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BEIMAMKICHIFDPRAMEEIGFFHIR

PRAME gene expression in relapsed acute leukemia

RBI AR C KD < BEE FHINDAE DEFA

A study for the pathogenesis of subarachnoid hemorrhage due to cerebral aneurysm

IREEBRERBOSMEHMEMRICSIFDPRAMEELTT
(preferentially expressed antigen of melanoma) MFEIREDZ (L
ZIREI L. BIMEHREANDSIRNABA RER(C K DPRAMEE
CTFOMBERNT ZE e, MIRFICEFRMREEDI2% T
PRAMEDZ 14 (RT-PCRIE) T olc. BFRFICIFHIFR(CEN
#30%DIEBI CPRAMEB G FDORIEENER(CIEINL T
1co K562fHAERKIC X T DPRAMEELTF DSIRNABA [C KD FE
ROMBFNCKD, BEHRPHSIOCIOZ—HOREIHES
1. SERIC D DAL R DIFA & GO/GTHALL R DIE N Z 588D <.
ESICCATA2ZBIEFORIRET. EHUANILOETIHERD S
Nz, BEBOAMRKMER CIFMAERHRRICLENT, KbXK
AL MEERPEZER UKL D EWVIEIEREEZ R I MEIC LIXLEZE
{ELTWVWBDEEZ SN D,

PRAME gene expression in leukemic blasts taken at diagnosis
and at relapse was examined with 38 acute leukemia (AL) .
By RT-PCR, PRAME gene was expressed in leukemic blasts
in most samples, and the degree of gene expression was
significantly increased at relapse when compared to those
at diagnosis. This increase was observed in 13 out of 38
cases (30%) . SiRNA of PRAME gene was induced with
K562 leukemic cell line. After siRNA induction, the cell
number in liquid culture and the number of leukemic colonies
was significantly reduced. This change was associated
with reduction of the rate of S phase cells, and increment
of the rate of GO/G1 phase cells. The reduction of GATA2
gene expression and protein level was also observed. From
these results, it is suggested that inhibition of differentiation
stage and increment of proliferation rate is often observed in
relapsed AL.

ORBNIREDRE (FEUES & DREBR T SEGRTIC LD,
H4(FH91000 A DINBIIRFEEE B R UMBIRED FWL T &N
Do TV Iy rO—ILT VTN ZEFREBEL TS, INE
T, BEEGFDPVKDONRESNTEH,. BHEME
IRIEB RS T DECH AT 21T U BMENATRYE & DR &2 1REE U
fco

@pBIIREEEY (< DR TNHMFEE) [FFIMN7E < RARICH
ET D CNICIHFRENESITDEVNDHREN DD, R
CRRBFICEEMBPZBEZMHL. KDREDSLRDA
(representational difference analysis)A&Z AW C. FIERICE <
ZFENDRBRERFOREZITO>CND,

(MCerebral aneurysms are caused by both environmental and
genetic factors. We screened several candidate genes related
to cerebral aneurysms by direct sequencing using samples
from patients with cerebral aneurysm and controls without
aneurysms.

@Subarachnoid hemorrhage (SAH) occurs suddenly. We
are interested in the hypothesis that infection induces the
occurrence. We tried to find infection factors by sensitive RDA
(representational difference analysis) method by comparing
sera of SAH patients at onset and at discharge.
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BERY—J IVY—(CLKBMPEREMRNADS
REMRREIERTC & 2 FRRIRE D]

Analysis of serum free mRNA in patients with
thyroid tumors using massively parallel sequencing

FRERIER IC BV TIFRE U TRBOREEN S EBE D2 7=
ARESTEFRBTHDIEND TIEL. BRIFBRORETH
RENMT DEFHERY—N1—DHL. BRRIEAEIEE
BECHd, AARTIFREREY —I T T—2ANTIH
TEREBURNAZ SR E (CHREEMICAIE L. TORR/ISY—20D
BT KD EEDREECERZZMAEC T EZEIY
DT EEENE Ulc, MBK D BEEEEIRNAD I &SR ADNAD
BREZITV. AU IATBRUOS VI LTSAX—(CTEERE
#I(CSAGE#E#TE K Uwhole transcriptomef# T D7 s [C L E &
{£7%ZSOLIDCRFICY—TJ T VAL, 1EHRZUET D EHE]
BEC LD KR D ITIRIADIER ZEITIE D s

It is sometimes difficult to make an accurate diagnosis
of malignant tumors of thyroids even by histological
examinations. Recently, quantitative analyses of the whole
transcriptome become feasible, and bioinformatics analysis
has provided us with useful information about cancer
biology. We therefore proposed a new strategy for detecting
circulating serum free mRNAs specific for thyroid cancer, for
early detection and accurate diagnosis of thyroid cancer. We
extracted mRNA from serum and established new methods of
preparing cDNA samples for analysis using massively parallel
sequencing by the SOLID system.
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MODYDFREFREGFRECHIF DY/ LBSEE DN

