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[Introduction] Cardiorenal syndrome (CRS), a con-
comitant status of cardiac and renal insufficiency is
evolving ; however, the consensus to the appropriate
management of CRS has not been achieved. This
prospective observational study explored a new
approach utilizing Boiogito (TJ-20), a traditional
Japanese medicine (Kampo), in combination with
standard treatment for patients with CRS.

[Methods] We enrolled patients with chronic heart
failure (CHF):
(NYHA) functional class I-1II, Stage B or Stage C

heart failure, along with renal insufficiency (esti-

New York Heart Association

mated glomerular filtration rate, eGFR < 65 mL-
min~!«1.73 m~2). TJ-20 treatment was started at the
dose of 2.5 g, 5.0 g, or 7.5 g per day on each patient’s
standard medications and the dose of TJ-20 was
modified within the standard dose according to the
patient’s acceptance and adherence. To evaluate TJ]
-20 effects on renal function and heart failure sta-
tus, laboratory parameters were averaged from 2-3
outpatient visits for each 3 points as follows: 1)
before initiation of the treatment (3+1.8 months),
and followed at mean intervals of 2) 3.5+1.8 and 3)
9.4+2.3 months after starting the treatment.

[Results] In total, 26 patients (18 men ; mean age,

77+8.4 years) were studied. TJ-20 treatment was
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started at the average dose of 4.64+1.5 g/day, which
was increased to 5.24+1.2 g/day at 3.5 months and to
5.9+1.5 g/day at 9.4 months. Mean eGFR levels
were significantly increased from 40.02+10.54 to
44.60+£10.76 at 3.5 months (P=0.001), and to 45.93+
11.57 at 9.4 months (P=0.0004). Brain natriuretic
peptide (BNP) levels declined significantly from 241.5
+ 196.6 to 195.54+145.7 pg/mL at 3.5 months (P=
0.008), and to 163.3+130.2 pg/mL at 9.4 months (P =
0.007). Statistically significant improvement in the
NYHA functional class was observed after TJ-20
treatment (P=0.019). The increase in eGFR had no
correlation with the decrease in BNP level, indicat-
ing independent effects on both renal function and
heart failure status.

[Discussion] Our study demonstrates that addition
of TJ-20 on standard treatment improved renal
function, decreased BNP levels, and improved
NYHA functional class from the baseline. No
significant adverse events were observed that result-
ed in discontinuation of T]J-20 treatment at the end
of our study.

Standard treatment for CRS with diuretics and
inotropes are frequently associated with drug resis-
tance and limited clinical success. Therefore, alter-
native therapeutic approaches are of major clinical

importance. It is widely known that many heart
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failure medications may also worsen renal function.
As a result, it is difficult to maintain optimal fluid
balance in CHF patients, while preserving renal
function. Importantly, patients with renal dysfunc-
tion are often excluded from clinical heart failure
trials ; therefore, evidence based therapies for CRS
patients are lacking.

Interesting fluid control effect of TJ-20 has been
described previously. TJ-20 elicits moderate diur-
etic effects in patients with excess body water but
not in euvolemic patients. Therefore, addition of TJ-
20 has the potential to optimize diuresis and prevent
renal dysfunction. In this study, we propose that the
moderate diuretic effects of TJ-20 adding on stan-
dard treatment for heart failure may benefit CRS
patients, who require maintaining optimal fluid
balance.

Furthermore, we measured changes in eGFR and
BNP levels at baseline, 3.5 and 9.4 months between
patients with and without receiving angiotensin II
receptor blockers, angiotensin-converting enzyme
inhibitors, S-blockers, or diuretics to determine
effects of these background treatment agents on
eGFR and BNP levels. No significant changes in
eGFR and BNP levels were observed, in the pres-
ence or absence of these background agents. These
results suggest that addition of TJ-20 on standard
medication benefited both renal function and heart
failure status in CRS patients.

In conclusion, the observations of this study,
utilizing traditional Japanese medicine (TJ-20), may
provide a novel and useful strategy for the difficult
management of CRS patients.

GRXBEOERNEER)

In this study, we have reported the findings of a
preliminary observational study that evaluated the
effects of Boiogtio in combination with the standard
treatment for chronic heart failure (CHF) in
patients with CRS. We enrolled 26 patients (77+8.5
years, 18 males) with CHF: New York Heart
Association (NYHA) functional class I-III, Stage B
or Stage C heart failure, along with renal
insufficiency (estimated glomerular filtration rate,
eGFR < 65 mL+min~'+1.73 m~?). The conventional
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dose of Boiogito (2.5 g, 5.0 g, or 7.5 g per day), added

on standard medications of each patient was deter-

mined according to the patient’s acceptance and
adherence to the treatment. To evaluate Boiogito’s
effects on renal function and heart failure status,

laboratory parameters were averaged from 2-3

outpatient visits for each 3 points as follows: 1)

before initiation of the treatment (baseline), and

followed at mean intervals of 2) 3.5 and 3) 9.4

months after starting the treatment.
Results from our study :

1. Boiogito treatment significantly
mean eGFR levels from 40.02+10.54 to 44.60 = 10.
76 at 3.5 months (P=0.001), and to 45.93+11.57 at
9.4 months (P=0.0004) : and sCr and BUN levels
decreased significantly (P <0.05).

2.

observed in levels of serum sodium, chloride, or

improved

There were no significant interval changes

potassium in patients treated with Boiogito (P> 0.
05).

3. BNP levels (pg/mL) declined significantly with
Boiogito treatment from 241.5+196.6 to 1955+
145.7 at 3.5 months (P=0.008), and to 163.3£130.2
at 9.4 months (P=0.007). Six out of 26 patients
(23%) demonstrated improvement in NYHA func-
tional class (P=0.019) from the baseline.

4 . There were no significant correlations between
the changes in eGFR and BNP levels after
Boiogito treatment at both 3.5 and 9.4 months
(P>0.05), suggesting that the decrease in BNP
levels could be distinct from the increase in eGFR
levels.

5.

in the presence or absence of background treat-

No significant changes in eGFR and BNP levels

ment agents (angiotensin II receptor blockers,
8-
blockers, or diuretics) were observed at 3.5 and 9.
4 months (P>0.05).

6. No significant adverse events were observed

angiotensin-converting enzyme inhibitors,

that resulted in discontinuation of Boiogito treat-

ment at the end of the study.
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Differential effects of angiotensin II receptor blockers on A5 generation (7 I v A4 F g pEkicEB T

BT AT Y HMERDOE L E)
£l

FRXPHRBENEE)

[Backgraound and Purpose] Angiotensin II recep-
tor blockers (ARBs) are widely prescribed for the
medication of systemic hypertension and congestive
heart failure. It has been reported that ARBs can
reduce the risk for the onset of Alzheimer’s disease
(AD) and have beneficial effects on dementia. Neu-
rotoxic amyloid S-protein (Ap) is believed to play a
causative role in the development of AD. However,
whether ARBs regulate AfB generation remains
largely unknown. Here, we studied the effect of
ARBs on AB generation.

[Materials and Methods] We infected C57BL/6
mouse embryonic fibroblasts (MEFs) with human
695-amino acid amyloid precursor protein
(hAPP695) cDNA by a retrovirus-mediated method
to generate constant hAPP695 overexpression
fibroblasts (APP fibroblasts). And we treated APP
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fibroblasts separately with telmisartan, losartan,
valsartan, olmesartan and candesartan for 72 h to
determine the effect of ARBs on AS generation. We
measured AB40 and AB42 levels in the conditioned
media by sandwich enzyme-linked immunosorbent
assay (ELISA) to determine the Ag levels. To inves-
tigate whether telmisartan increase AfS generation
via angiotensin type 1a receptor (AT1a), we isolated
Agtrla deficient MEFs from 13.5-day-old embryos
of Agtrla deficient mice and infected the MEF's with
hAPP695. We treated Agtrla deficient hAPP-ex-
pressing MEFs with telmisartan. To explore which
pathway telmisartan depends on to increase Af
generation, we pre-treated APP fibroblasts with
pathway inhibitors and then treated with telmisar-
tan.

[Results] We found that telmisartan increased
Ap40 and AB42 generation markedly, about 6- and
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3.2-fold, respectively, compared to the controls,
while olmesartan increased AB40 generation about
2-fold at the concentration of 5 M and ApB42
generation about 3.2-fold at the concentration of 10
uM. However, losartan, valsartan and candesartan
did not show any clear increase in the A genera-
tion. The AB42/AB40 ratio in serum increased in
familial AD patients and is considered as a causal
factor of AD. Among the ARBs examined, telmisar-
tan significantly decreased the AB42/AB40 ratio
and had the lowest Ap42/AB40 ratio, whereas,
olmesartan had the highest A342/A 340 ratio which
was significantly higher than that of telmisartan.
Losartan, valsartan and candesartan did not show
any clear effect on AB42/A 340 ratio. We also found
that telmisartan did not increase the AB40 and
ApB42 generation in the ATla deficient fibroblasts.
Administration of the PI3K pathway inhibitor,
wortmannin, and y-secretase inhibitor, DAPT,
markedly blocked the increase AB generation by
telmisartan.

[Conclusions] Telmisartan significantly increased
Ap generation, however, did not increase A/ gener-
ation in AT1a deficient fibroblasts. And PI3K path-
markedly blocked

telmisartan-induced AB generation. These results

way inhibitor, wortmannin,
suggest that telmisartan increased the AB genera-
tion through ATla and the receptor-related PI3K
pathway. Our findings revealed the different effects
of ARBs on Af generation and provide new evi-
dence for the relationship between antihypertensive
treatment and AD pathogenesis.
GRXBENERNER)

Angiotensin II receptor blockers (ARBs) are
widely prescribed for the medication of systemic
hypertension and congestive heart failure. It has
been reported that ARBs can reduce the risk for the
onset of Alzheimer’s disease (AD) and have
beneficial effects on dementia. Neurotoxic amyloid
B-protein (AR) is believed to play a causative role in
the development of AD. However, whether ARBs
regulate AB generation remains largely unknown.
Here, we studied the effect of ARBs on AS genera-

tion.

