carcinoma

Department of Clinical Laboratory and Pathology, National Cancer Center Hospital

Taisuke Mori ---108



Standardization of pathological diagnosis in oral cancer
Department of Oral Pathology and Medicine, Graduate School of Medicine,

Dentistry and Pharmaceutical Sciences, Okayama University
The Committee of Diagnostic Criteria for Oral Cancers, The Japanese Society of Oral Pathology
Hitoshi Nagatsuka ---110

TEBIIREY ZDhDIESEERZ 1 ALt8 10:50~11: 20

Case/Slide Seminer: Other Diseases of Head and Neck Region 1 Main Hall 10:50~11:20

Chair: Prof. Ming Zhong
Department of Oral Pathology, College of Stomatology, China Medical University

Dr. Makoto Urano
Department of Diagnostic Pathology, Fujita Health University, School of Medicine

10:50~11:00 C5-1 An autopsy case of a tongue root tumor
Department of Diagnostic Pathology, Fujita Health University, School of Medicine

Makoto Urano ---114

11:00~11:10 C5-2 Tumor of the palate
Department of Diagnostic Pathology, Seichokai Fuchu Hospital

Hiroshi Harada ---115

11:10~11:20 C5-3 A case of palatal tumor
Department of Oral Pathology, Division of Oral Pathogenesis and Disease Control,
Asahi University School of Dentistry

Juna Nakao ---116

TEBIIREY ZDMMDIESEENRE 2 242 11:20~11: 40

Case/Slide Seminer: Other Diseases of Head and Neck Region 2 Main Hall 11:20~11:40

Chair: Prof. Kannan Ranganathan
Department of Oral Pathology, Faculty of Dentistry, The TamilNadu Dr MGR Medical University
Prof. Masatake Asano
Department of Pathology, Nihon University School of Dentistry

11:20~11:30 C6-1 A case of mandibular bone tumor
Department of Pathology, Nihon University School of Dentistry

Taiichi Kitano 118

11:30~11:40 C6-2 Metastatic tumor in the cervical lymph nodes

Pathology Division, Shizuoka Cancer Center
Kimihide Kusafuka 119
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SVUFaViEEB AL 12:00~13:00

Luncheon Lecture B Main Hall 12:00~13:00

Chair: Dr. Junko Aida
Research Team for Geriatric Pathology, Tokyo Metropolitan Institute of Gerontology

Diagnostic Clues in Salivary Gland Tumor Pathology Based on the "New” WHO Classification

Department of Anatomic Pathology, Tokyo Medical University
Prof. Toshitaka Nagao ---122

Y5RIEEE 2 £t 13:10~14:10

Special Lecture 2 Main Hall 13:10~14:10

Chair: Prof. Ichiro Semba

Department of Oral Pathology, Graduate school of medical and dental sciences, Kagoshima University

Molecular Pathological Approach to Develop Novel Cancer Diagnostics and Therapeutics
Department of Molecular Pathology, Institute of Biomedical & Health Sciences, Hiroshima University

Prof. Wataru Yasui ---126

BHEEE A£i2 14 :20~15: 00

JSOP Award Presentation Main Hall 14:20~15:00

Chair: Prof. Ichiro Semba
Department of Oral Pathology, Graduate School of Medical and Dental Sciences, Kagoshima University

Tomoyuki Kondo
Department of Oral Pathology, Graduate School of Medical and Dental Sciences, Kagoshima University

Takahiro Gojoubori
Department of Pathology, Nihon University School of Dentistry

JSOP Award Ceremony



TEFIIREY ZDMDIESEENRZE 3 ALt8 15:10~15: 50

Case/Slide Seminer: Other Diseases of Head and Neck Region3 Main Hall 15:10~15:50

Chair: Prof. Poramopron Klanrit

15

15

15

15

Department of Oral Diagnosis, Faculty of Dentistry, Khon Kaen University

Prof. Satoru Toyosawa
Department of Oral Pathology, Osaka University Graduate School of Dentistry

:10~15:20 C7-1 A case of ulcerative lesion of maxillary gingiva
Department of Pathology, Nihon University School of Dentistry
Takahiro Gojoubori ---130

:20~15:30 C7-2 Mandibular tumor
Laboratory of Oral Pathology, Faculty of Dental Science, Kyushu University
Hiroko Wada ---131

:30~15:40 C7-3 A jaw lesion with a 30-year history
Division of Oral Pathology, Ohu University School of Dentistry
Hiroshi Ito ---132

1 40~15:50 C7-4 A case of the maxilla tumor
Department of Oral Pathology, Osaka University Graduate School of Dentistry
Katsutoshi Hirose ---133
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—i%ERE WA — KAI—212 16 :00~17: 00

General Poster Poster Hall 16:00~17:00

= Chair: Prof. Istiati
Oral Pathology and Maxillofacial Department, Airlangga University

Dr. Kazuhiko Okamura
Division of Oral Pathology, Department of Morphological Biology, Fukuoka Dental College

PO1-1 Histopathologic examination of peripheral odontogenic hamartomas
Department of Oral Pathology, Graduate School of Medical and Dental Sciences, Kagoshima University
Kaori Shima et al. ---136

P0O1-2 Reccurent Ameloblastome Cause of Recidif : Case Report
Oral Pathology and Maxillofacial Department Airlangga University

Istiati ---137

P01-3 A case of Peripheral Ameloblastoma arising the anterior lingual gingiva of the

mandible
Department of Clinical Pathophysiology, Tokyo Dental Collage

Yoshihiko Akashi et al. ---138

P0O1-4 Keratoameloblastoma: report of a rare histologic variant of ameloblastoma
Department of Oral Diagnosis, Faculty of Dentistry, Khon Kaen University, Khon Kaen, Thailand
Poramaporn Klanrit et al. --+139

u Chair: Prof. Swe Swe Win
Department of Oral Pathology, Faculty of Dentistry, University of Dental Medicine, Yangon

Prof. Shuichi Hashimoto
Division of Oral Pathology, Department of Morphological Biology, Fukuoka Dental College
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Session on Odontogenic Tumors - Towards the Next WHO Classification

= 9:05~10:35
Main Hall 9 :05~10: 35

John M Wright DDS, MS

Regents Professor and Chair
Diagnostic Sciences
TAMU Baylor College of Dentistry
Dallas TX

Dr. John M. Wright is Regents Professor and Chairman of the Department of Diagnostic Sciences,
Texas A&M Health Science Center, Baylor College of Dentistry in Dallas, Texas. He is an oral
pathologist and a Diplomate of both the American Board of Oral and Maxillofacial Pathology and
the American Board of Oral Medicine. He received his dental degree from West Virginia
University and oral pathology training at Indiana University. He has contributed over 150
publications to the scientific literature, as well as 24 book chapters and three textbooks. Dr.
Wright is a past President of the American Academy of Oral and Maxillofacial Pathology, the
American Board of Oral and Maxillofacial Pathology and the International Association of Oral
Pathologists. He has participated in over 400 statewide, national and international programs.
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Benign odontogenic tumors- Towards the next WHO classification

The current WHO Classification of Odontogenic Tumors was published in 2005. Much has transpired in
this area of pathology since 2005 and new entities have been reported. The WHO has formed a Consensus
and Editorial Panel who has been charged to determine and produce the next WHO Classification of
Odontogenic Tumors, Cysts and Allied Lesions which is scheduled for release in Jan of 2017. This lecture will
provide a summary of the changes and new tumors included in the next WHO classification of odontogenic

tumors.
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Professor Edward Odell

Kings College London /
Guy'’s and St Thomas’'s Hospitals NHS Foundation Trust

Edward Odell is Professor of Oral Pathology and Medicine at King’s College London and Clinical
Lead for the Head and Neck Pathology Service at Guy’s and St Thomas’s Hospitals, London. His
research interests are oral potentially malignant diseases and odontogenic tumours. He has
published over 130 original research papers, and has authored or edited six textbooks. He was a
member of the consensus group for the recent WHO blue book on head and neck tumours and is
chair of the committee to develop an international dataset for odontogenic tumours for the
International Collaboration on Cancer Reporting.

o005 LR



EREEStEYYa Y

Malignant Odontogenic Tumors
- Towards the Next WHO Classification

The WHO classification for malignant odontogenic tumours is now over 10 years old but requires some
changes. Not many new entities have been described since 2005 and the main changes suggested by the
reclassification group were to simplify the classification.

There is a difficult borderline between benign and malignant tumours, with a wide range of behaviour.
Classical features of atypical cytology, necrosis and metastasis are seen only in high-grade lesions and the
interpretation of infiltration at the margin is difficult because medullary space permeation may be seen in
benign odontogenic tumours.

One of the main difficulties with the current classification its complexity. Malignant neoplasms should be
classified on the basis of their differentiation rather than their origin. Though the origin is of great interest to
specialist histopathologists, it is often speculative, difficult to understand by non-specialists and not relevant
to patient outcome. The WHO classifications have to be designed for non-specialist histopathologists and so
simplification was an important aim. Similarly, the origin of tumours in a benign precursor is a poor defining
characteristic and it is proposed that this should also be eliminated. It is also clear that within the
odontogenic tumours there is considerable international variation. The proportion of malignant odontogenic
tumours seems to be higher in China and possibly also in Japan. The appearances of some tumours as
described in the literature appear to differ between Western and Eastern countries, but this may well be
because the defining criteria in the classification are poor.

The question of metastasising ameloblastomas is also interesting. Is this a genuine malignant neoplasm? This
rather depends on the definition of malignancy and in the future classification it will probably be listed with
the benign tumours, in the same way that metastasising pleomorphic adenoma is classified.

Until now, molecular analysis of malignant odontogenic tumours has not proved useful for diagnosis. The
description of EWSR 1 rearrangements in clear cell carcinoma is interesting but appears to be non-specific.
The WHO classification considered a number of possible new entities including the recently described clear
cell carcinoma with dentinoid and the adenoid ameloblastoma with dentinoid, but currently there is
insufficient evidence to give these status as independent entities. Conversely, sclerosing odontogenic
carcinoma has been accepted, though on the basis of few published cases, primarily because recognition may
be of benefit to the patient by avoiding overaggressive treatment.

The odontogenic sarcomas remain largely unchanged in the new classification. These are well-defined
entities. The question of whether carcinosarcoma should be reinstated is difficult. It was removed from the
previous classification because there was insufficient immunohistochemical evidence of specific sarcoma
differentiation. Unfortunately, many high-grade sarcomas have no differentiation to detect. Recent
publications have provided some better evidence and the entity has been reinstated, largely on the grounds
that it should probably have not been removed in the last classification. However, diagnosis needs to be based
on strict criteria and the question of how ameloblastic fibrosarcomas with epithelial atypia should be
classified is unresolved.
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Professor Paul M Speight

Paul Speight is Professor in Oral and Maxillofacial Pathology at the School of Clinical Dentistry,
University of Shefheld. He is a diagnostic pathologist with special expertise in head and neck

cancer and salivary gland tumours.

He is a Past-President of the British Society for Oral and Maxillofacial Pathology, the International
Association of Oral Pathologists and of the British Society for Oral and Dental Research. From
2003 to 2008 he was Editor-in-Chief of Archives of Oral Biology and he sits on 5 Editorial
Boards. He has served on numerous national and international committees including for IADR,
REF2014, NIHR, and Health Education England. He is current Chair of the Scottish Dental
Academic Board, and of the Research Committee and the Awards Committee at the Faculty of
Dental Surgery, RCS Eng.

His main research interests are in the field of oral cancer, including biomarkers and studies to
evaluate early detection and screening in primary care. He has received a number of awards
including a Distinguished Scientist Award from the International Association for Dental Research
(2008), Award for Outstanding Leadership, Achievement and Dedication (American Academy of
Oral and Maxillofacial Pathology, 2008), Senate Award for Excellence in Leadership (University of
Shefhield, 2012) and the David L Turpin Award for Evidence-based Research (American Journal of
Orthodontics and Dentofacial Orthopedics, 2015). He has published over 220 original research
papers as well as a number of books and book chapters.
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Unit of Oral & Maxillofacial Pathology, School of Clinical
Dentistry, University of Sheffield

In the classification of odontogenic tumours and cysts there has been continuing uncertainty about the true
nature of some of the lesions, for example if are hamartomas, neoplasms or “developmental”. There is also
uncertainty about terminology with imprecise definitions and poor use of terms. In particular, the word
tumour is poorly defined, used by some to denote merely a swelling, but by most to mean a neoplasm.
Conversely the term “cyst” has been used to imply a non-neoplastic or developmental lesion, with no regard
for the fact that neoplasms may also be cystic. This confusion has been exemplified by the debate around the
name for the odontogenic keratocyst (OKC). In 2005 this was changed to keratocystic odontogenic tumour
(KCOT) to indicate that the lesion is a neoplasm. This has important implications for management as well
as for the wellbeing of the patient. The evidence for OKC being a neoplasm is still debated and the major
finding of a PTCH gene mutation, while suggestive, is not sufficient evidence in itself to designate all OKCs
as neoplasms. The new WHO concensus group has reverted to the name OKC on the basis that KCOT is
not widely accepted and that at present there is insufficient evidence to justify a name change that implies a
neoplasm.

There are similar debates about other lesions including the true nature of the glandular odontogenic cyst,
calcifying cystic odontogenic tumour (CCOT) and adenomatoid odontogenic tumour (AOT). In the 2005
classification calcifying odontogenic cyst (COC) was replaced by CCOT, and at the same time the “solid”
variant of COC was properly recognized as a neoplasm and renamed dentinogenic ghost cell tumour. The
intention was also to redefine the COC as a neoplasm by using the term “tumour” in CCOT. However the
evidence for CCOT being a neoplasm is weak: the lesion is usually a simple cyst, rarely recurs and is often
associated with an odontome. It is felt therefore that the term COC should remain. Clearly more research
is needed and the use of increasingly advanced molecular techniques may bring further clarity to the true
nature of these lesions. For future classifications we need to address the debate around the relationship
between glandular odontogenic cyst and mucoepidermoid carcinoma, and to learn more about AOT, which
some believe may be a simple “cyst” or a hamartoma. The true nature of unicystic ameloblastoma is also
causing concern, particularly with regard to its behaviour and appropriate management. There is a close
similarity between COC and simple unicystic ameloblastoma in terms of both behaviour and histology, and

these lesions may be related.
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Case/Slide Seminer: Odontogenic Tumor 1

Chair : Prof. Edward Odell (Kings College London / Guy's and St Thomas's
Hospitals NHS Foundation Trust)

Dr. Jun Cheng (Division of Oral Pathology!| Niigata University Graduate
School of Medical and Dental Sciences)




52

C1-1 EGIAREY SRS 1

bR LRI T

Submucosal tumor of maxillary gingiva

WA BT OIRE B, WH O EETL b A, B2
A R

Hotaka Kawai'’?, Soichiro Fushimi', Machiko Hotta', Keisuke Nakano?,
Hitoshi Nagatsuka’ and Yoji Wani'

YRR B, R PR TR

PR R AR B R AR A Fe R s A 45 B

! Himeji Red Cross Hospital, Department of Pathology

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

DiEsl] 74 - J3tk

(F PR At ]

1 70 I 2 & A5 B0 b SECR ol A VTR & Ak U, TSV ) Sk A N 2 R R R B L 7o BRI ROV
o7z 2, KE S15mmOBIERONER 2 7720 BEHT R TIEHEHRIIEED Sk h o 72,
LI YIBRD T DNz,

(AR R

REIR I TR XA DN b OO, JEE ORI TFH TH o 720 HIH T T ISBFRR 2 3ok
PR 2 380720 HIMRPHILIR I A SN ko 72,

€T

FEBF I TTPERGIE bRz & DRt 7 <, BANDEE D 2o 720 WM EEOKZ L, £<
DEFTHIRD L <iF ¥ — MRICHIH L, WigTIEIRDAORIEZ R LRE L Tz, ZRIROEZ A$
L, AKBMTHEHUOBAMIEL &IN TV, —iTl, dfkifER, WIbERGZ 0, =5 X
W LR AR D B A3 S 7z

(BrETSH] RPLRRRZ T 12DV o

A gingival region tumor of 74-year-old male. Submucosal tumor of the right maxillary molar area was
noted. The tumor was 15 mm in diameter and its mucosal surface was smooth. Total tumor excision was
performed. On cut surface the tumor was white-colored and well-demarcated without hemorrhage nor
necrosis. Tumor was solid and composed of basophilic cells. Most tumor cells were columnar-shaped or
round cells. Some cells were with clear cytoplasm and bizarre nuclei. In the periphery of the tumor,

ameloblastoma-like structure was seen.
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A tumor of maxilla

Chanbora Chea', Toshinori Ando ', Hisako Furusho ', Mutsumi Miyauchi !
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" Department of Oral and Maxillofacial Pathobiology, Institute of Biomedical and Health Sciences, Hiroshima
University

? Department of Molecular Oral Medicine and Maxillofacial Surgery, Institute of Biomedical and Health
Sciences, Hiroshima University

? Oral and Maxillofacial Surgery, Hiroshima University Hospital

* Center of Oral Clinical Examination, Hiroshima University Hospital

A 74-year-old female who complained swelling of right maxilla was referred to our hospital. Intraoral
examination showed that a Intraoral examination showed that a 45x30mm-sized elastic hard painless tumor
mass covered by normal mucosa, located in the region from right upper first premolar to the maxillary
tuberosity. CT scan revealed a tumor mass with heterogencous enhancement from the right maxillary
alveolar area into the maxillary sinus. In the posterior region, the tumor invaded into pterygopalatine fossa
with bone destruction of pterygoid plate.

Biopsy specimen revealed that the tumor consisted of round or short spindle cells with clear cytoplasm
containing glycogen granules. Mitotic activity and cellular atypism were not prominent. Ki-67 labeling
index was low. Although a definitive diagnosis could not be decided, low grade malignant odontogenic
epithelial tumor was highly suspected. Hemimaxillectomy was done. The tumor was relatively well-
demarcated but invaded into the surrounding tissues. It was composed of diffusely distributed spindle cells
and clusters of round cells with eosinophilic/clear cytoplasm. Although cellular atypism was scant, scattered
mitotic figures were seen. Ki-67 labeling index varied by location in tumor. There is no evidence of
recurrence and metastasis after 1 year of operation.

Consideration: histopathological diagnosis

7075 LR

53



C1-3 REGIIREY ERIEEE 1

A huge expansile lesion of the right mandible

Jae-1l Lee, Kyu-Young Oh, Hye-Jung Yoon, Seong-Doo Hong

Department of Oral Pathology, School of Dentistry, Seoul National University, Seoul, Republic of Korea

A 52-year-old male presented with massive swelling on the right mandible, lasting two years (Figure 1). The
patient had no pain, but complained of sporadic bleeding in the right mandibular posterior gingiva. His
past medical history was unremarkable.

A panoramic radiograph (Figure 2) and computed tomography (Figure

3) demonstrated a huge enhancing mass destructing the right

mandibular body and ramus. Some foci of high attenuation, suggestive

of calcification, were observed within the lesion.

Incisional biopsy was done, and, subsequently, the patient underwent

partial mandibulectomy with neck dissection.

Figure 1

Figure 3 Figure 2
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Case/Slide Seminer: Odontogenic Tumor 2

Chair : Prof. Rosnah Binti Zain (Oral Cancer Research and Coordinating
Centre & Department of Oral and Maxillofacial Clinical Sciences, Faculty of

Dentistry, University of Malaya)
Dr. Kei Sakamoto (Department of Oral Pathology, Graduate School of
Medical and Dental Sciences, Tokyo Dental and Medical University)
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Fibrous dysplasia & Oz 2 L 7250 1 5

A case report of odontogenic tumor simulating fibrous dysplasia
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A 54-year-old man with right mandibular pain presented and CT showed osteolytic-expanded mass in right
mandible. Biopsy showed proliferation of bone trabeculae and fibrous tissue. The initial diagnosis was
fibrous dysplasia. One month later, tumor re-grew and expanded time-dependently. Enucleation and
subsequent mandibulectomy were performed. Histologically both showed scattered clear cell clusters with
diffuse sclerotic fibrous background and bone formation with / without osteoblast rimming. The clear cells
were immunohistochemically positive for cytokeratin 14 and 19.

Consideration: histopathological diagnosis.
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Tumor of the left maxilla : case report
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The patient is a 44 year-old Japanese male, who noticed swelling in the left maxilla 3 years before. Biopsy
suggested malignant tumor, and partial maxillectomy was performed.

The tumor was 30x25mm in diameter, involving the maxilla and the maxillary sinus. On cut surface, the
tumor was white solid with areas of cystic changes and hemorrhage. Histologically, the lesion was mainly
composed of basaloid cells with round nuclei and scant, clear cytoplasm. Admixtures of isolated necrotic
components with ghost cells were prominent. Osteoid matrix and calcification were also observed. The

tumor infiltrated to the surrounding tissue with bone resorption.
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A tumor of the maxilla
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A 35-year-old male patient had noticed swelling of the maxillary gingiva. Clinical examination revealed an
odontogenic cyst, mass in the part extended from the left maxilla anterior teeth to the first molar. The tooth
was extracted, and the mass was enucleated surgically. Histologically, the tumor was composed of an
exophytic lesion comprised of thickened, papillary squamous epithelium and also an endophytic growth of

well differentiated squamous epithelium with cytologic atypia and mitotic activity.
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Luncheon Lecture A

Chair : Prof. Hatsuhiko Maeda (Department of Oral Pathology, School of Dentistry,
Aichi Gakuin University)
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Porphyromonas gingivalis {Z3%}9" 2 b Hi AR A o B AR 194G HI 1
New Clinical Value of Measurement of Antibody Level against
Porphyromonas gingivalis
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-New clinical indicators for systemic-oral link on periodontal
treatment -
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A goal of Japanese dentistry has been achieved by increasing of caries free people in childhood and “8020
people who have more than 20 own teeth at age 80. Now, the goal of Japanese dentistry is shifting that
dental care contributes actively to healthy and long life. According to this movement, required quality of
dentistry is changing to “control of infection and inflammation” and “maintenance or reconstruction of oral
functions”. Majority of oral diseases are chronic bacterial infection and chronic inflammation is induced in
the hosts (patients). Chronic periodontitis is representative oral infectious diseases and is related to various
systemic diseases.

There are many examinations of each tooth and periodontal tissue for periodontal treatment. However, there
is no examination to measure the total influence of periodontitis to whole body. New examination to
evaluate whole intensity of periodontitis is required for further collaboration between medical and dental
care. We should re-evaluate periodontitis from the aspects of “infection”, “inflammation” and “functional
disturbance”. Examination of serum IgG antibody against Porphyromonas gingivalis is clinically valuable
for deep understanding of periodontal and systemic infection, and for further medical and dental

collaborations.
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Institute of Biomedical and Health Sciences, Hiroshima University)
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Basics and recent topics of genome editing technology

Genome editing with customizable site-specific nucleases, such as zinc-finger nuclease (ZFN), transcription
activator-like effector nucleases (TALENS) and clustered regularly-interspaced short palindromic repeats
(CRISPR)/Cas9, is rapidly becoming a staple method in cell, plant and animal research. In particular, rapid
and simple multiple gene knockout using CRISPR/Cas9 has had a great impact. Additionally, new
technology such as chromatin imaging derived from genome editing has also gained considerable attention.
In my presentation, I will introduce recent research related to genome editing in mammals and discuss the
possibility of new technologies in the life sciences. Additionally, I will talk about our system for genome
editing such as the Platinum Gate TALEN system for constructing highly-active TALENs (Sakuma et al.,
2013), the Multiplex CRISPR/Cas 9 Assembly System for creating all-in-one CRISPR/Cas 9 vector enabling
highly-efficient multiplex genome editing in cells and animals (Sakuma et al., 2014), and the PITCh (Precise
Integration into Target Chromosome) system, which facilitates convenient gene knock-in in cultured cells
and organisms (Nakade et al., 2014; Sakuma et al., 2016). We believe that these methods will provide
technical and practical contributions to a wide range of researchers interested in TALEN- or CRISPR/Cas 9 -
based genome editing in a variety of cells and organisms.

[References]
MME]-assisted gene knock-in using TALENs and CRISPR-Cas 9 with the PITCh systems. Sakuma T,
Nakade S, Sakane Y, Suzuki KT and Yamamoto T. Nature Protocols, 11, 118-133, 2016

Multiplex genome engineering in human cells using all-in-one CRISPR/Cas 9 vector system. Sakuma T,
Nishikawa A, Kume S, Chayama K and Yamamoto T. Scientific Reports, 4 : 5400, 2014

Microhomology-mediated end-joining-dependent integration of donor DNA in cells and animals using
TALENSs and CRISPR/Cas 9 . Nakade S, Tsubota T, Sakane Y, Kume S, Sakamoto N, Obara M, Daimon T,
Sezutsu H, Yamamoto T, Sakuma T and Suzuki K. Nature Communications, 5 : 5560, 2014

Repeating pattern of non-RVD variations in DNA-binding modules enhances TALEN activity. Sakuma T,

Ochiai H, Kaneko T, Mashimo T, Tokumasu D, Sakane Y, Suzuki K, Miyamoto T, Sakamoto N, Matsuura S
and Yamamoto T. Scientific Reports, 3: 3379, 2013
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Case/Slide Seminer: Odontogenic Tumor 3

Chair : Prof. John Wright (Diagnostic Sciences, TAMU Baylor College of Dentistry)
Prof. Akio Tanaka (Department of Oral Pathology, Osaka Dental University)
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A case of maxilla tumor
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A 39-year-old male felt strange without pain in his right upper premolar lesion from 1 year ago. CT
revealed cystic lesion in the periapical bone of the anterior maxilla from right first incisor to right first
premolar. Knife cut-formed resorption of the roots was observed in adjacent teeth. Histologically, resected
tumor consisted of a fibrous stroma with small and cord-like islands of polyhedral epithelial cells lacking
cellular atypism. Eosinophilic material was observed in a fibrous connective tissue stroma, and the material
was positively stained with Congo red. Calcification was not observed in this tumor.
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A case of mandibular tumor in 7-year-old child
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A 7-year-old Japanese boy was referred to our hospital with a well-defined radiolucency lesion in his left
mandible. There was no visible swelling and expansion, and radiography revealed the lesion expanded to the
mesiodistal side, resulting in displacement of the inferior alveolar canal and second molars. Histological
findings showed that the tumor consisted of proliferating strands and clumps of odontogenic epithelium
lying in mesenchymal tissue resemble dental papilla. In addition, poorly formed dysplastic dentine matrix

appeared in a fraction of the tumor.