Detection of genomic rearrangements of MODY gene in Japanese patients

B —EmFHEETHDdmaturity-onset diabetes of the young
(MODY) D7/ L©#BSEESICDWVWC, BEDY—2IJILVAT
MODY1, 2, 3, 5SMBELFICBIFDERBPRES NI oI
MODY 273BIICDWVWTHEER U, EEC4EmFREEDmultiplex
ligation-dependent probe amplification assay (MLPA) (CC3#IMD
MODY5iEmF2 IV ~/MDhemizygous deletionZ58sH. Human
genome CGH micro-arraylC C17q120#31.4 MbD R K ZHERR
fco TNODEFIFMODYSDERREIC—ELTHED, T
DD B14lFde novoEE TH S T EDHERI NI, THITIR
R CREHDEEZMLPA, array-CGHCHEFE Uz, FICHRSY
Ixarray-CGH7Z1ERL LMODY5. MODY2:ELFICT Y VEMID
ST/ LMEIERE =R LT,

Maturity-onset diabetes of the young (MODY) is characterized
by autosomal dominant inheritance and onset before 25
years of age. We have studied the genetic cause in a group of
Japanese patients with a clinical diagnosis of MODY (n=273),
who do not have any substitutions in their PCR-based direct
sequence in MODY1, MODY2, MODY3 and MODY5 genes. We
performed multiplex ligation-dependent probe amplification
assay (MLPA) and microarray-based comparative genome
hybridization (array-CGH) to identify any deletions and
duplications in these MODY genes. We found that three
patients had a large de novo 1.4 Mb deletion in chromosome
band 17q12 and were hemizygous for HNF1B (MODY5) and
other genes in the deleted region. They had clinical features
corresponding to those with MODY5. One patient had a
duplication of the same 1.4 Mb region and thus, had three
copies of HNF1B. We also found patients with duplications
of individual exons (exon copy number variation) in HNF1B
and GCK (MODY2) . Thus, we have identified genomic
rearrangements of MODY genes in Japanese subjects.
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&l GRMIKEMREE) DREREEDUMRY —LAER
BOECTFEEDHR

Identification of a homozygous microdeletion of
chromosome 1 in a patient of Diamond-Blackfan anemia

DRy — LA 2 (EDiamond-BlackfanZ T (DBA) > E8EEE
RUEIRE I C B2 DBMDRA & 5. DBAIFFLRIEIRMER
BIEED—ET, BHETIEHI26%DIEGIC UMY —LE
BE (RP) S1I9EGTFEENBESND N, KI70%DEAIC(E
REETCTFHRATD D,
SERPELCFEREZREHRIEWVDBASIESI Z M RICT L A
CGHEZ AWV TR BABERILZIRR Uic, TORER. 1
BLBAFICBIT MR EBELDNEZESHRZIFIEE LT,
#I46Kb DR KB C(F2DDBELFEND D, TDDEDID
[FRNAfEEERZ J— N9 BT ChHofc. MIEFIZNR
[CEEEMZERU. BIDIBIIC=IRE (B—7 = /B RkZ
BELEZEND. COBETFHEFHRODBAREELGF CTH
BT ENTRBE NI,

A novel microdeletion of chromosome 1 has been identified in a
patient with Diamond-Blackfan anemia (DBA). The deletion spans
to approximately 46-kb, and there are two functional genes in
this region. One is known to act as the RNA-binding protein. We
examined the coding region of the gene, and found that another
DBA patient has a 3-bp deletion. Taken together, we speculate that
mutations of the RNA-binding protein are likely to account for DBA,
and functional studies are now in progress.

KGO EBEICHF HKRASELTFEECDVTORE

KRAS mutation of liver metastasis in colorectal cancer

KIEREDF R D FIRHIE T H D CetuximablFEGFRIC T S E
JOO=FIWFETHDD. HE. EGFRRY IFIUGERD T
MICFET DKRASEED B RN Cetuximabiz 5REDEME
BRUEMPREMEETDHEVDHRENFTSINTBD., T—
T—A— RBBRENQINADHFSNTVD. KEEISETT
BDEBEICHERZEECT N, CNETICRAREBH &%
SHOKRASZEDERINEICDOVTDIREFIFEAELEW, SO
B BFHETBEI10FEICYIRR U KIBRER 4 - ZRMEAT
EREGD DB, RERDIUFEBEOFIMREALFTON
2130810/ T o«  BAEA D SDNAZHIE U, DNAY—4r
VY —I[CTKRASEEDERE TOHEPIM Z iR Ulc. REIR
RT—INEBZEDTHD ., ZFRELURMXAKRZITOTE
THDo