No. 5, 2015

We infected C57BL/6 mouse embryonic fibro-
blasts (MEFs) with human 695-amino acid amyloid
precursor protein (hAPP695) cDNA by a retrovirus-
mediated method to generate constant hAPP695
overexpression fibroblasts (APP fibroblasts). And
we treated APP fibroblasts separately with telmi-
sartan, losartan, valsartan, olmesartan and candesar-
tan for 72 h to determine the effect of ARBs on Ag
generation. We measured AB40 and AB42 levels in
the conditioned media by sandwich enzyme-linked
immunosorbent assay (ELISA) to determine the Af
levels. To investigate whether telmisartan increase
Ap generation via angiotensin type la receptor
(AT1a), we isolated Agtria deficient MEFs from 13.5-
day-old embryos of Agtria deficient mice and in-
fected the MEFs with hAPP695. We treated Agtria
deficient hAPP-expressing MEFs with telmisartan.
To explore which pathway telmisartan depends on
to increase ApB generation, we pre-treated APP
fibroblasts with pathway inhibitors and then treated
with telmisartan.

Results :

1. We found that telmisartan increased AB340 and
AB42 generation markedly, about 6- and 3.2-fold,
respectively, compared to the controls, while
olmesartan increased AB40 generation about 2-
fold at the concentration of 5 M and Apg42
generation about 3.2-fold at the concentration of
10 M. However, losartan, valsartan and can-
desartan did not show any clear increase in the
A generation.

2. Among the ARBs examined, telmisartan
significantly decreased the ApB42/AB40 ratio
and had the lowest Ap42/AB40 ratio, whereas,
olmesartan had the highest AB42/AB40 ratio
which was significantly higher than that of
telmisartan. Losartan, valsartan and candesartan
did not show any clear effect on Ag42/A 340 ratio.

3. We also found that telmisartan did not increase
the AB40 and ApB42 generation in the ATla
deficient fibroblasts.

4 . Administration of the PI3K pathway inhibitor,
wortmannin, and y-secretase inhibitor, DAPT,

markedly blocked the increase AB generation by
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telmisartan.

These results suggest that telmisartan increased
the AB generation through ATla and the receptor-
related PI3K pathway. Because telmisartan de-
creased the AB42/AB40 ratio, which is considered
as a causal factor of AD, it is reasonable to deduce

the neuroprotective effect of telmisartan. Our

findings revealed the different effects of ARBs on
A generation and provide new evidence for the
relationship between antihypertensive treatment
and AD pathogenesis.

FA, BB TR 2 FAEm & U CffifE
Bh>5bD LDz,

Conversion of AB43 to AB40 by the successive action of angiotensin-converting enzyme 2 and
angiotensin-converting enzyme (7> X4 7 ¥ ¥ Y EHBBER I (ACE2) BXUT ¥4 7>+
VEEWEER (ACE) 12X % AB435 6 ABL0NDZE FAHERESFAT)

#

FRXPHBENEE)

[%5 £ HY] The longer and neurotoxic species of
amyloid-f protein (AB), AB42 and AB43, contribute
to AS accumulation in Alzheimer’s disease (AD)
pathogenesis and are considered to be the primary
cause of the disease. In contrast, the predominant
secreted form of AB, AB40, inhibits amyloid deposi-
tion and may have neuroprotective effects. We have
reported that AB43 is the earliest-depositing AS
species in the amyloid precursor protein transgenic
mouse brain. Here, we studied whether there are
enzymes converting AB43 to AB42 and converting
AB43 to Ap40.

[#4%} £ F53%:] C57BL/6J mouse brain and other tis-
sues were homogenized in an equal volume (w/v) of
lysis buffer and centrifuged. The supernatants were
then collected to examine angiotensin converting
enzyme (ACE) 2 activity, and then to examine the
protein expression of ACE2 by Western blot and
immunostaining. ACE2 activity was measured by an
ACE?2 activity assay kit, using Mc-Ala/Dnp fluores-
cence resonance energy transfer peptide. Converted
ApB40 and ApB42 from ApB43 were analyzed by
Western bolt. The primary antibodies were anti-
human amyloid £ (35-40) mouse monoclonal IgG,
anti-human amyloid 8 (1-42) rabbit polyclonal IgG
and anti-human amyloid S (1-43) rabbit polyclonal
IgG. Angiotensin II levels in human serum were
measured by enzyme-linked immunosorbent assay
(ELISA).

[#55)] AB40 and AB42 were generated from the

304

L7 ES

mixture of AB43 and mouse brain lysate in a time
dependent manner. The generation of converted
AB42 was inhibited by EDTA and an ACE2 specific
inhibitor, DX600. Furthermore, the combination of
ACE2 and ACE converts AB43 to AB40. Notably,
ACE?2 activity showed a tendency to decrease in the
serum of AD patients compared with normal con-
trol.

[#55m) We found that ACE2 converts AB43 to
Ap42, and this activity is inhibited by DX600. Com-
bination of ACE2 and ACE converts AB43 to AS40,
suggesting a successive conversion of AS43 to
A40. ACE2 activity showed a tendency to decrease
in the serum of AD patients compared with normal
control, suggesting an association between lower
ACE2 activity and AD. Therefore, maintaining
ACE2 and ACE activities in the brain could act as a
protective and defensive mechanism in the initial
stages of AD to limit its pathological development.

FRXBENMERNER)

The longer and neurotoxic species of amyloid-S3
protein (AB), AB42 and Ap43, contribute to Ap
accumulation in Alzheimer’s disease (AD) patho-
genesis and are considered to be the primary cause
of the disease. In contrast, the predominant secreted
form of ApB, AB40, inhibits amyloid deposition and
may have neuroprotective effects. Previous study
has reported that AB43 is the earliest-depositing
Ap species in the amyloid precursor protein trans-
genic mouse brain. The purpose is to study whether

there are enzymes converting AB43 to AB42 and
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converting AS43 to AB40.

C57BL/6] mouse brain and other tissues were
homogenized in an equal volume (w/v) of lysis
buffer and centrifuged. The supernatants were then
collected to examine ACE2 activity, and then to
examine the protein expression of ACE2 by West-
ern blot and immunostaining. ACE2 activity was
measured by an ACE2 activity assay kit, using Mc-
Ala/Dnp fluorescence resonance energy transfer
peptide. Converted AB40 and AB42 from AB43 were
analyzed by Western bolt. The primary antibodies
were anti-human amyloid S (35-40) mouse mono-
clonal IgG, anti-human amyloid g8 (1-42) rabbit
polyclonal IgG and anti-human amyloid £ (1-43)
rabbit polyclonal IgG. Angiotensin II levels in
human serum were measured by enzyme-linked
immunosorbent assay (ELISA).

Summarizing the present results, Shuyu Liu
obtained four conclusions as follows :
® AB40 and AB42 were generated from the mixture

of AB43 and mouse brain lysate in a time depe-

ndent manner.

® The generation of converted AB42 was inhibited
by EDTA and an ACE2 specific inhibitor, DX600.

® Ap343 was converted to AB40 by the combination
of ACE2 and ACE.

® ACE2 activity showed a tendency to decrease in
the serum of AD patients compared with normal
control.

The present data show that ACE2 converts A543
to AB42, and this activity is inhibited by DX600.
Combination of ACE2 and ACE converts AB43 to
ApB40, suggesting a successive conversion of A343
to ApB40. ACE2 activity showed a tendency to
decrease in the serum of AD patients compared with
normal control, suggesting an association between
lower ACE2 activity and AD. Therefore, maintain-
ing ACE2 and ACE activities in the brain could act
as a protective and defensive mechanism in the
initial stages of AD to limit its pathological develop-
ment.

FA, BB TR 2 A0 & U i
BHBHDERDI,

Dermoscopic features of nonpigmented eccrine poromas in association with their histopathological

features (MEMEPET 7)) VITFLED ¥ —T 2 a2 & —1% L B3 2 W PR %)

=

FRXDABNER)

(5] =27V VFFLER, FE~OMEERT KR
fEMRRREES TH 5, EHICHFFL, HRINCIX
[REME S BEEROFA/KEH L LThaONE 2 ENS
Vo TNz, MEFREEMERAECEREAGE,
MR % < ORBEOERN 2 ET 5, U,
FERMEE CIE Y —F A I — W, L7 4 vy —
PLa—Y 2 )Vig ETHEOTLE 2R & BRTRE %
PR U TS 22W SR L Tnd, F—FX
I—7 %AV 5 EWRIRTIRBIZEL 2720 - 7o il 7z 1
BRGSO A 7 = O mtkh E2RIET 5 2 LT
&, ZOHOWL O IXEERFENZHTR E L T2k
WHRII->TWw5, LrLl, 7Y YFFEDY —EX
AE—FiRIEOWTIEHHIEIHshTE S, 2k
TEE D7z DT FTERBI R IR0,

(HH] =27V LR %y — € X 3 € —Ff
RAMHTL, &5 REMHBRE & ORE 2R 2,
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kb “I

[ziz}

(5] dmE i BRORBEREAIc = 7 ) i FLIE
LW ENTZIVERICOWT, BAIDS —F A2 —
FrREFHNTz, ¥ —F A 3 E— K ORI R (G s i
W Cd - 7z 1IEFI O % v TRERSI R 2 1B L,
F—E R 32— R G L O ET o 72,

RER] fERNES 8 L 2, FHYF#IE56.3K TH > 7z,
WAL E S5, THR3, F1, Hf1Th-o7 10
Bich 5 B CIMERT R 2ROz, WERIZAT E U IIE &
ARME OMAEDE 2, ~7 Y VINE L ARIME &
FRRASHANMAE DA S DY 1, SRR 1,