7075 LR

69



70

EEURE  EEIES 3

KRMELT =) A& RN TR H)

Clinically, suspicious of congenital epulis
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An eight-month infant was admitted with a complaint of a mass, first noticed at birth, originated from the
anterior mandible. Clinically, the mass revealed the redness and pedunculated. Histologically, the round or
oval cells and short-spindle cells showed in the connective tissue, and odontogenic epithelial nodules were
also seen. Immunohistochemical staining revealed that odontogenic epithelium was positive for CK19. The
cells of connective tissue were strongly positive for vimentin, but not for S-100P, NSE, GFAP and o -SMA.
Recurrence was observed three months after the resection. Finally, complete resection of the mass with
permanent tooth germ was performed.
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iWE 3]
A cyst of the maxilla

Al L', &1 #HEES, R OFS, TR BT, kK M—RR2
HE "

Motohiko Nagayamal, Hiroyasu Kaneko ?, Juna Nakao ', Michiko Ehara’,
Shinichiro Sumitomo” and Jun-ichi Tanuma'

VR H KSR A, IR B

PEH KSR, B IR AR 0

! Department of Oral Pathology, Asahi University School of Dentistry

? Department of Oral and Maxillofacial Surgery, Asahi University School of Dentistry

SEB ¢ 30iAt, HE

BRR AR 0 20XXAE 5 HEIC W O W PEER 2 B L, APEMEBEE R FH O EAN R 2 235 L7z B3k
D FORGIE B A AT IR I0mmAEE DR R W ER A L7z 7o 2, R I3y 7 AMERR
LWNCZCTTIE, Al BFEE ISR % £ O BE IR 2 Btk v 7 AME R %2 RO 72205, JEP Ok
TR T dh o 720 SHE NI OEIRZE T TR A 2517 2 1z,

A A W I212 X 8 mmOFENL T, HIERMEWEEEEZ A L T,

RS PT L - SRR RE LI RHEEARS AR & R LA O, M Z - Tz 2% BRI A3
WT—FAERIRIIEIE L7z P ST %2 & L) g P BT, WIERZERE IZIE— B O A S AT
Mz B 720 F72—ITIEMECUHBRVEMIBE 2 43 2 MI87217 T4 <, PASKETE DKM )22
NalWEd 5\ IZHRE BRI E b 3RO 72,

TR LR SR T, 23 REIECKL9, pa3likhitkz R L, Ki-6713Fntk=RA4M%A - 72 (MIB-1 index
<5%)o

MRET I © BRSO RS

A 30s-year-old man had a chief complain of a painless swelling of the left maxillary gingiva. Intraoral and
radiographic examination showed the swelling (10mm) was located at the bucco-gingival region and a well-
defined, unilocular radiolucency. Cyst enucleation was carried out under the diagnosis of a jaw cyst.
Histopathologically, the cyst lining epithelium showed non-keratinized stratified epithelium composed of
columnar to cuboidal shaped with eosinophillic cytoplasm, PAS-positive mucous or clear cells, microcystic
or duct-like structure and spherical rete-ridges.

Immunohistochemistry was positive for CK19, p53 and Ki67 (MIB-1 index < 5%).

Discussion: Histopathological diagnosis
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A cystic lesion of mandibular bone
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BiE #1] 51, 531k

(Y SES)

R % Zp R, PHAMERRICERE LIRS, BEGECTREPIRREEZ 2B L. Wik, H
Wi EREICE DN TEB Y, BEIROON o7 2N I3y 7 AMBETIZ AR 2 /0
FIt & 55 1 KE#OMRER % &L H M OB AR 72 Z 8 R H Sz Tl O BEIRZ W2 TR A3 hiA T
SNz,

(o5 BRARL R b ]

FENORE I IRHEVERS AL &L 0 220, 3808 EEOGIRMALE R R T LR X 7213 2 HIMB LR Th - 720 Flw b
KFEREIZE, ZBORHEMEsA LD SR, EREOEEL T2 E A Tidz2iafl U 7z #lid i i Th
1S MR RS b Bl S 7.

(e F ] R BRI S

A 51 year-old male was referred to a hospital because of a cystic lesion in right sided mandibular molar area.
Panoramic X-ray examination showed a well-demarcated unilocular radiolucency enclosing roots of the
second premolar and the first molar. Histopathologically, the cyst wall consisted of fibrous connective
tissue. The inner surface of the wall was lined by nonkeratinized squamous epithelium or pseucostratified
ciliated epithelium. In the surface layer of the lining epithelium, numerous mucous cells were seen.
Intraepithelial gland-like structures, which lined by mucous cells, and vacuolated cells were observed in the
thickened epithelial lining.
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Precursor IL-1 a DIL-8%) i %& 1% 1k

Precursor IL-1 ¢ induced IL-8 secretion

e KW, AR FREE O RW OEE
Daisuke Omagari, Takahiro Gojoubori and Masatake Asano

H AR KPR A5, 8 BEA2 g e
Department of Pathology, Nihon University, School of Dentistory

(H9] IL-1 3R BAPMIC ER R 2 R RIEET A YA 2 Th b, b d ENEMIRE
TRV YNEIGENF 2 e LTRESNTBY, SRAEWEEZFHOZ EAHS5NTW S, IL-1IZ
EIL-1a EIL-1 82 Y, IL-1aldprecursor form (pIL-1a) & L CHENIN CREA S N7z, BEASE AV
AT O T T =8 VS I K ) NSRRI AN & fumature IL-1a (mIL-1a) & 7% %,
mIL-1 o ZMRLAMZ 7MW S I ThE~ 2 Bk RE A 58889 % —75, pIL-1a (dintrakine& d IFIEN, BN THLOE
{2 F3BlDtranscriptional % controliZ B 5- 9 % o AWFZETIE, [L-1a ZiE5EB S ¥ % 2 & Tintrakine& L
TOpIL-1 a PMUDOBIZFFBLEFRICED L) B2 5.2 5 % E Lz,

[758:] e b rFeEguEdekiikHeLads X O TP MEARHSC3% 35mm dishiZ5 x 105 cell/mI##HHE L 72,
full length IL-1 & % expression vector pcDNAIZsubcloning L TpcDNA-IL-1 @ Z1EM L, transfection!Z
W7z, Transectionf%, IL-1a Zuffil5EH S ¢ 78 (IL-1a transfectant) & controlfFOF;FE i 3 X UHi
IR & L 720 MRV R R OV RS 28 BB OIL-1 a & IL-80 i B IXELISAE S Tl E L 7z, 1L-8
mRNAZEH (dreal-time PCRIZ&E D, 72, IL-8EfEF DIRE L~V TOFEBLHREIIZ D Tldluciferase
assaylZ & D HRES L 720

[#R] IL-1a transfectantld 3528 LiE B L M E R T IS SREOIL-1a 2 BEE L7, $I0-1a
transfectant C (& control A IZHHK L TH EIZIL-8#E A A3 50 S T 72, real-time PCR & luciferase assay®
FRED, ZOMBIEE LNV THEEIN TS Z EDH - 720 pIL-1 a idintrakine& L TIL-85EH D
FZ BG4 2 W RETEAVRIR E 7o

IL-1a is an inflammatory cytokine with multiple functions. The precursor form of IL-1a (pIL-1a) is
processed by Ca2+-dependent proteinase and secreted as mature IL-1 . PIL-1a localizes in the nucleus
and contribute to the induction of some genes. The present study attempted to examine the effect of pIL-
la on the expression and secretion of IL-8. The full length IL-1a cDNA was inserted to pcDNA. This
construct was transfected to HSC3 or Hela along with the empty vector as a control. As results, pIL-1a
transfectant significantly augmented IL-8 secretion. The results indicated that pIL-1 a might control IL-8
expression in a transcriptional level.
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1) bl A R 1= b B9 DRI Fe s i 12 33 1) % Galectin-1768UI DWW T
The Galectin-1 expression at the tumor invasion front of oral gingival squamous
cell carcinoma.

YH wa, R B, OBRDE OPME, tha SR, B3 B
Yuri Noda, Sunao Sato, Katsutoshi Hirose, Miki Sharyo and Satoru Toyosawa

RBREEREBEHR AW ZERE, TR BLAE R
Depertment of Oral Pathology, Institute of Graduate of School of Dentistry, Osaka University

[HM] Galectin-1 (Gall) 1dbeta-galactosidelZ#i 53 2B L 7 F ¥ Th %o JEHR HPHHLEL TI3Gall®
R, BECERICHEG T4 L3N, BEOREERT CGall2EE I 5 2 Ll I hTwab,
WAE, Gall 2SRk IC B v € Rz iR (EMT) 2% 6 2 ey shiz, 22T, 4
i, TR ERREICBWTH, ORI BT 5 Gall B 2SR L3 OEM TR #5812 )
ETOTE LWL EZT, FUERE FERE OB & Mk E v TORE 217> 720 MR - k]
KB 27 B 27 0 Bt e s B CER I S L7 Ji - B B2 S AL RR AR A6 94 191 L2 k) L T Gall & Vimentin (Vim) (243
Pk E v C S mGERA 2 1T L72. Gall L VImOFH L Nvid, JEHEEKICB T 2 Gall & Vimbs
HPHZ, 1 FHHEPHD10%LLT, 2 11%5550%, 3 :51%Lh & 3BREICEME L, REEumficBiT s
Gall £ VimDZEBLO A M2 57l L T, €N ENERBEAREF & OBEEICOWTHREF L7z, 72, 1
JPe i - Bz R R ARHSC-3% H\WC, BMBHEIE T v A 24T o720, KIZ, HSC3% 25— 7 IVIcT=
KockE L, Gall3BEEMTOMMR % M3 4729, Gall, E-cadherin, VimlZx}3 AHufk% v 72589
R 2 1T L7z (R L ELE] R¥LEEORBEEMmMBOEERE CGall L VimO I 2 8o 72,
VimiZGall EHE L THIL TH Y, MEHDFHEIL NV ORI & EELmT TOR M, &=’ &R
&R L7z HSC-3% W8I RE T v £ A4 TlE, FEMEOMBEILHEIHE CGalloF I L, VimFsH &
E-cadherin® @552 51, EMTAHREZ 5 TWAB Z EARMEN: o ZRICHRFERTIZ, 25—
YOV L 72BN ICGallo g3 &, VImBEHFED 5, EMTAWEZ 5 Twb 2 LATRBE L
720 LD S, TR LR OB e ic BT 2 Gall BB EHEOEMT 255 L, #RICHE5T5
AR AR S 7z,

Galectin-1(Gall) is the beta-galactoside-binding lectin. It is reported that Gall increases at the invasion
front (IF) during metastasis. However, the role of Gall at the IF is uncertain. We investigated Gall and
Vimentin expression at the IF in gingival squamous cell carcinoma (GSCC) tissues and human oral SCC
cell line (HSC-3) using dual immunohistochemistry, immunofluorescence, wound healing assay and
3-dimentional collagen gel culture. Our results revealed that Gall expression in GSCC tissues and HSC-3
was concentrated at the IF and Gall was expressed in tumor cells undergoing EMT. Our findings suggest

that Gall contributes to the EMT of the IE
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PP ~F E R I HR R 25 la k] @ (oral squamous cell carcinoma:
OSCC) LPS kD@ IZBd 5 i %E
LPS responsiveness of OSCC-derived cell lines

K REE, Rl O KES, kg H—°, B O EED°
Mariko Ohtsu ', Daisuke Omagariz’a, Shuichi Sato*'> and Masatake Asano?’?

VHARKE KSR, oI ZE R sk O R 45587

PHARKEERE R

S H AR A B A RS A R I ZE T A AR B B Y

AR SR A A 4 Tl

O H AR K A B A AR A B 2 I SR T 1 BE S i R R R R

! Division of Applied Oral Sciences, Nihon University Graduate School of Dentistry

? Department of Pathology, Nikon University School of Dentistry

? Division of Immunology and Pathology, Nihon University School of Dentistry

! Department of Periodontology, Nibon University School of Dentistry

’ Division of Advanced Dental Treatment, Dental Research Center, Nihon University School of Dentistry

[H)

Pathogen-associated molecular patterns (PAMPs: JiiJEAK B85 F-78 % — ) X Toll-like receptor (TLR) 3
BEREZ N LT A DORIENY A DAL OEEEFET 2, LAEPAMDPs 95, 7 F ABHEREIC
HI%%9 % Lipopolysaccharide (LPS) (27 H L, LPS »3 0T Fzafliatk (OSCC) 123w IL-8 jiE
HRIZED XD B v 5.2 B Et L7z,

[# %k X O]

OSCC & LT HSC3 BLU Ca9-22 # H\w/zo IL-8 ¥ )7 5 EIE ELISABEICEDVMlE L. F72
LPS o4&k THAH TLR 2, TLR4 & HIZZDTFRMICHFRET S MyD88 ® % ¥ /3 7 B EBIZ O W Tk
Western blot #: % i\ THET L 720 MINBORIIIE P gingivalis Hi2k LPS, Flagellin, Poly (I:C) % w7z,
7ar 7V —AOMEAICIE MG132 2 vz,

CEE FSPROES 29

LPS F#Z & % IL-8 pEEFHEIZDOWT Ca9-22 BL UM HSC3 Z# HHWTHIKL7A-& 2 A, Ca9-22 Tld LPS
FISVEDRZHE LMo 720 22T, LPS OZHKRTH S TLR 2, TLR4 BL OV 7 F IWMEZEICHHED
MyD88 @ % Y X7 HEEBUIOWTHEK L72L 25, Ca%-22 IZBWTIEINSFDFEBL%E Western blot
WCEDVRIMTE R D570 MyD88 IZDWTEHIZ, FuF 7Y —AMEH MGI32 x TR Lz E
25, Ca9-22 TlEx ¥ FF fbEih/: MyD88 % > /37 HAskrih S iz,

C=F|

Ca9-22 IZBVWTIZZEFF —7 a7 7Y — AEEFEFIIEL TBY, &R LTTLR2, TLR4
B IV MyD88 D% > /3 7 BB FEIZHIH] S T B W REMEAVRIZ S 7z,

Lipopolysaccharide (LPS), a component of outer membrane of Gram negative bacteria belongs to PAMPs.
LPS reactivity of OSCC, Ca9-22 and HSC3, was compared. In contrast to HSC3, Ca9-22 showed markedly
reduced response. Western blot analysis revealed significantly reduced expression of TLR2, TLR4 and
MyD88 in Ca9-22. Addition of MG132, a proteasome inhibitor, resulted in the detection of ubiquitinated-
MyD88 in Ca9-22. Ubiquitin-proteasome system might be in a hyper activated state in Ca9-22.
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Genome-wide Methylation Analysis in Oral Epithelial cells by Arecoline

Bhoj Raj Adhikari ! Koki Yoshida ', Osamu Uehara?, Tetsuro Morikawa , Fumiya Harada !
Takatoshi Chujo ', Rie Takai®, Jun Sato ', Michiko Nishimura' and Yoshihiro Abiko'

! Division of Oral Medicine and Pathology, Health Sciences University of Hokkaido
? Division of Dis Control Mol Epidemiol, Health Sciences University of Hokkaido
? The Research Institute of Personalized Health Sciences, Health Sciences University of Hokkaido

Objectives: DNA methylation is the most intensively studied epigenetic phenomenon. The disturbances of
methylation state result in changes in gene transcription, playing an important role in biological behaviors
of oral cancer. The habit of betel quid chewing is associated with oral squamous cell carcinoma and pre-
malignancies. One of the major components in the betel quid is Arecoline. We examined genome-wide
analysis of DNA methylation in human gingival epithelial cells (HGEP) stimulated with Arecoline.

Methods: HGEP were cultured and repeated, alternating 3 days with Arecoline (50 ug/ml) and 3 days
without Arecoline for 1 month. DNA was analyzed by Human CpG Island Microarray (Agilent
technology). A global analysis of mRNA expression was carried out using DNA microarray (human
SurePrint G3 Human GE Microarray) and bisulfite treated DNAs were analyzed by quantitative
Methylation Specific PCR to confirm the reproducibility of the Microarray data. Expression of mRNA
expression was analyzed by qRT-PCR. Results were compared by Mann-Whitney U test.

Results: There were 8636 and 7392 2X hyper and hypomethylated genes respectively. We found 77 genes
with decreased expression of their mRNA. The hypermethylated sites of 69 out of 77 genes are located up
to -1000. Among these genes, TFAP2A, IREB2, BCL2L11, SPON3, IKBKB, HNRNPH3, DUSP4 and
ASRGLLI were 8 significant genes in the hypermethylation. The hypermethylation of these genes affected
their transcriptional levels.

Conclusion: These results indicate that DNA hypermethylation may be involved in transformation-related
genes, thereby resulting in their decreased expression in oral epithelial cells stimulated with Arecoline.
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7 V) Y ORI & 2 MMP-9DFEH L5
Upregulated expression of MMP-9 in gingival epithelial cells induced by
prolonged stimulation with arecoline

FN ', A §A°, BhojRaji Adhikari', JEH SCW, wE OB
SHH A, R OB MR T O Y ®E EEG!

Tetsuro Morikawa', Osamu Uehara?, Bhoj Raj Adhikari ! Fumiya Harada',
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Yoshihiro Abiko'

VAR PRI A A TE R, A IRBRRE - RTEARR IR e B

B AR B, IR - BRAE TS R PR AR 0

AL PR PR, AR R R AR SR T

LR AR, B AR

! Division of Oral Medicine and Pathology, School of Dentistry, Health Sciences University of Hokkaido

? Division of Disease Control and Molecular Epidemiology, School of Dentistry, Health Sciences University of
Hokkaido

? The Research Institute of Personalized Health Sciences, Health Sciences University of Hokkaido

4Depzlrtment of Pathology, Tsurumi University School of Dental Medicine

(Hmw]

M7 Y7, W7 Y 7I281)%Betel quid (betel leaf,areca nut® ¥, #HAJIK & tobacco) % METrEHHEIL,
FERADER E L TEEHIN TS, Betel quid 25MTERAZ G I TH7 & LT, areca nut& iH
HIKDEIEEI T BT L a) ¥ DD AN L SIEERIEH D ® 1T 5N TW 2052 ORI O W TEAY]
Thbo AL, 7TLVa) YIZXBEDPAEHORT 2 YT 572012, & b A bR 7R
(HGEP) 127V ay vz EHHE L, MMP-ODFER % T L 72,

(5]

HGEPZEpithelial Culture Medium{ZArecoline hydrobromide (7 L 21 ) 50 u g/mlifhnas & ORI
Z3HBBIHYEL, 17 HMEEEEZT -7 a2 PH—VICE@BHKEZTMLb DRz, Th
ZNRNAZHIH L72#%, SurePrint G3 Human GE Microarray 8x60K v21Z CHEFEN BTN 217\, 7
BNT2T =7 OFRID EANE L RO HNIZMMP-ICHH L, €OFRIOFIHME:E MMP-912 B3
HMMP-2, TIMP-1, TIMP-2DFHIZDWTH N L7zc 72, NF-kB/IkB inhibitor, MAPK kinase
inhibitor, p38 MAP kinase inhibitor, STAT3 inhibitorZ H\»"CTMMP-9& Zh 2 & OB % #af L7z,
(#45R]

18H H £30H HOMMPs & TIMPsD F B O 3 %2 & @RT-PCRICTHE L7z& 25, MMP-9, TIMP-
1, TIMP-2I25F 2 mRNADZEIL L3R SNk Do 7255, MMP-9mRNADFEHL A3 HER S 7z,
FTRTOAERET L) VRIS & 2 MMP-9D 5B % #i L 72,

€5

Betel quid % it FHHEIZ & 2 MMP-9DFEBL E A X TTEDS A DFEERT OB TH 5 2 L HVRIR S 1,
NF-kB/IkB, MAPK kinase, p38 MAP kinase, STAT3IZMMP-9DFEHDO—FRIZEH-L T2,

The present study examined whether MMP-9 was involved in Arecoline induced carcinogenesis. The
culture of HGEP was repeated, alternating 3 days with Arecoline and 3 days without Arecoline for 1
month. We found an upregulated expression level of MMP-9 were significantly higher than in the control.
To investigate the cellular pathway, we used NF-kB/IkB, MAPK kinase, p38 MAP kinase, STAT3. All
inhibitor decreased the upregulated expression of MMP-9 induced by stimulation with arecoline. The
activated MMP-9 may be involved in an initial stage of the transformation oral cancer and pre-cancerous

lesions induced by betel quid chewing.
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BASH B R _F R R AE T ODKKSEE bR Bl o s
Effects of DKK3 overexpression in head and neck squamous cell carcinoma-

derived cells.

R o
Naoki Katase

MG BEREREE,  oF- AW er
Department of Molecular Biology, Kawasaki Medical School

[#353] SREE TN CEHIRR P L (HNSCC) (R0 23 BB (57 % Bk L, DKKS3 5t
2712 H L7zo DKK familyld 708y > 87z a— R L, fildOFELIZE D % Wnt signal Z #1325
%, DKK3IZZ OFRED 7% <, REMZEEBIIAHTH S —7, DKK3FH 4 DR THRIIPMET LT3
Z L2 HREIC (reduced expression in immortalized cells) & LThHISN, MWIHIEEFEEZEZL LN TW
bo LAL, BEHOINE TONETIEDKKIIIHNSCCORR LB & it 3 5 WL AVRIR S T
Wb o AFZETIZHNSCCHI AL TDKK35 | FE Bl 758 & iad L 720

UbBEE T3] BE & L CHSC-3#lfg % v 7o DKK3RBLZ7 9 A3 F& I ¥ A7 av L, Mg
DY, B, HEENORBERE L7z, 72, DKK3M®HIZEBMILZ X — F< 7 AR FICBML,
T REN DB 2 Ha L7ze & 512, DKK3FEBIZALIZHE ) Wit signal~ D558 % western blotting (WB)
& TOP/FOP flash assay THRES L 720

[#5H] ARFEER TldcontroliZ K L TDKK3® # > /87 383, mRNAZKH, 5wz AZICHNSE5 2
LT & 720 DKK3MIZEBI MR, Msimm, REGk, EEREIESTHREICEMLZ, £/, X—-F<
7 ANORHTIE, DKK3@ | FEBAE TIEA B 4 A8 KL, ki-67 index?¥ &2 > 720 Wnt
signal ~ND B TIL, Wnt target gene Td bcyclin D1, c-myc® FEBIAH B IZHI L T 7225, Reporter
assay CIETCEF activityD¥MNEAD 513, WBTHAREICELT ST 7 FVERIETE Ld o7,

(5% & #4am] DKK3IZHNSCCIZ B\ Cid, Miflaongsn, BiE, ka2 Hmy 2 2 L5 <R sz,
DKK3ZFEBIEAZ L 1, cyclin D1, c-mycZ EOBAZFFHEBIAMT 525, Z1idWnt/ B -catenin/TCF &
SBIER OB 2N L72BIRTH L EEZ BN

DKK3 is believed to be tumor suppressor, because of its reduced expression in almost all kinds of
malignancies. However, the previous researches strongly suggest that DKK3 might exert oncogenic function
specifically in HNSCC. In the present research, DKK3 overexpression (DKK3-OE) model in HNSCC-
derived cell line was established, and its effects on malignant property of the cancer cells were investigated.
DKKS3 overexpression resulted in significantly increased invasion and migration, and DKK3-OE cells showed
significantly increased tumor growth both in in vivo and in vitro. However, these were not caused by Wnt/ §

-catenin pathway. Further investigation was needed to identify DKK3 pathway.
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FEIHIR miRNA-XE 788 B i oy - Dl il 2 4 L T e~ LB
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Tumor-suppressive miRNA regulates metastasis of oral squamous cell carcinoma
by targettng metastasis related molecule

WH RO, g Ot RRRY BT, SKE RESET, AH B4R
AR gL OER RZ' PR RDE?, BE RS, dull B
Ryoji Yoshida'*?, Hikaru Nakashima ', Yuichiro Matsuoka ', Junki Sakata ',
Hidetaka Arita', Masashi Nagata ', Akiyuki Hirosue ', Akimitsu Hiraki?,
Masanori Shinohara’ and Hideki Nakayama '

VREACK A G RHET SRS, R IR SVRL 5 B

P B R R} K 2 G B A B - PR E UE  SRR A AR A A I NG 955 2 53 B

S B N2 R B R P B

! Department of Oral and Maxillofacial surgery, Faculty of Life Sciences, Kumamoto University

? Section of Oral Onology, Department of Oral and Maxillofacial Surgery, Fukuoka Dental College
? Itoh Dent-Maxillofacial Hospital

Background: The progression of metastasis cascade is a multistep and complicated process, frequently
leading to a poor prognosis in cancer patients. Recently, growing evidence has indicated that deregulation
of microRNAs (miRNAs) contributes to tumor progression in oral squamous cell carcinoma (OSCC). The
purpose of this study was to investigate the functional significance of tumor-suppressive miRNA (TS-miR)
in cancer cells and to identify novel miRNA-mediated cancer pathways and responsible genes in OSCC
metastasis.

Methods: To identify miRNAs that regulate OSCC metastasis, we compared miRNA expression profiles
between a parent OSCC cell line and a highly metastatic clone. Gain-of-function studies using TS-miR
(miR-X) were performed to investigate cell proliferation, migration, invasion in two OSCC cell lines. The
effect of miR-X on metastatic ability was assessed by orthotopic animal models. To identify target genes of
miR-X, we utilised gene expression analysis and in silico database analysis. Loss-of-function assays were
performed to investigate the functional significance of miR-X target genes.