Cetuximab is a chimeric monoclonal antibody, an epidermal
growth factor receptor (EGFR) inhibitor, given by intravenous
infusion for treatment of colorectal cancer. Recent Studies
have indicated that detection of KRAS gene mutations helps
to identify patients that are unlikely to respond to treatment
with cetuximab, but so far there are few reports which refer to
genetic homology between the primary lesion and metastatic
lesion. We performed DNA direct sequencing of surgical
specimens from 130 patients, who had undergone surgery in
our department in the last decade, to confirm whether there
were genetic alterations of KRAS between the primary lesion
and liver metastasis.
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Prediction of gastric cancer in chronic gastritis with Helicobacter pylori
infection —Integration of serum results and endoscopic diagnosis—
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ZEICH D EIRIE(L & BAERENDELICK T HE
FRRIRRZE

Correlation between vascular calcification and
bone degeneration in the aging process

BROMENLRERICF., FF/N\AURTEORBDNET
BHO. HpyloriEEEZNITHE D IBEERIEBRDETHER
HRFCTHS. MAH.pyloridfiik. MMispepsinogenf& (PG1. PG2.
PG1/2tt) ENREBFTR (EREBRDEE. BEBDER) &
ZERE UTz, 20078F6 8 ~20094F28 [C BB H L B NRRIRE
5252 UT2 11861 (SB145430). 2147561, FHIFH57 4i%) 25X
REUTe, MMARH.pyloriiiABZIEEE 766, BRIEEEA261(CH (&
S UTc. PG2ME (1) (3R MERE14.4 L g/l vs.B2IEB¥6.2 L g/L&
BEEEF CARICE < (P<0.05). PG1/2tHIFFZ4EE$3.9 vs. b2 ERE
5.8 BB CTHRICED o7z (P<0.05) . NIRRT R CEiE4E
ZAbIFBR R 7661505 EE LWV LIFEE CH o, 2
TEREA2BIR 405 FE TR ZROEN D fc. BERIITH
(SRR, WIFNBRBRMEICS TNz, IIHH.pyloriiik &
mi&pepsinogenfBld BALEREDMER. BREDERZTA TS
DICERATHD., WERDIVBBERICESTDLDEER
o

The association between Helicobacter pylori (H. pylori)
infection and gastric cancer has been firmly established. The
grade of atrophic gastritis is associated with development
of gastric cancer. Serum H. pylori-antibody and pepsinogen
were analyzed and compared with endoscopic views in
118 patients. The endoscopic grade of gastritis could be
predicted by the presence of the serum H. pylori-antibody and
pepsinogen. Serum examination contributes to the detection
of gastric cancer.

RIRREBE. BMBREDIUSRECIE. FE/EHREREOM
EAlENHFoN. BEBEDGHDRDOND . BRI
TlIIMEARIETOBERFELDOANZXLDESH . IR
MACIRMERE EBRZEOEERDEEENRESN TN
%, HAIMEAR(EEBAREDOAHBEETIBEL. OF
REZHNFEZRVCRENETZEH TS, CNETIC
v hEFIVTOMEGRILN, w3RNEIHRERHEE CTh D 1
URVITVRICEDFHTED I EZRSMC LT, R/E
BERA2ETILS Y ERAWTC. MEANR{LE BRI Z B
[CEUTE. MEEENHEEDETZES TLDRETHD
Bo

The metabolic correlation between bone and artery is
obscure. To elucidate these mechanisms, we investigated
the occurrence in rodent models of vascular calcification and
osteoporosis. In immunohistochemical analyses, osteogenic
proteins were recognized in the calcified aortic media of
the rats. Interestingly, eicosapentaenoic acid attenuated
those vascular calcifications. In the bone of the rats,
immunohistochemistry revealed the bone resorption and
fibrosis. In the rodent models, arterial medial calcification
initiates from the osteogenic process, and simultaneously
correlates with bone destruction.
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HHRRDZMEICED DEEFDERSEFmaflcEd %
fREBRRZT

Total research of the functional role of transcriptional
factor maf in the cell differentiation and function

ERERIQABIEBRREICRN T 2mEREHD S /X
2 FRINFIZNSRIC DL T DIgET

Proteinuria-reducing effects of tonsillectomy alone in IgA
nephropathy recurring after kidney transplantation

Maf familyl&. leucine zippert&i&7 5 DHAKIFERS K F Cdh
b. AMMRTIF. EERICHBIFDZDEETZMAENICHRENTD
CEERE U, FamilyD—DDMafAld#E B 2D LR F
THBHH., SO, TOmafAh EEiRiEC ARRHRISREADLAD
GERFCHARMENEL, KICIEHHR CIEZOREREZ
FETT HEREMENIBA UTc, &Fic. B TlEmafBhuRERAD.
c-maf M IRMERBEDERER. #aEDLICREbhD., E5IC
mafBH &l CDlipocalin familyDFAS(ERZE T & 2R U
foo TDKDI(CmafldEHEiE. Mes CIHREDERZREULLEN
5. & TlEnetworkZFAL L. #HE Dcross-talklC &k D #EEZ
EEBEBLTLWDDBDEEZ SN TV,