AT EVINE 1 Th o7z, THMRER, BhiERkEE,
AR, BB ERFR IBITR SN, 72,
T2 ) HFFLEICRHEN s 5 —F A 2 € —HT R &2 1041
9 BITRI L7z, ALERIEIRE O RO CXY])
SNBFRTHLZ Lo, [HTVOIIRE] 48 L
Ttz ZOF—F R E—FTRIFEDTES D S
300-400 gm DS TYERK L 72 AT O i AR AR 1
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FSHBEL TWiz, $hbb, O HIRICESL 7 EE
MR & > TH & N7 IR O VR 23 BRI AIIE LU
B3 2 R HE AR R DS TR0 & e, BIEWNIZIZE <
OMERE L 72 BHIME N & N Tz,

(F%R] =27V CFFUETIRMER R %230 2 ERH
Dig v, FRCRRARANNE & £ DL EME T H
258, F—EAIEC—DMEFRROATI ) >~
AR & I E R R EE 2 R 5 2 & IZNEET
Hb, [HTNOIEE] SMBIZZ L D7 ) T FLIE
THEING Y —T A3 —FFRTH Y, FREMERF
FNCIE O b IRICELY T 2 Ml & Z2hic X > TH %
N BHIME*SDELOMETH 5, BHEREAHEIC
B 72 BT R C b 2 ALEALESE & 1%, FIBOBER
BAME CIRANIC A { M3 2 I CXAI T 5, Rk
FAAGEE I3~\7 €V IE, TREARER, PRRERRIEE)
R TH %, FERMEAMECB T 27 E VIEIX
TR DB AR S B MEAD D B —F, T2V VL
JECIRZE DT ICBIER S5 S TRx %, K
T BRI SRR T h 2 28, SEIRET L7z

7 ) AFFUEREGI I 1A b RBD 5N g, F—FAR2

E—IZ X 28ERNIAETH > 7,

UiEam] 2REmE 2 0MEmMRE [H 2L OUikk]
SMEIE, ERET ) FLEORZKNIC B W TEE
B —FRAAC—FIRTH S, FIROBERREICD
WTIRSBROIEFEEL D,
(AXBEDERNER)

KRG I3 RER BSOS FET 5, AREBRE WAL
MEEFITIE, EOFEA T —~<P s ) UIFFLER
B I FREENEINCET o N0, HEZH
DIz DI AT > TREMHBFAIMRE L E S 256
b5, W, KMEHEETIEY —EXaE—Ltwn),
&E%%ﬁbfﬁ%?éﬁﬁ&ﬁ%&bfuéoz@
AR EZ V5 2 & TERZITO NS, £ D2 E#
DAt Z EWAIREE o T &z, LL, ﬁi@?ﬁ?l&l
70 T FED Y —F A3 ¥ - RICDOW T OHE X

Digv, S, BMORMERA T —< L OEHIBE L W

fEEFELET 7 ) T FEIC OV T ZEDY —E A3 —
FrRZFN, 5 —F 22— R &R G o B
ZRRES L7z,

AT YA PRIRE, BERMERE, FREMIRaRE, IR
ﬁﬁﬁﬁf,mﬁﬁ,%X7/ﬁ4bﬁF£Khwf
INECEHREINTELERBERN Y —E X2
E—fr R, MEREL ) VHFECB L TRD 5
N5, 10EGEBV TR 21To7, 512, M
R 2 ) TSR TH 5 LRBFH 2725 —
TAAE—FTRICBEL T, 1BI0RKHEERR AR
UERL L CRERR 2T, =X I E—FiH LR
ﬁﬁ%@t@%@%ﬁﬁbto

Z OFER, WL T OfEmE S,

1. EaRtEo 7 ) YHFFAED Y —E X 3 E—FiRI

DT, AT /YA PRIRA, FEEAIIERE, R

HERE, I8 I RREA R AT R 2 o 72 1061 3

B CRRIR A I R R s T R 2R 72, 1061

5PN X T/ —~ LA M RS -

726
2. ERET 7 ) CFFLELEIH 9 B R %

F—FRA 2R (FLEEFHOHAEE RS &

ALEREREE) 2 R L7,

3. |EOEFREL YY) ATAEO Y —EX 2 —THS

N 2 A B EFOMAN B EE 3ES B s e

RETHE L, ALERISREEE X PRIR U 72 Bl

REWECEEEORE YT 5 2 L5, N

FROAEYIF OGS S & & 75 Tz,

PIEORERLY, aRtr s ) T FLED S —E
A E—FRICBWTINEFRR, &5 A AEHOH
N EISEN G SR ARENOE RN S r R X OR - e
BHESFIRTH D LWL 27, FORKELET 2K
[ElEE DY —E XA —ZIcB»T, JOREL s
D UFLUE R EESREE A T ) — < L ERIT BB, —
Bz s L Bbhsd, 22 TERE, BIEEF—HL TR
G R A & L CifEn D B b D LD Tz,

EZS
b D/

Noncanonical Wnt5a enhances Wnt/8—catenin signaling during osteoblastogenesis (‘F-#l}asr1b iz
BWC, JEHHE Wnt ) &> FTH % Wntba I Wnt/S-catenin #5245 5)

M & 1IE 8l

GRXOABRNES)
[(HF7E 5] Wnt 134 FREK 4 T oS EEEE
T, WAETRIEENFEE ST WS, Wt 13#]

FI=N=A
DHEH
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HOFKERCIRETRK, MEES b2 &2 %,
Wnt &7 FNCiE, BHT =241 5 E IR
ZTN NS WIEH R & NEET 5, Wnt3a 72
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O Wit 232 844K Frizzled & #£3254& Low-
density lipoprotein receptor-related protein (Lrp)
5/60EERTHEEST 5L, BT =ViMlENICE
BT 2, ZOBRBNICBIT LB AT =213, BE
K7 T cell factor (Tcf)/lymphoid enhancer factor
(Lef) & &bz, EHELEFOFRRZRAET 2,

BEFMEMEC B W TE R IC & Y Runx20
FHEBEHE S, B b EEL, FEHINED
bz fls 2, —75, FEdsniiE 2 iEE k9 2 Wntba
&, FEMSMIIE A~ DLz 1S % Ppary OHHE =40
92 2 &, IBIHEMESMEZHIIEIL, ZORREHF
MR 2 fEHET 2, 2O OFEFITTREE T L,
BEFMEOMEEREH T2 L 2RBT 5, LrL,
TAEREY £ D & 5 2iiad L CaFMilas b2 i85 2
PIFIAS TRV, Z 2 TAMSETIE, BHidst
2B % Wntba O BB~ DIERICE H LA L
720
(75 « #5R] ST2Hife % Wnt3a CTHRIB S % &, &
BRI 2 7R § Tof/Lef B2 5354 LR 4 2 23,
Wntba 2 X 2Rl C 3 s enzrot, Lo
L ST2#iffd = Wntba THIALEE L 7212 Wnt3a THl
W5 &, Wntda BRI & N, Tcf/Lef #2515
T, MW A AT =rOEAERB S 5ICEA L,
ZDFER» 5, Wntba 23y HLEREE % (€ 7 % A fE/
R STz,

A4~ A QUEEE RO B IR (WT-
POB) %ZHAKAbEHICTRIZEL, Wnt ) 7> F E2ZH
RO FEI % f#HT L 72 Wntba ® Wntl0b O 568 E 57
L $iz, Lrpb/6DFBLE ML 61 HE v RERE
HFNCHEMU 7z 2O EEWnt ¥ 7 F 02D b D0
Lrp5/6DFEL % HlfH o 2 vREME 2 =~ L7z, L L,
T U B R S 72 fHE 5 T T & % Dkk1id Lrp5/6D
FEIREMHI L e o7z, £72, shRNA % v Wntba
% knockdown ¥ % &, Lrp5/6DFEHNBET L 72,
IS DFEHRIE, Wntba 48 Lrps/6DFEH 2 HE T 3
ZEmRELT,

Wntba 12 & % Lrp5/6 DFIFEE 2 MR T 2 720,
WntbaRiE~ v A Bk OB flasefig (WntsaKO-
POB) o f## % 1T - 7zo WT-POB 2 X, Wnth
aKO-POB Ti&, Lrp5/6DFEEBEEICEL, 7TV
AN T x AT 78 —ENE, BKILRELIERT Lz, &
7z, BRGNTF SpTORBME L, HEREE OEAEE
FTh 2 Axin2D FH, Tcf/Lef In 535G, MAA
DRAT=VVU_WVHE T LI, %L T Wntba K8
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SUADBEMBICB TS, BAT =LAV BETL
720

RIZHMAIME Wntba OFER Z it L7z, Wntba f77E
T T Wnt5aKO-POB %553 % &, {KT L7z Lrp5/6
DFBBEEINL, Tcf/Lef S5 M B & O HIKILEE
HETE L 7z,

Lrp5 D FEHENR 2 MEt 3 2 72, Wnt5aKO-POB
12 Lrps 2 I FE 4 % &, KT L7z Tcf/Lef #z'5.4%
M L AKIESEIEL 72, 72, Wnt5aKO-
POB Tk g Ml ~ D AL 323 % 23, Wntb
aKO-POB I Lrpbz #fF B S ¥ 2 &, Z ONalGH
s bis s iz,

Lrp5/60D 7' v & — & —f# i % {T\>, Lrps/6i2 3L
I 5MEEE LT Spliiay 4 MZEH L7z, Splis
PA MiE, SpTbFiE T2 I P mEINTWVL S,
¥ 72, Wnt5aKO-POB Tl& Sp7TOHRIIEEICET
T2, 2D EESpTH Lrps/6DFEH A FHES 2 &
& &R L 72, Wntha 12 BMP2E #38 L ¢, Sp7d
HKRE2FEHE LI, L TSpTE2@BEIRE T 2 &,
Lrp5DFBLHS EH L7z, Watha @ ¥ 7 F v iz i35
BFETHZ Ror2BEET 2 2 N {HEI LT
%3, Ror2Rig~ w7 2 HskO B TIE Lrp5/6D
HHCEAL RO o 72,