Results: The miR-X was downregulated in the highly metastatic clone. Overexpression of miR-X in OSCC
cell lines revealed significant inhibition of cancer cell migration and invasion. Moreover, miR-X
overexpressing OSCC cells showed decreased lymph nodes incidence in vivo. Gene expression data and in
silico analysis demonstrated that metastasis-related molecule (MRM) was candidate target of miR-X.
Silencing of MRM genes significantly inhibited cell migration and invasion in cancer cells.

Conclusions: miR-X has a tumor-suppressing role in metastasis in OSCC, suggesting miR-X as a potential
new diagnostic and therapeutic target for the treatment of OSCC.
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Our proposal of criteria for Ki-67, cytokeratin 13 and cytokeratin 17
immunohistochemistry in diagnosis of oral intraepithelial neoplasia (OIN)

M Bm, B AT, I R, bEWHONEZE, SHO%E, WH o R
Takahiro Yagyuu, Kumiko Aoki, Nobuhiro Yamakawa, Nobuhiro Ueda,
Mitsuhiko Imada and Tadaaki Kirita

BRI REIRS:, LIRS R 3k R
Department of Oral and Maxillofacial Surgery, Nara Medical University

Ki-67, cytokeratin 13 (CK13) and CK17 immunoreactivity have been addressed to be useful for
diagnosing oral intraepithelial neoplasia (OIN) in ‘General Rules for Clinical and Pathological Studies on
Oral Cancer (Japanese Society of Oral Oncology)’. However it does not contain the specific
immunohistochemical criteria. Therefore, we designed a scoring system and assessed the scoring
reproducibility and the diagnostic values.

Four pathologists graded epithelial dysplasia and immunoreactivity of 124 oral mucosal specimens.
Interobserver agreement was tested using the kappa coefficient. Logistic regression analysis was performed
to test the diagnostic value of different makers for high-grade dysplasia. Ki-67 immunoreactivity was scored
as follows: 0, sporadic positive cells in the second basal layer; 1, equivocal; or 2, positive cells localized
in the basal layer and/or in layers that are more superficial. CK13 was scored as follows: 0, strong
expression; 1, equivocal; or 2, no expression. CK17 was scored as follows: 0, no expression; 1,

equivocal; or 2, strong expression.

Low-grade and high-grade dysplasia were identified in 72 and 52 cases, respectively. Kappa values of Ki-
67, CK13, and CK17 expression were 0.78-0.80. Ki-67 and CK13 expression were associated with high-
grade dysplasia (P = 0.003 and 0.002, respectively), while CK17 was not (P = 0.33).

Our scoring system is substantially reproducible. Ki-67 and CK13 are independent markers for high-grade
dysplasia. Immunohistochemical criteria should be established immediately for the standardization of

pathological diagnosis of OIN. We believe that our proposal should be one of the candidates.
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Atypical Appearance of Basal Cells as a Prognostic Factor for Oral Epithelial
Dysplasia: A Morphometrical Study of 96 Cases
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Takeshi Okamura'?, Toshiyuki Izumo’, Hisao Yagishita4, Taisuke Mori’ and

Kei Sakamoto

VA FEENIS A v 7 —, BRI

PR ER RS, IR AR SRV R B

SR ER R R, IR AR DRSNS W R B

CHARWANR BB, BRHBR - DR RS R

CENLASAEGE R v & — e, R - R

CHUREE R R RSB, AR A ZERE IR 25 B

! Department of Oral Surgery, Saitama Cancer Center

? Department of Maxillofacial Surgery, Graduate School of Medical and Dental Sciences, Tokyo Medical and
Dental University

? Department of Diagnostic Oral Pathology, Graduate School of Medical and Dental Sciences, Tokyo Medical
and Dental University

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

* Department of Clinical Laboratory and Pathology, National Cancer Center Hospital

S Department of Oral Pathology, Graduate School of Medical and Dental Sciences, Tokyo Medical and Dental
University

[Objective] The aim of this study was to objectively assess the predictive value of the atypical appearance of
the basal layer of oral epithelial dysplasia (OED) for development into invasive carcinoma.

[Study Design] Ninety-six OED cases were examined. These cases were divided into two groups: 38 cases
that developed into invasive carcinoma and 58 cases that did not. Furthermore, 12 histopathological factors
were quantified morphometrically in each case and assessed by multivariate analysis.

[Results] The standard deviation of the length between the apical membrane of the basal cells and the
basement membrane was significantly associated with development of OED into invasive carcinoma.
[Conclusion] We provided novel, objective data which demonstrated that an atypical appearance, especially
the disordered arrangement of the basal cells representing loss of polarity, may be useful for predicting the

development of OED into invasive carcinoma of the tongue.
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Proteome profiling at the lateral interface of oral squamous cell
carcinoma/carcinoma in-situ

Tatsuya Abé ! Satoshi Maruyama ! Manabu Yamazaki’>, Hamzah Babkair *, Yoshimasa Sumita’,
Jun Cheng’ and Takashi Saku '’

" Oral Pathology Section, Department of Surgical Pathology, Niigata University Hospital
? Division of Oral Pathology, Niigata University Graduate School of Medical and Dental Sciences

Oral squamous cell carcinoma (SCC) and carcinoma in-situ (CIS) frequently form lateral interfaces against
normal or dysplastic epithelia (ND). At the interface where keratin (K) 17 positive (+) CIS/SCC cells are in
contact with K13+ ND cells, there may be “cell competition” between two different cell types. The aim of
this study was to examine protein expression profiles at the CIS/SCC-ND interface by proteome analysis.
Screening tissue sections, 112 lateral interfaces including 55 CISs and 57 SCCs were collected. The
interfaces were morphologically classified into three types: straight (47%), oblique (34%), and convex
(19%). At the interfaces, apoptotic bodies (60%) and hyaline bodies (36%) were also emphasized in CIS/
SCC sides. The results suggested that ND cells were rather winners of cell competition against CIS/SCC
cells.

Then, the four segments were separately laser-microdissected from tissue sections that had been
immunohistochemically stained for K13 or K17; the four segments included CIS/SCC away from (1) or
adjacent to (2) the interface, ND adjacent to (3) or away from (4) the interface. Approximately 4000 and
2800 proteins were identified from CIS/SCC and ND sides respectively. Gene ontology analyses on
identified proteins were carried out.

And then, we selected up to 24 proteins including ladinin-1, which were most specifically and contrastively
increased or decreased in CIS/SCC or ND sides, respectively. Their specific immunohistochemical/
immunofruorescent expressions were confirmed in tissue sections and cultered SCC cells. They may
characterize the cellular crosstalk at the lateral interface and would be candidates for pathological distinction

of oral malignancies.
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Analysis of PRMTS5 expression in oral cancer
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HIBEFRIRS, i B2l e for 459 B A0 M
Department of Integrative Pathology, Jichi Medical University

Protein arginine methyltransferases (PRMTs) mediate the methylation of a number of protein substrates of
arginine residues and serve critical functions in many cellular responses, including regeneration, cancer
development, progression, and aggressiveness. PRMT5, a member of type II arginine methyltransferase, is
frequently overexpressed in carcinomas of the lung, liver, pancreas, skin, breast, uterine cervix, etc. The
aberrant expression of PRMT5 modulates the activities of NF- kB or transcriptionally silence tumor
suppressor genes, such as p53, E2F-1, and Rb. However, the expression of PRMTS5 and its role in oral
cancer has not been elucidated. In this study, we immunohistochemically examined the expression and
localization of PRMTS5 in oral squamous carcinoma and its precursors. Oral epithelial dysplasia (OED,
n=8), oral intraepithelial neoplasia (OIN, n=1) and oral squamous cell carcinoma (OSCC, n=59)
specimens, obtained from 69 patients who underwent oral cancer surgery at the Jichi Medical University
Hospital between 2010 and 2015, were analyzed. Normal oral epithelium showed weak PRMT5 expression
in cytoplasm, whereas OED, OIN and OSCC showed stronger PRMT5 expression in cytoplasm. A distinct
PRMTS5 expression pattern in both cytoplasm and nucleus was found at the invasive front in a subset of
OSCC, especially in those of type 4 of Yamamoto-Kohama classification. Thus, PRMT5 may play a role in
OSCC from its early stage of oncogenesis through its progression, regulating tumor aggressiveness at the
invasive front.
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A clinical and histopathological analysis of oral tongue cancer in young
adults

Fri Tsuchida'?, Jyunichi Ishii ' Kazuhiro Yagihara ' Miki Katsurano ', Takeshi Okamura ',
Hisao Yagishita” and Ayataka Ishikawa’

" Department of Oral Surgery, Saitama Cancer Center
? Department of Pathology, Saitama Cancer Center

Between 2005 and 2014, 298 patients received treatment for carcinoma of the oral tongue at the
Department of Oral Surgery, Saitama Cancer Center. In total, 26 of these patients (11 males, 15 females)
were young adults <40 years. The mean age of these patients was 32 years, with a range of 21-39 years.
Histopathologically, all cases were diagnosed as squamous cell carcinoma and were given a T classification as
follows: T1, eight cases (30.8%); T2, 12 cases (46.2%); T3, four cases (15.4%); and T4, two cases (7.7%).
Cervical lymph node metastasis was found in five cases (19.2%), with no cases showing distant metastasis.
Eight patients were diagnosed with Stage I disease, 11 with Stage II, two with Stage 111, and five with Stage
IV disease. In terms of the histological grade, four cases were classified as Grade I, 21 as Grade I, one as
Grade III, and the mode of invasion was YK-2 in three cases, YK-3 in seven cases, YK-4C in 15 cases, and
YK-4D in one case. A combination of treatments, including surgery, was administered in two patients;
surgery only was undertaken in 17 patients; radiotherapy only in two patients; and a combination of
radiotherapy and chemotherapy in four patients. The 5-year survival rate was 72.6% for young adult
patients and 66% for patients >40 years. There were no significant differences between age group and
survival. The clinical appearance, stage, treatment, histopathological findings, and survival rate have been
discussed.
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A study of predictive factors for occult cervical lymph node metastasis of clinical
T2NO tongue squamous cell carcinoma
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Junki Sakata, Ryoji Yoshida, Akiyuki Hirosue, Masashi Nagata, Hikaru Nakashima,
Yuichiro Matsuoka, Hidetaka Arita, Daiki Fukuma, Hidenao Ogi and

Hideki Nakayama

REAR KRR EIIIEER, SRR 5500
Department of Oral and Maxillofacial Surgery, Faculty of Life Sciences, Kumamoto University

Background: The prognostication of patient outcome is one of the greatest challenges in the management
of early stage tongue squamous cell carcinoma (TSCC). Especially, it is important for TSCC to predict
cervical lymph node metastasis, including occult metastasis, before operating. The aim of the present study
was to investigate practical histopathologic parameters as predictive factors for cervical lymph node
metastasis in preoperative SCC biopsy specimens.

Methods: A total 100 patients with TSCC clinically evaluated cT2NO were enrolled in this study. All of
them underwent surgical resection of primary lesion as primary therapy. We retrospectively investigated the
predictive factors for occult cervical lymph node metastasis of TSCC evaluated as clinically cT2NO.

Results: Occult cervical lymph node metastases occurred in 18 of 100 patients. Patients with occult cervical
lymph node metastases had significantly reduced 5-year disease-specific survival rate compared with those
without (63.5% and 94.5%, p < 0.001). Moreover, occult cervical lymph node metastasis was associated
with endophytic type of clinical growth pattern, YK-4C/D of mode of invasion, depth of invasion (>5mm),
tumor invasion of muscular layer, and high expression of Podoplanin in univariate analysis. Multivariate
analysis revealed that the depth of invasion was independently associated with the occult cervical lymph
node metastases.

Conclusion: These results suggested that we should consider whether to perform elective neck dissection for
patients with TSCC clinically evaluated as ¢T2NO who has risk factors of occult cervical lymph node

metastasis such as depth of invasion (>5mm).
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Melanin pigmentation of Keratocystic Odontogenic Tumor
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The purpose of this study was to determine the distribution of melanin pigmentation and melanocyte of
keratocystic odontogenic tumor (KCOT). Seventy-nine formalin-fixed and paraffin-embedded KCOT
specimens, including 12 specimens were derived from basal cell nevus syndrome (BCNS) patients, were
used. Melanin pigmentation and melanocyte were detected using Schmorl and MelanA staining,
respectively.

In conclusion, BCNS showed high positive rate of Schmorl and MelanA staining, it seems that genetic
alterations are involved in distribution of melanin pigmentation and melanocyte. MelanA positive rate was
high in juvenile group. This suggests that the origin of KCOT in juvenile was different from elder one.
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Elimination of Pgingivalis-infection by dental therapeutic intervention is
beneficial impacts on non-alcoholic steatohepatitis progression.

Atsuhiro Nagasaki, Sakamoto Shinnichi, Furusho Hisako, Miyauchi Mutsumi and
Takata Takashi

Department of Oral and Maxillofacial Pathobiology, Institute of Biomedical and Health Sciences, Hiroshima
University

Non-alcoholic steatohepatitis (NASH) is a critical liver disease showing potential progression to liver
cirthosis and further liver cancer. Activation of hepatic stellate cell (HSC) plays important roles in
pathological progression of NASH. TGF- 1 is known as one of the key molecules for HSC-activation.
Although we previously reported that odontogenic infection of Porphyromonas gingivalis (Pgingivalis)
exacerbated inflammation and fibrosis in NASH, the effectiveness of dental therapeutic intervention for
Pgingivalis-odontogenic infection induced pathological progression of NASH is unclear. In this study,
therefore, we investigated effects of dental treatments on NASH progression, especially focusing on HSC-
activation.

1) Fibrosis-relating markers like a-smooth muscle actin were significantly upregulated in human HSC with
Pgingivalis-infection at MOI-100 and TGF -1 stimulation. To investigate TGF- 1 production, HSC and
human hepatocyte were cultured with Pgingivalis-infection at MOI-100 with/without palmitate-treatment.
P.gingivalis-infection upregulated TGF -1 production, especially with palmitate-treatment, in HSC,
indicating that TGF 8-1 from both HSC and hepatocytes contributes to HSC-activation. 2) HSC was
infected with Rgingivalis at MOI-100 and cultured for 5-Day. HSC-proliferation significantly increased
with Rgingivalis-infection, especially under palmitate-treatment. 3) To evaluate the effectiveness of
therapeutic intervention for NASH, 50ug/ml of azithromycin was applied into Pgingivalis-infected root
canals of the High Fat Diet-induced NASH mouse model. After 3-week of the treatment, macrophage-foci/
infiltrating area and fibrosis areas were morphometrically analyzed. Pgingivalis-odontogenic infection
drastically increased macrophage-foci (hepatic crown-like structures), macrophage-infiltrating and fibrosis
areas, whereas dental intervention significantly reduced the pathological changes in the liver. Collectively, it
is demonstrated that elimination of Rgingivalis-infection by dental therapeutic intervention is beneficial
impacts on NASH progression.
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A case of peripheral ameloblastoma
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Peripheral ameloblastomas are rare odontogenic tumor originating outside bone. We report a case of
peripheral ameloblastoma. The patient was a 54-year-old man who had a gingival tumor of left lower lateral
incisor to premolar region. Clinically, epulis granulomatosa was suspected, and resected. Histopathological
examination revealed submucosal proliferation of odontogenic epithelium forming nests and sheets, which
were composed of stellate reticulum-like or squamous epithelial cells rimmed by columnar or cuboidal cells.
In some parts, connections between the odontogenic epithelial islands and the mucosal epithelium were

observed.
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Pathological analysis of Langerhans cell histiocytosis in the maxillofacial region
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Langerhans cell histiocytosis is a rare proliferative disorder of Langerhans cells. It usually arises in children
and is either unifocal or multifocal. The activating mutation of BRAF (V600E) has been discovered in more
than half of Langerhans cell histiocytosis cases.

Here we report on the results of pathological analysis of Langerhans cell histiocytosis in the maxillofacial
region. We collected biopsy specimens of Langerhans cell histiocytosis and conducted pathological
reevaluation including the investigation on BRAF(V600E) mutation by PCR-direct sequencing and
immunohistochemistry.
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Novel role of Periostin splicing variants in oral squamous cell carcinoma
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Periostin is a component of extracellular matrix produced by normal and cancer associated fibroblast. Several
reports showed the correlation between Periostin overexpression and malignant behaviors. Previously, we
identified Periostin as a novel tumor invasion regulating factor in oral squamous cell carcinoma (OSCC) and
reported that Periostin promoted metastasis via accelating invasion, lymphangiogenesis and angiogenesis.
Recently, we found that some OSCC cell lines with EMT (Epithelial Mesenchymal Transition) phenotype
overexpressed Periostin. Moreover, we found that Periostin expression was induced by TGF 8 in OSCC cell
lines without EMT phenotype. Recently, it has shown that nine splicing variants of Periostin, but their roles
remain unclear. Therefore, we analyzed the expression pattern of these splicing variants. We found that
Periostin induced by TGF 8 exclusively expressed variant 3 and 6. Now, we are interesting the detailed role
of these variants in the development of OSCC.
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Bovine lactoferrin attenuates bone invasion of oral squamous cell
carcinoma
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[Introduction]

Oral squamous cell carcinoma (OSCC) shows highly malignant behaviors including bone invasion. The
inhibition of bone invasion has beneficial impact on controlling OSCC patients.

Lactoferrin (LF) was reported to have anti-tumor-bioactivity in various cancers. However, effects of LF on
OSCC are not clearly elucidated.

[Purpose]

Therefore we aimed to clarify effects of LF and its underlying mechanism on OSCC induced bone invasion.
[Material and Methods]

In vivo, we examined effects of oral administration of liposomal LF (LLF) on tumor progression, number of
osteoclasts, and expression of osteoclastgenesis-related molecules; IL-1 § and RANKL in a murin OSCC
model with micro-CT and histopathological observation.

In vitro, we investigated effects of LF on expression of IL-1  and RANKL in OSCC cells and its
intracellular mechanism using RT-PCR, western blotting, and ELISA. Effects of LF on osteoclastogenesis
was investigated by a co-culture model of bone marrow and OSCC cells.

[Results]

In vivo: LLF significantly decreased tumor size, reduced osteoclastic bone destruction of zygoma and
mandible, and supressed expression of IL-1 f and RANKL in the murin model.

In vitro: LF downregulated mRNA expression of IL-1 8, RANKL and IL-1 8 -induced IL-1 8 and
production of RANKL by OSCC cells, to attenuate osteoclast differentiation. Supression of
polyubiquitination of TNF receptor-associated factor 6 through endocytosis of LF, indicating
downregulation of IL-1 8 and RANKL through suppresion of NF-kB and MAPK pathways.

[Conclusions]

LF supresses OSCC induced bone invasion via inhibition of tumor-proliferation and osteoclastgenesis-
related-molecule productions.

We suggest that LF could be used as a preventive and supplemented agent for controling OSCC.
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Oncogenic Role of Tissue Inhibitor Metalloproteinase-1, TIMP-1,
through Regulation of YAP in HNSCC

Dyshafilia Charindra ! Madhu Shrestha?, Ando Toshinori’ and Takata Takashi’

! Faculty of Dentistry, Hiroshima University

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

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

Hiroshima University

AIM: Tissue inhibitors of metalloproteinase-1 (TIMP-1) inhibits the degradation of extracellular matrix
regulated by matrix metalloproteinases (MMP). Both MMP and TIMP-1 are highly expressed in head and
neck squamous cell carcinoma (HNSCC), and TIMP-1 accelerates cell proliferation through its receptor
CD63. However, this oncogenic role of TIMP-1 is still unclear. Yes-Associated Protein (YAP) enhances
transcription of specific genes related to cell proliferation, such as CTGF or Cyr61. Using Oncomine data
base analysis, TIMP-1 was highly expressed associated with YAP-associated genes in HNSCC. Hence, we
hypothesized that TIMP-1 might regulate YAP in HNSCC. Therefore, this research aims to reveal an
oncogenic role of TIMP-1 through regulation of novel downstream YAP in HNSCC.

Materials and Methods: HNSCC cell lines (HSC-2, 3, 4 and KOSCC33A) and human embryonic kidney
(HEK293) cells were used. Expressing or shRNA plasmids were transfected, and stable clones were analyzed
by western blot, RT-PCR, Real time-PCR and proliferation assay. Data was evaluated by student’s t-test
with significant level set at P<<0.05.

Results: TIMP-1, YAP and CTGF expression were correlated among HNSCC cell lines. Stable
overexpression or recombinant TIMP-1 induced YAP activation, CTGF expression and cell proliferation.
In contrast, stable TIMP-1 knockdown inactivated YAP and inhibited proliferation. Furthermore, stable
CD63 knockdown inactivated YAP despite triggered by TIMP-1.

Conclusion: I revealed that TIMP-1 played an oncogenic role in HNSCC through regulation of YAP.
TIMP-1 or its new downstream YAP will be beneficial for the invention of a therapeutic treatment of

HNSCC.
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W M Tilakaratne

Oral Pathology, Faculty of Dental Sciences University of Peradeniya

W M Tilakaratne BDS, MS, FDSRCS, FRCPath, PhD is the Dean and Chair Professor of Oral
Pathology, Faculty of Dental Sciences University of Peradeniya, Sri Lanka. His main research
interests are molecular Pathology of oral cancer and precancer especially oral submucous fibrosis,
diagnostic histopathology of oral lesions, especially salivary and odontogenic tumours. Professor
Tilakaratne has worked as the Professor of Oral Pathology, Queen Mary University of London,
visiting Professor to University of Otago New Zealand, University of Niigata Japan and University
of Malaya, Malaysia. He is a founder member of the Asian Society of Oral and Maxillofacial
Pathology and IAOP councilor for Asia (2008-2012). He is presently the President-Elect of the
International Association of Oral Pathologists. Professor Tilakaratne has been an associate editor
or editorial board member in more than eight international journals. He has contributed to more
than 110 peer- reviewed publications and 15 book chapters internationally published books. He
has also published a text book on Oral Pathology and Medicine. He is a member of different

national committees on research and development on health.
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Grading oral Epithelial Dysplasia

According to Ancient Greek “dysplasia” is a word formed by the combination of “dys” referring to “bad”
and “plasia” referring to “formation” . Scientifically epithelial dysplasia is described as an anomaly of
growth, produced by abnormal or atypical epithelial proliferation resulting in a lesion with disturbed
differentiation and maturation. Epithelial dysplasia is a microscopic diagnosis made based on individual
cellular features referred to as atypia and architectural changes observed. Accordingly,the term epithelial
dysplasia is applied to a lesion in which part or full thickness of the epithelium is replaced by cells showing
varying degrees of cellular atypia.

The risk of epithelial dysplasia transforming into carcinoma was first reported by Richart and Barron in 1969.
Their evidence was based on follow up studies of cervical “premalignant” lesions. This publication aroused
an interest in similar potentially malignant disorders (PMD) of the oral cavity with oral epithelial dysplasia
(OED). With time, it was noted that PMDs of the oral cavity with dysplasia, more frequently transformed
into carcinomas than the lesions without dysplasia. In addition, PMDs and OED were seen in the mucosa
surrounding invasive oral squamous cell carcinomas (OSCC). These features supported the possibility of
malignant transformation of OED, and promoted investigators to assess epithelial dysplasia associated with
PMDs and malignant transformation rate.

In the management of epithelial dysplasia classification to different grades was a key historic event. The
initial grading system for epithelial dysplasia based on morphological changes, extent and distribution of
atypical features, was proposed for cervical epithelial dysplasia in the late 1950s. Smith and Pindborg (1969)
are credited for initiating a grading system for oral epithelium by applying the same criteria as used for
cervical dysplasia, resulting in the photographic method of OED grading. Subsequently, approximately 15
OED grading systems including Smith and Pindborg’s photographic method have been developed and
applied with varying degrees of success.

Any successful OED grading system should be clinically relevant in terms of utilizing the grading in
management of the case by identifying the lesions that require treatment, be that surgical or non-surgical,
and lesions that might fall into a “wait and watch” category. Secondly, It should be reproducible, minimizing
intra- and inter- examiner variability. Finally it should be biologically significant by identifying the lesions
that are likely to undergo malignant transformation

At present OED is diagnosed and graded utilizing the criteria proposed by World health organization
(WHO) in 2005. The WHO 2005, OED grading is regarded as the “gold standard” that is routinely used to
manage and predict the malignant transformation of oral potentially malignant disorders. However, even this
grading is not consistently reliable and fails to fulfil the three essential criteria mentioned above. Hence the
development of a perfect histopathological OED grading is an achievement that one should aspire to, and
pursue. Many publications over the last 50 years have studied different surgical and non-surgical management
strategies for lesions with OED. Unfortunately, they produced inconsistent results which could not be used
in formulating guidelines for the management of OED. New WHO publication due to be published in the
near future has addressed some of the issues mentioned above.
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Rosnah Binti Zain

Oral Cancer Research and Coordinating Centre & Department of Oral and
Maxillofacial Clinical Sciences, Faculty of Dentistry, University of Malaya.