The large Maf proteins are a family of transcription factors
characterized by a typical bZip structure, which is a motif
for protein dimerization and DNA binding, and they have
been reported to regulate several distinct developmental
processes, cell differentiation, and the establishment of cell
functions. One of the large Mafs, MafA protein, is a strong
transactivator of insulin in pancreatic b cells, and adipocytes
are closely related to insulin action and glucose metabolism
as well as lipid metabolism, and they are another candidate
for Maf-related cells. The results in this project suggested a
possible role of the transcriptional factor MafA in regulation
of adipocyte function and differentiation in accordance with b
cell function. On the other hand, previously, we have shown
that the Mafs play important roles in the kidney, namely, mafB
in the glomerulus, and ¢c-maf in the renal tubules. In addition,
lipocalin 2, Ngal, which is abundantly expressed in the kidney,
has been reported to have multi-potentiality, such as induction
of renal development, protection of tissue damage, promotion
of insulin resistance, whose expression is likely to be regulated
by mafB. Taken together, it is speculated that maf is likely
to make up network or mediate cross-talk among multiple
organs in the immune reaction, inflammation, development,
and regeneration to trigger a change in the direction mediating
altered gene profiling with a quick response.

LR CERMBZ I TIN/C4056ID D5, 63BINIgABREDES
FEBZHSNI, CODBARBEICEND 1D ST 300mgld
FDRY VIO DU TV 28812 S TDIRERRE U,
AR Z R LBt (1661) BKU LIED 18 (1261) D28
[CHIFT. REVINDE, ME. BEBKEICDOWLWTESE
TREZIMNA Tco RAKBROELEE CIEEE LD ofc8% (L
NCHODERSY VIO DEAshRZERD . ME. FREM
BRUBEERKBEE CIIZLEEN ofc. REENICERELT
WBIFERBEDRINITRTH oI, BEIEEICIgABEZ
BRUCEECRERATOA MEEZE T U CRkIRELDE
WRBEDHCTY VI ROBRHMRIVEAFCEDEER SN
fzo

Very few studies have been conducted to determine the
efficacy of tonsillectomy in suppressing IgA nephropathy
recurring after kidney transplantation. Our subjects in this
study were 28 patients who were confirmed to have had a
recurrence of IgA nephropathy by histopathology examination,
and who had persistent urinary protein excretion levels
of over 300 mg/day despite medical treatments. Sixteen
patients (Group 1) underwent tonsillectomy alone, whilst the
remaining 12 patients (Group 2) did not receive tonsillectomy.
The degree of proteinuria, kidney graft function, and blood
pressure were analyzed retrospectively in the two patient
groups. The urinary protein excretion decreased dramatically
after the tonsillectomy in all of the 16 patients of Group 1,
but in none of Group 2. These results suggest that in patients
receiving oral immunosuppressive therapy for recurrence of
IgA nephropathy after kidney transplantation, reduction of the
urinary protein excretion can be expected with tonsillectomy
alone, without accompanying pulsed steroid therapy.
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124 ERROETRFICET DR

Risk factors for the progression of chronic kidney disease (CKD)

12

Uw RUAFIEF  Wakako RIDLEY

(R NREES (—) Department of Hygiene and Public Health 1)
7agk T Gen NISHITAI

(BreEZ R RiE %S (—) Department of Hygiene and Public Health 1)
MEEA  Masato MATSUOKA

(B2 REES (—) Department of Hygiene and Public Health 1)

B EREICKDHSP110HIR

Toxic metal exposure-induced expression of HSP110

P HA (stage 1<&stage 2) DCKD485BI(CH T 2 EIRIF & 5FEBRD
GFRODIE T (AGFR) ZRET 2RFD#EM7Z Lic. ZAR.
BE, EHDLIMED KOBMEDEEDBREF CH o,
Ffe. UOBATIE. LBIDAILY D L3ETER (CCB) ZER L
TWBDETAGRRMAEL. TAIBDWIENEIDCCBZHER LT
WBE TAGFRIVNET WV EW S iR ERE LIZ?,

—73. CKD stagebD. FxHOBEBIEEZIT> CLDEADT
#7287 U, MDCT CaHMll L Tc KBRS S DIME A ML
BUVMEBIDTHRABVC ENHIBALZ, ZCC. AREZR
X OFETEETDAEZEE Ufc, BIEAREDHRTEDC
8. BICIEIDEE TR I DIREBXRDOABIRSEBICH U <
R UTER T —)L7ZZ VT, ARIEDEIG (AACS) Z&EH U
2o MDCT CaHMlli U o AR E 447 (AoACY) & DARBIMED FWLC
EBEREUREY . MEGREDETICES T DRFERAT U
ETH, HEDEHRESZVDZERAUTVDETIE. AN
{EDREEHENC EDHBR LY,

We designed a retrospective cohort study of patients with
early stage CKD to identify the risk factors influencing the
annualized slope of the estimated GFR (eGFR) . Proteinuria,
smoking habits, low serum HDL and hypertension were
significantly related to the eGFR slope. In addition,
multiregression analyses indicated that the use of T-type and
N-type CCBs was associated with a good outcome in terms of
the eGFR slope.