(%22 - %3] Wnt5a i3 Hela # i ® HEK293# i
2B\ T, Wnt3a & Frizzled D & 12 B4 L oy i
B EANE T 5, £z, Wntba 1 Ca*> &2 ML ¢
Tcf/Lef SEEME 2MH T2 2 ERHE SN T 5,
L UEFHMFSMEIZ B8 T, Wntba & Sp7d
BAEFHEL, Lps/60FBEEEL Tz, ZLTZOD
TR, TR X 2B 2R T B 2 e
R S 7z,

ERNBEENERNER)

Wt I WA D FAECTERBIVEL, MO BT - 716
EHIEIT 2, WntREICIZ g7 7 =203 %
HIREREE &, E 2 S IR AR & FEET 5,
MiRERS 13 2 M2 vESFl b 2 e S 2 03, B2
fasr b B 2 MiEEE O AECBE 3 2 k& 13D 7%
Vo Gl A S IZIEEIE Wnt U 47> K D Wntba
ORI 3 2 fEHICE B LT 2175 72,

~ 7 213 C57BL/6B A< 7 2 D iz Wntb5a Ki8
(Wnt5aK0) ~ w7 2 & Ror2K#8 (Ror2KO) ~ w7 &
ERHWIz, Wi~ v A FHBAEBEEO 72 O IR RIEZE R 5
BEFHITASI 2 AL L, ex vivo OEEIC Wz,

ZDFER, A S IROEmE S,
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. B4R~y ZAHROE M & A IKALE TR R
LTwl ke, HHREROILZEETH 2 Lp5/6
DFH X, Wntba & Wntl0b & & 12, &ERFRYIC
EHU,

2. WERIVRR R SR 2 BHE R T 1d, Lrp5/60D FEH
PIIHIL oz, L2L, Wnthad /v 7 5w
>3 Lrp5/6 DFHL &2 I L 72,

3. Wnt5aKO B Tlk Lrps/6 D FHLE L A
JKALBEME T L 720 % 72 Runx2%° Sp7dD FH b 1K
TLTWwi, £ LU THEEROWEE 229 TCF/
LEF i MEMET Uz,

4. Wnt5aKO =7 Z OB T, AR O
HERT BAHT = VULME TR LTz,

5. Wnt5aKO & ZEMf 4R O Wnba # 33
% &, Lrps/6m ¥H, TCF/LEF#EM, B L UH
JRAGREDNEIE L 72,

6. Wnt5aKO H3HMIc Lrps 2 @EIFRE ¢ 5 &,
TCF/LEF &M% 8 X O HIKALREREIE L 7z, 72
BERAAE M H] S 7z,

7. Lrp5/6D 7 u € — ¥ — M 21T > 72, Wntba 1
SpTOFH #FHE L, Sp7ix Lrp5/60 Spl  binding
site IFEB L7zo SpTOMmEIFFIC LD, LrpshDFE
BLEAE L 72,

8. Ror2KO ‘B MifiaTix, Lrp5/6DFH 2211
M Inolz,

N E TOHE D > Wntba 13 BLATRERG 12 6f LT
FINICIER S 2 2 e MEI5 M Twiz, L LSEIOR
R LY, Wntba 13HHFMNEIC 5V TIE Lrp5/6DFEEL
EEHFET 5 LT, w Wt I X 253
%kéﬁi’éﬁ‘%ﬁfﬁﬁ bROZ ERBENTZ, 5T

, BRI —E U TAG X &2 A & L ClfifiE A3

% %) %) D ERDTz,

Corpus Callosum Atrophy in Patients with Hereditary Diffuse Leukoencephalopathy with Neuroaxonal
Sphemlds An MRI-based Study (Fi#RfiER A7 = a £ FZ2fE 5 #EZE F AMEAEREICE T

IR 2 1 B3 % WG ke )

BXOABRNESR)
[Iy5 - HW) MR A 7 2o A N 24 #BmEY
F AMBEEKE (HDLS : hereditary diffuse leu-

koencephalopathy with neuroaxonal spheroids)

FRAFAICFEIE L, FRABEREIRT, FEOMELR, EBIEE,

REREE RS 2 KMEERETH 5, HHROEENE
B % £V, colony stimulating factor-132%44&
#EmT (CSFIR) ZEMWRKNTH %, HDLS I
MRI TRBEHERZ - KZEfE = 2L, Mg ER
HUE, ERMERCINMEE, RIEEEERERAE, %FM
FEALAE 72 & DRRZ 72 iR i & OFERIMSRIRE L 72 2,
%7z, HDLS iz B\ TR bIREIFFEEALTH D,
MR EFHNC b REOZT 22T 5 Z LGS
TWw5,

KEFFE T, HDLS BE DO MRI 12 B 1 % gsE
MBI LT, X0 EEME 2 E B RV EHE 2 17V, HDLS
ORIAZW, SERWNC B 2B ERE L,
etk & /] 6 Bl HDLS /(B 4 61, Zoik 2
B, 4 W529-575%, F¥J47.3+£9.35% 1 HDLS #) 10
HfR, e LT, 2000MIMEHRAEBE (B
1161, ZotE 9 B, Fhid2-795%, FH68.5+7.95% : Bk
MAEMEFRAMER) 20M R, HDLS # & F %2 3t &
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72240 DA E PR 2 D B (B
1561, 22t 9 I, Fin29-735%, ~F#149.9m +13.85% -
FEFRRX R ) 24RIC D W TRRET L T2,

HDLS #13, w¥ b CSFIR #iZTFMHTIZ LY
EEDPMEE S N2 BH 2RI Tz WIS MR R
¥, National Institute for Neurological Disorders
and Stroke-Association Internationale pour la Re-
cherche et 1" Enseignement en Neurosciences
(NINDS-AIREN) 1 & 2 J4IfM A& 4 FRANE D FL ¥t %
HITHEEDS B, KT, KIKEDL S D% E
RU 7z, HDLS 6 & OIMIME MR AER I B 1 5
MRI #52KE £ C DERPKHS I 2 modified Rankin Scale
(mRS) TFHML 7z

% 7z, T1smAmEEGRIEFIRET T, picture archiving
and communication system (PACS) workstation

DFHEY — VA HWT, EA LT, RRYES, KR
B, REERES, MREITERE, MREEmOBRELFHIL,
(o4 GRS + o 2 A0S + Bod 25 RS / o 2 Bl 2 28 = i
PEMETERE (CCI - corpus callosum index) & L CTHE
HI U 72 o iz, B4 (B tbody) /M (H - Height)
=B/H, I4#AE (B) /A RI#7E (L Length) =B/L
PEEE L THEM U, FRINCEEL TiE, 1%0FE
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L, Fp - A, 2, BRICBET 21ERES5 25
NTnin 2 ZOWEED, ZhZzh 1\, Mzl T
17 o 720 HDLS B & &0 Wt O & 54 %2, Mann-
Whitney O UMEIZ & D SEEFEIC B L 72,
(#55%] HDLSEET 326 CRIBAZE - MIBHLE O R,
i ZR s % B 7z, HDLS #£o> CCI (0.210%0.050)
VX, I M R ATE R (0.28940.050, p<0.01), i
% NI & A 2 FE AR M AR B (0. 37140056, p <
0.01) i L THERIET 2@ 7z, HDLS B D
B/H (0.093£0.024) 1%, BXIME MHEERAERE (0.169L
0.039, »<0.01), HFfi %It S 7z JErh KPR
B (0.208£0.039, p<0.01) :ltEL THERK
TERDIz, 7z, HDLS#® B/L (0.040+0.009)
(&, i AR FE HTRE A (0.065+0.011, p<0.01),
il 2 0GB 7o IR R B (0.07940.014,
p<0.01) LML THEXRETZ2E S, mRS X
i & PERRAERE (2.75+0.89) & HDLS £ (3.30+
1.10) L OMTEIF ko7,
(542 - fam)] AWr5Eid, HDLSHEE TIEFHE» S 6 -
367 H OFHIEAIC 3> T H MRIERIC T S 22 72 4
REMHEVPE SN S L 2R LT, HDLS X, KMH
BRA w29 5 ORE, I KIME HERRAE & 136
PRI« BERANC SR REE T D 2 453, BRI [FFERE
DHEEETH-> TH HDLS TIIIMREMHE A 258
W EDRB I NIz, MR RRWTHEER I T, Fif» S
HiE 3 2 MR ZEN i ICHE I 5 2 L1, HDLS 22
TLEELFLOD IR L EFHEZ SN,
GRXBENERNER)

HREEIR X 7 = 0 A P 25 BB O & AEEER
jiE (HDLS : hereditary diffuse leukoencephalopathy
with neuroaxonal spheroids) ¥, MRI TAMHE

WAz 2L, MIMEMRRANES & ORI HE L % 5,

HDLS i2BWTiE, MR IIREITFHLALTH Y, [

EREENC b BEOFEHEEE T 5, KU TI,
HDLS B#& Ofix MRI I 681 2 PR EMFE L ¢, &
BRI % 17w, HDLS o R iAW, B2 ics
B H AR RE L 72,

6 il HDLS B3 (H: 46, Zoik 2 B, F#En29-
575k, F4J47.3+9.35% - HDLS #) 10 R, XFiR &
LG, 20BI0RmAE HERANELS (BHELIE, 209
B, Fhpd2-T9R%, FH68.5E7. 9% o M HERRAE
) 20, 24B1 O ER KRR B 2 b 2 w8
FH (B15H, 2 9 B, F#n29-735%, P49, 95K &
13.85% © JEHPAKIRE R ) 24 I{5RIC D v TG L 72,
T158 3 E R IE P AERWr T, picture archiving and
communication system (PACS) workstation Mgt
Y —nvZ2RWT, BEE LT, KRR, R,
MRl R, MRATREE, MBRSORFEZFHIL,
(R4 G208 + o A8 + Mo G2 K R) / I 2 w1 3 = i
fEZEHEaME (CCI: corpus callosum index) & L T
L, BHOEZRFFEICHEL 7,