Rosnah Zain is a Professor in the field of Oral Pathology and Oral Medicine at the University of
Malaya. She has served as Head of her discipline and was involved in faculty undergraduate and
postgraduate dental curriculum, research and service development in the capacity of Deputy Dean
and Dean (2004 until June 2014). Among her major research endeavors is a collaborative research
project with colleagues from Aichi Gakuin University, Japan and the Oral Health Division,
Ministry of Health Malaysia, which is a Malaysian nationwide survey on the prevalence of oral
mucosal lesions, which produced the first population-based prevalence data on oral cancer and
precancer in the country. She had also initiated the Malaysian Oral Cancer Database and Tumour
Bank System (a top-down government funding), linking data and tissue providers, researchers of
different disciplines, thus leading to research on oral cancer in Malaysia shifting from individual/
group research to the ‘team science’ approach. She is currently involved with collaborative studies
on Oral Mucosal Lesions in particular Oral Potentially Malignant Disorders (OPMD) involving
the Asian countries. These studies include initiating early diagnosis programmes in Cambodia
using Conventional Oral Examination (COE); and exploring the potential use of other adjunct
tools for early diagnosis of oral cancer with India, Indonesia and Taiwan. She has published widely
with her main area of research being oral mucosal lesions and oral cancer. Currently, her research
interest centres on ensuring standardization and training of diagnostic criteria for Oral Mucosal
Lesions in particular Oral Potentially Malignant Disorders and Oral Malignancies to achieve a
better understanding of such conditions among health professionals and researchers in the Asia-
Pacific region.
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Proliferative Verrucous Leukoplakia - An Overview

Proliferative Verrucous Leukoplakia (PVL) is an aggressive multifocal leukoplakia in the oral cavity, which is
progressive and exhibits a high propensity for recurrence and progression to malignancy. First described by
Hansen et al. in 1985, PVL appears initially as a simple hyperkeratosis, that tends to spread thereby
becoming multifocal which over time develops verrucous hyperplasia, papillary variant of squamous cell
carcinoma and/or conventional squamous cell carcinoma /or verrucous carcinoma within it. The progressive
epithelial changes to a carcinoma associated with PVL is seen in lesions histologically diagnosed as ‘verrucous
hyperplasia’ (usual clinical provisional diagnosis of Verrucous Leukoplakia). However, malignant
transformation of PVL may also occur in clinically flat leukoplakias with or without dysplasia. Few audits
and a recent systematic review on PVL reported a malignant transformation rate of more than 60% and a
recurrence rate of more than 70%. Many have also described PVL as a condition in those with no tobacco
habits whilst it has also been shown to be associated in patients with betel quid chewing habits. There is
therefore the need to recognize early lesions of PVL which can be very challenging as the clinical and
pathologic features of early lesions in PVL may overlap with conventional multifocal leukoplakias. This
lecture will present an overview of the literature on the current status of PVL and the diagnostic difficulties
of using the current criteria through case-based presentations of selected PVL/PVL- like conditions especially
in situations of inadequate/no data on the early lesions.
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JSOP tEREREEEY Y3V
Current Issue of Diagnostic Criteria for Oral Cancer

In Japan, approximately 7,000-8,000 new oral cavity cancer patients are diagnosed and the number of patients
has been increasing. Most frequent malignancy is histologically, squamous cell carcinoma (SCC). Many oral
SCCs are preceded by potentially malignant lesions, which clinically appear as white or red patchy lesions,
known as leukoplakia and erythroplakia, respectively. At present, the standard procedure to assess these
potential malignant lesions is microscopic evaluation of these sections for the presence of cellular and
structural atypia, commonly referred to as ‘dysplasia’. According to 2005 WHO classification, the oral
dysplasia and related lesions are histologically graded as mild, moderate and severe dysplasia and carcinoma
in situ, which defined in the same way as uterine cervical lesions. The SIN (Squamous Intraepithelial
Neoplasia) classification can be considered synonymous except for SIN 3 that includes severe dysplasia and
carcinoma in situ. But this grading system contains a feature that will give rise to inconsistency because the
evaluation of these lesions is subjective and considerable inter- and intra-observer variations exist. Another
issue that we have to consider is the uniqueness of oral epithelial dysplasia, in which architectural and
cytological atypia are limited to the lower/middle third of the epithelium in most cases with surface
epithelium showing well differentiation without atypia. WHO grading system tends to underestimate the
risk of malignancy in such lesions. On the grounds of these problems, the General rules for Clinical and
pathological Studies on Head and Neck cancer (5 th edition, 2012) and Oral Cancer (1 st edition, 2010)
adopted original terminologies and disease concepts for precancerous lesions, such as Low/High grade
dysplasia and Oral Intraepithelial Neoplasm (OIN), respectively. As a consequence, pathological diagnoses
have been made following these different rules at each situation, which arouse confusion and
misunderstanding between clinicians and pathologists that may have resulted in inappropriate patient
treatment. The questionnaire survey conducted by the Committee of Diagnostic Criteria of Oral Cancer,
The Japanese Society of Oral Pathology (in 2016) revealed that some facilities use the original diagnostic
term, especially, for precancerous lesion or carcinoma in situ. Interestingly, it was also clarified that the
classifications or General rules used for diagnosis in oral lesions are varied among general and oral
pathologists.

In this symposium, I will present the current issues of diagnostic criteria for Oral cancer as described above,

and the importance of the standardization of terminology and disease concepts.
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FIERMFTHTDNT V2 BRI OB TFEEAD KA

FREAARE A Z BT B3, HEMMBISAEETH LI LidmrzRbIA. REMHETH S
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RELREIRIIBITHBIERA Y P LT, 1) FPKRE L oBFUER o4 % : CK13& U'CK17TH
B ENDZEDH D T4, FHICCKI3TIE, ZOBRBESHMEICHLLEmICH) T, 72
Ki-67%p53 DO B8y — (k2 A L CRHREEARED L CIZHK) TOMML 22 2 LA
HYFEFT. 2) WK - BRSO mEOEN, BRSO RO MBOEE @ 2 EKi-67R MR
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DG IRBETE B 5 VLT H DL O L, OIN/CISTH A2 WEEZ L) —EEvId. 2ok
I WCHEREEAR & fuEdetn 2, RAMICEZ L COIN/CISZ 2 LT T3, 2L T, OINLBK L A%
WIEFIZOEDE LTI LEd. BLEX Y, HFREWKREOZWE TAILIZIE, OIN/CISOZ ik n
HRELDSAT K TH Y, TDODITIIHEEAR L Rz T4 I L PEETH L EEZTVET,

Uniform accessibility of pathological diagnosis using immunostaining

We evaluate HE specimens for morphological changes in the nuclei and cells and structural changes along
the entire lesions and accordingly provide a pathological diagnosis for these lesions. However, it may be
difficult to obtain a diagnosis using HE specimens alone. Therefore, it is necessary to use immunostaining as
an additional diagnostic measure to support the findings from HE staining. In this presentation, I describe
our routine method for the pathological diagnosis of superficial lesions of the tongue, using both HE
specimens and immunostaining. I believe that evaluating the possibility of oral intraepithelial neoplasia
(OIN)/carcinoma in situ (CIS) is important when diagnosing superficial lesions of the tongue. I will
highlight an important point with regard to the diagnosis of OIN/CIS using immunostaining. Initially, we
use CK13 and CKI17 to detect the front formation with the neighboring mucosal epithelium. In addition, we
may also identify positive immunostaining for Ki-67 and p53 in the nucleus. Subsequently, we investigate the
distribution and appearance of enlarged Ki-67-positive nuclei. This finding is useful in assessing whether
basal/parabasal cells exhibit atypia and a loss of polarity. Finally, based on the findings from HE specimens
and immunostaining, we are able to provide a pathological diagnosis for the lesion being examined. If a
lesion cannot be diagnosed as OIN, it is then diagnosed as OED.
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Challenges for the application of genome sequence in the spectrum
of oral dysplastic lesions and squamous cell carcinoma.

Oral Squamous cell carcinoma (OSCC) is caused by tabacco and alcohol consumption and infection with
high-risk type of human papilloma virus. Oral SCC often develops from preexisting dysplastic lesion.
Differential diagnosis of dysplastic lesion includes reactive or regenerative squamous epithelium. The
diagnostic features of dysplasia are not uniformly accepted or interpreted. So far the spectrum of dysplastic
lesion is divided for practical reasons.

Next generation sequencing (NGS) of genetic information of cancer cells has revolutionized the field of
cancer biology, including oral cancer. Combining the information gained through NGS studies with clinico-
pathological data will help diagnose the characteristics of dysplastic lesion with greater accuracy.
Furthermore, single molecule (e.g. TP53) full coverage sequencing with formalin fixed paraffin embed tissue
technology will support understanding the heterogeneity of tumor development and its nature. Here we
show the experimental NGS analysis data with pathological diagnosis of OSCC and dysplastic lesions.
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Standardization of pathological diagnosis in oral cancer

Internationally, the terms and definitions used in the pathological diagnosis of oral cancer and precancerous
lesion, are based on UICC classification (2009) and WHO classification (2005). In Japan, General Rules for
Clinical and Pathological Studies on Oral Cancer (1 st.ed) and General Rules for Clinical Studies on Head
and Neck Cancer (5 th.ed) are using. The Japanese Society of Oral Pathology established “The Committee
of Diagnostic Criteria for Oral Cancers” for the standardization of diagnosis in oral cancer. This committee
will discuss for revision of “General Rules for Clinical and Pathological Studies on Oral Cancer” ,
cooperating with Japan Society of Oral Oncology, and especially General Rules for Clinical and Pathological
Studies on Oral Cancer Committee. WHO classification raised many problems derived from the description
of precancerous lesion or Tis cancer. So these two Japanese General Rules reflected these problems, and
improved. The questionnaire investigation for general or oral pathologists made by this committee revealed
that there were the disunity of diagnosis between institutions by using multiple General Rules and definition.
These situations may make some misunderstanding in clinical practice or in cancer statistics between national
and international. When we promote the standardization of diagnosis in oral cancer, improvement in
diagnosis is essential. It is essential for improvement in diagnosis to cultivate pathologist or oral pathologist
who understand the property of oral cancer. And also to share the standardization concept of diagnosis in the
clinical sites and between other facilities is essential. Thus, The Japanese Society of Pathology has examined
the development of “The General Rules for Cancer” in cooperation with Japan Society of Clinical Oncology.
In the revision of General Rules for Oral Cancer, we need to make the General Rule based on the common
format considering the revision of UICC classification or WHO classification in cooperation with multiple
society.
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Case/Sliae Seminer: Other Diseases of Head and Neck Region 1

Chair : Prof. Ming Zhong (Department of Oral Pathology, College of Stomatology,
China Medical University)

Dr. Makoto Urano (Department of Diagnostic Pathology, Fujita Health
University, School of Medicine)
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An autopsy case of a tongue root tumor

Makoto Urano and Makoto Kuroda

Department of Diagnostic Pathology, Fujita Health University, School of Medicine

The patient is a 66-year-old male. He was in post-status of renal transplantation due to chronic renal failure
and was chronic hepatitis C positive. He died of infectious endocarditis and sepsis, and autopsy was
performed.

At the autopsy, we incidentally detected a tumor arising in the tongue root. No lymph node and no distant
metastasis were confirmed.

The cut surface of the tumor showed a relatively well demarcated solid lesion with whitish color, 15x10mm
in size. The tumor was a circumscribed but unencapsulated submucosal lesion with microcysts formation.

Histologically, the tumor cells were arranged in microglandular, trabecular, cribriform, glomeruloid and
solid-nested patterns with clear to eosinophilic cytoplasms, and they had cleaved and crescentic shaped
nuclei with ground-glass chromatin and nuclear grooves. In some area of the tumor, the tubules formed
large dilated glands. In the periphery of the lesion, the tumor haphazardly invaded to the adjacent muscular
tissue. Mitoses were rare and we didn’t see any necrosis nor lymphovascular invasion. A few psammoma
bodies were identified in the tumor.

In IHC, the tumor cells were diffusely positive for CK7, S-100 and vimentin. While the tumor cells were
negative for smooth muscle actin, GFAP, caldesmon, p63, thyroglobulin and TTF-1. Ki-67 labeling index
was low, indicating 2.7%. There was no overt pathological change or no neoplastic lesion in the thyroid
gland of this patient obtained by autopsy.
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Tumor of the palate

Hiroshi Harada

Department of Diagnostic Pathology, Seichokai Fuchu Hospital

The patient was an 84 year-old Japanese male. He visited a regional general hospital with complaint of
palatal swelling persistent for several years and was referred to a neighbor university hospital after biopy of
the palatal mass. Preliminary diagnosis in the previous hospital was “adenoid cystic carcinoma suspected”.
The tumor formed a relatively well circumscribed mass lesion associated with obvious bone destruction and
reached to submucosa of the maxillary sinus. Surgical resection including surrounding tissues was
performed. No symptom of recurrence or metastasis has been found for half a year. Histopathologically,
tumor cells generally possessed bland and uniform nuclei and moderate to rich eosinophilic cytoplasm, and
were arranged in tubular, trabecular, cribriform and follicular-like patterns. Ducts were occasionally
stratified, but overt biphasic feature was not confirmed. Papillary and glomerular-like patterns were noted
focally. Only a few mitotic figures were seen, but not necrosis. Stroma represented remarkable hyalinization
as well as focal hemorrhage. Basement membrane-like deposits were found in various shape and sizes.
Tumor cells were immunoreactive for AE1/AE3, CAM 5.2, 34betaE12, S100 protein, vimentin, alpha-
smooth muscle actin, and p63 focally. Only a few cells were positive for p53 and Ki-67. Additional study is
now in progress. The data would be shown the day.
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A case of palatal tumor

b B4t R BT, kil oE, HE O ME—
Juna Nakao, Michiko Ehara, Motohiko Nagayama and Jun-ichi Tanuma

BT H RSBk 2730, TS5 RE 2 3l AR e B2 55
Department of Oral Pathology, Division of Oral Pathogenesis and Disease Control, Asahi University School of
Dentistry

KER : 83, K

EFR - AW O MR
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myoepithelial carcinoma, suspected DR BLHIKES T 12 T4 Sy kIR T CIESZ YU BRAT % JidT L 720
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O—ERIHE DAL, ARIbE 2 oI FRIEIARZ b OIS X 2 PRIETE K %2 2 72,

BRESIH  NBLMLER BT, JEZk Ik

A-83-year-old woman was referred to our hospital with a chief complain of a mass with an ulcer of the left
palate. The mass showed a rapid growth 30 x 30 mm in size without pain and with an ulcer formation at
the top of the mass, measuring 15 x 15 mm in size in the left palate.

Histologically, the lesion revealed the multi-nodular, solid and cord like proliferation of plasmacytoid,
epitheloid or spindle shaped tumor cells with hemorrhage and necrosis tissue without capsule. There are
grandular structure composed of eosinophilic cells, hyalinization and calcification in parts.
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A case of mandibular bone tumor
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! Department of Pathology, Nihon University School of Dentistry

2 Division of Immunology and Pathology, Nihon University School of Dentistry
’ Department of Periodontology, Nihon University School of Dentistry
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Z RO IR BRI R h oz 78 FIXMB L UCTICT T HEEROWEZ RO /720, W
G2 b & R Z AT L7,

(CTH ] A RIBIEIZSE & By < FEHARICIA 3 2 MR L H3380 & 7z IR SH FIAH 24 58, 72006
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7 MIRONER & S EEDOFDGOEMA D S, [z TEE, TaERE Hl s AE 2 2505 2 28N
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W T82.8% T, Cytokeratin (AE1/AE3), CK19, vimentinlZ Bz, CK13, CK17, CK8, CKI18,
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A 72-year-old female visited Nihon University School of Dentistry Dental Hospital with her chief
complaint of the swelling of left mandibule. Orthopantomography revealed that neoplastic disease existed
in the mandibular bone and left submandibular gland. Histopathologically tumor cells with hyper
chromatic small round nuclei and poor cytoplasm made many small funicular and beam-like tumor nests
and stroma was abundant. Immunohistochemically, Ki-index was 82.8% and tumor cells were positive for
Cytokeratin (AE1/AE3), CK19 and vimentin and negative for CK13, CK17, CK8, CK18, a-SMA, S-100
protein, p63 and desmin.
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Metastatic tumor in the cervical lymph nodes

TR RN
Kimihide Kusafuka
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Pathology Division, Shizuoka Cancer Center

The patient was 51 year-old Japanese female, who noticed the dull pain and sense of incongruity at the
right lumber area, in March, 20XX. She admitted the nearby hospital. CT and MRI showed the liver
tumor. So, she admitted to our hospital. CT showed the liver tumor at the right lobe and metastases to the
retroperitoneum and left cervical lymph nodes. Under the clinical diagnosis of “Cholangiocellular
carcinoma (CCC), metastatic to Virchow lymph node”, lymph node biopsy was performed. Biopsy
specimen showed metastasis of large ovoid to short spindle carcinomatous cells. Histologically, we
considered 1) metastasis of mammary carcinoma, 2), sarcomatoid variant of salivary duct carcinoma, or 3)
metastasis of CCC. Immunohistochemical examination showed the tumor cells were only positive for
vimentin and CD31, and focally positive for CAM5.2, but negative for CK19, CK7, CK20, p40, AR, ER,
PgR and Her-2. We diagnosed it “Metastasis of poorly differentiated carcinoma”. She changed to the
Division of Internal Medicine, and from March, 20XX+1, she was administered 2 cools of weekly PXT, but
the liver tumor and metastatic lesions showed no remarkable change. The platelets became lower. On May,
20XX+1, she fevered and was administered the steroid. In the bone marrow aspiration, she suffered from
myelodysplastic syndrome, and CT showed that the liver tumor became larger with intrahepatic metastases,
and the ascites also appeared. On June, 20XX+1, she died to hyperammonemia and respiratory failure. The
autopsy could not be permitted

Discussion point: What is the histological diagnosis of cervical metastatic tumor?
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R #B%  Toshitaka Nagao, MD
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Department of Anatomic Pathology, Tokyo Medical University

1. Title:
- Professor and Chairman, Department of Anatomic Pathology, Tokyo Medical University
- Director, Division of Surgical Pathology, Tokyo Medical University Hospital
2. Education:
- 1991 Hirosaki University School of Medicine, M.D.
- 1995 Department of Pathology, Chiba University School of Medicine, Ph.D.
3. Academic Appointments:
- 1995-2001 Assistant Professor, Department of Surgical Pathology, Teikyo University School of
Medicine, Ichihara Hospital, Japan
- 2001-2008 Assistant Professor, Department of Surgical Pathology, Tokyo Medical University
- 2002-2004 Visiting Clinician, Division of Anatomic Pathology, Mayo Clinic, Rochester, MN
- 2008-2009 Associate Professor, Department of Diagnostic Pathology, Tokyo Medical University
- 2009- Professor and Chairman, Department of Anatomic Pathology, Tokyo Medical University
4. Awards and Honors:
- 1998 The Japan Salivary Gland Society: Special Award
-1999 The Japan Salivary Gland Society: Special Award
- 2003 The Japanese Division of IAP: Diagnostic Pathology Scientific Award
- 2004 The Japanese Society of Pathology: Young Investigator Award
- 2005 The Japanese Society of Pathology: Pathology Research Award
- 2005 The Japan Salivary Gland Society: Pathology Research Award
- 2014-2015 The Best Doctors in Japan
5. Editorial Board:
- Editorial Member: WHO Classification of Head and Neck Tumours ( 3 rd and 4 th Editions)
- Associate Editor: Pathol Int
- Editorial Board: Head Neck Pathol, ] Oral Maxillofac Surg Med Pathol, Ann Clin Pathol,
Austin ] Cancer Clin Res, ISRN Pathol, World ] Surg Proced
6. Membership and Activities in Scientific Societies
- Director and Education Committee Chair: The Japanese Division of IAP
- Councilor: The Japanese Society of Pathology
- Director: The Japan Salivary Gland Society
- Director: The Japanese Society of Clinical Cytology
- Member: North American Society for Head and Neck Pathology
- Member: Head and Neck Working Group (European Society of Pathology)
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Diagnostic Clues in Salivary Gland Tumor Pathology
Based on the “New” WHO Classification

Salivary gland neoplasms are relatively uncommon and account for approximately 3% of all tumors in the
head and neck region. They present a considerable diagnostic challenge for the pathologists owing to their
diverse histological features and the presence of a number of types and variants, in addition to overlapping
histological patterns similar to those observed in different tumor entities.

The discovery of recently described new immunohistochemical features has provided novel insight for the
understanding of salivary gland tumor pathology. Unfortunately few tumor specific markers are still currently
available, but the application for AR and HER2 in salivary duct carcinoma and for MYB/MYB-NFIB in
adenoid cystic carcinoma, for example, gives valuable information from both diagnostic and therapeutic
aspects.

Most recently, tumor specific recurrent chromosomal translocations, resulting in the formation of fusion
genes, have also been identified in certain salivary gland malignancies, such as mucoepidermoid carcinoma
(CRTC1/3-MAML2), adenoid cystic carcinoma (MYB/MYBLI1-NFIB), mammary analogue secretory
carcinoma (MASC) (ETV6-NTRKS3), and hyalinizing clear cell carcinoma (EWSRI1-ATF1). The fusion
oncogenes may have diagnostic, prognostic, and future therapeutic implications. Additionally, tumor specific
gene mutations, e.g. activating mutation of PRKD1 exon 15 in polymorphous low-grade adenocarcinoma,
has also been reported,

The current WHO classification of the salivary gland tumors, corresponding to the 3rd edition, was appeared
in 2005 as one of the chapter of the “Blue Book™ on the Pathology and Genetics of Head and Neck Tumors.
However, it has been 11 years since the publication, and during this time, significant new knowledge has
been generated about the fields of pathology and genetics of these tumors. In January of this year, an
Editorial and Consensus Meeting was held in Lyon toward to the 4th edition. Although the publication
processes are still in progress, a new entity, “secretory carcinoma,” also familiarly known as MASC, will be
added in the “new” WHO classification. Furthermore, the designation and categorization of several entities
will expected to be changed. The term “low-grade” will be removed from polymorphous low-grade
adenocarcinoma. A new category of “intraductal carcinoma” will be made, and then it will include the
tumors showing cytologically low- and high-grade, which correspond to low-grade cribriform
cystadenocarcinoma and salivary duct carcinoma in situ, respectively. Cystadenocarcinoma, mucinous
adenocarcinoma, and intestinal-type adenocarcinoma will fall into the section of “adenocarcinoma, NOS.”
Large and small cell carcinomas will be categorized as “poorly differentiated carcinomas” of large and small
cell types with or without neuroendocrine differentiation. Moreover, the section of “other epithelial lesions”
will be newly generated, in which sclerosing polycystic adenosis, nodular oncocytic hyperplasia,
lymphoepithelial lesions, and intercalated duct hyperplasia will be introduced. Limited but noticeable
updated immunohistochemical findings and molecular genetic profiles also will be described throughout the
text. Although this “new” WHO classification is still quite complex for the general pathologists, it has great
advantages from prognostic and therapeutic aspects because biological behavior of each tumor type is
considerably different.

In this talk, I'll summarize the most recent developments of salivary gland tumor pathology, focusing on its
practical diagnostic clues based on the “new” WHO classification.
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Wataru YASUI

Professor of Molecular Pathology
Director, Institute of Biomedical & Health Sciences
Hiroshima University

Wataru Yasui, M.D. Ph.D., Director, Institute of Biomedical & Health Sciences Hiroshima
University, is a professor and chairman of Molecular Pathology and a board certified in diagnostic
pathology. His main area of research interest is molecular pathobiology and biomarkers of
gastrointestinal and urological cancers. He has over 400 peer-reviewed publications on the topic of
oncology and pathology. After completing his undergraduate studied at Hiroshima University
School of Medicine, he obtained his Ph.D. degree (1986) at Hiroshima University. He spent two
years as a research fellow at Scripps Research Institute, La Jolla where he worked on the
cooperation of transcription and replication. After returning to Hiroshima University, he
extensively studied growth factors and cancer-related genes and their regulatory mechanism in
gastrointestinal cancer. He became a professor of molecular pathology at Hiroshima University in
2000. His research team has been performing transcriptome dissection to uncover precise
mechanism of molecular carcinogenesis and found several of novel diagnostic and therapeutic
targets. He is also interested in role of cancer stem cell and non-coding RNA and their clinical
implications. He won the Japan Pathology Award by wonderful achievement of molecular
pathology of gastric cancer in 2008, and hosted the 103rd annual meeting of the Japanese Society
of Pathology (JSP) as a chairman in Hiroshima in 2014. He has served as a director of a number of
scientific society including International Gastric Cancer Association, International Society of
Gastroenterological Carcinogenesis, Japanese Cancer Association, and Japanese Gastric Cancer
Association, and in JPS he has served as vice chairman.
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Molecular pathological approach to develop novel cancer
diagnostics and therapeutics

Cancer develops and progresses by the accumulation of multiple genetic and epigenetic abnormalities, which
is affected by both external and internal factors. Recent advancements in genomic technology and high-
throughput analysis including NGS have allowed cancers to be studied at high resolution and at the genetic-
molecular levels. Such genetic-molecular profiling data have greatly contributed to the identification of driver
alterations such as gene mutations, chromosomal abberations, transcriptional changes and epigenetic
alterations. Precise understanding of molecular mechanism involved in carcinogenesis leads to the
identification of clinically important biomarkers and potential therapeutic targets. However, to date, driver
alterations remained to be elucidated in certain proportion of cancers, and molecular targeted drugs clinically
used are limited.

We have been performing transcriptome dissection on gastrointestinal and urological cancers by various
methods including SAGE and CAST, we have identified novel candidates of diagnostic and therapeutic
target, such as SPC18, PCDHB9, Reg IV, OLFM4, TSPANS, BST 2 and CLDN18. SPCI8, encoded by
SEC11A, is one of the subunits of the signal peptidase complex (SPC). SPC18 participates in growth and
invasion partly through stimulation of TGF a secretion. PCDHBY, a calcium-dependent cell adhesion
molecule, plays an important role in cell migration, invasion and metastasis. Reg IV, together with OLFM4,
is a sensitive serum tumor marker for gastric cancer. Reg IV inhibits 5 -FU-induced apoptosis through
EGEFR activation.

Importance of non-coding RNA in epigenetic regulation in cancer has been focused on. Many laboratories
have made great efforts in the expression and function of microRNAs in human cancers. We are interested in
long non-coding RNA transcribed from ultraconserved regions, called T-UCR. About 500 segments longer
than 200 base pairs are present in human genomes that are 100% conserved among mammalian genomes.
Uc416+A, one of the up-regulated T-UCRs in gastric cancer, participates in cell growth. Transcription of
Uc416+A was negatively regulated by miR-153 and the important down-stream targets were found to be
IGFBP 1 and IGFBP 6. Study on aberrantly expressed T-UCRs in cancer may be an important approach for
development of advanced medicine.