On the other hand, aortic arch calcification (AoAC) is
thought to be a risk factor for poor prognosis in hemodialysis
(HD) patients. We reported a simple evaluation method for
AoAC using a plain chest X-ray. The use of small doses of
oral vitamin D was associated with a good prognosis in HD
patients with AoAC.

SZEH

1)Yoshida T, et al. Intern Med 47: 1859-1864 (2008).
2)0mae K, et al. Heart Vessels 24: 301-307 (2009).
3)0gawa T, et al. Hemdial Int 13: 301-306 (2009).
4)0gawa T, et al. Int Urol Nephrol (in press).

DTV YROVTHDEY 3 v IEAE (heat shock proteins;
HSPs) DERIF. HAFERIEBA MU RICKDFEEIND. LD
LIRS, &BBECIDaNFERY 3V IEBREBETHD
HSP110/SSE (HSP105) FHIRICDWCIFAREHTH S, AR T
&, RRNTRESREREHD RS LDEENHSP110DHEIR
[CRIFTREICDVTHE Ui, ZTDRER. NHITIMEIICSH
WC. B1EH R=D L (CdClL) BREESFRFRIE K DHSP70&££(C
HSP110EREDERZRDIc. Ffc. MY 3 v IERED
MRNALR)LDEBIIBERS 5Nz, BHEEBIEEYDELE?2
JKERDIREE CHHSP7T0EHSPI10RIR(FFESINoH. BIEY
VAV BEEA. IBERRDRE CIFFEI D ofc, Bk
DFERNS. HSP110lF. BEMEEBEICKIDFEIND AL
VRGEEREBECHDCENPELMERE DT

Heat shock proteins (HSPs) expression is induced by various
environmental stresses. However, little is known about the
expression of high molecular weight chaperone HSP110/SSE
(HSP105) in response to metal exposure. In this study, the
effects of cadmium exposure on the expression of HSP110
were examined in NIH3T3 cells. Following exposure to
cadmium chloride, the levels of HSP110 and HSP70 proteins
increased after 3 hr. Similarly, their mRNA levels increased
markedly in response to cadmium exposure. Treatment with
mercury chloride, another toxic metal compound, also induced
the expression of HSP110; however, HSP110 expression was
not induced in cells exposed to manganese chloride, zinc
chloride, or lead chloride. These results indicate that HSP110
is one of the stress response proteins whose expression is
induced by toxic metal exposure.
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MRS C K DR @IS DolimEE DRZER

Nerve injury induced remodeling of neural circuits

HERBIETTIVNY D AZANT., EAIHRERVPMEL TDH
ROREOMIREEZ BRI AR ICHRT LTz, $RERVPMAZIE
AHEREDRZ TH D . ZDROERRMETH 2 NEIEFR
HElF, =X ERZERAE U, BEECEFEICRDRERS
REBEATWVD. BsEEE. VPMIBENDOAEIER 2R
H. &£#%21BEF CICRAIETRHEN —AZRICTHIND
Z E7ZBESHC Uiz (Takeuchi T, Imoto K and Miyata M Neurosci.
Res. Suppl. 2008), =HIC, £H21IHELET. YO REDRK
B (RE MR =XEREIR) ZUMd o, bFh
—BEECHIehBFEEBBEZEITUIENDTEL, VPMIER
HEHMORAIEFREICTEIND KD ICHEDIBLEIRR
ZERB U (K). Flo. LI FTRZRER LIEEBDN
2FVIFTRIFE. ZOIFTABROIREN/NEL,
TREERAINCT VY = VS B THDAMPAZ BAEDGIUR2
(+) MHIRLTL %—7AT. NMDAZAHAIFELE UIFW\ B
ragll oy rait

Postnatal davwe |opment

Lesion of peripheral sensory nerve induces reorganization of
the receptive field in the somatosensory thalamus (VPm) .
However, it still remains unknown what functional changes
of the individual lemniscal synapse, which is the primary
somatosensory input to VPm, underlie this phenomenon. Our
electrophysiological demonstrated that the thalamic relay
neuron starts to receive a single lemniscal fiber by postnatal
day 21 (P21) after developmental synapse elimination in
the rodent VPm. In addition, we showed that the transection
of an infraorbital nerve at P21 altered the wiring of this
synapse. After 1 week from the surgery, multiple steps of
lemniscal EPSCs were observed, implying the additional
recruitment of lemniscal fibers. Multiple innervated relay
neurons occasionally contained silent synapses, which
should be absent in intact animals. These results indicate the
lesion-induced rewiring of lemniscal fibers in the trigeminal
thalamus.
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—4RERICHIFDRRIEEDAX N =X

Mechanisms of epidermal hypertrophy in pathogenesis of atopic dermatitis.