5 , HDLS # @ CCI (0.210+0.050) %, ¥ I 4
T FRHERE (0.28940.050), FH H A e g2 FE A
(0.371+0.056) &L THEEIET LTV, &
1z, FERED S 6 -3674 H DPIHO HDLS B#F 128 W»
TOHHO P REEEZRD 2,

HDLS D% & HNF L O iR G, 121E
[FlE « FETH > 7z, MRS MRS B O S8 T
ZEDZIALTH Y, KIEHE OHBEMRERRHME DD
RS 2L EFHEZ oND, TOX D R ZRMZEAL
WA T, MPEERICHELT 2WEMb Y, HEWK
REMEEET 5 e FRINIz, MRIWCTRESA» 5 H
W PR EMRECHET 5 2 &1, HDLS 223
LEELRFNOVICR DL EF 2T,

UEofRLY, &, BIfEE—HL TR 2F
fiam e UCiEL H % b D EFRD T2,

Coexpression of EpCAM, CD44 variant isoforms and claudin-7 in anaplastic thyroid carcinoma (H!

IR AL IS BT EpCAM, CD44 variant isoforms & claudin-7 (3358813 %)

==

FRXDOANBNEER)
(iZ U o1z] HRBRAR MR 3R CTREME Y E W E
BTh20, ZORVEEEDOERR, KobEs1sy
b 5 4: U T 2 RMEIBALOBEF I, RICHIH S
NTwRn, SHEHRL X, B2 Bk EE CEEE &
OHBERRD o h, EEMlIO~—h —D—D2 L b%H
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e}

=

Z 6N Tw5b EpCAM & % OBEREFTHh % CD44
variant isoforms¥ X Ufclaudin-712& H L, ALDHI1
FEsRvm I & D HIR & 2 f#AT L 72,

(77 :] FRHR B 9L BE A% A0 etk TPCL, U B i A B ik
FTC133, Ko bfEfifatko FRO, ACT-112 D\, il
JaEK@E ~ — & —Tdh % CD44Dstandard form (CD44s)
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B L O variant isoform (CD44v3, CD44v6), EpCAM
DFEH, B L ALDHIEERTEM*, FACS LHMEMR
B TR L2 £72, 205 ORT & claudin-7
® mRNA ¥ %2 E=M RT-PCR ¥ CTHHTL, &5
12, PR FR BRI RS O S i (T HEB 2 AT L
720

(&) (1) EpCAM k CDdds, CD44v3, CD44v6D F&
B EpCAM IZRMbiiifatk CasBl 2 &,
AGFEHIIEE TR FEEDFR D s g vdy, B TERW
FKEWTD 5 iz, CD4ds LMtk CEFH
BRDIN, Ko biEfilakk Tix 2 OFIIFED» - 72,
— 7%, CD440 variant isoform T, 4 1bFEHH
BRC variant 3 8 & O 6 OFIRERD 725, L@
Itk CITFIR 2RO o7z, (2) EpCAM & CD44s
DFEBL O L * FACS f#t T3, Rtk T
X EpCAM O #8 & CD44s OIRFEIR 2R O, WH
DOFFNTVAEATED S iz, HATEREOBIZE
T3, CD44s OFEBLIZHEREMIErk Tl <, Rk
JEAlatk CldERBE 2~ L, —77 EpCAM OFH I,
sbEM R TIEE D s T, KRofbiEfllaiko
CD44s MEFBLOMINL T D & Z DFEBLINTD & iz,
(3) EpCAM, claudin-7®» mRNA B kX & H O FEH
OHE EpCAM B L U Ch e EERGT 5 2 Ltk
D Wnt ¥ 7 F WARZE IS § % claudin-7TD FH %,
RT-PCR¥EB LUV Y 2 X ¥ 7 ay METHTL 72,
Ko biEMiiatk ¢, EpCAM, claudin-7d w3 1
b, MMk LER AR OEM 2R 72,
(4) ALDH1E: 3RS & mRNA FEBU#AT O PRk @ 43b
FEMINIPE T I1X ALDHIBESRIE 26 3 2 M358 »
s>nd, RKRo(LEHEE T, SWALDHIERE
HEETLMlEEL B0, Tz, Ko biEHiak
Tl, ALDH1 mRNA OFELFEHEMERD 72,
(5) ALDHIEE R G & CD44s O FI o g : FACS
figtt < i3, ALDHIEEFR UG & CD4ds O FEBLIC 135
25, BETHROTOBE T, CDMs 5
FEELOMMI: ALDHIFESREMEAME <, i ALDHI
T 0 2 Wl T Ud CD4ds D FEHME W 2 &
PEE I Nz, ROMEIEMIEAR TIZALDH 1 ESE 1
<, CD4ds IFIEFEH % =~ L 7z, (6) ALDHIEE
FiGM £ EpCAM O FH o Hg @ Kootk ¢
X, ALDHIEEZ W, EpCAM % & b2 <,
ALDHI1EEZWEME & EpCAM 12 1358\ IE DO FHBI 0378
STz, MG TEPM T, RIOMLERIERIC D A
ALDHIEERIENE, EpCAM FEHILIZE WA 23580
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5, ALDHIBERIEMS S WK To EpCAM 3t
FEOBIE S iz, (7) FRBRREER R IR O s e
TONT - ROMEFETIE, EpCAM OB TOFI 5
HIELDEREICEL SRD o1, KO T CD4ds D
FHAMEL, CDAAv6D TN E W EA D & iz,
% 72, RO Tl CD44s (KFE L 2> D CD44v6rE &
W m T ERIDERD o hizh, SMUETIEFRED sk
Mmooz,

[#%£] EpCAM, CD44 variant isoforms, claudin-7

DEEERZIZE U TS OBMEE L EEL T
WS A[EEEDMIE TG S LT W B A, SHE0L
DR Ty, HFRBEARS Ik T, EpCAM &
claudin-7 @ & ¥ #, CD44s O F B (& T & variant
forms OFIFIFNCE V> ALDHIBERIE 7RO & 1,
FRRIRAAR T H EpCAM <> CD44v6 Tl [EIER DO EHSFE
» 5, FRERRSERE Tl EpCAM & 2 0 BN
TR ALDHIEERIEMEDS, C OO R EERE I
BG L Cw 3 afeEs i s, 2o OFRFIHH
BRI BRSFE (B 2 W REE S 2 S B,
ERNBENHERNER)

FRBRA b 3R D TR E 2V S WIS TH % 73,
Z DOEWEEE DR, R biENMuiE» 5 4E T
TR ZRMEIALDBEF 1L, RIZFHHS Ty,
SR, $RR 2B TR L OEBIE D
Sh, RO~ -2 —0—D2rbFEzonTWwS
EpCAM & # OB FC & 5% CD44 variant isoforms
B claudin-7iCEH L, ALDHIEERIE S & 0L
B M SET L 72,0

FORIRFLEE A ERR TPCL, EIyEMigtk FTC133,
For bRk D FRO, ACT-LIcDWwT, filgEi

~—#4 —T® % CD44D standard form (CD44s) B

& M variant isoform (CD44v3, CD44v6), EpCAM

DOFH, BEX U ALDHIEESHEE %, FACS &M

RO TIRT U Tz, £72, Zh o DOHEF & claudin-7

®d mRNA ¥ 2 E= RT-PCR ETHITL, &5

W2, PR FIR AR o S i (0 THEBL 2 T L

72
Z OFER, FHIZLLT Ofm % B 72,

1. EpCAM iR bisfilatk Caii 2o, 21t
FERIRERR CIXFEEFED S iy, D TERWLFE
WD 5Tz, CD4ds 13 biEHIfafk T il
RO, ROCKERITEIE T3 Z OFBLUIES» -
720 —H, CD44® variant isoform T, Ko 1L
HIfERk Tvariant 3 38 X U 6 OFHRZ D 7298, 4b
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FHEFAE T

FEMIIAR TRAET 2RO L0 > 72,

2. FACS gt T, RobHEMEk Tk EpCAM
DEFEH £ CD44s DIEFEHR 2R o, MFHDFHIC
EHAHBADSEE D STz, HETERAOBIZE T,
CD44s O F B3 s MEREMIER T <, ROMEREHM
futk CIHEFRET 2R L, —77 EpCAM O FH L,
MbiEfEgE @D s s, KRobEEED
CD44s DMEFHOMILTD A Z DFRBLHED b
72

3. RObEM Lk T, EpCAM, claudin-7d v»
Ty, SuiEHiEkc LB R FEELOE % §R
7z,

4. SfbiEffatk i ALDHIEESRE M 26 % g
BFRROSsNT, RoMEFEMEk T, Hwv ALDHI
BEREEERE T oMl L BTz, iz, KL
JEAIErk Tk, ALDH1 mRNA OEE % B
DTz,

5. FACS f##7 T, ALDHI1EE R G & CD44s @
FEBNC 13 WAHBE 2780, HOLTEREOTOBIE T,
CD44s mFH O MM 1 ALDHIEERTEME MK <,
Wic ALDHIEE SR M 235 Wi i T & CD44s D %
MR W 2 & BIE S iz, Ko fbmiifats <k
ALDHI1EERWE M XS <, CD4ds IHMEFHZR L 72,

6. Kobssiark ik, ALDH1ESR SN, EpCAM
FHE bcm <, ALDHIEEZHEEM: & EpCAM 121k
FRWIEOMBENTES & iz, MAETERE T, R
SHMEFERIRR I D A ALDHIEEZR Y, EpCAM &
FIcE Wil @ o o, ALDHIEESRTE S
Wil T D EpCAM OHEFEHMIBIZ S 17z,

