dbj|AK151985. 1| Mus musculusribosomal protein 2, full insert s... 643 0.0

gb|AY248756. 1| Mus musculus 18S ribosomal RNA-like mRNA, part. .. 843 0.0
dbj|AK051610. 1| CCHC type Zn—finger containing protein, full ... 411 9e-114
gb|BC106146. 1| Mus musculus ferritin light chain 1, mRNA (cDN... 250 2e—-65
gb|BC096656. 1| eukaryotic translation initiation factor 1, mRN... 715 0.0
dbj|AK146772. 1| ribosomal protein L39, full insert sequence 436 le-121
dbj|AK011558. 1| mitochondrial ribosomal protein 63, full ins... 418 5e-116
gb|BC086926. 1| Mus musculus transthyretin, mRNA (cDNA clone M. .. 676 0.0
gb[DQ167195. 1| acupuncture-induced 1-L (Aigll) mRNA, complete... 313  3e-84
dbj|AK148009. 1| caldesmon 1, full insert sequence 854 0.0
gh|BC106146. 1| Mus musculus ferritin light chain 1, mRNA (cDN... 774 0.0
gb|BC086901. 1| Mus musculus ribosomal protein S17, mRNA (cDNA... 712 0.0
gh|BC012314. 1| Mus musculus ferritin heavy chain 1, mRNA (cDN... 523  le-147
gh|BC061497. 1| tyrosine 3-monooxygenase/tryptophan 5-monooxyge. . . 202  6e-51
dbj|AK136262. 1| Cytochrome oxidase subunit 1 (EC 1.9.3.1) (Cy... 401 5e-111
gb|BC003833. 1| Mus musculus ribosomal protein, large, PO, mRN... 710 0.0
gb|AY941793. 1| elIF2 alpha kinase associated protein mRNA ... 680 0.0
dbj|AK151985. 1| ribosomal protein S2, full insert sequence 800 0.0
gb[BC083131. 1| Mus musculus ribosomal protein L19, mRNA (cDNA... 630 6e-180
dbj|AK131579. 1| Cytochrome oxidase sununit 3 (EC 1.9.3.1) (Cy... 730 0.0
gb|BC086926. 1| Mus musculus transthyretin, mRNA (cDNA clone M. .. 645 0.0
dbj|AK138995. 1] NADH dehydrogenase subunit 1 (EC 1.6.5.3) (NA... 444  9e-124
dbj|AK131586. 1| Cytochrome ¢ oxidase polypeptide IT (EC 1.9.3... 658 0.0
gb|BC025600. 1| Mus musculus transmembrane protein 119, mRNA (... 599  2e-170
gb|BC021786. 1| Mus musculus integral membrane protein 2B, mRN... 737 0.0
gb[BC099471. 1| Mus musculus C-type lectin domain family 4, me... 150  2e-35
dbj|AK163440. 1| NADH dehydrogenase subunit 2 homolog [Mus mus. .. 551  be-156
gb|BC086926. 1| Mus musculus transthyretin, mRNA (cDNA clone M. .. 697 0.0
dbj|AK131578. 1] NADH dehydrogenase subunit 1 (EC 1.6.5.3) (NA... 856 0.0
dbj|AK136262. 1| Cytochrome oxidase subunit 1 (EC 1.9.3.1) (Cy... 704 0.0
dbj|AK160039. 1| cDNA 2410018623 (BBP-like protein 1 homolog)... 695 0.0
gb|BC027412. 1| Mus musculus acyl-Coenzyme A dehydrogenase, lo... 453 le—126
dbj|AK131579. 1| Cytochrome oxidase sununit 3 (EC 1.9.3.1) (Cy... 545 2e-1