Tumors are heterogeneous and are composed of differentiated cancer cells, cancer stem cells (CSCs) and a
variety of stromal cells. CSCs possess two main properties: self-renewal and proliferation. In addition, CSCs
have high ability of spheroid colony formation, tumorigenicity and metastasis, and are resistant to radio- and
chemotherapies. Reg IV, up-regulated in ALDH 1 -positive gastric CSCs, has been shown to regulate their
CSC properties. Spheroid colony formation is a useful method to characterize CSCs. Number of mitotic
kinesin family are up-regulated in in spheroid body-forming gastric CSCs and knock-down of KIFC 1 or
KIF11 by si-RNA showed inhibition of the colony formation through ERK 1/2 down-regulation.

By exploiting the understanding of stem cell niche, a novel 3 D stem cell culture system has been developed
that enabled single stem cell to reconstitute stereotype structures resembling tissues or organs, referred to as
organoids. This method can also be applied to patient-derived cancer cells. The organoid study in
combination with genome editing using CRISPR/Cas 9 system will provide insights into carcinogenesis and

patient-oriented therapeutic development.
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A case of ulcerative lesion of maxillary gingiva
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! Department of Pathology, Nihon University School of Dentistry
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[Egta i8] KM oEEMKIE, CD20 (+), CD68 (+), CD79a (+), vimentin (+), PAX-5 (+), B
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(Beatsam] o PR 22 1 2 1

A-72-year-old woman complained ulcer and recession of gingiva at the right maxillary molar region that
had been noticed two months before admission to the Nihon University School of Dentistry Dental
Hospital. Histologically, the specimen revealed the tumor cells with high variegate proliferation. The tumor
cells showed numerous mitosis and invaded the surrounding lipid and muscle tissues.
Immunohistochemical staining revealed that tumor cells were positive for CD20, CD68, CD79a, vimentin,
PAX-5 and partially positive for CD30, but negative for CD3, CD10, CD15, CD56, EMA, Granzyme B,
keratin, a-SMA, ALK and S-100. The Ki-67 labeling index was about 60%.
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Mandibular tumor
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! Laboratory of Oral Pathology, Faculty of Dental Science, Kyushu University

? Department of Rehabilitation, Kyushu Central Hospital of the Mutual Aid Association of Public School
Teachers

7 Section of Oral and Maxillofacial Oncology, Faculty of Dental Science, Kyushu University

* Department of Maxillofacial Diagnostic and Surgical Sciences, Graduate School of Medical and Dental
Sciences, Kagoshima University
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A 17-year-old man had a painless swelling in the right buccal region and an increase in the size of the mass.
The lesion was well-demarcated round and soft to solid tumor, measuring 50 mm in diameter, on the right
masseter. Histologically, the surgical resected sections showed a proliferation of myofibroblastic spindle-
shaped cells with bland nuclei, accompanied by fibro-collagenous or myxoid stroma. Entrapment of bone
trabeculae and skeletal muscles was also observed at the periphery. Immunohistochemically, the tumor cells
were positive for beta-catenin (nuclear stain), alpha-SMA, HHF-35 and vimentin.

7075 LR

131



132

EEIRE  ZOHOIEEIRE 3

SVSEDREM Z & o TG INEE

A jaw lesion with a 30-year history
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A 38-year old Japanese female is presented, who has been suffering from swelling and deformity of jaws for
30 years. In 1986, she was indicated tumor formation at the maxilla and mandible. The Mandibular
tumor was resected in 1990. Histopathological diagnosis of the tumor was cementifing fibroma. Though
the mandibular tumor did not recurred, the maxillary tumor had markedly enlarged since 1997. The
maxillary tumor was partially resected in 1999, 2000, 2003, 2004, 2005, 2007, and 2016.
Histopathological diagnosis of the maxillary tumor had been cemento-ossifing fibroma.
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A case of the maxilla tumor
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! Department of Oral Pathology, Osaka University Graduate School of Dentistry

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

’ Department of Oral and Maxillofacial Radiology, Osaka University Graduate School of Dentistry
* Clinical Laboratory, Osaka University Dental Hospital
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EAEMEEARIZEBLL TW2hs, WENTIZEEB X OEDOREITD bz,

[y geta]

HE BRI IZRunx2, RANKL, MDM2, CDK4F1:T&H - 7245, AE1/AE3, LCA, Melan-A, HMB-
45, SOX10, S100, MyoDI1kPE% /R L, MIB-1 index(Z#75%FERE Td - 72,

W BB EMIBIZLCA, CD68, TRAPRETH - 72

(] B AR W

A 64-year-old male had a rapidly expansile mass with pain in the right maxilla in the last 6 months. CT
showed bone expansion and destruction of cortical bone. Calcified materials were observed within the
lesion. MRI revealed an irregular mass extended into right antrum, nasal cavity and oral cavity. Under a
diagnosis of malignant lesion by biopsy, segmental maxillectomy was performed. Histopathologically, this
tumor consisted of atypical mononuclear cells with numerous osteoclast-like multinucleated giant cells.
Atypical mononuclear cells produced neoplastic bone and were immunopositive for Runx2, RANKL,

MDM2 and CDK4. The multinucleated giant cells were immunopositive for CD68 and TRAP.
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Peripheral odontogenic hamartoma®Jis BHLEE = IR

Histopathologic examination of peripheral odontogenic hamartomas

s R, Dk Bz, Pk HER
Kaori Shima, Tomoyuki Kondo and Ichiro Semba

RV R R B R B i i geRl,  LURE BRI 22 50 3
Department of Oral Pathology, Graduate School of Medical and Dental Sciences, Kagoshima University

[# 5] Peripheral odontogenic hamartomald, FRRHYIZIZHANER & L TRl SN, HERFEIICIE, o
FEAEAR TR 5N % B S B R S GO 70 & DML 2 IR & T Pl S LR O e A & L TR
SNBA, ZNO OGS OWINE 2 EIE~O LR, EEEMMIE Ao N wIRFBEORELEZ 51
T\ %, Peripheral odontogenic hamartoma& % 2 517z 2EBI DWW T, PR ARG 50
GEBIL] 155, &KMo 13ZFMICHARZ M) HAELIOmmOBRERE AW Sz, XfE TRy ~&
T 2 o 720 AEMGHLER TId, ARSI SRR 2o/ LRI IS, JREHIIBRRAIE, WML Z: Lo TR RE 2
R ERERESR SN T, RS HAENICE S AT Tz, WHEMEZH - Gingival
epithelial hamartoma, suspected.

UGEGI2] 42i%, FMo 23113 MICEEIOmm O A MR A0 S 7o XRE Tl siia OWIUI R 5
N0 7z YIREEARTIE, MEARICIE, ERIIABIIZET 2RI ROCBERMEL ) 2-THH, W
B BRI AR S e BRI O —RICIZE AR B & KEii o8 L€, BAGERIEE O
TR ASER0 b Tzo

R PLRLHREZ M © Peripheral odontogenic hamartoma, suspected.

[£%%] Peripheral odontogenic hamartomalZ i, JEBI 1 DRI EREWTOAR SN L DR, HiEH 2 Dk
CH I L BEA AR 2 R0 5 b D ENH B 05, WIS IEEERE O RIZER O S Y, S
PRI & 3R BB E LT ) BV H 2 EE R N,

Peripheral odontogenic hamartoma is noticed as a gingival mass. Although its clinical and histologic
features are similar to peripheral odontogenic tumors, they should be distinguished as different diseases.
Histologically peripheral odontogenic hamartoma is composed of dense fibrous tissue including
odontogenic epithelial cells, and atypical dentin with various patterns. We will present histopathologic
features of two cases of peripheral odontogenic hamrtoma. The case 1 shows odontogenic epithelial nests
in the fibrous tissue, and the case 2 shows a few odontogenic epithelial nests with ghost cells, and atypical
dentin like matrix in the dense fibrous tissue.
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Reccurent Ameloblastome Cause of Recidif : Case Report

_ Istiati

Airlangga University

Patient Women 35 years with Swollen at the upper jaw / maxilla appear after extraxtion the tooh 3 month
ago on 2013 and on 2014 looked the swollen more biger and be Operated on 20th february 2015
diagnosed ameloblastome Five month to word there was happeded reccurentcy with some complain as
disturbances of eye (hazy) with headche and plug of nose. Therefore 11st Sept 2015 lession widely to
intracranial and desctruction of superior orbital wall and tumor mass filled of sinus ethmoidale sinistra until
left sinus maxilaris continue distruction of right sinus maxillaris. 28th agust 2015 showed multilocular
cyctic lession residif with enhancing of solid lession that distruction of intracranial and expantion to orbital.
28th agust 2015 showed multilocular cyctic lession residif with enhancing of solid lession that distraction
of intracranial and expantion to orbital. Histopatological examination with diagnosed : 15th may 2013 :
Ameloblastome plexiform type 20th feb 2015 : Ameloblastome plexiform was follicular patrren and 20th
feb 2015 : Ameloblastome plexiform was 28th Agust : Agresive ameloblastome after 2times residif pattren

and positive margin. 28th Agust : Agresive ameloblastome after 2times residif
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A case of Peripheral Ameloblastoma arising the anterior lingual gingiva of the
mandible
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T XV BRI A RS O 9 ~11% & FEABEED R <, WHOZHH(2005)12 & ) 7928 % $E a7,
BB, Bl X O B OIZ S EN D, £0 ) BFUEL GHTH B FA T
ANV FREIEEMREETH Y, BERESETF ANV EEEO 1 ~5%E &KV, SRbIbiud T
TR B S T8 L 7 il e AV BRI 2 R L 720 T, RO Z R 2 A THES %o
REFIE, 635K, T MRl T N S ZEEER I o SPIR2TAET A AH (2T ZH A0 8 T 40 i 1A L B 1k oD
JERx AL, FHET7HO6HIGEEEZZS Lz, YAy 720 Sh, IR LEABIZL T 0FE
Rz DAAE 8 H 3 HISHEAL - I % H B RUR AL R A T3 BE TSV 2 Wi 28 L7z T aR/efil il
LB B 210 X 10mm AL FE O BYER O il 2 3o 72 FKERIEIZIEH AT, BR#ED o7
72, FHAMHEI T X TAEEE TH o 720 XBGEHRA I THIBOANE®G 2 B0, BT IZHEEED
BWINA A BN 7ze MRIBFEIZ CTTIEFRIE TRAE S, IRIPIHIT2MHEG CRE 72" Lz, FM4HE9IH 2
HAZJR PRI TS T e idr L 7zo YIBRWI IR S N7 8 A AL I - B2 IS e PR RS A RLAK
WX o TRERIZT b, AEEICHEINT X ) ITA R DIEEIABIE SNz EEE I EIIARR
THRV AL & 7§ AV SR DL OO N 55 3 R A L AR S S L, OB ST BE D 2 £
T CUFSE AN MING O FoFVERE G R T F A OVBEIZHBL 2 B HIE A 815 S M 7ze s o — ki follicular
pattern’H 5N 5 b DD, FTFEM Dplexiform patternHEARE o THBY, —EHTIIMEIZHAL
desmoplasticZz fRITHRAE L T %o ASEBI TIIMELVEMZ 2 B vy, YIBRAARIS TRILME T F A v E Rz
ERAAZZIT L 72o JAMET 5 Xy B & RO s AR 2 s 2 R BICABES = 7 — ) X,
BVER P B R PR EVEIESS 7% &3 0, B D720\ INBRB NI E L %5,

Peripheral ameloblastoma is a rare extraosseous odontogenic tumor with histological characteristics similar
to those of common intraosseous ameloblastoma.

We report the case of a peripheral ameloblastoma on the lingual surface of the anterior mandible. A
63-years-old man presented with a 10x10 mm tumor in diameter. This tumor was elastic hard and surface
mucosa was normal. Radiographic examination showed compressive resorption of bone. The tumor was
excised under local anesthesia. According to the clinical and pathological features, a diagnosis of peripheral
ameloblastoma was made. As of 9 months after operation, no sign of recurrence has been observed.
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Keratoameloblastoma: report of a rare histologic variant of ameloblastoma

Poramaporn Klanrit ', Ajiravadh Subarnbhesaj ' and Natalie rose Noisuwan >

! Department of Oral Diagnosis, Faculty of Dentistry, Khon Kaen University, Khon Kaen, Thailand
? Dental Department, Buriram Hospital, Buriram, Thailand

Being recognized as a rare variant of ameloblastoma, keratoameloblastoma represents ameloblastoma which
demonstrates extensive keratinization. To date, there are approximately 20 case reports of
keratoameloblastoma in the English language literature. Whether or not the lesion demonstrated a
papilliferous component is one of the main points of discussion described in these published reports. Here,
we report an additional case of keratoameloblastoma presented as a well-defined, radiolucent lesion between
the roots of upper right lateral incisor and upper right canine of an 18-year-old female. Microscopically, the
lesion demonstrated features of plexiform ameloblastoma, exhibiting extensive squamous metaplasia.
Remarkable surface parakeratinization with lamellar parakeratin deposition as well as extrusion of
parakeratin into the connective tissue stroma were observed. Dystrophic calcifications were seen throughout
the lesion. There were also areas resembling keratocystic odontogenic tumour at the periphery of specimen.

The lesion was completely enucleated with no evidence of recurrence at 7 months.
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Calcifying Epithelial Odontogenic Tumor with unusual large epithelial

cells: Report of a case

Puangwan Lapthanasupkul ' and Natee Nonpassopon

" Department of Oral and Maxillofacial Pathology, Faculty of Dentistry, Mabidol University
? Oral Surgery and Maxillofacial Clinic, Maba Chakri Sirindhorn Dental Hospital, Golden Jubilee Medical
Centre

Calcifying epithelial odontogenic tumor (CEOT) is a rare benign odontogenic tumor, accounting
approximately 1% of all odontogenic tumors. It is characterized histologically by the presence of polygonal
epithelial cells, calcification, and eosinophilic amorphous materials resembling amyloid. We present a non-
calcifying variant of intraossecous CEOT with a presence of unusual large epithelial cells in a 36-year-old
Thai woman. The lesion was a cystic mass around the crown of embedded tooth 13 and clinically diagnosed
as dentigerous cyst. Histopathologically it represented a cystic-like space lined by a sheet of large
odontogenic epithelial cells with central nuclei and abundant eosinophilic cytoplasm that are not
characteristics of CEOT. The large epithelial cells form gland-like structures in some areas. The histologic
characteristics of CEOT composing of strands and sheets of polyhedral epithelial cells intermixed with
numerous amyloid deposotion are presented underneath the cystic lining. No calcification was observed in
the tumor tissue. The unusual large epithelial tumor cells were strongly immunopositive for AE1/AE3 and
negative for PAS and mucicarmine. Langerhans cells, demonstrated by anti-S100 and anti-CD1a, were
present at the periphery of those epithelial cells.
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Ameloblastic Carcinoma, Primary Type, of the Maxilla: A Case Report
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! Department of Oral and Maxillofacial Surgery, Faculty of Life Sciences, Kumamoto University

? Section of Oral Onology, Department of Oral and Maxillofacial Surgery, Fukuoka Dental College
? Itoh Dent-Maxillofacial Hospital

Ameloblastic carcinoma is rare malignant odontogenic tumor that classified as a tumor that combines the
morphological features of ameloblastoma and carcinoma. Ameloblastic carcinoma mainly classified into 2
types: a primary odontogenic malignancy and a secondary type resulting from malignant transformation of
ameloblastoma. Due to its rarity, it poses difficulties for diagnosis. We herein report the case of a primary
ameloblastic carcinoma in the right maxilla of a 52-year-old woman. The patient was referred to
Kumamoto University Hospital by a general dental practitioner because of swelling of the right side of the
maxilla and a globular-shaped lesion in Computed tomography. An incisional biopsy was performed and
the lesion revealed to be a solid mass. Based on the immunohistochemical staining study, the initial
diagnosis was malignant myoepithelioma or adenoid cystic carcinoma. A half maxillectomy and
split-thickness skin grafting from the left inguinal region. The postoperative pathological diagnosis was
ameloblastic carcinoma. At present 10 year after the operation, the patient is still alive with no recurrent or
metastatic sign in clinical and imaging follow-up examinations. A review of previous literature and the
present case indicates that early, aggressive and complete removal of the tumor may be the best treatment

option for this malignancy.
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Ameloblastic Carcinoma, Secondary Type, of the Mandible: A Case Report
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! Department of Oral and Maxillofacial Surgery, Faculty of Life Sciences, Kumamoto University

? Section of Oral Onology, Department of Oral and Maxillofacial Surgery, Fukuoka Dental College
? Itoh Dent-Maxillofacial Hospital

Ameloblastic carcinoma rarely arises in the oral cavity and is mainly classified into 2 types: a primary
odontogenic malignancy and a secondary type resulting from malignant transformation of ameloblastoma.
Ameloblastic carcinoma, secondary type, is extremely rare, and few cases have been reported since 2005.
We herein report the case of a secondary ameloblastic carcinoma that showed pathological evidence of
transformation from a benign to a malignant tumor in the left mandible of an 87-year-old man. The
patient was referred to Kumamoto University Hospital by a general dental practitioner because of swelling
of the left side of the mandible. Biopsy yielded a diagnosis of ameloblastoma, plexiform type. A tumor
enucleation was performed based on an initial diagnosis and considering his age. The postoperative
pathological diagnosis was ameloblastoma. Two years after first operation, he underwent tumor enucleation
again because of the recurrence. After a further 2 year after second operation, the tumor regrowth again
and showed rapid expansion. A tumor enucleation was performed again based on the findings of fine-
needle aspiration biopsy. The postoperative pathological diagnosis was ameloblastic carcinoma. Although
mandibulectomy was considered for his radical cure, the patient and his family refused radical surgery
because of the postoperative mafunction. At present 2 year after the third operation, the patient is still alive
with no recurrent or metastatic sign in clinical and imaging follow-up examinations. A review of previous
literature and the present case indicates that the definitive treatment of an ameloblastoma is important to

eliminate the risk of malignant transformation.
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Ameloblastic Carcinoma of the mandible Case report

Fumie Tanaka ', Jun Ohno?, Shohei Yoshimoto >, Ken-ichiro Hashimoto * Kazuhiko Okamura®,
Tetsuro Ikebe ' and Syuichi Hashimoto’
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? Research center for Regenelative Medicine, Fukuoka Dental College

? Division of Oral Pathology, Department of Morphological Biology, Fukuoka Dental College

* Division of Oral Tumor, Department of Oral and Maxillofacial Surgery, Fukuoka Dental College

Background: Ameloblastoma (AB) is an epithelial odontogenic neoplasm with locally aggressive but benign
biological characteristics arising from remnants of odontogenic epithelium. Ameloblastic carcinoma (AC) is
defined as the odontogenic tumor showing malignant histologic features within ameloblastoma. AC is
classified into two types, primary and secondary types, in 2005 WHO classification. The primary type is
extremely rare, and the secondary type arises in pre-existing benign ameloblastoma. We present a case of
secondary AC, in which malignant transformation was suggested to be occurred through epithelial-to-
mesenchymal transition (EMT).

Clinical course and findings : A 21-years-old female complainted a painless swelling of the gum in the right
3rd molar region. A cystic mass was found in the region of the right mandible and ameloblastoma was
suggested by a panoramic X-ray. Biopsy was done and the histology revealed the features of ameloblastoma.
The tumor glowed consecutively and expansively, and malignant transformation was suggested clinically.
One month later, re-biopsy was done and the histology revealed ameloblastic carcinoma.
Immunihistochemical findings: CK15 were strongly expressed in the stellate reticulum(SR) cells in
ameloblastoma. E-cadherin expression was recognized in both SR and peripheral columnar(PC) cells, but
vimentin expression was not seen in these tumor cells in ameloblastoma. CK15 and E-cadherin expressions
were depressed in the atypical spindle-shaped tumor cells in AC, but conversely strong positivity of
vimentin was recognized in these atypical cells in AC. These findings suggested EMT was occurred in AC.
Conclusion: Pathological and immunohistochemical findings suggested that malignant transformation

priming AB to AC was occurred through EMT.
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Calcifying cystic odontogenic tumor

Dang Trieu Hung

Department of Oral Pathology and Maxillofacial Surgery, School of Odonto-Stomatology, Hanoi Medical
University

A female 14-year-old patient had swelling on the right vestibule of maxillary one year ago. The patient had
been drained two times in local hospital in 3 months and 1 week respectively before coming to Hanoi
Medical University Hospital. Brown color liquid came out from drainage. In clinical examination, there
was no evidence of dental caries and periodontal disease. The patient had no trauma history in maxillary
incisors region. The lesion located between canine and lateral incisor in right maxillary and expanded lateral
bony wall. The mucous above the lesion was normal. Eggshell cracking symptom could be detected on
anterior wall of maxillary. On the pantomography, there was well-demarcated radiolucent lesion with clear
radiopaque border, which expanded to antrum and floor of nasal cavity. It made the root of the canine and
premolars inclined distally and the root of lateral incisor to opposite side. There was no evident of
radiopaque spot or impacted teeth inside the lesion. Although pulp test was positive, the canine and lateral
incisor was root canal treated preoperationally. Enucleation surgery and apicoetomy had been done for the
patient. Histopathology slide has cystic structure, epithelial outer layer is ameloblast-like with palisaded
fashion and small nuclei polarity far from basement membrane. Loosening cells similar to stellate reticulum
is revealed above the epithelial layer. Especially, there are many ghost cells inside proliferative stroma tissue
with acumulation of lymphocytes and noted some calcifying areas. Histologic features refer to calcifying
cystic odontogenic tumor.
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A case of hybrid odontogenic tumor: Calcifying cystic odontogenic tumor
and odontoma showing various developing stages-
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* Center of Oral Clinical Examination, Hiroshima University Hospital, Japan

Hybrid odontogenic tumor is a rare lesion showing combined histopathological characteristics of two or
more odontogenic tumors within single mass clinically and microscopically. Calcifying cystic odontogenic
tumors (CCOT) are rarely combined with odontoma, ameloblastoma, ameloblastic fibroma (AF), and
ameloblastic fibro-odontoma. We report a CCOT and odontoma showing various developing stages, which
challenges differential diagnosis.

An 18-year-old female in Nepal presented with swelling on left area of mandible. Intraoral examination
revealed 2x2 cm swelling extending from mandibular retained 74 to 36, soft to fluctuant in consistency
with expansion of buccal cortical plate. Orthopantomogram revealed a radiolucent lesion apical to 35,74,36
and a mixed radiolucent-radiopaque mass in between roots of 33 and 74.

Histopathologically, the lesion was composed of two different structures. The cystic cavity was lined by
columnar or cuboidal basal cells and stellate or spindle cells with clusters of ghost cells identical to CCOT.
Beneath the lining epithelium, dentinoid like hyaline material was found. In the cyst wall, multinodular
structures composed of myxoid cell-rich stroma resembled dental papilla with strands and islands of
odontogenic epithelium showing peripheral palisading and central stellate arrangement. The hard tissue
mass showed mixture of dentin and enamel matrix.

Combined together, the cyst walls and the hard tissue mass were diagnosed as immature and mature
odontoma, respectively. The final diagnosis is CCOT and odontoma with varying developing stages.

The cell-rich stroma with odontogenic epithelium resembles ameloblastic fibroma, but careful evaluation of
multinodular structures similar to tooth germ is highly suggestive of a developing odontoma.
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A case of dentinogenic ghost cell tumor of the maxillary gingiva
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[(# 5] A REEMEL)MIulE (Dentinogenic ghost cell tumor @ BLUFDGCT) 1347 K AL s 514 3% i
(COC) DRFER L D TIIN TV 7243, 20054 128E] S M7z WHOSEIC B W T, BIIROEEE R
SARALFER RS (CCOT) & FHEMISHI S 2 DGCTO 2 BT b 7ze Alnl, Al L5
WIZFERE L 72DGCT D 1 Bl 2 #8k L 72D THIE§ %o

REB] 6053 1. 20154F 6 H, At ESAg A OEIR 2 EFRICUF &2 ZZ Lz, Mk, DIESMIT I
B2 ilo3, LIREANPT R T b Z0 R S8 B 36 A 1211 X 10mm o SR AE C 1 R 2 I 2 52 72,
W PR L IS S 2 BB T dp o 720

(LiE 3 & Oeal] e Bl b5 eh I S O BRIRZ W o F, RFTRREE T2 B 2 5 O THREF YRR 2 17 - 720
W BALRR T R L LCIE, WA ERE T LEICE DN, ZOE T OMENIZIEGERE %R0 7,
JEBFVENRZE D F.72 B T \E A HARD IR ORI TH U, TREFIZIG T F A v ERelfAkD bRz AFFAE L
720 FREEIZBRBAMRICES] L7 AT L, ZOHOIIZLIEMI 2 R0 720 XAl o 450 & i
PE R ICH LG P AR O WAHLER OB AT T & 7= 728, SR BIALRR A I 3 W7 (2 8 U B X 5 Al e i
(DGCT) & L7

(F4] AIRALsEEMEER (COC) DIAEHLIEEMELD 1 ~2%THH, DGCTIRTDH L D2~
14% L HE SN TV LMD THiRKREATH 20 WILAZZRY IZBWTRER 2 FO350OHEDH 1,
BREIR L, FIRIER S ROz, WEHLRR S LIZBWT, DGCTIE [ A )V bRz I HH 3 % 55 i i
2R L CRATEE MG 2 55 C, LSRR E ML s BAGTHOBE AN | LE#RENT
Who KA & BBV GO OAFAEDS A T XV EREER G ML T — ) AR L EHIEE R D,
ARALSENA R EEES; (CCOT) &S 5 L DGCTIRFRFEMII % 2D 50 HAIZB VT, R
DHTHIWS 2 DIEWEETDH O, HEEBW IR AL TH 5 L E R 5N 5,

Dentinogenic ghost cell tumor (DGCT) has been defined as a solid type of calcifying odontogenic cyst,
however, according to the WHO classification in 2005, it is now divided into two categories: CCOT (cystic
type) and DGCT (solid type). Here we report that a case of DGCT originating in the left maxillary gingiva.
The patient was a 60-year-old male, who had a tumor at the left maxillary canine region. The tumor was
surgically removed.