19

K%< Masayuki YAMATO
(S mBERIZTZRAT Institute of Advanced Biomedical Engineering and
Science)

MEBERRORR BT illleiR —BREMROREICELT—

Stem cell research for novel regenerative medicine

7 hE—HEERICHITDEEREREEZRESNCT D
[Cdfeh. RETSF /U4 SOYRBERZRIILUC. £
DRETZF /T4 & PUILF—RETEINT D68
Th2#REEDin vitroFIEEZTV. DFUNIVTCERET SF /T
A bOMEREBINZITOIc. ZTOMER. HEEETh2MIEN EE T
T4 MOA VUPHREES S, RETSF /YA NMIBF
DHERERIT OO - IEEERET D CENBELhEL o, ©
#BIF. BAEEITh2MRRZRDE LT, RET SF /U4 RO
EaFELHDVEHIET20FRY hD—T[CDVTE S
DR ZEDDFE DD,

To investigate mechanisms that cause epidermal hypertrophy
in pathogenesis of atopic dermatitis, we have developed
a primary culture of murine keratinocytes. For functional
analysis in keratinocytes, we have done a co-culture of
cultured keratinocytes with effector Th2 cells that expand
during allegic diseases. As a result, we found that Th2-
mediated cytokines and the cell attachment could modify
functional features, differentiation, and proliferation in
keratinocytes. We will further investigate an underlying
molecular network that would induce and/or regulate
epidermal hypertrophy.

WMEODBEERBDOREREICDONT. ZOMiEY —X & U THE
SNBHEFMEOMERORDEEZED TVDDHFD—DTH
Bo THF. BAFOTUFAEE LR (ES0side population
#iE) YO A EEEMEHIEICESULTCD61 (integrin 83) HY
HBICERRELTCWVWS I EZBHUC, AR TIE. CD61-/-
NOR. MUCDEIHEEARALY D XEZAL. CD61HYSEMmENH
FIDHEEIC SR D EZAET UIc & T A, CD61IEMmEF A
[CHBWT. ThrombopoietinlCX 9 2 RINEICEE TH D - &7
BHUfc,

With the development of regenerative medicine, stem cell
biology has become one of the most-attractive fields for many
researchers. Recently, we reported that high expression of
CD61 (integrin 83) was commonly observed in both stem
cell populations derived from rabbit limbal epithelium and
mouse bone marrow. Therefore, the present study examined
the role of CD61 in mouse hematopoietic stem cells,
demonstrating that CD61 was essential for the response to
thrombopoietin.

10

HEas  Hiroshi YOSHIZAWA
(FeEPAIRI 58 Department of Neurology)

HTEBELRF  Kiyoko KUSAKABE

(EfR2I - =58 Department of Diagnostic Imaging and Nuclear Medicine)

AlzheimerfR R HAZERD T b D IEE AR REDAEA—EREIFDG-PETEIR S K UtHHR DIRZF PR R DEET—

The normal brain function; Analysis of brain FDG-PET scans and neuropsychological profiles of normal subjects

SAED PRI DIz (CHEEREZHT. M 0EZHRE
HREESNDH, [ERFEZHDICDICITER LD RS
MFEREDIRBAD AR CH Do €T TSENARZEH/RE L.
IEBERREDL EMET Ml Z 5 . FBERF-FDG-PETDET

EREFENT7Z RV, ABECAAR T DEIESUICEE. M
ROEREER BRI MBI ZFHE LTz, Fimh'sLE
CRIAREOREAHNMES . HBEENSVEEGFIROER
#niwn ofc (K). MZETIFLMNEM LD BRIEREARIE.
HUSRZE LER. BRIREDERHNED ofc. FioRoE - Itk
UBIODEBEMRAT DFGR. WERE DFRAIEREDRF M K D xtE
BEIOEVD S 5NIZ. LLEDBRKDEEEDF . 45
BERE. SBAMEBEDEAZEICKDRMENHIFELD LR
SNJz. SRAMREDFHE & U TR DIRRE PR AR E RIS
BZIDICHEOEREFHERLFHRLEEZ SN,

It remains controversial where the brain function declines
according to normal aging, and whether there is a gender
difference in glucose metabolism of cerebral cortex. We
investigated "8F-FDG PET scan in normal subjects to clarify the

aging effect, the educational effect and the gender difference.
We also investigated the relationship between brain glucose
metabolism and the scores of neuropsychological tests. We
enrolled normal subjects, who have no previous neurological
disorders with no malignancy and no brain CT abnormality.
Their general intellectual function, memory function, and
attentional function were all normal. To clarify the effect of
aging, years of education, and gender difference, we used
the statistical parametric mapping methods. The results show
that significant correlation areas between aging and brain
metabolism were the anterior portion in both hemispheres.
Years of education gave significant regions including the
right hemisphere. The gender difference of metabolism was
detected in the medial frontal lobe, the superior frontal gyrus,
and the parietal lobe. We confirmed that specific cognitive
functions were correlated to the focal brain metabolism by
the correlation analysis. These results are considered to be
the essential data for diagnosing the dementia including
Alzheimer's disease.