7. BOMEFETIE, EpCAM O TOFIRH MR X
DEEICL RO 5N, Kb T CD4ds D FEH
WKL, CD44v6DFEINE WEADFED S iz,
F 7z, ROALFETIX CD44s K FE R 2> D CD44v6
FEH 2 R THEBINRD s iz s, HMEETIERED &
nixholz,

INSOFREFIC LY, KWFETIE, FREEARUEE
fpEEk©, EpCAM & claudin-70 55, CD44s @
FHUKT & variant forms OFIEBENIPE V> ALDH1
BT o h, HIRIRE T EpCAMS>CD44v6
TIXFABROEMED S, FRERSMEE T
EpCAM & Z OBSERF0m v ALDHIEESE ML,
ZDOIEDEWCEEEICESG U T 2 AR R S,
Z S ORFHIFRIEFEEINE BAFE 12 B 03 5 AIREME S H
Zonl, £o7T, F&E, BIEF—HL TR EF
AiEm & UCiifEnid % & D E@BD Tz,

Mutations of Pre—core and BCP Before and After HBeAg Seroconversion (HBe $ii)iizo 2> /x—
Taviigicslrsa7var s ar 7o —y —EROERNEE)

Lt & oX¥H

X ONBNEER)

[Ery] HBV Fefeed o BRI IC 510 5, HBe
¥l )& (HBeAg) » o HBe #{ & (anti-HBe) @
HBeAg o a > Nx—Y 3> (SC) 1Z#E, HBV O
BEISP IO RIE DA 2 E2ES BWKETH 5 &
ZFIED o T, ZHRSCETHRBEY A INVA
EPBOWRIEEEZ R TEALH 52, HBV OZRDO W
KOMESC LBEND B LESNTBY, ITFF
v ay (pre-C) » a7 7ux—%— (BCP) &
HOBEMENRB I T W58, SCHiIEOD pre-C -
BCP ZRH D IEHE S RENIRIZTHTH 5, RWFFET
1%, HBV Frge@de® o BREHEIC B 10 2 Kz En
TARERAEE, S RIAMCEVRZ 2 2t 2HN L
L, 512SC & pre-C - BCPZ&# & p @M1 >
W CRIRFFINCHRET 21T - 72,0

(/78:] HBeAg Fifsela #1861, SC #2561, HBeAg

No. 5, 2015

FrhMEre4s3f] (BIgHM P RE 9 ) 2R e LTz,
B 4R % o HBeAg, anti- HBe, HBs i J5
(HBsAg), 2 7 B#E#HJE (HBcrAg), HBV DNA
DEFNZDOWTHHAE L, HBV genotype 9338137 F
5 DMBEITHE > 720 pre-C+ BCPE R IZO W T X

enzyme-linked mini-sequence assay kit - HBV core
promoter detection kit ZFwWTHH L, SCH#H O
MamE Iy A vy by —27 2 Ak T HBV 7

NI Ny = T AT R 12,

[FE5) BEBHGBE K TERICB W T pre-C « BCP &
HOHEGEHE LTIz 2%, HBeAg Fiiim1ERE &

HBeAg Fifiba T, 3Lz pre-C - BCPZE D

HEwE I oiz, SCHTIE BCPEEDE &

WZEALDS 73 dp 5 128, pre-C R DEIENERIC LA

L 7z (24 % to65 %, P=0.022), & &2, SCH T

pre-CEEZ bW SC 25| &I L7z 6 flicDwn
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T, SC#D HBV O 7 )Vvy — 7 v AT 2175 72

£EZ A, MAS DML (19944F) @b % SC & B
TLAREMEDH 2RI 1HOATHIZFED &5z
» - 7z, HBVDNA, HBsAg, HBcrAg 1%, HBeAg
Bt Cpre-C - BCPEEBEOH S IZEREICHE L
(HBV DNA :P=0.003; HBsAg: P<0.001 ;
HBcrAg : P=0.001), &tz anti-HBe 5% T3,
BCPEEODEHIC b o T pre-CEEN D 25
BFEBWTEEWKEY (HBV DNA : P=0.012 ;
HBsAg : P=0.041) &w5 ZMHMEORERZR LT,
[(622] Zh % Tpre-C+ BCPZREDM /77 HBeAg
FEAEENHI TS 10k >TSC LEHEDS TS NTE
7oy, ZnoORRLIIRLIZIMEDDY, AYET
iX SCHED & 7% 5 3" HBeAg Frfsea > HBeAg #¢
feke % b &0 e RIAMEBFRE 21T 2 Lic kD
HARIAR D pre-C « BCPERZRZ 5 Z LT
7oo LEEOFER LD, D &b BCP A& E 1% SCHi
W OFAELTE D SC L OBBEMENTD 57z vs,
pre-C ZEDOHIIZEAS Iz SCHETH Y SC L EE
BARL TV A AR R S LTz, FTHRET X
X, pre CLEZEEZEDLTZWSCBEELIZZ LT, W
F L b pre-C & »S HBeAg L 2 MG+ 22 H T
B weEWnws ZERRLTWS, 7Vvy—27 TV AR
ORI S, MASD SCIZBET 22 EI1E 1 Hlo A
ThHY, ZOMOERELKIE/MADAREME ZEK T
27245 & 612 SC HifE T OB FEHIMENT % il 2
T BER D B EF 2 b, 2R TIE, HBV
BEYEE2F T 52 ~—2 — & L CliisEH o HBV
DNA, HBsAg, HBcrAgfiz FH w7z, 205 O
7 HBeAg %5 & anti- HBe B ¥ #; T 1% pre-C -«
BCP ZHOEMITL L THK T 2R 2R L Z
ET, BEREPODT Ly Y vy —IZLB DR LWL
5 ZENHERTE Iz, IS DRER LY anti-HBe B
IR B % pre-C R DTFE TR RN &
HEITT 5 Z EARBE LI,

[#E5E] HBV BB o SCHiRIZBW T, pre-C & H
EV ANV AR L DK % BHEMEIRER S Lz,
(BXBEDHERNER)

HBV #ife &3 o HARR@IC B 1) %5, HBe Bl
(HBeAg) 7 o HBe #i#& (anti-HBe) ® HBeAg
twuarN—var (SC) FHEE, HBV OEH L
JERE D SAE DA 75 £ 2D RWIMETH 2 £ 21T 1k
DOENTWDS, KIFFETE VA NADHBERETERL
HBe HiJZd SC L OB #E % L VHHfEIC T 5729, R

312

HERREZ2BIZETEETH > 7 HBV F v U 786/

(IR IAR th (i 9 4F) ZXPR & L7z, HBe LD

status C 3 Bt 41, pre-C«- BCPZEHE S HB 7 1

WA —h —DOWE # 17\, pre-C+» BCP 2RO

HEHHBTOEGEHES»ICL, S51ICSCEINSE

FEOE, BARDRRE L OB 2 Lz, F

Je—# D SCHEMNIZ DWW Tk HBV % A4S

D HIHRET 21T 5 72,

ZOFER, FERIEMUTofHZ2E,

1. BCPEREIISCO» R VHEIML S EERIZGETH >
72Dzt L, pre-C ZE % SC Hitk THMEZR N AR
WAL, ZORERLID, pre-CERIZSC & &
DEBEAICEE T 5 2 &, BCPZH I3 SC & BEH
T2LLTCHIVMENTHZ I LR sz,

2. SCHItBWT, PreCEREZEDLTIZSC LT
6IEBI D 7= 2 Eh s, TS DEFICONTS
RS 2 RE L7228, 2o 6#ld 5 4ITid SC &
B 2 2 L RE SN TV AEESHER ST,
BIETAER EEENCES LR SC ORI RE
SNz,

3. Pre-CEHOAEHE L HBV imaEhiE & o B# D
METIZ B T, HBe HUEBMEAE & HBe HuikE 4
BT, WDRY — 7% B LT REHE D 2 FEHR
THY, TOREIY HBeHiHD SCHEICLITL
A& 5 h 5 HBe $iJ5 k& 18 1% £ 13, HBV ©
HBe HURFEEEAZ BERIC X D ER S h T 5 ke
PEDIRIB S h iz,

Pre-C & BCPZ %3 HBe iR O JEFELEL R TH
D, I TSC & DOEHENZBIEMEINRE ST
7zo UL, SCHIETOMEZRDHEL XY — 27
Bhs e, BETERZFEDZ W SC OFFFE b
HEINTBY, IhFEFTHFPEBEHIN T RVLON
BIRTH 5, AWIFETIE, SCHID A% S, HBe i
JERHGE R MBI R> HBe IR G 1G] & 5 & L T
L, BARELZRIAMBIZT 52 LickY, pre-C
BLIUBCPERDSCICEB T 2EHELZ L VEHICL
Too &0 T, FHE, BIEIZ—BL TR ZFEMHRL
ELTCED D 2 b D ERBD T2,
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Physiological significance of Ragl in neuronal death, especially optic neuropathy (%%, FRICBLIpRRE

DHNEZEIC BT B Ragl DA HEH H ZEE)