Zoft, Z2 OBEEFVRRESN., EFEOI 7 a7 U 7 R@ERICESE L CWAEEFD
WE 57,
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gh|BC082593. 1| splicing factor, arginine/serine-rich 5 (SRp40, HRS) 154  2e-36
gh|BC009165. 1| thyroid hormone responsive SPOT14 homolog (Rattus), 196  3e-49
gb|BC049955. 1| caspase 8, mRNA (cDNA clone MGC:59027 IMAGE:4208824), 750 0.0
gb|J04633. 1 |MUSHSP86A heat shock protein 86 mRNA and 28S ribosomal 259  4e-68
gb|BC046825. 1| zinc finger and BTB domain containing 8 opposite str 747 0.0
gb|BC010249. 1| coactosin-like 1 (Dictyostelium), mRNA (cDNA clone M 660 0.0
2 EOBIGTFEEEWNTLE LT,

—7., CCR5/ v 77 UM UATERAL TWTIHAR X TEANLE VRO LN
RInoTo b OIELLTO X S REFITh o7z,

gh|BC020487. 1| vav 1 oncogene, mRNA (cDNA clone MGC:11710 IMAGE:3 63.9 3e-09
gb|BC028437. 1| cytotoxic T lymphocyte-associated protein 2 alpha, 156  5e-37
gh|BC028547. 1| hepatitis B virus x interacting protein, mRNA (cDNA 774 0.0
gb|BC046766. 1 |esterase D/formylglutathione hydrolase, mRNA (cDNA ¢ 468  2e-131
dbj|AK009109. 1| HUNTINGTIN INTERACTING PROTEIN HYPK (FRAGMENT) hom 424  le-117
F72, CCR6 w2/ T U b~ ADI 70l ) TICHZENEY L CREANTTELZ DI
TFobOTH-T,

dbj|AK145391.1| sperm specific antigen 1, full insert sequence... 344 3e~9
gb|AY036118. 1| Mus musculus ETS-related transcription factor ... 466  Te—131
gb|BC049124. 1| Mus musculus heat shock protein 90, alpha (cyt... 381 3e-105

gh|BC070415. 1| histidine triad nucleotide binding protein 1, mRNA 433 Te—12
dbj|AK030335. 1| ATPase, H+ transporting lysosomal (vacuolar proton p 743 0.0
dbj|AK168491. 1| Similar to ubiquinol-cytochrome ¢ reductase complex, 472  le-132
dbj|AK081100. 1| DBC2 PROTEIN homolog [Mus musculus], full insert se 305 2e-82
dbj|AK150024. 1| hypothetical Arginine-rich region profile/Serine-ric 734 0.0
gb|BC039917. 1| RNA binding motif protein 42, mRNA (cDNA clone IMAGE: 425 le-118
gb|BC003707. 1| Mus musculus Sec6l alpha 1 subunit (S. cerevisiae), m 455 1e-127
dbj|AK140762. 1|macrophage galactose N-acetyl-galactosamine specific 182 3e—45
dbj|AK162423. 1|Mus musculus DEAD (Asp-Glu-Ala-Asp)box polypeptide 50,527 3e-149
gb|BC068152. 1| Mus musculus stromal cell derived factor 4, mRNA (cD 623 4e-178
gb|BC099479. 1] Mus musculus lectin, galactose binding, soluble 1, mR 749 0.0
dbj|AK135348. 1]|elongation of very long chain fatty acids -like 1, 673 0.0
gb|BC108394. 1| Mus musculus tubulin, alpha 1B, mRNA (cDNA clone MGC: 207  5e-53
[l 1A, 7] 1C,

F O ribozomal proteins b ZEELDH LT,

- 100 -



IS OBEETOFIIIE ORENT O Thl #]
WU OBBRIE C ER L BETLE
FN TV, CCRE5 NRIEH DV ITER
LTWaEt hOBETHHBi~I/n 77—
TOFEBBKBL TR WEEBRO~ s 1T
7=V L RERICEBEOMBICEEL 5 2 T
DD HEREER B D,

F AR CIXEE ~O/AW R D
EWEE 2 b D B OCE RIRE D B %
HELE Lic, Mla~ENEART 5720l
DV U FEIR T TR R R R B R
HTF v o —IZiEA L, JEHERZAVT
OB MAEIC 0.5~3.5 MPa, 0.001 to 1 Hz
DEBE % AT L TEREEY O fET 21T -