education
e | -
l!' ;\: i - L Ii
I.‘ -*‘I

P < 0001

e e T |

Extant 50

oI, Muwcl Med 2000,
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ZHSE  Takashi SHIBATA (2252402 Department of Anatomy)

BRHZHZIELE S B IBRFRECTREDR v U LIS DRBERDIZHDIRF
DHE—

Study on ultra high resolution CT towards early diagnosis; Comparison between pico-pulsed X-ray irradiation

—E R UL AXIR EEGRIRFIXIRIC K DIRRDFE

and continuous X-ray irradiation in terms of the effect of X-ray exposure on aqueous solutions

EH CTORERETCEFTOMMEE IE2<BRETERLEVS
(H1a). EESORENOBSMREECTClE. MK LERE
SNBDEZ10uMD S A ARJVEDIRICHDH THRIILTUL
% (H1b) (1] ERERIDARIAEE S EDIT(E. RERDEHXIRIR
(CX) [CBER BIEE) ULAX IR (PX) ZRWL\ 2. BICIE
WROFZEDEBLA NN CH D, WRIFTLE UL TEEK
DFDOREBEICKD -OHS I NDIVHSERENICEF D FZRE
TBDEICLD. TIT. @IRE. BREDE IMPX KUCXER
S AGERRICTV. BLDERYZEEIANDT NV U
fe&ls. BHEICRL, HEULWER BNEHRDH SN (K
2)o DT ERFICERDFEZPXICR TERI{IE CTEDAIRE
EHEBRESNTZ, S EERTORBREWBEOERIL
ERMZEBETD

#Ht RIEKRREORAERBA - HEWmEA TR - NEE—
K- EAaRER, REUEAMFEFEFR - SILFFER - &5
ZEHR. RAIEHETRIZRICEILEA L EIFET,

It is difficult to observe the fine structure of the cochlear with the
resolution obtained by conventional medical CT (Fig. 1a [1]) . We,
however, have succeeded in visualization of Reissner membrane
(10 micro-meter thick) for the first time by developing a novel ultra-
high resolution CT (Fig. 1b [11). For clinical use, it is necessary to
reduce the harmful effects of X-ray exposure and to use a brightness
pulse X-ray source (PX) instead of a conventional continuous
X-ray source (CW). Radiation exposure results in harmful reactions
in which biological molecules are harmed by the hydroxyradical
generated from biological water. We measured this harmful effect by
fluorescence spectrum analysis on agueous solutions. Unexpectedly,
remarkable qualitative and quantitative differences between the
two different sources were observed for the first time (Fig. 2). This
advocates the use of PX rather than CW.

The author thanks S. Kajimoto, S. Minowa, S. Matsushima, and
H. Fukumura at Tohoku Univ., S. Matsumoto, M. Takayama and Y.
lwamoto at TWMU, K. Shiota at Kyoto Univ.

[1] T.Shibata et al., American Journal of Otolaryngology 30 (2009) 112-120.

[rriemaity fau,
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s % Hisashi YAMANAKA
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REECTF 7 7O—FICKDEEMBENEDRERR
ZHELFIRR

Search for single nucleotide polymorphism (SNP) associated
with Myasthenia Gravis based on candidate gene approach.

SEHERIE IS HRHESIMEDY T TRCFET D &F
WAV VZEEICH T ECTEICKDHNRTZECTH
FNLECRBEEREERCH D, TOREIFFHETHDH
BLERZE I DEGEICRIEERAMERT S ETHRET D
EBZABNTVD, —7. EENYIRAERET )L E MEE
DT/ LEFHS, BeRBHEEDREICHEDACRE
BT ("Autogene”) DBIS T HAIEEMNREIN TS, &
WERTIFEEHU O FO2EMETUTY =T, [ BUER
R EICHB Y DB TFOSEEENZTL) (FCRL3. CD2447%
&), "Autogene" DB RBMERIFERICB VTR I®EIIC
DWWCH#ET LT,

Myasthenia Gravis (MG) is an autoimmune disease
characterized by fluctuating muscle weakness and
fatiguability, in which weakness is mediated by autoantibodies
that block acetylcholine receptors at the post-synaptic
neuromuscular junction. MG is thought to develop in
genetically susceptible individuals due to environmental
factors. Recently, it is postulated that common genetic
polymorphisms of the"autogene", including FCRL3 and CD244
et al., may be involved in several autoimmune diseases,
such as RA, SLE and type | diabetes. In the present study we
investigated whether the"autogene" can also be involved in
the pathogenesis of MG.