Histologically, the tumor consisted of ghost cells, dentinoid-like materials and ameloblastomatous

epitheliums. On the basis of these findings, we diagnosed this lesion as DGCT.
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A case of ameloblastic fibro-odontoma in a mandibular molar.
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Ameloblastic fibro-odontoma is a very rare, odontogenic mixed tumor. It is formed by proliferation of
odontogenic epithelium combined with odontogenic ectomesenchyme, and hard tissue resembling enamel,
dentine, and cementum were found. We report a case of ameloblastic fibro-odontoma in a mandibular
molar. The patient was 10-years-old boy. A X-P revealed an impacted tooth, thought to be the right
mandibular first-molar, at the well-circumscribed and radiopaque were observed. Histologically, there were
composed of cellular connective tissue with proliferating odontogenic epithetium in the form of island and
cord, and enamel and dentine were observed. The histopathologyical diagnosis was an ameloblastic fibro-

odontoma
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Clinical and Pathologic Findings of Ameloblastic Fibrodentinoma
(Malignant?): A Case Report

Zhong Ming ', Xiao Jing*, Wang Jun Ting ', Yang Jing ' and Liu Han”

" Department of Oral Pathology, China Medical University, ShenYang, China
? Department of Oral Pathology, Dalian Medical University, Dalian, China

Introduction: A rare case of malignant transformation of ameloblastic fibrodentinoma has been presented
in this study.

Presentation of case: A 58-year old female patient was admitted to the oral and maxillofacial clinic with a
complaint of headaches, facial numbness, left eye swelling and overflow tears, which had persisted for more
than 10 days. Three-dimensional CT revealed the bone destruction of the maxilla, medial orbital wall,
lamina erbitalis and nasal septum region. Bilateral frontal sinus, ethmoid sinus and maxillary sinus shows
signs of inflammatory response. Histologic examination revealed that this tumor composed of odontogenic
epithelium, odontogenic mesenchyme and dentin-like tissues. The odontogenic epithelium strands lie in
ectomesenchymal tissue with spindle-shaped fibroblasts. We also found irregular shaped cells with mitoses
in ectomesenchymal tissues, meanwhile, the odontoblasts accumulation could be observed around the
dentin-like tissues. Immunohistochemical analysis revealed that the odontogenic epithelial and
ectomesenchymal cells were positive for Ki-67, and Ki-67 labeling index was over 30%.

Conclusion: These findings maybe suggest the diagnosis of malignant transformation of ameloblastic
fibrodentinoma. In the future, we need to combine other markers to confirm the diagnosis of the rare case.
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A rare case of ameloblastic fibrodentinosarcoma of the mandible
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! Department of Oral and Maxillofacial Surgery, Faculty of Life Sciences, Kumamoto University

? Itoh Dento-Maxillofacial Hospital

Ameloblastic fibrosarcoma (AFS) is an odontogenic tumor with a benign epithelial and a malignant
ectomesenchymal component. It is regarded as the malignant counterpart of the ameloblastic fibroma.
Ameloblastic fibrodentinosarcoma (AFDS) is an extremely rare odontogenic tumor. This tumor is
characterized by the formation of dysplastic dentin in addition to the typical features of AFS. Only cases less
than 20 have been reported in the literature. We herein repot a case of AFDS arising in the mandible. An
18-year-old male was referred to our hospital for evaluation of the swelling and pain in the right mandible.
A panoramic radiograph demonstrated a multiocular radiolucent area with a sunray periosteal reaction in the
right mandibular molar to premolar region. After performing a biopsy, which confirmed a primary diagnosis
of ameloblastoma, surgical excision was performed under general anesthesia. Three weeks after the
pathologic diagnosis, we performed the segmental resection of the right mandible and the mandibular
reconstruction with the iliac bone graft. However, the resected specimen presented some malignant features
with the formation of dysplastic dentin. Therefore, we discussed with some pathologists and evaluated the
specimen in more detail by the immunohistochemical analysis. As a result, we obtained the final pathologic
diagnosis of the AFDS. According to the pathologic definite diagnosis, we reassessed the spread of the
disease by the PET/CT, and neither the cervical lymph node nor the distant metastasis was detected. The
patient’s postoperative course was uneventful, and no signs of recurrence have been found 2 years after the
operation.
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Calretinin expression in the diagnosis of ameloblastoma

Anh Thi nguyet Nguyen, Oanh Thi kim Nguyen and Hong Thi Nguyen

Department of oral pathology, University of Medicine and Pharmacy Ho Chi Minh City

Background: The differential diagnosis of ameloblastomas with non-odontogenic cysts and tumors based on
histopathogical features only may sometimes pose a challenge.

Aims: To evaluate the usefulness of calretinin as a marker for ameloblastoma.

Methods: The study was carried out on 45 ameloblastomas (including 27 solid and 18 unicystic) and 25
odontogenic cysts and tumors including 15 keratocystic odontogenic tumors (KCOT) and 10 dentigerous
cysts (DC), treated at the National Hospital of Odonto-Stomatology- HCM city from 2011 to 2015.
Immunohistochemistry was performed following LSAB method using anti-calretinin monoclonal antibody
(SP65, dilution 1:6). Calretinin expression was evaluated as 0, 1+, 2+, 3+ with respectively 0%, 1-25%), 26-
75% and >75% in 10 HPFs.

Results: Calretinin expression was positive in 32 of 45 ameloblastomas (71%) (70% in solid and 72% in
unicystic, p = 0.893), recorded as 75% 1+, 25% 2+, 0% 3+; and in 5 of 15 KCOTs (33%) with 60% 1+
and 40% 2+, but negative in DC. The difference was statistically significant when comparing calretinin
expression in ameloblastoma vs KCOT (p = 0.009), ameloblastoma vs DC (p = 0.000), but not significant
between KCOT vs DC (p = 0.061). Comparing with histopathological diagnosis of surgical specimens, the
diagnostic value of calretinin for ameloblastoma was : sensitivity 71.1%, specificity 80%, PPD 86.5%,
NPD 60.6% and Kappa index 0.55 in moderate compatibility (0.4 < Kappa < 0.8).

Conclusion: Calretinin could be used as a valuable marker to support the diagnosis of ameloblastomas,
especially to differentiate unicystic ameloblastomas from KCOTs and dentigerous cysts.
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Ki-67 expression and radiographic tumor boundaries as predictors of
recurrence of ameloblastomas

Hong Thi Nguyen ' and Thuy Mong Ton nu*

" Department of oral pathology, University of Medicine and Pharmacy Ho Chi Mink City
? National Hospital of Odonto-Stomatology, Ho Chi Minbh city, Vietnam

Background: Ameloblastoma is an odontogenic neoplasm with local invasiveness and high recurrence rate.
Aims: To investigate whether the recurrence of ameloblastoma could be predicted by clinical, radiological,
histopathological features and by the expression of proliferation marker Ki-67.

Methods: This study was carried out on 61 patients with ameloblastomas (53 solid and 18 unicystic)
treated at the National Hospital of Odonto-Stomatology- HCM city from 2011 to 2013 and followed up
to 2016 (mean 40 months). Panoramic radiographs and CT scans were reviewed. Paraffin sections of
tumor specimens were submitted for H&E staining and immunohistochemistry with a LSAB technique
using monoclonal antibody against Ki-67 (clone MIB-1, dilution 1:500).

Results: Among the 61 cases, 21 cases (34%) showed local recurrence proved on biopsy. No statistically
significant relation was found between recurrence and clinical and histopathological types. The recurrence
rate was significantly higher in patients under 30 years of age (48%) than in older patients (22%), in cases
treated by enucleation (86%) than by radical surgery (8%), in cases of ill-defined margin (77%) than in
cases of well-defined margin with or without sclerosis (23%) (p = 0.03, 0.000, 0.001, respectively). The Ki-
67 index in recurrent cases (12.8 + 4.9%) was significantly higher than in cases without recurrence (9.1 =
47%) (p = 0.002).

Conclusion: The evaluation of Ki-67 expression together with radiographic tumor boundaries could be
used as prognosis parameters to predict higher recurrence risk of ameloblastoma and by thus assist in
selecting an appropriate surgical plan.
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Double-immunostaining examination for epithelial mesenchymal transition in

ameloblastoma
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! First Department of Oral and Maxillofacial Surgery, Osaka Dental University
? Department of Oral Pathology, Osaka Dental University

[Hiy] ERziisEini (Epithelial mesenchymal transition: EMT) & 1&, bRl A R0 Ml fa 4% 75 & 5k %
RVEEREER 2R L, BHEROMANEZENT LI ETH L, ZDOLDEMTIIELGOREEE, i«
BICRESCHDoTwAH, 2F XV EREEER, BOICHGWNIZEELRITIRERICETTHDT, 15X
W EEIEIC BT 5EMT 2B 6 202§ % 720 Slugd & O'TGE- 8 & E-Cadherin & o B3 % 609 5 4t 3 T
A l7,

[(MEB X OHE] A X OFR TR &SR+ 20 FEE37E GEREI2006], #ERA176]) oKL
< VEEDINT T 4 UEEE R v, BV NT 7 4 R, 7 I YRR CTHUR O RIE
ZiTo 720 1ZL®IT, SlugF 72I3TGE-B & B &, ZD#HPerma BlueTHB Iz, DWVWT, ZhLTh
\ZE-cadherin & Bt & ¥ 72 1%Perma Red THth S ¥R E R0 217 > 72,

[#5R] Slug® & O& TGF-B1d, IEENLEO ML oML B RMBOKICHEHL T, LiL, 3
DML S A b7z. Slugld, MRIFEBIA2006], §55EBIS1260, KRFEB5HTH o720 TGE- B, #FE
BAS19610, §9FBATIBI, KRIEHA I BITH -7z E-cadherinid, JEHMILOMIBIZHEILL, MR
F AV LRl CE-cadherinZEBLOWEGHZ { A b, T DFAIZSlugRTGE- B A5IZHEH L Tz, &<
(2, Budding®#BALI2d T DA A S N7z ERADIE T, E-Cadherin® FEBL D55 (XMRAL L
Yol

(7] Slugh & OTGE- B O35 BLEH 12 E-Cadherin O RHAET L TV 722 &4 b, TF A0 LEMOR
IR B OFE ICEMTHME R 1 Ch %Slug, TGF- B 3 & UE-cadherinA¥B5- L T2 2 EAVRE SN 5,

Epithelial mesenchymal transition (EMT) denote the transition of epithelial cells into motile mesenchymal
cells and in related to invasion and metastasis of cancer cells. As ameloblastoma are characterized by local
invasiveness, EMT may be related to the development of ameloblastoma. EMT was examined by double
immunohistochemistry for the expression of Slug, TGF- 8 and E-cadherin in ameloblastomas. The
expression of Slug and TGF- § was increased in activity in the region where the expression of E-cadherin was
reduced. Thus, Slug, TGF- 8 and E-cadherin seem to be related to the local invasiveness of ameloblastoma.
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Detection of KRAS Missense Mutations in Adenomatoid Odontogenic
Tumor

Toshinari Mikami ', Ikuko Ogawa ?_ Takashi Takata’ and Yasunori Takeda'

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

? Center of Oral Clinical Examination, Hiroshima University Hospital

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

Adenomatoid odontogenic tumor (AOT) is a benign odontogenic tumor, which derives from odontogenic
epithelium of the dental lamina in the gubernacular cord. However, genetic abnormalities for
tumourigenesis of AOT are unclear. The aim of this study was to analyze important cancer-related genes on
AOT. A total of 4 AOT cases were selected from our pathology archives and the formalin-fixed paraffin-
embedded (FFPE) samples were used for the study. First, the cells from tumor nests and stroma from one
of the cases were collected respectively with a laser microdissection, and genomic DNA was extracted from
each sample. Gene analyses for 50 cancer-related genes were performed using the next-generation
sequencing. A KRAS G12D missense mutation was detected in DNA sequence from the tumor cells, and
was not detected in that from the stroma tissue. Secondly, KRAS mutations were analyzed on the remaining
3 AOT cases by PCR-rSSO method. A KRAS G12R missense mutation was detected from a case, and the
other 2 cases were negative. Activating mutation in KRAS will result in EGFR independent cell

proliferation, and our findings might be helpful to clarify the etiology of AOT.

O35 LR



—fiERE KRR 5—6 P06-2

I AV L EGHHEIEIC 351 B WinedD S Riak L 2R aT

Immunohistochemical examination of Wnt in ameloblastic fibroma
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? Department of Oral Pathology, School of Dentistry, Aichi Gakuin University

? Hard Tissue Pathology Unit, Matsumoto Dental University Graduate School of Oral Medicine

3] o sk B B & BSEHRRO BEMER M BN O 70t ZD FISETT 5, 2O 7k A1
R4 22 Y 7 FIVRERDER L, SREMEIES ORAERFIC L BHRITEE L RIZLTw5b, Wneld ERZH
WM 7 FUEEERAN L THOBAEICEG LTBY, wWEMEEOA, Mot~ E b RSN T
Wb, £ZT, iz & MZEHKDOE RS2 5 7 5 A EERES; O = 2V EREHEREIZ DWW T,
Wit 75 VB K1 O FE BRI 2 Stk L= 1 12 eaT L 72,

(BHEL - D] FZem R, S marbe R s 2 i P B 6 12 T b, WHO D 4332 35 < i
T 2 ARG 2 BT 5 T F ANV EERHEEER CTHh 5, FERE LTI, =F A )V LREIESHER], Bk
Wl 5 3E B 2 MR V2o FBHIEBNZ DWW THlEIHEWE S 4 umD /8T 7 4 VYR Z/EH L, Wne-1& B
-catenin D FEH & HOGRE G0 TGS L 72,

] Wne-LidF & LTz 2 v ERRRHERE O E R RETE %2 R L7ze BRI S o A S L <
AR ORI T WA D > 720 BIEER G2 B 5 GOt Z I X > T4 TH - 72, RO =)
A FREIET O FEROGROMEINTH - 20—, SEMEREE CIIEEMIL XY CTH > 720 B -catenin
E T AV B R RRHERE O LRz & FZE DM Z BRI A S vz BN B Tl e & & R B A3k T
T, MEEIRD TN ORI 2R Lz }IRTIE, =7 AV EREEO S CHo
A3 - 7225, [FEHESE VR & o JEPERS IR C U B -catenin® B PRI M > 72,

[£%2] DLEO#ERENS, TF AV ERMRHMERE ClE LR -FZEMICWney 7 F VoiEHAb2H ), =F A
b Bz B i R A ORI & 1 Wnted 7 F VOERIRRAAKRE S B> T a2 NI N, 2D
e RRWnty ZFFVHIEBERIC BT 5 B & WEOMBEERICEEMEZE L, fMigosibRe, L
Bz & o IR EAMIR BEME 322 B0 2 BB RLRR R 22 1Y e R OO G- 2RI T 5 H D THH 9o

The epithelial-mesenchymal interaction is directly reflects the development of odontogenic neoplasms.
Therefore, we have examined Wnt signaling in ameloblastic fibromas, with ameloblastomas and odontogenic
myxomas as controls. In these specimens, Wnt-1-positive-products were present mainly in the epithelial
components in ameloblastic fibromas and ameloblastomas, but negative in the odontogenic myxomas. 8
-catenin-positive-products were present in the epithelial and ectomesenchymal components in the
ameloblastic fibromas, but negative in the stromal components of ameloblastomas and odontogenic
myxomas. These examination results suggest that Wnt signaling plays important roles in cytological
differentiation of tissue-specific characteristics between odontogenic epithelium and ectomesenchymal

tissues.
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Cornified cell envelope related proteins in ghost cells

Takanaga Ochiai ', Katsumitsu Shimada ', Keisuke Nakano > and Hiromasa Hasegawa !

! Department of Oral Pathology, Matsumoto Dental University
? Department of Oral Pathology and Medicine, Graduate School of Medicine, Dentistry and Pharmaceutical

Sciences, Okayama University

Ghost cells sometimes appear in odontogenic tumors such as calcifying cystic odontogenic tumor (CCOT)
and dentinogenic ghost cell tumor (DGCT). Some investigator report that ghost cells are formed by
keratinization of odonotogenic epithelium. Cornified cell envelope (CE) is an important structure for
keratinization. Therefore, we determine the localization of CE related proteins such as transglutaminase
(TGM) and small proline rich protein (SPR) in ghost cells.

All specimens were selected from archived files in the Laboratory of Surgical Pathology, Matsumoto Dental
University Hospital. We selected seven cases of CCOT and DGCT. Sixteen cases of normal epithelium of
gingiva served as controls. Localizations of TGM1, TGM3, SPR1A, SPR1B, SPR2 and SPR3 were
immunobhistologically analysed. In controls, TGM1 distributed in cytoplasms of spinous and keratinized
cells. TGM3 was positive in cytoplasms of all layers, and membranes of spinous and cornified cells.
SPRIA was positive in nuclei of basal and spinous cells. SPR1B was distributed in cytoplasms of spinous
cells. SPR2 was found in nuclei of basal and spinous cells, and cytoplasms of spinous cells. SPR3 was
localized in cytoplasms of upper spinous cells. In odontogenic tumors, TGM1 and TGM3 were distributed
in cytoplasms of stellate-reticulum like cells around ghost cells. SPR1B was membranes and cytoplasmic
positive in ghost cells. SPRR2 was localized in cytoplasmic of ghost cells. SPRR1A and SPRR3 were slightly
positive in membranes of ghost cells. These results suggest that CE related proteins play important roles in
formation of ghost cells.
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Odontogenic tumors in Myanmar: an analysis of 243 cases

Swe Swe Win

University of Dental Medicine, Yangon,

Aim: To determine the relative frequency and distribution of different types of odontogenic tumors of
specific institution in Myanmar

Materials and methods: Total 2819 oral biopsy records were evaluated for odontogenic tumors according to
new World Health Organization (WHO) 2005 from Department of Oral and Medicine and Pathology,
University of Dental Medicine, Yangon, Myanmar from 2010 to 2014. Data such as gender, age,
anatomical site, histological types were analyzed.

Results: 243 odontogenic tumors (8.6%) were recorded of all biopsied lesions. Ameloblastoma was the
most common odontogenic tumor (62.1%) with mean age of 34.78, followed by keratocystic odontogenic
tumor (15.6%, mean age 33.37), ossifying fibroma (7.81%, mean age 36) and malignant tumors were
about 2%.

Conclusion: In Myanmar, ameloblastoma was the most common benign odontogenic tumors with 1:1.2
male to female ratio. It occurred more frequently in the second and third decades of life and the most
common site is posterior mandible.
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ODONTOGENIC TUMORS - 20 YEARS INSTITUTION
EXPERIENCE FROM SOUTH INDIA

Kannan Ranganathan

Department of Oral Pathology, Faculty of Dentistry, The TamilNadu Dr MGR Medical University

Ninety-three cases of odontogenic tumors were reported over a period of 20 years from 1995 to 2016. They
were classified on the basis of WHO histological classification of odontogenic tumors (2005). There were
79 tumors from the odontogenic epithelium 5 from the odontogenic ectomesenchyme and 9 from both the
odontogenic epithelium and ectomesenchyme. According to the anatomic location, 77 cases were present
in the mandible and 16 cases in the maxilla. The age group ranged from one year to 80 years; 40 cases were
in females and 53 in males. In the study group, 21 cases were recurrent lesions. The salient feature of this
cohort will be discussed, with focus on atypical features.
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Current situation of oral diseases in Yemen

Akram Al-wahabi and Takashi Inoue

Clinical Pathophysiology, Tokyo Dental College

During the period between 2008 and 2013, Oral and maxillofacial department in TMGH hospital (That is
considered to be the biggest and most referred to hospital in Yemen) received 1585 cases that included:
Neoplasms, Trauma, Salivary gland diseases and open wound injuries. The neoplasm ranked the 2nd
highest among the received patients forming up to 27% of the total received cases. Highest affected age
group was the group of patients in their 50s followed be steady decrease in the number of patients in
correlation to the age. Age distribution was similar among the affected patients in both females and males,
however the number of female patients was higher than males in both malignant and benign neoplasms.
When comparing the number of affected patients in terms of malignancy and benign nature of the
neoplasm, it was found out that 92.96% of the neoplasms were malignant compared to only 7.14% benign
neoplasms. It can be concluded that neoplasm is a serious problem in Yemen. Number of affected patients
with malignancy is alarming especially when compared to the benign cases. Another note to be taken is the
higher female to male ratio both in benign and malignant cases which needs to be further investigated. In
addition to the aforementioned correlation between age and cases being affected by neoplasm, the decrease
in the number of cases when compared to age can be interpreted by reflecting the life expectancy of the
average Yemeni individual which is about 62.91 according to World Bank stats in 2012.
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Current situation of oral diseases in rural Mongolia

Tungalag Ser-od and Takashi Inoue

Clinical Pathophysiology Department, Tokyo Dental College

Oral healthcare is important yet often ignored subject in the medical field in the developing countries. In
case of Mongolia, development of dentistry in remote areas lags far behind other developing countries.
Caries, periodontal disease and squamous cell carcinoma are the most common diseases of the oral cavity
among Mongolian population. According to the survey done by MNUMS, 90 percent of the population
suffers from oral diseases nationwide. Dental caries is the most common and it tops in children. Screening
and dental treatment performed on 71 individuals from a remote village in northern Mongolia reveals that
89% of the patients had dental caries, which supports a previous study. We discovered that the dental caries
is the biggest threat to children’ oral health. DMF indication of Tsagaan Uur soum found much higher than
that of the standard 0.3 for developed countries. Even for 2 year-old children, dmf indication was 10 times
higher than the international standards. There were cases including fluorosis, gingivitis, rampand caries and
epulis. Oftentimes the squamous cell carcinoma is being diagnosed in later stages greatly affects the prognosis
of the disease. There are over 2000 registered dentists in Mongolia without any oral pathologists. We
conclude that more cooperation from professionals, especially oral pathologists in the dental field as well as
efforts from regional government is necessary in order to improve accessibility and the quality of dental
treatment and early diagnosis of SCC in rural villages.
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A case of solitary fibrous tumor of buccal region
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(BUE] BT R CHIMFMEIZ S 2 ThRvAS, IS THMEEBICE30mmIT & OBPERE, wHtk (+)
DR % it 72o MRUC TGS 255, T1, T2 CHEfE 5 2 3 RS0 S iz, MR
IR, AR EEIELS Z & R BRI 21T 2 L & o 7

(FAriRerr W] M & e O RCAFAE L, WIRIICHEIE 2 A LT 7zds, —HB Tl & T3 s
WAL TBY) L Lol Tc&Ldhoiz,
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U B AR A T ] RS RS ORAE L D > TH Y, B S M MIZED Sz, BEAR 5
FARIZH L7272 v Stag-hornbk D MAF S S, 2 @O F PRI E G M 25843 2 80 %, whbw b
patternless patternZ /R § G REDTRD S M 7zo RIEAMRRALAgE T, EEMIZIZCD34, Bel-212FiE,
S-100 protein, Cytokeratin (AE1/AE3) A&k, Ki-67 indexid 2 — 3% Tdh o720 Ll EOFT LA & % B
S AR PERAE PR 7 & 3T L 720 12100 A RUCHFEFIIR O Twia vy,

(G EE] IRAZ Pk ARAHE PR 3 M B S S A 5 B A8 & LTl S 727, SRRk L = ke sk 05 1 o T
VR BN &) RS TORAEFNIEE SN TV, D KNS S RET M E S b, AR
ZEIENMERL D B ) M s R R R IES 1, WIEOAAE 2 EVHRE SN DA, HRFITIII NS DR
FRONZ o7 HEOERE LTREEVRPGLPREE S b REFTIIELEA—HE L TH
MTETBELY, MELR7+0—T v THPLELEZ TV,

Solitary fibrous tumor (SFT) is a rare soft tissue tumor with benign behavior in general. SFT of the oral
cavity is not so rare but there are less than 50  reports in Japan. We report a case of SFT arose in a 22-year-
old man. The tumor was existed under the buccal mucosa and attached to the masseter and periosteum of
the mandible. It was approximately 26mm in diameter by MR image. Histological examination showed
proliferation of spindle-shaped cells with a patternless pattern and stag-horn like vessels are also seen.
Immunohistochemically, the tumor cells were positive for CD34 and Bcl-2.
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Giant cell tumor, lymph node-reactive lymphadenitis

D Uramchimeg UL Davaanyam ', D Tserendulam?, J Erdenetsogt 2 G Minjinnavag ', B Nomin ',
B Purevsuren ' and B Nyamdavaa '

! Mongolian National University of Medical Science
? National Center for Maternal and Child Health of Mongolia

The patient Munkhbat, 10 years old, male. He had got operation in National Center for Maternal and
Child Health of Mongolia, Department of child Maxillofacial Surgery.

In February 2015 the caries pain was started. During this year patient was rinsed oral without any
treatment. In March 2016 it was bloated at right side. National Cancer Center of Mongolia they diagnosed
by the biopsy DS: Giant cell tumor, lymph node-reactive lymphadenitis.