% F— i

Reference Unique Maces
Matches ez 219

chré 941 ::1 j:
chr2 a41 :: ;;j
chr3 783 o 547
chrl 769 il =
o 234

chrs 7.51 il am
chs 672 i =
chr@ 5.85 vz 232
chr? 575 o =
chri2 528 o 313
chrii 464 et jon
chrl3 439 g 183
chrio 429 o bt
chrg 417 :m 12
chrig 311 ;Z ;;
chiX 304 et 031
chris 263 b pos
chrl? 1.85 zfm cancam ;z
chris 179 :‘ﬁ“;‘mm -
chr20 143 rln 000234 oo
chr2l 131 e, PR o
chrld 0.85 mjm :g
chr22 044 399, L0050, fancer o
0s_E00IEE_mneem (11

chry 0.30 chriin_gIOCazes o00
chrun_gi080220 003 eiin g00e o
s gt eph oms

chri7_gi000205_random 0.01 o §000213 200
chri 0.01 e g a8
chrl_giC00192_random 001 ﬁjﬁf Z:
chrd_gl000193_random 0.01 il o0
chr7_gio00195 random 0.01 ﬁi’;ﬁ 223
chr17_ctg5_hapl 2.01 08 giowes, s el
chrd_gl000198_random 001 ::mm S.:
chriin_g1000214 0.01 o POTE ae
chrin_gi000218 0.01 ::;m fff;
chrUn_gl0o00219 0.01 s e hag? o
chrtln_gi000224 0.00 zinz;;m :j:

e A, EAFIZEY RNA DEEEITA
L, 2R3 FREICER TS L
MHEBA Lz, Fx o —HNICREBE SN
felid. 5% C0, 37°C, MfERFEMA ¥ a2
— = TEEINENE=F T AN
BRF STz, BB RNA 2DV T cDNA %
BRLTEIIZ e NEaEE O~y BT
ZiTolce AT A TREIET )T — 3
T, RE LT HIEMERE 22655 A,
INERE 54611 ARIZOWTHENT L7z, Z
Ta=—r vy FEELEaVT 4 JES
DY 2 BRI RT (F  IEME, £ -
TERE) , U — FETE -7 b DI E
EF R EELH 27 i BE OB E T
EERFOBEERFHEER T, U o EB{EE
EHBETRENEEN TV,

D&

CCR6 DHEHL AKX T S A7, siRNA Z#
FIZEA L CTEETFOEREITH HFIEICH
WTHEMREE L2, ki~ e o 7
— VT~ =5 — siRNA DEAZNRNE
L <&Mo T2 To OEMTIC CCRE /v 7 T
N UAERWAZ L& Lz, SEIORKE
TIIMRMED B WBER TH Ao 72 cDNA @
HERRLTEBY, v A 27 BRNAE
WZDOWTHIRBORBIZE D TR, i
BMENTOWRWREBTETE SN O ERE
FIEERFLV R Y —ALARNA, F L7
02— L7 NS ET DB EER
FINCIES hay KU T ONREICEET S
BT, # o0 OBBAEROERT.,
faO#ERF - REHCEAE T 2851, FAR
RRHRRICEE T 2T R ENE N1,
ZOEIII T al ) TIFHE RSO

- 101 -



VVHIRE T TEME L STV RV REE T
HEVBETERIAL TN &2 -
o T OMETIXE EHEREN R B mF
LW ODRERALTWAHZ L b0y,
W T D5 G & O BRICEBR SR -7,
ERY R MIEEE ST A ESI D
PRI = U 72 ERSSERBRL O & TR
HshTwartBbh2b0bEENTH
Too TAUIH—TZ & Bbh-MiRERICh
FTOITIRIE L TW e HZEEBMIEE RO b
DEEZBEND, ZTORE2L—2 900
AROREALZa—H A4 A R =2k 5
TR DEN 2O T, F DT EFNIE N
HHOFBBEEFEMREL TODZ &R
e, FBEEORSE T Heat
Shock Protein 72 &M A N L ABJHEDEE
TR0 caspase TR EDH LRy SRRF T L
DFBMR EF LI, CCRE / v 7 T 7 b~
AN B ORNE T b FAR7Z2ER T 235 B L T
Wiz, /w77 UMY TRATIXER~T A
IZEERTY R Y — A X7 BEOERE )N
ZUVHIRR S - 208N BOH 588 — 0%
RLTWahole, —J, MEELEES
FENA REFEOEEDOTLEITRD b
f *@w%i# B PR THEFINE,
RIS o TENDFEEOEEMS
i%m#%%%éhfkb\ﬁﬂgfﬁz
BT D7 TH collagen type-2,
PRI
JET DECE BN U2 ) EE OALFE
LD+ 2, SEIORERENS S 6
DAERMBENTOEHER TEHEESNS
RNA D&M BRI 2 Z LR ENTZ, 46
1T 72 RNA-seq {E CIXEBEMEICRIT 5720
ERIC LR LB FEIEATEEICERE
SNTWDEEFDOY — Raeoriificix