BEEIUOYFOI7—<Y AT /IR

Pharmacogenetic approach to the treatment of rheumatoid arthritis

BEEU O FOBREDERGHYU INFECTHD, BHT
BAMBRUFT—H MTX) PILT 7P ST (SSZ2) BK
<ALWLNS. LU, INSOEYEIEDME - BIFEAD
HRCEEZEDPKEV. COXRDEEDDEREZFRT
DFEBOAFRZHI LT, BLFEBELENZRNZITo
TWD. MTXICDWTIE. EEAHDOHOLNSERCHD
methylenetetrahydrofolate reductaseDBELGFZEITFE L.
CO77TTZEINBIWERARIRIC. A1298CEZEINBMMEICEEST D
CEZRH UTe, SSZISDUWTIEN-acetyltransferase 2 E1{nF
DT« TOYA TENENERERET S EZHASHICUL
feo IRIE. CNOSDBERZED EICHRARETDA —F— XA
REBEZEDHTLD,

Anti-rheumatic drugs are essential in the treatment of
rheumatoid arthritis (RA) . However, it is difficult to predict
individual responses to anti-rheumatic drugs. We investigated
the association between responses to anti-rheumatic drugs
and genetic polymorphisms of some enzymes. We found
that polymorphisms in the 5,10-methylenetetrahydrofolate
reductase gene were associated with responses to
methotrexate. We also indicated that the adverse events
caused by sulfasalazine could be predicted by diplotype
configurations of the N- acetyltransferase 2 gene. These data
suggest that the pharmacogenetic approach is useful for the
individualized treatment of RA.
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EZETF  Takako TAKEMIYA
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Gz Kazuyuki ISHIDA
(BRIEEFHAZRAT Institute of Oriental Medicine)
MEZF  Takako TAKEMIYA

(Ko &t 55T - 19280 Medical Research Institute)
fci# 3L Hiroshi SATO

(BRVFERZHAZRFT Institute of Oriental Medicing)

MEARMRIC L ST A bOY A M UG E Ol

Endothelial regulation on neuronal injury via astrocytes

SRR T RS KOS DR

Effects of herbal medicines and Kampo medicines on a memory disorder

NORBRENICHAZVE (KA) ZHEIATDE. (TN
NREDFEESN. TORODBFMENEMIR TS, EFK
[C2oO0AF2 5T —1-2 (C0X-2) EFEEPGESREERR
(MPGES-1) BYFESNPGEELENER oo Ffe. ITLNAFE
FRICITBFOWRMRNMEEZRIT DD, C0X-2./ v I 7
D PN DAPMPGES-1./ v I 7D MR DRATIE, TOMHE
REEDEFICERSN TV, INKD. MERRMEN
MRS E OHIEICEIh D C b ofc, &o. BEkD
KADWNAEDT X bOYA S TRIPGEL 2T —5T5 A
TDEPILFEES N LIEOFERD 5. MEMNEZHIIZDPGE:
(FEP37ZT LTV A MOYA MEEMRE L. ZNH IS
EDIBEICDOENDEVND AAZXADRE SN,

Focal microinjection of kainic acid (KA) induced seizures and
stimulated the co-expression of cyclooxygenase-2 (COX-2)
and microsomal prostaglandin E synthase-1 (mPGES-1) in
the hippocampal endothelial cells to produce prostaglandin
E2 (PGE2) . In general, hippocampal neurons are injured
after seizure, whereas, the neuronal damage was reduced
equally in both COX-2 deficient mice and mPGES-1 deficient
mice. This suggests that endothelial cells regulate neuronal
injury. Moreover, PGE2 receptor subtype EP3 was induced on
astrocytes after KA-induced seizures. Therefore, endothelial
PGE> may activate astrocytes via EP3, leading to neuronal
injury.

(B0 EENES] [AEB] ORI EDRZRET.

[75E] BFAERICH7BL/6JN D R [CHEFEZIRS UAGREE TR,
SRR MURZERKRS. RE1BRD ST, R824
FRABH CERED S8BT UITENET. AOXEEIFOF
wzy >3z (£S) KE FDES (d—/b) ([OXxEEHEZ
AE. @70—-TJtwv2 3 (PS) ESD&. J—-)LZHE L
T—ILTEAE. O—)LaEE (GA) DS TERRE 2 AIE
[fE5R] ES: BB -2 DEFEHDFEE N REVMER T, &4 3H
B. 4HBICBEEZEDD. PS:GANDHEREIFEFERNRL
BETH DD, BEEDEHEREFEN DT,

[(BR] GEOaERORBALEFRICIFVARY S — />
VARV SRS DD TIIEVD RSN,

We investigated the effects of traditional herbal medicines
(Acorus and Polygala) on learning and memory in the Morris
water maze task. The medicinal herbs were administered to
wild-type C57BL/6J mice: experiment 1, a decoction of the
medicinal herbs was administered to 12-week-old mice for 1
week; experiment 2, food containing the medicinal herbs was
fed to mice for 8 consecutive weeks from 5 weeks of age. In
the water maze test, the treated mice were trained to find a
platform in a fixed position for 7 days; they then underwent
a 60-second probe trial in which the platform was removed
from the pool on the day after the last trial with the platform.
Both the experiments showed that the herbal medicines had a
tendency to improve learning and memory in wild-type mice.
However, the results of the probe trials were not statistically
significant because of the considerable differences between
individual mice. These results showed presence of responder
and non-responder to the herbal medicines as to improving
effects on learning and memory of the medicines.