In April of 29th, 2016 he had got operation in National Center of Maternal and Child Health of Mongolia,
Department of child Maxillofacial Surgery. We resected the right side of mandible. We scan in here all of
our pictures before the operation, after the operation and path-histology.
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Histopathological study of a case of plasmablastic lymphoma arising at
mandibular gingiva
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[ ] BRI S 0E RO KRIBAINE O OV % AMERGH 2 58 e L, BHlLTIZ 4 CBHE
HMIEND AL DO ENRIEETH 5o Sl 5261 H AR ERBL 2 XIS B W THKE T 72 [£MH
FEAB A CZANK/ TR U > 2 O B RORGE ] 2 MG L 722RER, TRRFERTE Y 3 & 5
HEWIZE 572 1IN OV THET %o

GiE  #I] 700 B k. EiF 0 THHMAOEFIK. BEARE - 2R RPER, SHAEE, HARRNA
MORE e FIRIE  FFRLFE % Lo BUREE © 20XX4E 4 H 2O D0 RHEE B L2 T BT 5058 — R E ik ik
W& 52\ 7273, MEIRSGEE T RIRREA D720 5 & 7 H IR & 2 % IEREEE L 2o
720 8 HIZHEMA b A A S~ T ISR L. 9 H M be s LURESVRL 2 250 IR AYE 2
SAUKEE - I 2 BRI S Beiiskbe. BUE @ &St - REET 2 ANCEIN /NS 7 2R 2 TEICRIZY
720 BRI O OENED Vo TH, W, WIS A SNz LIRS R © BUEIZ AR T,
TG TSR &2 D 7228, SHERY »SEICIEIRIZFRD SN d o7z LA N7 A Mk siR o s E st
RAIA BTz ENET R - 2200 B A 81229 X 25mm K DA, % 1 5 AR AIEDOIER 2 D 70§
ZWT AL CT TN T WIS AMESBIUE 2D S, JHPECE B SRS TH o 720 WLiE - fE:
W TR A QAT 2T b 2o KT — % T, s-IL2RASEEZ /R L 720

Ui BRI B X OV ] A L M ISR o) U BRI MIL 0 L WHIBEASA S, TR b —
VAREEOMEA - B, ORGSR b, fEMRILY G TIE, CD3e, CD45RO,
CD4, CD8A—#BTRMET, CD20, CD79a Xk TdH 572, CD56IEFE1E, CD30id Z < A2 251,
ALKIZBEMSTH > 72, MIB-1 (Ki-67) index 1390%LL ECH 5720 ZDOHDBIMAAIT X 2 TG O R,
CD138 (+) £EBER (-), Granzyme B (-) T o722 & H* 5 plasmablastic lymphoma & #l# L 72,

Plasmablastic lymphoma is one of rare malignant lymphoma. We reported a case of NK/T cell lymphoma
in 2015 JSOP. We reviewed again and diagnosed plasmablastic lymphoma. We presnt about this case.
Patient is 70s male. Chief complaint was uncomfortable feeling of the left mandibular gingiva. Partial
biopsy was performed and the biopsy specimen revealed large tumor cells, apotosis, highly cellular atypia
nuclear atypia and abnormal mitosis. Immunochemical analysis showed CD3 ¢, CD45RO, CD4, CD8
were partialy positive and CD20, CD79a were negative. After 2015 JSOP, we diagnosed plasmablastic
lymphoma because CD138 was positive and EBER, Granzyme B were negative.
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Spindle Cell Carcinoma of the Palatine Tonsil: A Case Report

Mami Yamazaki

Department of Pathology, Gunma Prefectural Cancer Center

Introduction; Spindle cell carcinoma (SPCC) of the head and neck is a rare subtype of squamous cell
carcinoma (SCC). Although SPCC is mostly found in the larynx, it may also occur in the hypopharynx and
oral cavity. Till date, to the best of my knowledge, only four cases of SPCC of the palatine tonsil have been
reported in Japan. This report describes a case of SPCC occurring in the left palatine tonsil. Case Report; A
75-year-old male presented with swelling of the throat and dysphagia. A pedunculated tumor in the left
palatine tonsil was diagnosed as SCC using cytology but as malignant spindle cell tumor using tissue
biopsy. Computed tomography scans revealed that the tumor was not deeply infiltrative. 60 x 35 mm
tumor with a white surface of homogenous appearance was removed. According to microscopic findings,
the tumor was composed of malignant spindle cells infiltrating the stoma and invasive and in-situ SCC.
Immunohistochemical studies showed that the SCC cells were positive for AE1/AE3, CK7, and CK19
markers. The spindle cells were negative or showed only weak focal positivity but were strongly positive for
vimentin and negative for desmin, SMA, CD34, HMB45, c-kit, CD45, and CD99. The final diagnosis was
SPCC, pT3N1Mx. The patient received postoperative radiotherapy and remained relapse-free for 2 years.
Conclusion; The prognosis of head and neck SPCC is related to its location, depth of invasion, and stage of
disease. SPCC of the palatine tonsil is rare, and frequent long-term follow-ups should be considered.
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A difficult diagnostic case of Basal Cell Carcinoma arising from young

mandibular gingiva
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PR e S 0 BEVE I 71390 % 2k ¥ LR T 0, T & AL 2 7”3 & 7 L R P B BERE Y% o
L LA s, VLB 3B, WbV LR, ohsiiiad, LRl & e & 13872 24
WEZ R LB RONDL ZENH Y, RITHHEZHICEE S 258055, 40, EAISEEZDOT
SRS LS IS B L 72 SR E 0 — Bl 2 REBR L 72 0 Tt 9 B0 SEBNI2255 1, TaA M
OB LTI e L CUBRIEANR 2 2% Lz CTICTT SN ORBEEBIEME AL & S8 il
BaIRTIREDRRO bz R TIMEEZ WD R SN2 o 72 ANEN B WIEE OZ o T, SEHRY)
B & 7% o 720 SREHLER AR R T, SRFIEAL TN/CH DR & v Bk i i fie Ak o Il 55 g s e 2 T 0 L
HEOHIELTEY, KK, AEBRE %o THEWISERAAYIRISRE, RS 285HF BRI N,
T BN EEI OHERECY R X 7 = YRk b A b7z, REMBIL A RE2ITo728 25, B
AE1/AE3Fs1%, S-100% > 7827, HMB45kzE, CK19—&Rg5kE, pb3kutkzm L, CEA, EMAL &2k
MWTHh o722, Ki6THRUEMIEAHIL S, BWBEED ) oibihiz,e ThODOF R HIdTF AV ER
W70 & O BN RS R SR M, B EE R E ol E LTER SN, i HE A
DIFBEALRRA R BN E 5 720 A A FHRATHIC D B 72 BV VRS i VIR & o&EpIC B
WHE L2 RS O — 2 B8R L 72D T, HTOXMIELELMAMET 5,

We present a basal cell carcinoma that arose from the mandibular gingiva of a 22yaers-old male.
Cytological, the diagnosis was class V, it suspected with diagnosis of a malignant epithelial tumor.
Histologically, tumor cells had high nucleus to cytoplasm ratio, oval nuclei, and resembled basal cells, were
proliferating while making cancer nests. Immunohistochemically, the tumor was positive for AE1/AE3,
S-100 protein, HMB45, and Ki67. The positive cells for Ki67 had high proliferative activity. The tumor
was negative for CEA and EMA. From these findings, we finally diagnosed this case as a basal cell

carcinoma.
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A case of basal cell carcinoma of floor of mouth mimicking malignant
melanoma in cytology
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FEFNI8OM D H e IR EME 2 EFF &L U THBes RS2 S 7z MIRBHE, TIRERIC
B DFEAR & & B I RRD BT 7R 7272 D RIS 217 - 720 MR T3 LB ko R AL 4
AR S, W LB R b BEb N2, MIRE NI X T = Y ik % & & R Bl s hok
72, EHEROEOWNREEGETE ad ol L2LADS, WWHHMMEAIIIE AT/ —<HilgidAi b
MY, B R ISR AR 0 SIS GE L, 3 2 I HR R & i 2 TR TR I B Gl L T 7z,
S OB E IS OHHRECT R A T = Y mRRAE DA DN Tz EMBIL A RE 2T 728 25,
JEH5 3 Ber-EPAHZ Bt 2 7R L 720 PLEOFT A & B IEAIIENE & 25T L7z Al A RIEFIC IR ED
FEIEANEHE DAEBI 2 FEBR L 72D THIE T %o

We present an extremely rare case of basal cell carcinoma arising in floor of mouth of 86-year old male.
Cytologically, Atypical cells in which is including melanin granules the cytoplasm were seen, hence, this
lesion was suspected malignant melanoma. Histologically, melanoma cell was not seen, however, basal cell
like atypical cells were proliferated in the covering epithelium, and invaded to the stroma slightly showing
the nodular growth pattern. Moreover, palisading of tumor cells and melanin pigmentation were observed
in the alveolar. Immunohistochemically, the tumor was partially positive for Ber-EP4. Therefore, this case
was diagnosed as basal cell carcinoma.
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A case of adenosquamous carcinoma observed in the metastatic lymph node, but
not in the primary lesion.
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[#2] MR B R A — 8 PR BBz & i O MRk R 2 300 2 B E OB W TH 5. 4l
bivbid, HEEEOMBADT LR TH - 72h% BRI RR S _E R E % 720 72 5E 6
WZOWTHET %,

GEBI] B3 @ 57k, Bk BUREE & &8 - AMEHOER %4 OB £, EsRBHERE D /M
TIHINKRFIRBEFRITEINEL %2 22 Uz WIele, ZEME R Jeific25 X 15 mm OFfE 2 1E 5 . Rl %
HBEZ R 720 M 24T\ B LEUR S LR O W 2 1372720, HEA IR, A+ X— i
X 2B 2 54T L7z YIBR ORI b W LA T LR T o 7o T DML TR BILE
LCW7z25, #ifh2h A o8 A TAM EESFIRO ) 2 SEICIER 2 R0 72720, RN
SEBEREM & BT L 720 T ORE, PETICCTHEE L SHEBLAMIRE DN L W L 2FERR L T b, F/20 il
L7z YNSRI NE I %2 3R 72 7280 MR AL AU a8 % JfT L 72

VRSB R O ) v ) Ei O BRI ] ER B OB EE <  THIK - HIRORF L&
FROBREIRBELTB Y, ZHROBEBKRZED., SO LERF LR &2 L7z B S22 IRERE X
RO olze T2 BEROMBETIIIRE ) VR Hi 28RO, Z 09 BoEIIHIEINEE 2 Bz, &
5125 MDY Y 8EIIZB VT, P R AR IR S 2 D 7, REMRR LRt T, R L
Be3E DEBITIZAEL/AES & pA0D W IIZ S B tE2 S L, — IR ERE 2 B9 535X AEL/AE3R 1 p40kz
MWTH o7,

[(Z52 LRl BB Vi OMBRG TR LR & W 5 2 2 BRAEHEE 2 300, BT LR & 2L
720 EHUAMAES CEMES IIERINTES T, HFRFLEEIrSOBBTHL L EZ BN,
770/900

We report a case of adenosquamous carcinoma with secondary cervical lymph node metastases of well
differentiated squamous cell carcinoma. A tumor occurred in the tongue of 57-year-old male was diagnosed
as well-differentiated squamous cell carcinoma, and a partial glossectomy was performed. After Two and a
half months, the metastatic lymph nodes were found and a functional neck dissection was carried out.

Adenosquamous carcinoma was histopathologically detected in the metastatic lymph nodes.
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C1PE R V- B8 S 350 5 BB D RE AL © small proline rich protein &

transglutaminase® JRj ff:
Abnormal epithelial keratinization in oral lichen planus: localizations of small
proline rich proteins and transglutaminases

WSH e, Ea Bok, REN
Katsumitsu Shimada, Takanaga Ochiai and Hiromasa Hasegawa
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(EE] D FE% (OLP) (3 BRI LR MRS & MALRE 2R3, OLPIZBIT 5 LT
DRIZISE BT 781317 D T 225, ML 2535 5T v MABIZIZE L DK
i)‘ﬁ%’( Y 5 237 HOMBEN D HMIBEEAN DT 5 & OTransglutaminase (TGM) 12 & % ZUf#S
XYL SN D ALY > 237 B Td % Small proline rich proteins (SPRs),
TGMl:b X OTGM3D 5345 % OLP THigk L 72
[Pk & J5ik] Wi 5 IE O OLP 9 Bl % OLPHE, MUK 5 51 % i L L7-. SPRla, SPR1b, SPR2,
SPR3, TGM1B & UTGM3% —kHifk & L CTHliEgets 2175 72,
[#5%] OLPEETid, SPR1b, SPR23 & UNTGMIAAME 42 DML OV AR R L, Ml
DB TH o720 72, SPR1a, SPR3B X O TGM3ZAE FEOMBEIZ O AICHEMEZRL, M
HaRIZ S Btk TdH o 720 MIEETIZ, TGMIA A RE EIg OB D A Z /R L7z, 72, SPRla,
SPR1b, SPR2, SPR3# & O\TGM3IZ A k& 4 g oM B 12 At atE 2 m L, Ml Xz <dh -
720
[£4] OLPTIFHIRE & 57 ) SPRsO & THMMBBENEAT L T 7aZ 45, SPRsIZ & 5 BB HA®
HELTWL I EDPMRTE $72, OLPTIESPRsO VTN HHMILEICTE AMICHFIEL T2 & h
%, TGM@%E%EE&OuFé’EéhTV‘é &?fﬂf%éo
OLP T AL & FARICTGMIASHIIBZ JHAE L T 724s, TGM3IEHRNEE & 57 0 /i’ 7217 T2 <l
FaRIZ S IR L Twieo TRHDHOLPIZALRE D EL 572901213, TGM1 & TGM3DAEEELZ 51 %
JRAEDO THIET, IO T LI ETHRBRIEE L LEXH5N%, 2512, SPRIbESPR2D
SATIETGML & —% L, SPR1a&SPRIDHGAIITGM3E —H L Twab Z &2 5H, SPR1bESPR2ZTGMI1
%%, SPRla& SPR3% TGM32%MU&E$ 2 WHEMED D 5 0
U bkns, TGM & SPRsOFF RAEDSOLPD S MALICEE 2 E 24 ) T LAVRIR E 7z,

Oral lichen planus (OLP) is a mucositis with abnormal keratinization. We immunohistochemically
examined localizations of small proline-rich proteins (SPRs) and transglutaminases (TGMs) in OLP and
buccal mucosa as controls.

In contrast to results of controls, OLPs showed diffusely cytoplasmic and membranous positive reactions
against all SPRs examined, and membranous positive reactions to both TGM1 and 3.

The membranous and cytoplasmic accumulation of SPRs could indicate the formation of cornified cell
envelope and abundant substrates for TGMs. The co-expression of TGM 1 and 3 might play an important
role in the cross-linking of SPRs resulting in abnormal keratinization of OLP.
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The questionnaire survey to understand the current situation of the pathological
terms on the borderline lesions of oral cancer.

HAER ey PSR 2 M ER R EH S
BB 1 (ZREK), NI iy WMEBR), WM& & BE il
R A%, AR, K bk, BA AZ, BA A, b
& BB, BT HR

The Committee of Diagnostic Criteria for Oral Cancers,

The Japanese Society of Oral Pathology

[T C@ic] L & 2 OB FIREOHRBZW M SN TV AR Z0EHICE L TiE, WHO (2005)
VN 2 CHESARRIR IR CHK, DRI B2 D 5. S SICKNR% TCOWRBMBIIE (LITF, ZWEK)
ERRIREE & O3l O B L @O FIHiE M H O HEER R S F/E L T\ b, HARRBIKRCERE AT
&, CUERE RO FALD =D RKTH B HBZW 4 L ZOMEOM—LEZHMET 22 L2 HWIZ,
HMAEROFBMERAR L LT L2 EAERFNLZRES] PRE I N, ARBARTIE, PHE26FEEICT
s & Z OBFIREDOZMI CTH W O N TV 2IHEBH% L COMEOIIREZ IR T 2 72D 1L i IR
THBWE GRHE, EHE) 208 LT 7 — M2 To 720 [R] iR ARG ke
HHEALSHAEB L OFEE, BRHIIARHARBZM U T, [NE] BM 1 : ik, 702 @ jmBE,
HERRBE O], M3 (8HH) : EKZW2s HAUE (leukoplakia) O FE B DAL A3 L THWT WS
BRI S x4 0 WG & 2 OB YYRE ORRHEZE CH W T W A B HEMESE, M5 - BA - ¥
el [RR] BEI6X ORI (35%4) - WEE (61%) ST THW 2. FWHZW 4L, BUCHE,
BRIRZDOWTIICBWTHZMIERM TR ) OECHEASNT, T2, HTWwAHHRPIEEIZONT
EESHE R IO B, TR HE, WHO (2005) 3% \0AS, EHUERRBLER & mBiR Tl B2 4 1
M25% 0, FNDHE L ER CORMEBM AL DENE LTHN L EZONLERTH 720 T — b
WM UTC, L COBFMWEICET2MaR R, ii%d 2 VIBHEMTrRe ) DiXs D&M
HHIENHONE Lo Tz, Gk, WHEHOYWELZK > TV ET, HiPHM oM — I3 HE
ThbrllEbhs,

The Japanese Society of Oral Pathology, with the aim to promote the criteria and terms of the pathological
diagnosis of oral cancer The Committee of Diagnostic Criteria for Oral Cancers has been installed. In order
to understand the current situation of the pathological terms that is used in the borderline lesions of oral
cancer, the Committee was intended for pathologists a questionnaire survey was conducted. Through the
questionnaire, the terms related to borderline lesions between the facilities or pathologists, it has become
clear that there is considerable variation. The standardization of pathological diagnosis appears to be a

pressing issue.
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P53 immunohistochemical analysis of oral superficial carcioma in Niigata

University Hospital.
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[IZLwic] chF chbhbiUIOERBEE ORRIZI 2 X ) ZBIN 2 DB FE S 2 720 1Rk
WAL DOBEADNLETH A L 2 BARWICIREL TE 2o 22T, SHIEHORERENEICB T S P53 EH
AL AR DA HHEIZ D W TR L 72,

[BREE Fi3:] 20104 ~20144F F T 5AEMNT, B KRSk BHR B AR 2= T2 VAU 729 BRALER 22 WA 1)
DT, TR T~ BT TS O LR BB R 2 2 L CPh3 5 ik b 2 540 L 72
SEBNZ DWW TIERT L 72,

[ 5 & £42] 2160F 120 L CPo3 MRk A MR B A e S 720 Z DORERPSIMIERTED 37 ¥ 2SIEH 0 5
REEE COZRETHIER EVE RS L WIEFNE  AbN, fliHISFHISTE LW Ebh o7z,
L2y LS ERz 25 EREES X ORI ICBATT 5 & 2 CTPo3uibathas Bl 4 /8% %, M 1
B & EREFEICRATS 5 & 2 CPo3D DS T 87 % LOTIER D A S, PS3DFBIE)RE % it
BB LT, squencedE DIFEDMELT ZHEW S5 Z L HWRETH o720 T 7zbvb s TIREENEE SR
ELTEZTWAJEMREA LR L0E A LB SRR 2 2B 5 4 B2 N R i B & Po3 SRRk &~ 19 12
ERUESY 2 LTI ebMRENT DLEOFR XY, Po3RIEMRRLS 721 Tl MM HRZ O 5l
IEWEE T3 5 A%, Keratin 13/17ki-67 £ i H T 5 2 & T, Po3IEMARILFE BV 2B P EZ2D 5 5
T REMEAVRIE S L7z,

We report p53 immunohistochemical search in oral superficial carcinomas including epithelial dysplasia to
squamous cell carcinoma. The number of diagnostic pathology cases of them was in approximately 216 in
the five years. The difference of p53 positive pattern was not clear in many cases including from dysplasia to
an invasive squamous cell carcinoma. However, as for some cases, a change was seen in a p53-positive
pattern by a progression of squenceal oral carcinoma. Immunohistochemical search of p53 is useful to make
the high diagnostic criteria more objectively and scientific diagnosis grounds by the results of research.
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LAMGC?2 is a predictive marker for malignant progression of leukoplakia
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" Department of Oral Pathology, Graduate School of Medical and Dental Sciences, Tokyo Medical & Dental
University
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Dental University

? Department of Oral Surgery, Graduate School of Medical and Dental Sciences, Tokyo Medical and Dental
University

* Department of Diagnostic Oral Pathology, Graduate School of Medical and Dental Sciences, Tokyo Medical and
Dental University

° Oral Health Science Center, Tokyo Dental College

BACKGROUND: LAMC2 plays an important role in cancer invasion. The aim of this study was to
investigate alterations in LAMC2 expression during the transition from oral leukoplakia to oral squamous

cell carcinoma (OSCC) and to assess its diagnostic value.

MATERIALS AND METHODS: The expression of LAMC2 was examined by immunohistochemistry in
50 surgical specimens of advanced OSCC assembled as tissue microarrays. LAMC2 expression was further
examined in 39 surgical specimens of early OSCC and 93 incisional biopsy specimens of leukoplakia of the
tongue, which exhibited epithelial dysplasia. LAMC2 expression was evaluated by scoring stained cells and

its relationship to clinico-pathological characteristics was analyzed.

RESULTS: LAMC2 was remarkably upregulated in OSCC at the cancer—stroma interface. The grade of
LAMC2 expression was significantly associated with the pattern and depth of invasion and the tissue
architecture of OSCC. Foci of LAMC2-positive basal cells were observed in some cases of leukoplakia. The
number and size of LAMC2-positive foci were significantly associated with the grade of dysplasia. The
presence of LAMC2-positive foci was a significant predictive factor for the malignant progression of
leukoplakia. LAMC2-positive leukoplakia had an approximately 11-fold increased risk of malignancy
compared with LAMC2-negative leukoplakia.

CONCLUSIONS: The study underscored the value of LAMC2 as a marker indicative of invasion.
LAMCQC2-positive foci in leukoplakia suggest the imminent risk of cancer. LAMC2 immunostaining would
assist diagnostic practice and contribute to a more precise assessment of the malignancy of leukoplakia.
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p16INK4a expression in the Oral Verrucal-Papillary Lesions

Risa Chaisuparat ', Araya Thetsanasalee’, Thanaporn Limpaarayakul > and Somchai Yodsanga '

! Department of Oral Pathology, Faculty of Dentistry, Chulalongkorn University, Bangkok, Thailand
? Undergraduate student, Faculty of Dentistry, Chulalongkorn University, Bangkok, Thailand

Objective: The aim of this study was to investigate the status of pl6INK4a (p16) of the oral verrucal-
papillary lesions.

Method: Sixty-five cases of the verrucal-papillary lesions (50 benign lesions and 15 malignant lesions) were
enrolled in the study. Patient records on age, sex, lesions location, and diagnoses were collected. The tissue
sections were immunostained with p16 antibody. Immunostaining results were evaluated and graded
according to the percentage of positive pl6 expressions and the intensity of staining. The final
immunoreactive score was determined by multiplying the intensity scores with the extent of positivity
scores of stained cells. Score of 4 or greater is considered positive for p16 expression. Statistical analysis was
performed to determine the differences in protein expression between lesions.

Results: In our study, the verrucal-papillary lesions occurred in a wide age range (32-90), with an average
age of 58.07 years and a 1:1.4 male to female ratio. The lesions were mostly seen in tongue (20%) and
buccal/labial mucosa (20%). Immunohistochemical study of p16 found that 38 cases (76%) of the benign
lesions were positive, while 15 cases (100%) of the malignant lesions were positive. The average
immunoreactive score of the benign lesions was 5.90, whereas in malignant lesions was 9.47. The
percentage of pl6 positivity was statistically significant different between benign and malignant verrucal-
papillary lesions (p<0.05).

Conclusion: Our findings suggest that p16 expression in the oral verrucal-papillary lesions, in conjunction
with clinical-histopathological examination, may be a useful tool in distinguish between benign and
malignant lesions.
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SOX9 expression in oral squamous cell carcinoma
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Sciences

[#42] SRY-box 9 (SOX9) Bk Fs4: MRS B IO 2 1 B % Re7z T HEGRFTH 525, i
7o OHE A2 OBV B W THSOXIEBH L, MEERICESTAZElMoNTVES, L LaD
5, MR LR (SCC) 1281 5SOXIDFHARARHEBIZH LN IZShTwiwvn, £2°T, bhtb
MUZTTESCCTOSOXIFE I & SuIE MR LA I FRAT L, 2 ORERE AR - 720

(1% - J7:] CIRESCCHEMA B2 SR &2 10 02, 14 bRz - BRI Rz - R O KB 2 & O A
BRI U720 W85 7 4 VR RER LT, SOX9, Ki-67, perlecan® D fuiEikibs 247w, o
DFDFBIY v EBE L 72,

R - Z52] FEMESME ERzTix, SOXORETEIZIZIZRED SN \vps, BEER - b g &R 25T $
BAZ DT, 5 LI AR 34 G 3k T SOX R ME B A B3 L T 7z RN Tld 37 R C O ES ML A
SOXOumFEZ /R L, FHEIRZE & WIS I S 7z SOXOR MG, JEMESE Bz~ G £ ©
Ki-673 B I Z R £ 7213 %R0k { 504 LT 7228, 2N T o Bl 313 Ki-6712 L _RSOX975 1%
BNIHERTH o720 F72, perlecantZiZBFENL RS PO M EIZHTETH o 720 LLEDORERD S, [PESCC
BT, SOX9EFEBI S X OREICEE S 2 W itEavR S hlze 25612, SOX9 - perlecan el
it oMAEDLED, REOFEOHEIZEHTH L EEZEZ LN,

SRY-box9 (SOX9), a key transcriptional factor that regulates chondrogenesis and sex determination, is also
involved in progression of various types of human cancer. An immunohistochemical search was
accomplished in the cases of an malignancy border lesion including oral epithelial dysplasia to squamous
cell carcinoma (SCC). SOX9 was not detectable in normal epithelia, while the proliferating cells were
positive for SOX9 in dysplasia and carcinoma in-situ. In SCC, strong staining for SOX9 was observed in
most of the cells, around which perlecan staining was enhanced. These results suggested that SOX9 is
related to growth and invasiveness of oral SCC.
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Involvement of semaphorins in the progression of oral cancer
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74 ViE RIS THRMEO NI Z RO ZWE L LTHRAINIZGTFTHE, 4D
F777 30 =L, WERLZIEAOWE 2 SHIET L LMo TBY, Bl IE3EXAMEOR
W - B E AL, ADZBHSRIC B 2 M A2 RAES 2 —F, 3B - BT oG 7
K=Y A%ZEE, 3FH 2 VIAATTFESE, ISR S EEBLEREH 2 RT 2 EAME ShTn
o L22L%2SS, HFEICBIT S IND D5 T ORMEENDBS IR EHBE W,

el 2 BT 2 3B 2 572012, &< 7+ ¥3B, 3D, 3E, 4A, 4D, 5AICH§ 2 Hitk%
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KT, 5MXg/mlDEED <7 + ) YAAB X 4D R T F FAEAE T C IS R A gk (Ca9-22,
HSC-2, HSC-3, HSC-4) #24WR35a L7215, MTT7T v ¥4 %47 > TR E~ O B & 7z
ETh, 374 YRTF NI XY BGEEDEIH S, FFICHSC-2 T OMIBAHE Th o720 £ 72,
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L7z
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WCHBIL, EREICES L Tw R URIR S iz,

Semaphorin was initially identified as an axon guidance factor. It has been reported that semaphorin has
many subfamilies and each of them acts as a positive or negative factor in cancer progression. However, the
role of semaphorins in oral cancer is still unknown.