keratan sulfate, =° integrin

B ENTBIBTF O O % BRE KB
L EITERY, LhLey 7 LEE
T 4 T OEBIRNEZ TN Z0THT-
WEEIN2BETVNELLFETHZ LN
AT, —MRICEN 2 EOWHEA b LA
ZAIIZARTT 5 &2 < OMIE TR %
WHA NV ABEORBMEFERG Y o8y D
FEENLEHF T2, BRECEL LD
SBHMORIEOEEZ R - 72 BR#%
DR TEEENEL L TV A EETFITH
B o TRRAT 2AT - 12038 b L=t 2l 5|
IZDOWTIEY Vb v X7 SRl U b
BNy EERTFIRENEETN TV,
CDRIEOWTHEEMaOME~ 7 27 7
— UL LT OREN A & b 7 By R RGE
PRI ZE LT AR5 5, &
72 U — BN & D> o 1B nF O YL (R
FEINERE, MEBETRMEE LTRE RN
RO LN Te R, ARICEVE 4 Yuta
EDH DB T D7 EHET OLEENTRD
bivic, EEIT D HODRMNIC Y Yefafho
b DWRPIRo T Z EITEEEHN B L TH
FORINCENBENZ AR LTS LR
bbb, 2 bar R 70EETFHEE
DORPoTe DB E RIS oL d ik
A I T EE S TERIPFHE I TIThbh
b ThD, BHMIACHE WS ~DTE
LD T F O THEADICm s = &
MTERDPSTERLHDBAEOHFEN S
D 7p & BHEE MR OFEMEALIZ OV Tikik
BT D EFNFEEE RIF LTV D ATHE
PEAVURIR STz, BIEERE B ERET 5 B
FHABEEHOETIZH 2 BRI RIETHE
ZOWTIREMIaZiad T 57 E DA v

RTEHA VZRIEA~DORE & HICE 5
—ﬁ‘}ﬁl\f‘/\< M‘gzﬁ&)% 50

- 102 -



B

EITHE T BRI OB A RIS 2128
e, BN A RET S EH~s/ 0T 7
—VOIEHELD A T =X L0, FTERANIC
ED LD AR N> TERIUZE > T
LDMMEVIFREZALNITHZ LITE
ETH D, CCRE D& IZDOWTEENMD
NTWDIE~ 7 a7 7 —v L Bk~
su7 7=V TIEHRICRETH R -7 A
B = A L THEREDNHIE T 2 FTEEMEAS
HY, —J, FEESOHELEZET L
HERE ~ OGS L 5 B #9724 i)
WREAEECE COREBFEREZTLES S, #)
RN EMRS~Y 2 07 7 -V OEESICE
BEG 2 TOD AR TR S L7z,

FifatiiE i
7L

GAHFFE5E+R

1. A SCFE R

Hoshino, A. Iimura, T. Ueha, S. Hanada,
S. Maruoka, Y. Mayahara, M. Suzuki, K.
Imai, T. Ito, M. Manome, Y. Yasuhara, M.
Kirino, T. Yamaguchi, A. Matsushima, K.
K. Deficiency of chemokine

Yamamoto,

receptor CCR1 causes defective bone
remodeling due to impaired osteoclasts
and osteoblasts. J Biol Chem

285:28826-28837, 2010.