OB OO

FRXDOABNEER)
[F5 e HRY) WS AT nuclear factor kappa B

(NF-xB) 23t d 2 Wikl 477 c 5 L <
Wi ZrliFk{MmencTnwsd, LirLAans, duff
BERTOMBUIEI B 1 5 NF-xB O FF#ll 2 &l >
WTIEHELS SN TWwi v, PLET, L id NF-
xBOYV 7854701 DTH2p50Kk#E~ 7 A (NF-
xBpSOKIE~ 7 A) 2B 1T B R 72 i A
(RGCs) DREFIZDOWTIRE L7z, AWIFETIE NF-
xBp50RIE~ v A TFED 61 %5 RGCs [EE % HlfH L
T 3 AFOFEBL L IHEELIC D W THRE 21T o 72,
(PR R O 5] A 2 W HAEEF (Rag @ Recom-
bination activating gene) 1% Ragl B X U Rag2 12 X
DR SN T2, 202 DOMEETH V(D)
ZBEFR D Ragl®s X U Rag2 #1ED, LHELEELIUE
PEA 2 TTREIC L, BISSEICIE R v, Raglid
RS, O T & Bk £ OMaEE s
FWHEETOFRBEPER I N T 323, FFEERTO
RaglDBRENZ DWW TS M EN TR, KIS
Tl¥, Ragld’® RGCs EEIWCEIRL T 5 & w5k
72T, ¥9 RaglOoRETORE % 4 7 A D4
B~y 22 OREREGE, YAy 7 ay Mg,
PCR ZF=IC L D #ET L7zo RWT, Ragld RGCs i
FEANDOEG RSP T 2720, 65 AlOEER <
7 A, NF-xBp50R{#E~ >~ A, NF-xBp50 « Ragl¥
TIWVREY T A, RaglRE~ T 2D 4 FEICB W THY
JEYIR - 7t v A iR X W RGCs
ZFHl L 72o RGCs Oz ~ — 4 — CD90. 28514
I BWT Annexin V 2w/l 7a—4% 4 F X b
Y —12 & RGCs flifst$ = ¥t U 720 In vitro T
l¥neuronal stem-like cells (mouse) %* Fv>7zNMDA
FHEMEMEIEOERRIC LD, RaglOFHEH &
PRSI SE & OBIE M E 2 AT L 7z E 72, ANBHIC
Ragl# & ] & 3 & ¥ 7- HEK293#f }1 T @ Bax,
cleaved caspase-3, -8, -97¢ & OMIIIEHIFHIAF D
FEEYIAY 7 ay MECEIDFHHL 7z, & 51,
t MBI B 5 Ragl O FEH % MBS RET L 72,
(F5R] 4 2 AlOBFAER <~ 2 OME - Saikics
WM, YAy v 7 ay bk, PCREK
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X D RGCs 12D & RaglBFI T 5 Z L3S ;&
o720 6 27 Al ONF-xBp50 /K~ 7 2 Tl fAIEY]
Fry 70 v A TR & 0 HIE L7z RGCs
BB ER< Y 2 L R LR R0 S ilz,
L L%xd s, NF-xBp50 » Ragl¥ 7V RIE~ w7 A
T, HER Y 2 £ RGCs FUT B W THEZENNR
bonkrolz, 7a8—%4 M X M) —DFER, 62
Hiis D NF-»Bps0KRiE~ 7 X D RGCs MUzt H 23 ¥
ERwy 2 L B UEBICHENL Twie, —7, NF-
xBp50 « Ragl¥ 7 v R~ 7 A ® RGCs il I 3 %
AR~ v R L [ESTH o 7z, Murine neuronal
stem-like cells % fv>7z NMDA & MAIISE D FExR
RIZBWT, a>v bo— i L RaglOFIR 2]
U728l Live cells OEIGOEREICE o7, %
7z, Ragl Z @FE| F L X ¥ 72 HEK293fild iz v T, #ll
FazE R R 7 Bax, cleaved caspase-3, -8, -9 FEH
Far he— VX DBERICHRN I LD ST,
MBFEEITIC XD, & MER TS Ragls’ RGCs
HENCHEL T 5 2 LD RS NIz,
[#5ER] ~ 7 X DI B TRagl B RGCs #1112
FHL Wb Z e ER ST, T2, In vivo
BE W in vitro DFER L U Ragl st c B 5
T2 EWRENT, 517, & MEETH RAGLA
RGCs IZFIL T 5 Z EWHERE NI 2 L 6514,
AR 2R &3 5 RGCs fEFE12xt L T RAGI#Ht
TeRIBBED S —7 v MER & 7% 2 WREMEDVRIE S
720

FRXBENMERNER)

¥ WNEEE N T nuclear factor kappa B (NF-xB)
DHINESE D % W IIHIIEAERFICBIE L Tw b 2 i3S
NTV2%, FIRHRGR TOMIKIZEIC B 1 5 NF-»B
DIEMERBENZ DOV TS E S TW R, A
42Tk NF-xBp50KiEH~ 7 2 TRR® & 2 M fRE
Hifhe (RGCs) FE Z il L Tw 2 K7 OFEH L IE
HEALIZ DWW THRET 21T - 72,

Ragl OB COFIL % 4 7 Al OB ER ~ v 2 %
AuwsfEtdk, Yoy 7ay bk PCREW
X OB L7z XKW, Rgal @ RGCs flifazE~ D
SrBHe»cT 520, 67 AKOBFERM <Y X,
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NF-xBp50Kk#E~ ™~ X, NF-»Bp50 *+ Ragl¥ 7 VR
v X, Ragl K~ Y AD 4 FEC B CTHRBEYIF,
TNF v W THERG, Tuo—Y 4 b XY —
BZEDFHEICL D&~ T AD RGCs #x 7 L 72,
Murine neuronal stem-like cells % FH\>72 NMDA
HWHINIED In vitro FER % VT, RaglDFEH
RO DB LR LTz, £z, AAN
I Ragl % 85|53 & € 72 HEK 29340 T 0 Ml a5t ]
HRFOFRBE Y LAY 70y PEICE D FHEL 72,
512, b MBI BT 5 RagldFEE & MR
FRET L 72,0
Z OFER, FEIZROMEm = E,.
1. ¥ v ZOREE - GHHRER# Tix, RGCsizD A1
Ragl 238l L Tz,
2. 67 AW NF-xBp50 » Ragl¥y 7 )V RIE~ ™7 A
Tl¥, NF-»Bps0RIE~ vV A TEEMNICED 51
% RGCs fifastosigka L Tz,

3. Murine neuronal stem-like cells % fv>7- NMDA
FEMMINIIED In vitro EERIZEB W T, Ragld
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Carcinogenicity evaluation for the application of carbon nanotubes as biomaterials in rasH2 mice
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Functional differentiation of RAMP2 and RAMP3 in their regulation of the vascular system (IR %
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RAMP3—/— 2B W THRE OWIEELENFED & iz,
JGRIE ) S NED T A TA A=Y T RI{ToI T 5,
RAMP3—/—Tl3/NE D > %D ) v oS FE H3 Y
KR T L TWwi, 7, RAMP3—/—Ti%, AM#
Bz ko T OIRKISE R S 528, ) 2 oI
KIS R Sz olz, BFEMEICE 2D 2 VEN
B OBEZETIE, RAMP3—/—1cB8WnwT, VY vER
FOBHEAE, = hay ) 705z, BE7 4
7 A OFEEAE R CBHE s hiz, BRIEY ~
NENEMEOIREEEETT> 72 £ 25, RAMP3
—/=TI%, V) NERERTFOFRBE T 2R o h,
Scratch assay IZBWT, RAMP3—/—V > SN
MR X B A2 20 & P~ REDME T L T 7z, RAMP3
= /=Y NENEMEOBEREREOETIX, AM AN
WE-oTHHERFED 5N T, AM-RAMP3R D
L2 RTHI EFHZ Nz, & 512 RAMP3
— /= »oNENEMIE T, MildEFEY SV Th
% Akt OIEMHAUE T 2D Sz,

Giidn] LLEokiE 2 5, AM-RAMP2R 23564 Be s
DOMEF A, HETOMEEEEZHEL Tw2 0
KL, AM-RAMP3RIZREAETD Y >~ B HEEE %
LT ZEBRCOTHLMLER ST, AM-
RAMP %1%, RAMP2, 30O#pEbIc & Y IRE R 4L

Kz,
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FHEFAE T

HOEFEEEHIE S 22BN AT ATHY, L,
Friz bR L LT s B,
ERNBEDHERNES)

TRV X2y (AM) 13, ¥ BEETE
BT 2 LIREFHMETH S, AMBLUZD7 7
) —ARTF NOZFERTH 2 7 HEEEIG S > %
7 SR Z /AR CLR 1213, ZAMEMBIEE RAMP
BEEET 2, RAMPY 774 Y 75 —4D5 5
RAMP2 % 72 1Z RAMP3D W3t h 1 A CLR 12
BTsZ ik, AM EHAEOFWZRA L L
THEBEST %, L2, 2 TRAMP2X RAMP3D
BEREM 2 2RI RIHZ £ £ Tho 7o AWFZETII,
RAMP2 X RAMP3IZ DWW T, BX DEBLEFUE~ Y
A%z v, W#E ORRESL R BRET L 7z,

Z OFER, IWNEANI RO % 572,

1. RAMP2/ v 77w h~w X (—/—) i3, BE
W28 OWRERHIMIC X D BIE & o7, plifk
T OMEIET R B I IMNE & IR s B R
FIEST 5 2 Lo, AM-RAMP2R 3N O F 4
CAEEHMERUT I A TH 2 ENR I NI,

2. RAMP3—/—IZlREM O MEFED BT IZTED
Shd, EFICHEL, A TOEEREE TV
W< & 2 B A4 O R, B KEAR 2 Vv
Aortic Ring assay & 7 WIZ X 2 HrAEIME O,
TR MM H 42 € 7V % v 7e R A 4= o
FHH% 21T > 72 £ 25 RAMP3—/— T3 &% %23
DN &S, AM-RAMP3RIZ, I 054,
BRI B 2 MEFEICRERETRWI EARER
720

3. iy VoEEE T AT, M, Vo R
1 RAMP2 — / — I E I 2 b 2 5RO 2 p o 12 3,
RAMP3—/— D A TEHEOEE LD 72, RAMP3
—/=Ti&, FEY > VEH, MEHCEbIE W
YOO, U NEOREHR, MEFEOHE, &K
FEMIRIE D ITEN TR D 5 h iz,