Immunohistochemistry showed the expression of semaphorin 3E, 4A and 4D was found in oral cancer
tissue. In addition, 4A and 4D peptide promoted survival and migration of oral cancer cell lines.

These findings suggest that semaphorin subfamilies may promote the progression of oral cancer.
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Overexpression of N-cadherin induces anti-apoptosis effects on cancer
cells through TRAIL receptors and caspase pathway

Phuong thao Thi Nguyen ''?, Nguyen Dung ', Miyauchi Mutsumi’, Fuji Makiko ' and
Takata Takashi*

" Department of International Collaboration Development Dentistry, Institute of Biomedical and Health Sciences,
Hiroshima University

? Basic Life Science, Institute of Biomedical and Health Sciences, Hiroshima University

In head and neck squamous cell carcinoma (HNSCC), the aberrant expression of N-cadherin was considered
to have an important role in malignant behaviours such as increasing the growth and invasiveness of cancer.
However, the mechanism why N-cadherin increases cancer cell growth has not been clarified yet. In this
study, overexpression of N-cadherin increases cancer cell growth via inducing anti-apoptosis. Apoptosis is a
common property of multicellular organism to maintain the health of the body by eliminating old,
unnecessary and unhealthy cells. Recent studies have found that TRAIL selectively induces apoptosis by
reacting with its four receptors including DR-4 and DR-5 (death receptors) can transmit an apoptotic signal
owing to death domain in their intracellular portion, while DcR-1 and DcR-2 (decoy receptor) lack that
part, so both of them do not transmit an apoptotic signal. Overexpression of either DcR-1 or DcR-2
suppresses TRAIL-induced apoptosis. In this study, overexpression of N-cadherin induces DcR-2 expression
and reduces DR-5 expression. Besides, we also found that a significantly positive relationship between
N-cadherin and DcR-2 expression in HNSCC specimens. Moreover, those specimens with a lower apoptotic
index showed a higher expression of N-cadherin and/or expression of DcR-2. N-cadherin induces cancer cell
survival related to cleavage of caspases and PARP, through activation of MAPK/ERK and inhibition of NF-
kB/p65 phosphorylation, which has a very important role in apoptosis, to resist to chemotherapy.
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Oral and esophageal tumorigenesis in conditional Notchl knockout
mouse model.

Wanlada Sawangarun and Kei Sakamoto

Oral Pathology, Tokyo Medical and Dental University

(Introduction)

Recently, the genomic microarray and next generation sequencing technology have identified many genetic
alteration associated with cancers. Among them, Notchl inactivating mutation is frequently observed in
head and neck squamous cell carcinoma. In normal epithelium, NOTCHI is expressed in basal layer and
seems to play an important role in their differentiation. Our previous study showed the reduction of
NOTCHI in the majority of human oral and esophageal cancers and precancerous lesions.

(Objective)

In this study, we aimed to investigate the role of Notch1 in oral and esophageal squamous neoplasia.
(Methods)

To study the effect of Notchl reduction, we generated Notchl conditional knockout (N1cKO) mice by
CRISPR/Cas9 technology. The carcinogenesis assay induced by oral administration of 4-nitroquinoline-1-
oxide (4NQO) was performed in the N1cKO mice and wild type littermate. The pathological changes of
tongue and esophageal tissue were studied in different time points.

(Results)

After 4-NQO treatment, the hyperplastic and dysplastic changes of tongue and esophagus were noted in
both N1cKO and wild type groups. However, the lesions found in the transgenic group showed higher
number and more severity. The lesions exhibited reductions of NOTCHI1, Keratin13 and Keratin 15,
which were similar features in human lesions.

(Conclusion)

Our results indicate that inactivation of Notchl appeared to increase the susceptibility of oro-esophageal
squamous neoplasia, which suggests the function of Notch1 as a tumor suppressor in these tissue.
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Apoptotic cell clearance upregulates cancer cell activities in oral squamous
cell carcinoma

Manabu Yamazaki ', Satoshi Maruyama 2 Tatsuya Abé ?. Hamzah Babkair ', Yoshimasa Sumita’
and Jun Cheng'

! Division of Oral Pathology, Niigata University Graduate School of Medicine and Dentistry
? Oral Pathology Section, Department of Surgical Pathology, Niigata University Hospital

Apoptotic cancer cells are cleaned by macrophages and also by the neighboring cancer cells. Based on a
hypothesis that apoptotic cell clearance by living carcinoma cells (autoclearance) could contribute to cancer
cell activities and tumor progression, we investigated a biological significance of this phenomenon using
cultured cell lines derived from oral squamous cell carcinoma. When co-cultured with UV-induced apoptotic
cells, the most of living cells engulfed apoptotic cells, and this engulfment was inhibited by Rac-1 inhibitor.
Electron microscopy demonstrated the engulfed cells localized within the phagosomes, with which the
lysosomes seem to fuse. Furthermore, co-culture with apoptotic cells enhanced migration and invasion, but
co-culture with lysed (necrotic) cells did not. These results suggested that autoclearance may upregulate
cancer cell activities. Control of autoclearance in cancer would open up a new direction for therapeutic
intervention.
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Conditionally replicative adenovirus controlled by the AU-rich element
containing mRNA stabilization system
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Masanobu Shindoh
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Department of Oral Pathology and Biology, Hokkaido University Graduate School of Dental Medicine

AU-rich element (ARE) is the RNA element which can enhance the rapid decay of mRNAs including those
of the genes required for cell growth and proliferation. The degradation of ARE-mRNA is controlled by
ARE-binding proteins, such as HuR. HuR is involved in the stabilization of ARE-mRNAs by export them to
the cytoplasm of cells. In the vast majority of cancer cells, the amount of cytoplasmic HuR is up-regulated
and ARE-mRNA is stabilized. Furthermore, the stabilization is co-related with the malignancy of cancer
cells. Here we demonstrate the development of a new oncolyitc adenovirus, which includes ARE in the 3'
-utranslated region of E1A gene.

The high level of mRNA and protein of EIA were observed when the virus was infected into cancer cells,
whereas it was very low level in the virus infected normal cells. In response to the E1A level, the production
efficiency of the virus was very high in cultured cancer cells, such as HeLa, A549, H1299, and C33A.
According to CPE assay, cancer cells were killed by the virus in a dose-dependent manner. In addition, the
intratumoral injection of the virus was effective for the tumors produced in nude mice. These results indicate
that the developed virus has potential as an oncolytic adenovirus.
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Cancer therapy by combining oncolytic adenovirus with anticancer drug

Umma Habiba, Tetsuya Kitamura, Ayayanagawa Matsuda, Fumihiro Higashino and Masanobu
Shindoh

Department of Oral Pathology and Biology, Hokkaido University Graduate School of Dental Medicine, Sapporo,
Japan

Background: Conditionally replicative adenovirus (CRAd) is an attractive tool for cancer therapy. Oncolytic
adenovirus has capacity to replicate in tumor cells while sparing normal cells, thus eliminating the tumor
with minimum side effects. Cisplatin (CDDP) is one of the commonly used anticancer drugs, leading to
tumor cell death by apoptosis. However, they act both on tumor and normal cells, thereby inducing strong
side effects in patients. We recently developed adenovirus including AU-rich element (ARE) in the 3’
-untranslated region of the E1A gene. The expression level of E1A was high when the virus infected cancer
cells, but was very low in normal cells. In this study we examined the combination therapy with oncolytic
adenovirus and cisplatin for cancer cells.

Materials and Methods: Human tumor cells were treated with oncolytic adenovirus alone, cisplatin alone or
both in combinations. Viable cell numbers were analyzed by XTT assay. We also analyzed the localization of
HuR after cisplatin treatment by western blot analysis.

Results: Our data showed that, the cytolytic activity was higher in combination therapy rather than drug or
virus treatment alone. In addition, cisplatin treatment induced the cytoplasmic expression of HuR protein.
These data suggest that cisplatin treatment causes cytoplasmic exportation and stabilization of E1IA-ARE
mRNA to enhance the replication of oncolytic adenovirus.
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Electrolytically generated acid functional water inhibits NF- x B activity by
attenuating nuclear-cytoplasmic shuttling of p65 and p50 subunits.
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QERIE)!

MEE, RIS B VT FW SRR BRIk (Ca9-22) 1238\ T IL-8 pEAEZ PN 2 2 & 2585
L7zo ABZETIE, FWIZ X% Ca9-22 1281F 5 IL-8 HEAMHIO X 7 = AL BT §2 2 L 2 HINE L7z,
(kL3 & V5]

Ca9-22 W MEMEREREK (FW: pH 2.7, BHLBIEEN 1,100 mV BLE, MA A2 20 ppm, =il
W) 2EH SR IL-8 @In 138l ¥ 2737 3EBl% real-time PCR 3 X UF ELISA 12 X D llE L 72,
F 72, IL-8 #AnFHBUCE-§ 2 8B A Hi K- NF- k B \2K3 2 FW D322 D Tldluciferase assay 12
& D #if L7z Reporter construct 13, NF- x B-binding site 23£7E 3 5 1L-8 #{xF D5 -untranslated
region (WT) %% £1Z, NF-« B-binding site # /KK S %72 (AKB) mutant ZFR L T Ca9-22 1258 1x
TEALTHET L720 & 512, NF- kB subunits p65 35 & U p50 OF%-HIFLE [ 0 JFFEALIZ D W Tl s
J#j & Western blot |2 & ) #&& L 7z,

(KRB L UEE]

Ca9-22 |2 FW e, BMIZTRHAB LTS V87 WO OWTHE L7z & 25 FW EHBECTIIA RIS
IL-8 BInFIHBB LY VX7 5O MHI A FRD H N7z F72, Luciferase assay DA & ), NF-«B
binding site Z /KK S E72H D Tid FW Dluciferase iGMED WG PIH SN2 Z Lol Tabb,
FW i3 NF-« B i PE2 30 L, IL-8 ZEBL 2 il § 2 W REMEAVRIR S Mz £ 2T, FW @ NF-« B i 1E#D
DX A = XX THIIE T & Western blotlZ X VMRS L7z & 24, @HEBHNIZREL TWS p65 1X
FW OFERNC X ) Ml EA~BE L, #2, MREICEEL TW5 pb0 3BNICBET 2 BIEH D b/,
[ 5m
FW & NF- kB subunits p65 35 & O p50 OMIlANRIEZZLIEL 2 EIZL > TEOMWEZ Ky L, IL-8
D RE 2 3§ B W REEAURIZ S 7z,

FW treatment altered the cellular distribution of NF- x B subunits. P65and p50 are in the nucleus and
cytoplasm at the resting state, however they moved to nucleus and cytoplasm by FW treatment, respectively.
The phenomenon indicated that FW might inhibit NF- x B activity by attenuating nuclear-cytoplasmic
shuttling of p65 and p50 subunits. These result suggested that FW might inhibit spontaneous IL-8
secretion by redistribution of the NF- x B subunits p65 and p50 within the cells.
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Rapid detection of EGFR and KRAS gene mutation by mutation oriented
LAMP method
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(5] ERMERTZEME (EGFR) K UKirstenT v FANEY 4 )V Z2Jgi{aF A€ 7 (KRAS) #I5T

DEFRIZ, EGFR%Z Y —7 v b & L FEMEOBRMRIEE LB XIET. Thwi, Ihbo#fa
FEREOBRMIE, WRTEOREICHEETH L, BE, BEFELROWMIZIZIDNAY —7 ¥ 2%, PCR-

SSCP#, PCR-RFLPEZL EXH VLN TV AR, MRICHH 2 E T 720 Il Ra 2 EdBENERL D ITH
BRI TE ZVIEYRD 5,

(B - K] miR OB L FRT 572012, Rl CHIEZ BZFERBIN T EORBEHWE Lz, #
{21 HEWRHA T & % loop-mediated isothermal amplification (LAMP) % S & 3 % 2 RIFRIWLAMPE
e L7z AL, ZRAT L)V TIEEFHIEAHET T 2%, BAER 7 LoV CIdE a1 HiE 2 $0H) 3
%o ARLEOHWEHZIE, EGFREEF DI F»746-751&, KRASEIZF DI F 12, I3OEEPAELT TS
Mtk 2 720 ik 5 Bk 2 il U CARBIL ISt L7z S SISHIatk2 )~ BRAEA i C & b
L. mb L72ko ki R > 7)) ke L, FRCEEFEROWI 23K A 72,

[#R] KEEHCTHRHEL72E 25, EGFRB X OKRASHEIZFAR 23055 PN $ 5 2 L A5ITRET
bolzo MIMRFIIEGFREZFZR, KRASEIZFARL HIZ10pgTH ), b MM 1HICEIh 2
Mgk (6.7pg) LBMEZIRL7z. FMlakkh o8 o M > 7V Ao 7 > 7L — e LT
FHWRRTH o720 S HICERMEBAMOMBHRENEN P LHONTBREZEGL TR LZE S
%, BERBOBZTF OB EH1-10% THRIBTTRETH o 720 [Fiaw] A3 4 DR BIZFE M O JkI
OB EEZ BN, FI2EGFREMEM L LIz ABRIIBWT, BEORIMLICAHLEZ Shiz,
BUE,  FE/INHITAIGRE D R R IR 2 50k & L 72 2 o T %,

Both of epidermal growth factor receptor (EGFR) and Kirsten rat sarcoma viral oncogene homolog (KRAS)
gene mutation influences the therapeutic effect of anti-EGFR therapies. Therefore, the detection of these
gene mutation is clinically important.

EGEFR gene mutation at codons 746-751 and KRAS gene mutation at codons 12 and 13 in cancer cell lines
were investigated. A loop-mediated isothermal amplification-based procedure was developed, which
suppress amplification of the wild-type allele.

This procedure can detect the EGFR and KRAS gene mutations within 30 min. Moreover, boiled cells can
work as template resources.

These results suggest a potential application for mutation detection tool.
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Low-risk population among patients with TNM stages III and IV oral squamous
cell carcinoma
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(] BEES R ORBMEZ R OEHREMESHOAL ST, FPHRFICOEH T 72054 <
HuHNTn2 b DICUICCOWRM D B o A RIS 2 HAR L U7z 2 O 50 R B 5
BEOTHTFIMCEHTH S0, F—0mNilh s EMEERZOFHREZTFINTLIEATENE, S5
R 2 PR VISR 22 e &), BRRICEKT 2 2 LR s N5, AWFRIL, #ITH ORI L
WTHAHIZDHEDOLT TRV LVEGEOFREZREL, il TPRTMNETVEMET LI LEXHIELT
Tz, @ERMEOMBH AW RIS EGLER TR TFHMONHRE L THWOLNRTWS 720, 4k
AR D JE SO + FEBUGIZAE H LT PR L OB 2 M L7z,

(7] BRWGRZEOENR % 2 L, SRR % 520 72 A 7 — DI OTV O EPE T P _F R i B4
BIOFFHAREEEAR IO WT, FENOBUNMEEIEE, BE D) ¥ o3ERER, NKHI o 13 2 6B R
RO BET L, WA ES 0L, RIEFEA K O KREHRE b TE LR TAHI LT, THT
WE 7V ORESE 2 ATz,

] 41810 5 5, 31BI2SE LR, 5 BA s bR, 5 PR b R O R LR TH - 720 F 7z,
2k X Jakobsson D 3 HH T 1 J O 2 3200, 3 N4 H2160TH - 720 CoxlIGdric & 0, NKHfilg
DRI O L NUNES DB 2 HW 72 TV RIS TR TICEHES T A2 EBbhro7z, &6
2, NKHf R T, 2 EEEAEUNES OISR 5N 5 IERNIE E MDA OFEFNC I TH
BICAEMPEPREL, COETUPROIIRNICEZOTFHREZTFINT LI A2/ L7,

(48] EATMOBETH > THHBNTFHEILVEES, BEORERD - IERIGHPEE L Twb 2 &
DWARMFFERE R DL S N7z NKHIFEAD 2 WHPZWH L D D FHRAIIVWHEEE LT, HEo B
VEWENKHEOBBEIEZ D RT3 EZ LN,

A system auxiliary to the UICC classification might allow the prognosis of patients with malignant tumors
at similar stages to be predicted. We generated a novel system with which to predict populations at low risk
among patients with stages III and IV oral squamous cell carcinoma (OSCC). A logic regression analyses
for 41 stages III and IV OSCC patients showed that the presence of intraepithelial microabscesses and a
lower density of NK cells were significantly associated with a favorable prognosis. These results suggest that
inflammatory host responses are useful for the prognostic prediction of patients with advanced malignant
tumors.

7075 LR

199






—fiZ;ERE RAX—14

General Poster 14

Chair : Prof. Nguyen Thi Hong (Department of oral pathology, University of
Medicine and Pharmacy Ho Chi Minh City)

Dr. Koji Yamanegi (Department of Pathology, Hyogo College of Medicine)




202

e

Shared molecular and pathological features among salivary duct
carcinoma, prostate and breast cancers expressing androgen receptor and

FOXA1l

Kouhei Sakurai ', Kimihide Kusafuka?, Ryoko Kawai 3 Makoto Urano’ and Makoto Kuroda®

! Department of Diagnostic Pathology I1, School of Medicine, Fujita Health University
? Pathology Division, Shizuoka Cancer Center Hospital and Research Institute
? Department of Diagnostic Pathology I, School of Medicine, Fujita Health University

Salivary duct carcinoma (SDC), an androgen receptor (AR)-positive malignancy, is a relatively rare salivary
cancer characterized by extremely poor outcomes. The growth of SDC is reported to be androgen
dependent. Although AR is considered as a therapeutic target and androgen deprivation therapy (ADT)
might be effective in SDC based on its effect on other AR-expressing cancers, such as prostate cancer (PCa)
and apocrine carcinoma of the breast (ACB), its detailed molecular gene signature in SDC is unclear. In
this study we compared the morphology and immunoprofiles of SDC, PCa and ACB to reveal their shared
features. Morphologically, SDC and ACB shared apocrine-like microscopic appearance. Strikingly,
immunoprofiling revealed that AR and forkhead box protein A1 (FOXA1) were concomitantly expressed in
SDC, PCa and ACB. FOXAL is called a pioneering factor because it opens chromatin structure to recruit
AR in PCa and ACB cells and contributes to establish AR-mediated gene expression programs. Therefore
the expression of FOXA1 in SDC indicates that AR-regulated pathways might be active in SDC cells, thus
providing evidence for AR-targeted therapy. Here we defined representative SDC as an “AR+/FOXA1+
tumor with apocrine-like microscopic appearance”. In addition, we showed that FOXA1 is down-regulated
during ADT in a hormone-refractory SDC patient, similar to that observed in PCa, which might
contribute in establishing stage-specific gene expression signatures. From these results we propose a novel

model of SDC progression focused on AR and FOXA1-related pathways.
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PTEN-mediated DNA repair and EMT inhibits the tumorigenesis of

salivary adenoid cystic carcinoma

Liu Han ', Yang Qian ', Xia Shi Lin?, Lu Shi Long3 and Xiao ]ing1

" Departments of Oral Pathology, Dalian Medical University, Dalian, China
? First Affiliated Hospital, Dalian Medical University, Dalian, China
? Department of Otolaryngology, University of Colorado Anschutz Medical Campus, Aurora, CO, USA

Purpose: To investigate the underlying molecular mechanisms of PTEN (a potent tumor suppressor) loss in
human salivary adenoid cystic carcinoma (SACC).

Methods: 50 of SACC samples were collected from the 9th People’s Hospital of Shanghai Jiao Tong
University and the Dalian Medical University and submitted to immunohistochemistry. After the analysis
of a gene expression array performed on human SACCS83 cells transfected with shPTEN/shControls,
POLQ and WDRG66 were selected and confirmed in the clinical samples by IHC. The association was
evaluated between PTEN and POLQ/WDRG66 expression, and the overall survival curves were carried out
with the Kaplan-Meier method and the related log-rank tests.

Results: POLQ, which is related to DNA repair, and WDRG66, which is related to Epithelial-Mesenchymal
Transition, are significantly upregulated upon PTEN silencing. The immunohistochemical staining showed
that POLQ and WDRG66 expression patterns were similar in epithelial components; it is especially
interesting that WDRG66 shows strong staining in mesenchymal components in solid SACC. Most of the
tubular or cribriform SACC retained PTEN expression, these cases exhibited high rate of undetected of
POLQ and WDRG66. In contrast, most solid SACC lost PTEN expression and almost all these cases showed
high level of POLQ and WDRG66 staining. PTEN is inversely correlated with POLQ and WDRG66. Kaplan-
Meier survival analysis also showed that patients with POLQ/WDRG6 expression were significantly
associated with shorter overall survival.

Conclusions: Our results indicate that expression of POLQ and WDRG66 related with loss of PTEN in
SACC expression, and it may provide a new clinical treatment strategy of SACC.
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The Difference of Saliva Allele between Javanese and Chinese Race in
Forensic Identification

Margaretha Sylvia Mieke

Department of Forensic Odontology, Airlangga University

Background: Currently, Combined DNA Index System CODIS had been verified as a tool of identification
in Forensic. One of the DNA examination could be taken from saliva samples. CODIS was designed to
compare a target DNA records against the DNA records contained in the database, and using software it
could be matched for identification. However, there were 13 CODIS loci; there for it needs more expenses
and more time. Especially this method needed PCR and STR DNA which are considered relatively
expensive. Purpose: To evaluate a simplified method, hence, less CODIS needed, to verify a good result as
well as less time. Method: Saliva 20 participant with age 17-21 years old, divided into 2 groups, that are
Javanese and Chinese Race. Each group consist at 10 participant. The saliva was examined with Short
Tandem Repeat (STR) and Polymerase Chain Reaction (PCR) in 3 loci: D58818; D135§317 and D3S1358.
Result: Compare to the standard DNA K562 there were differences of Base Pare in Bands between Javanese
and Chinese Race in 3 loci: D5S818; Javanese is 11,12; Chinese is 12,13. In D13S317; Javanese 10,10;
Chinese 8,10. In D3S1358; Javanese 16,17; Chinese 17,17. Conclusion: By using the 3 loci, we can
differentiate Javanese and Chinese Race. However further reseach with more sample and gender differences
must be done.
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Association of clinicopathological factors with HPV16 infection in oral cavity
and oropharynx.
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HIY o L& hINSEIC B 2HPVIOE O MK 20620123 2 BT, &Y 7 Ve HwT
HPV16F M= & BRI EL2 AR & O BItR % Bead L 72,

Tk IR R DS RN 222 L BE T, AMEICHEOE S N2UANZ SR E Lz,
CIERE R B 2 AT 5 BE IR SBRN Lz HESH S HESW? SEONTY Y T d
DNAZHIE L, HPVI6IZHEERN: 7 T 4 <— % W TPCRICTHPVI6DMI 2475 720 & 5 1ZReal time
PCRIZ T2 72 ) DHPV16 DNAD I ¥ — &5l L 72,

FEAR T TS~ 79461561 (16.0%), MHEEEWY » 7 V276l (27.8%) THPVI6RETETH - 72,
T2, OEESWY Y 7B nT, BYHoOHPVI6H Y %1226.8%, ZEOHPVI16H: % 137.5% T,
HPVI6IE AR II BBV CHEICHE A 72 (p=0.021), F 72, FIEENKS X OWHEEEWY >~ 7V Ol )
BT, BRI IR 1 R CHPVIOR R h > 7o T 72, 058 % 20~59i% F T & 60~89i%
¥ TOREIST, HPVIO MR % e L7 & 2 A, IHSESWY > 7L TI1360~895% A 1320~ 595 B
LI LT, HPVIOR MR ZIMEE W EXW S oz €512, HPVI6 DNA® 2 ¥ —$1i%, 1
PEEmkt > 7V Tl TME S 72 9 0.16 £ 0.27M0, WHSHEWY > 7L TIld1.35 = 1.26fH T, WHSHEW >~ 7L
2BV THPV16 DNA I ¥ — U3 A EISm W i Z 7R~ L7z (p <0.001).

Z5 PINEEIEITEN & IR L CHPVI6R A <, 2 2 L IZHPVES A K BEE ASHPV B L P4
CHBELTEZ W LICHE L TWwA EEZ bN, T2, BHIZOMENOHPVICEREO RN T THH 2
EDHS L TR oT, &5 IZBYE R E D HIHIE O HPVI6EG S B S- LTWw B W REVEAVRIR S, 24 %
i O ENE A REOYGESHPVO BT HICBWTEETH L L E 2 5N,

The subjects were 94 individuals who visited the Department of Oral and Maxillofacial Reconstructive
Surgery of Hiroshima University Hospital. Oral epithelial cells were collected from oral rinse and pharynx
gargle samples. DNA samples were tested for HPV16 DNA by PCR using a type-specific primer. Males
showed a higher rate of HPV16 prevalence than females (26.8% vs. 7.5%) in the oral rinse samples. The
percentage of HPV16-positive cases was higher in the gargle (28.7%) as compared to the rinse (16.0%)
samples. Our findings suggest that the oropharynx is more susceptible to HPV16 infection as compared to
the oral cavity.
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