Watanabe, M. Fujioka, K. Akiyama, N.
Takeyama, H. Manabe, N. Yamamoto, K.
Manome, Y. Conjugation of Quantum Dots

and JT95 IgM Monoclonal Antibody for

Thyroid Carcinoma Without Abolishing the
Specificity and Activity of the Antibody.
IEEE Trans Nanobioscience 10:30-5, 2011.

Funamizu N, Kamata Y, Misawa T, Uwagawa
T, C. R. Lacy, Yanaga K, and Manome Y.
Hydroxyurea decreases gemcitabine
resistance in pancreatic carcinoma cells
with highly expressed ribonucleotide
reductase. Pancreas. 2011 Sep 7. [Epub
ahead of print]

K Fujoka, S Hanada, F Kanaya, A Hoshino,
K Sato, S Yokosuka, Y, Takigami, K
A Shiochara, R D Tilley, N

Manabe, K Yamamoto and Y Manome, Toxicity

Hirakuri,

test: Fluorescent silicon nanoparticles,
Journal of Physics: Conference Series
304 (2011) 012042
doi:10. 1088/1742-6596/304/1/012042.

BB, AR, KEEE
7 & B A4 »  Cell Biology Summer
Meeting 2010 MIBEMFENOBHELELE
A% W22 T H 3 H, RIFEREIRET
ez 1|

it

SRS RN R, (LA Lo B
FREHIRBIT D7D A V2B CCR1 D
BEFENT B AEREIFEESEHTES 2010 4
TH, REFZ¥ERT L B

Hoshino A,

Iimura T, Yamamoto K,

- 103 -



Yamaguchi A. “Deficiency of Chemokine
Receptor CCR1 Causes Osteopenia Due to
Impaired Functions of Osteoclasts and
Osteoblasts.” American Society for Bone
and Mineral Kesearch Oct 15-19, 2010.

Toronto, Canada.

Watanabe, M. Fujioka, K. Akiyama, N.
Takeyama, H. Manabe, N. Yamamoto, K.
Manome, Y. Conjugation of Quantum Dots
and JT95 IgM Monoclonal Antibody for
Thyroid Carcinoma Without Abolishing
the Specificity and Activity of the
Antibody. IEEE Trans Nanobioscience
10:30-5, 2011.

Funamizu N, Kamata Y, Misawa T, Uwagawa
T, C. R. Lacy, Yanaga K, and Manome V.
Hydroxyurea decreases gemcitabine
resistance in pancreatic carcinoma
cells with highly expressed
ribonucleotide reductase. Pancreas.

2011 Sep 7. [Epub ahead of print]

K Fujoka, S Hanada, F Kanaya, A Hoshino,
K Sato, S Yokosuka, Y, Takigami, K
Hirakuri, A Shiohara, R D Tilley, N
Manabe, K VYamamoto and Y Manome,
Toxicity test: Fluorescent silicon
Journal of Physics:
Conference Series 304 (2011) 012042

doi:10. 1088/1742-6596/304/1/012042.

nanoparticles,

3. T DM OER
EREE L

HABET A H# O HEE - BSIRE (FEE
&ie)

1. i
L

2. ERHERG
7L

3. o
FreEER L

- 104 -



TRE 22 « 23 FEEAFBHE FIEEMB S EAMER BT AR E )
BESHEMEREE
T THEEAR I ORI R ER T & DOIRRICE -+ A%
(H22-BEyR-—f%-157)

YRR - BBIRT — X EEE
ETHETHERNOZHEERELZENE L
E PR AL R 50 1 0 (Al B g
Clinical Data Management Group Report:

Building a Research Consortium for International Diagnostic

Guidelines of Progressive Condylar Resorption

Fumihide Kanaya?: 2, Kenji Yamamoto? and Yutaka Maruoka? 3.4

Abstract

This group coordinated and facilitated the second-year outcomes of the nation’s

first Progressive Condylar Resorption research network for clinical guidelines to

international dental and oral maxillofacial community. The novel approach

investigation both in conventional bone markers and CCR5 related markers

communicated well and drew interests from agencies in Europe, North and South

America this year. This project summarizes lessons learned and facilitation

methods developed in its informatics process.

A: Purpose
In the first year of this project, the
Progressive Condylar Resorption (PCR)

National
Health and

1) AIDS Clinical Center,
Center for Global
Medicine (NCGM)

2) Research Institute, NCGM

3) Department of Dentistry and Oral
Surgery, NCGM

4) Oral and Maxillofacial Surgery,
Tokyo  Medical and  Dental
University (TMDU)

investigation project obtained new
knowledge mainly from a nationwide
survey and also from the patients’ blood
sample analysis in a clinical study, both
done for the first time in Japan. For the
second year of the project, a main
objective was how to translate these
study outcomes with each other in
order to further compare, interpret, and
analyze the data.

This

between clinical information and basic

translational communication

laboratory results for the future
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application in diagnostic and treatment
procedures is an integral process for
understanding rare disorders with low
incidents. In investigating PCR, this
project evaluated feasibility for a
Japanese clinical facility to become an
effective main site of site-participatory
global consortium of PCR translational
research network to solve the limitation
of patient volunteer numbers and

research resource.

One key translational item from this
project’s model mice experiments to the
interest for human application was a

consideration for genetic variance:

Among general Caucasian population, a
CCR5A32

CCR5

32-aminoacid

allele, with

Fig 1. Translational Research Design

deletion, is distributed in a sizable
proportion and considered as a

non-threat in normal growth and
development of the individuals. With
results from mice and human cell in
vitro system and humanized mice in
vivo system, we investigated whether
CCRS5 could be a potential candidate for
PCR diagnostic biomarkers, which also

would open up a possibility for

tailor-made treatment for each patients,
or not. For that we were interested in a
comparison in Japanese population,
Caucasian population, and other Asian

and Pacific Islander population.

B: Methods
1. Dissemination of NCGM’s latest

various basic and clinical outcomes.

Coordinating basic and clinical
researchers' data into
internationally communicable
format.

2. Taking our  approaches to
international forums, engaging in
proposal facilitation for feasibility
investigation to integrate our novel
methods into different networks.
Communicating our protocols for
international regulatory format.

3. Feeding back international input
from 1 and 2, bringing the new
network into a effectives
consortium.

For Step 1, this data management
group requested to each investigator to
summarize outcomes, disseminated
and transformed cumbersome data into
With  these

outcomes the data management group

analyzable  format.
approached to each research population
of interest and international agencies
to determine the match by a) having
PCR case, b) having biomarker testing
capacity and c) can participate, and
research

implement the clinical
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protocol, regulated by international
agencies?

For Step 2, we proposed a vision for a
consortium model to outside agencies,
and when an agreement is obtained, we
in the
consortium, facilitate the regulatory
start the

respective agencies and coordinated the

requested the participation

process to research in

clinical information and testing

procedures for bone metabolism
evaluations.
Step 3 entailed active support for
Institutional Review Board (IRB), in
which each country had different
regulation and procedure culture; we
gathered help from local embassy, its
ministry of foreign affairs and other
outside consultant for fine tuning and
customizing protocols for each IRB. By
allocating our MHLW special research
grant for international collaborative
works such as inviting top investigators
to be a research partner and testing
and transporting the study samples,
NCGM played a leadership in this
consortium and continues to offer
strategic support.
<Testing and Evaluation>
1. Basic patient information
Age and Sex
Main complaint (pain in jaws,
discomfort in occlusion, etc.)
Intake (TMD

joint

diagnosis
temporomandibular

disorder, prognathism and etc.)

Medical history (history of

autoimmune disorders)

Medication (antibiotic,
anti-inflammatory, NSAID,
anticoagulant, antiplatelet,

corticosteroid drugs)

Infectious diseases (HIV, HBV,

HCV infections)

Treatment markers
2. Special values

Osteoporosis testing

Blood and wurine chemokine

markers

<Ethics Consideration>
Because of the human subject study

phase of the clinical trial, the protocol is
regulated by NCGM IRB for human
genetics ethics committee. We initiated
our involvement in other county's
regulatory procedures and
international protocol registry process.
We continued to stay alert and mindful
on the universal ethical features of the

study procedures.

C: Results
1. Y. Maruoka, A. Hoshino and F.
Kanaya disseminated the outcomes
of PCR studies from our group. It
consisted of the nationwide clinical
CCR5KO  model

experiment, their images, in vitro

survey, mice
human
data of
osteoporosis blood markers from 22
NCGM patient volunteers. Clinical

investigation of

macrophages, clinical
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data had some outliners of elevated
risks of bone fracture that requires
continuous monitoring and
following up, and their statistical
analysis. We combined these data
in a presentable format

F. Kanaya registered the clinical
study protocol for standardized
registry such as
NIH/FDA clinical protocol registry.
tuned the
outcomes and tweaked out effective
should

international discussion.

international

Fine disseminated
discussion points that
endure
This group reached out to different
networks of key personnel of the
field and brought its presentation
of these outcomes to those who
would be interested in the potential
collaboration  development in
various international regions in

a) basic research and human
genetics

b) dentistry and oral surgery

¢) foreign diplomacy.

As result, the NCGM group
developed  collaboration with
outside agencies, received integral
feedbacks for the next phase of both
in vitro and in vivo studies and was
invited this group back to the
respective  agencies. It was
essential to secure Czech PCR
patient population participation
CCRb5A32

distributed in 10% ratio and where

where allele 18

their CCL5, mutual ligand for
CCR5 and CCR1, can newly be
added for this project with their
participation by our facilitation.

continued to work
United States
Health Services
(DHHS) Office of Human Research
(OHRP),
NCGM’s regulatory registration for
the United States
Institute of Health (NIH) and Food
(FDA)’s
(FWA),
registered NCGM IRB and its
human genetics ethics committee
to NIH, obtained NCGM’s clinical
trial protocol registry network ID
on behalf of Dr. Takaaki Kirino,
President of NCGM. In 2011, this
PCR  group’s
registered to OHRP.

F. Kanaya
Department of
and Human

Protections updated

National
Administration

Drug

federalwide  assurance

protocol  was

With the outcome of the two-year
research, the study group submitted to
Ministry of Health, Labor and Welfare
an international proposal for

standardized diagnosis and treatment:

[English proposal]
Idiopathic  Condilar

Resorption (diagnostic name of the

Progressive /

disease / condition, the number of
patients is estimated 1000 patients.)
Definition: Diminishing condylar head

volume with changes in condylar shape,
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often  associated with  decreased
mandibular ramus height, mandibular
retrusion and counter clockwise
rotation resulting in progressive Class
IT basal bone in relation with anterior
open bite. Having relatively small and
retruded mandible, thus patients often
undergo inappropriate treatment or
unnecessary orthodontic procedures
under misdiagnosis with maxillary
protrusion and/or mandibular
retrusion.

Discussion for the Cause: As post

orthognathic surgery complication,
following excessive traumatic burden to

the temporomandibular joint known as

TMJ.

According to our study, the female/male
prevalence rate was approximately 10
times higher for female, indicating the
similar results as previous reports from
Europe/United States and that at least
1000 patients are estimated to exist in
Japan. The patients classified in two
groups: idiopathic cases without any
systemic complications in their teens
and twenties in age and cases with
autoimmune diseases above age 50.
Biomarkers from our patients’ blood
and urine tests did not show indications
related to inflammation but suggested
strong indication of osteoporosis.

For clinical diagnosis, many confused
concepts have been mixed and used in

dealing with those symptoms, thus

appropriate diagnostic criteria need to
be established.

No mechanism for cause 1is yet
established, associating with aging and
underlying ongoing systemic
co-morbidity and host adaptive capacity
of the temporo-mandibular joint. Can
be initiated by traction compression
from joint orthognathic surgery with
excessive force load on TMJ. Young
onset cases had low mandibular growth
rate. Our study strongly indicated
non-inflammatory feature could be one

significant piece in the entire PCR

system.

[Symptoms]

Anterior open bite associated with
diminishing volume and changing
shape of condylar, decreased

mandibular ramus height, mandibular
retrusion and counter-clockwise
rotation. Patients sometimes present
with with

opening/closing jaw. Patients cannot

pain associated

only  bite  properly, but also
malocclusion can have occlusal trauma
because periodontal tissues in molar
region collects excessive mechanical

stress instead.

[Complications]
Further severe complications can occur
in following order: misdiagnosis as

regular maxillary protrusion and/or
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mandibular retrusion because patients’
can look smaller and
lead to

invasive orthodontic procedures and

mandibular
retreated, inappropriate
resulting in additional multiple severe
complications. Other complication can
be progressing malocclusion pain and
jaw joint pain because PCR patients
have difficulties in biting properly with
front teeth, thus their molar region
receive excess mechanical stress in

periodontal tissues.

[Treatment]

Our surveys found each agency
employed in various different ways
treating patients presenting these

conditions in Japan. There had never
been treatment standard guidelines for
PCR. There were many reports that
supported  the  effectiveness  of
stabilizing occlusion. Occlusal splint
therapy and orthognathic surgery can
be recommended.

International research:

feasibility

The study group developed an ongoing

Fig 2. Establishing an International Research

Consortium at Institute of Anatomy and Zoology

Charles University in Prague

PCR research network with Charles
University (Czech), Pascua Community
(Chile) and Massachusetts General
Hospital Endocrinology Research Unit
(USA) Dby this
contributed to this global facilitation,

study. Maruoka

enabling genetic variant analysis
among race subtypes.

One example to cultivate such further
collaboration was research facilitation
with samples from the counterpart
agencies. Maruoka analyzed 64 Czech
skull and mandible collections for FMA,
Gonial Angle, Condylar Inclination,

Skull M-D/A-P, Centric Stop, etc. A few

- 110 -



that

“Alpine” type skull was most prevalent

unpredicted discoveries were
and long midface skulls were rare. Also
only one Class III case was observed
and FWA was generally small in these

samples.

D: Discussion

Through the active facilitation in
international community of basic,
clinical and translational research and
their regulatory process, this group
learned valuable lessons:

1. Universal standardized guidelines
for evaluation and assessment of
PCR diagnosis and treatment are
in the starting phase in other
countries as well and there has
not been much effective

networking effort out of Japan

other than independent clinical
and endocrinal evidences. Because
of this study and participating
agencies, we captured the global
needs for PCR studies for the first
time within the international

community of clinician and

researcher.
2. One very effective way to
communicate data for

international discussion was to
fine-tune our results to make a
effort

in this

case and have our
recognized. As result
process, we learned our CCR5

related ligands collecting and

detecting trials and results were
original and unique. Through the
from our

new colleagues

international counterparts,
Harvard Medical School AIDS
Center proposed to integrate our
protocol into their Phase-I clinical
trials.

3. It is integral to have in vitro data

accompanied by in vivo validation

in order  to communicate
effectively n international
community; an internationally
coordinated informatics system

would enable realistic analysis of
data for the

clinical application

dose-response
translation,

and tailor-made treatment for
PCR.

E: Conclusion
The current international tendency n
research 1is realistic

clinical new,

non-invasive testing methods, for
mineral metabolism and comparison
with not only Caucasian, but also other
Asian and Pasific Islander population
as control. New informatics on PCR
related bone marker candidates would
be the next phase of this development
and this group should publish these

outcomes for international review.

F: Heath Safety Information
Not applicable this year.
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G: Publications and presentations

[y

Publication

None
2. Conference Presentation
1 Maruoka Y, Kanaya F, et al
“Study of Relations between
Progressive / Idiopathic Condylar

Resorption and Impaired Bone /

Cartilage Metabolism
Associated  with ~ Chemokine
Receptor Disorder.” International
Convention on  Oran  and
Maxillofacial ~ Surgery 2011,
November 4, 2011. Santiago,
Chile.

3. Others
Not applicable

H: MEFTAMED HEE - BISRL (FPEZ &
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L
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