4. RAMP3—/—TlZ, B/, BEOV v 3 EEZ
CBWTY YNE RNV =Y DOARRPED S, B
B NI X 2 FLBER I BV CHRE OBIGEE
Wb sz,

5. RAMP3—/—TiZ, V v ERNKDOEEAE,
S har NI T OREREEE, BHT 47X O
ARSI ICBIZE S e,

6. RAMP3—/— Q@UEsE ) > VEN EHIRE T,
) U NERERTREMETLTE Y, Zofifasz
F\7z Scratch assay TIZIEEREMME T L Tz,
ZOWEEREDETIZ, AMBHNIZ £ > CEEL 7%
nolz,

7. RAMP3—/—Y > NN MR T, Mg s
Wb % Erk OWEHELICZEZALNED Sk o7z
owxtL, MfaLEFICED 5 Akt OFEELOET
W 5Tz,
UED#ERD» S, (WAL, AM-RAMP23R 23

FEAERRE O MEHF A, R TOMmEER % HE L T

VB DKL, AM-RAMP3RIZEAETD Y >

BEREAFIHL CWB 2 ERIZLDTHS M E LT, &

5T, A&, BEEF L TR EFAAERLE LT

flfEDH % b D EFBD Tz,

Neurological outcomes after extracorporeal cardiopulmonary resuscitation in patients with out—of-

hospital cardiac arrest: a retrospective observational study in a rural tertiary care center (Fg#hLri%

1A BT BRSO R R OMRE T 2 OO mR ERERIC 31T 2 1% T BBl

W5e)

2 A

FRXDOANBNEER)
(5] BESbEIb OSBRI O 30 2 % L
INTWV D, REEALITHENC & 2 ASMEER 2 /LR
EWFIA T 2 500 ER4E (extracorporeal car-
diopulmonary resuscitation, ECPR) %, K&t T
FBEsh Ik O ERIFR 212~15 BicA LS € 5
ZEPHE SN TV S, LS IR O O IREL SRR EE
VEARRRFEY W R 2 1T X ¥ 523, ECPRIZERIA

320

i

Tz & 2 WAL & 30K > 710 & 5581 s (EERRERY
T, MOEBRRELZZIEL, tSERER LTS
THeEZLNTVD, BRsbiEILlZChE T, =
RBUETAE D 7z D W EATIRBE AR S 5 D 03—k
ThHolzo I, HRBETIC L 2 KUETE CHEAR
G Lic Xy, ZREEHLEDZ < I3HEEERTTITS 2
EWHREE R o T BRAIXEFEEFDIR S 17z #iFHD
HiCix, ECPR#EA % TR %2 RERE & 3 % 72
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FHEFAE T

»iz, BestoiE ksl Z ECPR bi‘ﬁﬁﬂ’ﬁﬁ—fﬁ‘éﬁﬁ‘/ﬂ
BN IE R T 2 2 L S ESERRR LIcH S
T5EHELT 2T, iﬁzm{%ﬁ)ﬂ%@] t’ﬁwjj L, JDofifits
1R % 50 B DR BE ~ DO $f ek % [|I#E L T, K ECPR
% AT AT RE 25 iR R EE B NE X 3 5 2 & &fE
WENANRZAY AT L ELTHREL TE T, ZOWRD
HEx, MFIENA 2SR Y R T L %8 A L7 05
REFEKBEIC BT 5, ECPRHE{THIO FH 2 S »
ETHIETHS,

[F3£] 20044 4 A 520134 3 A £ TOFMAZE
S AT TR 9o o e JEE e ﬁ%k/y DT —FN—2R
B ARRNCENT L, @ OOERAEM (cardiopul-
monary resuscitation, CPR) TH&ETE - 72
i ikt U € ECPR % T U 72 105 LA L D fE B
ZHhH L7z, ECPR 1

- HFEE AR IC X 204510

* SREERH IO L EME) AR O ESRE 2L, HER

BHDNg R > — CPR BT 77054 1 D &
HT, MREDOTREIERENTWE H D
c BFEFEDLMFELL

ZRAMAEARRE L Uz, BIESME, HIEIREZL i,

EMREORY], Nt OMES, TRERZED,

DNAR (do not attempt resuscitation) #—%—®
H5bDOIFHEGERIE Lz, L Lgois, Haix
MR CHIRO B3R 2 IEHECHE S 5 & & IxREE R 72
ECPR H A D AR E FHLE O HMW T1T - 72, F
BRHEE 13 1 2 HR O+ =8 (Glasgow-Pitts-
burgh cerebral performance categories score1 3 L
IF2) &L, HEERE LIFHSERFEOE R, F
BERT « FIR2WREAR R & FlsRas L 72,

(REIR] SHRIAIC Y £ > 8 —~ Rk S nu e Bedth
OME IR, 01861 5 B, ECPR X501 fifT & 41, F
PR 351K (10~831%), BUEMNPITH 572, K
250 3R EATEREIC L Tz, HEDH D 1336
B, N4 2% > — CPR H D IX326, ZE» S g
FEEBAAR & T O VKR 137.4£10.458, ¥ CPR
REfETI1E84 £ 483 TH - 72, Bl T OVIR L BRI 1%

mi%@/ﬁ%ﬁmﬁﬁmﬂﬁ,%@mwﬁ,%h%
LEMEIVE, (OEME) RN OESEmTH, 0
23BN TH - 7z, AFILDRRIE, (LEMEH326, 15
FEMAERAREDS 7 B, ZOMS1FITH -7z, 1A HE
71326 %, FHEERFEIZ20 % TH - 7z, REFI DO
SARIFERIZ, LIFEMETL6 %, MFEHEEMAE T % Th -
7eo R (n=10) & IEHZERERE (n=40)

No. 5, 2015

DT, SRR B EIRIM pH (7.10+
0.08 VS 6.87+0.25, P<0.001), base excess (—
14.743.8 VS —19.3+7.7, P=0.014) »EEIKCH
fi, PaCO, (52+21 mmHg VS 85+37 mmHg,
P=0.010) EBEKETH o128, a P AT 4 v 7
BN CIRHALL 72 FRATFRHS L LR S R0
720

(F&Eeisim] cngc, HAETICB Y 25EMLE
IEDAFRIIRE AN L TEW 2 EsiikiE SN T
&z, WA DOWIFRIZ, MGEH TITbniz - Y
CPREffIDFE VG, L LAan s, KFFEOHSER
RKiZ, REHTITONIHE L LBEBD LWL DT
BHolze KWIFETIE, IHFINANAY AT A e
LTWw 2 HIGEH BT 24 MEIR T 2
ECPRZ, KESTHERBRICERATH 2 Z LR E
720

ERNBEOHERNER)

BEsb M IEOSERBIZ O T 2 B ewmEI N T
W5, REREELLATENG & 2 SMEER 2 DififR 42 1R
A3 240 Mgk 4 (extracorporeal cardiopul-
monary resuscitation, ECPR) &, K& TlxFEst
MEIEOHSEREZ12~15 Rcm &85 2 L0
W ST D, LTS IRRE O i 0 (K1 TR 8 IR
M PR % 1T S ¥ % 23, ECPR IGEAI A T
X 2BE LB LR Y I X BT IEEREE T,
DIEFEARELZIEL, HEB@RER LcHF5T 5 L
FEZoNTWw5, BEsbiEipliz 2k <, “ k¥
WLIE O 72 DI ETRBENRE S 5 DDR— R TH -
720 THE, ARG L A REREPEAERS 2L
&Y, ZREEGALEDZ < IBIREERTTIT S 2 L 237
REEmolzs EHSIE, BEEREHEORS it FE M
Tld, ECPREA & TOWRM ZHERFH &3 2729
12, BEsblME IR 2 ECPR 3% BififT il fE 7% B K&
EREET I IE L T 2 & L SRR FicEH S
bEFEZI, 22T, HITHEEEE LB L, (OfiitE
1R % 50 [ D S BE ~ D Hiik & [BIEE L T, IR ECPR
% AT T RE 75 R RSB NE R 3 2 & & 2.01%
NA A AT L UTHEEL T &Iz, S, e
LS4 SRS AT AL T2 M 0D v KR B 1
B %, ECPRJEfTHIO T 2 MES L7z,

ARWFFETIE, 20044F 4 Ho» 520134 3 H £ TOREM
RFEEFHWEREmERGREe Y —D 7T —%
N— R BTN L, W OLIERAEN (car-
diopulmonary resuscitation, CPR) T#4ET & Z2n >
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7o BEstiE IR 12t U € ECPR 2T L 72105 Ll E o
FEGIRH L, 17 ABOTSERE - HSERE L
IO 5, REEAT - WIS R % Hchisy
L7z,
ZOFER, EHS BT OREZE,
1. ECPRIC L % 14 REFEERIF26 %, thaERE
1320 % TH o7z,
2. RRBIO 18 w1,
BB T % TH > 72,
3. SR n=10) & IEHESEIREE (n=40) O
s TliE, HEEREC B W CEIRITN pH (7.10+

DIFEETL6 %, HFEME

0.08 VS 6.87+0.25, P<0.001), base excess
(—14.7+3.8 VS —19.3+7.7, P=0.014) 8
BEICEE, PaCO2(52+21 mmHg VS 85+37 mmllg,

P=0.010) »EREKETH > 7%,

4. ¥ A7 4 v 7 [EFESH T ECPR OMIZ L 72
TRATEHS LR SRhoTz,
INSDREREY, IEILNA XA AT L

LTWwWaHIGEHICB T 2 AR T 2

ECPR X, KETHERBRICERTH S Z EBREN

Too £ o T, &, BIEIF—EU TR ZFam

ELTCIEDSH % b D EFEDTz,

Reduced-toxicity myeloablative conditioning consisting of 8-Gy total body irradiation, cyclophos-
phamide and fludarabine for pediatric hematological malignancies (/> I G PENE 55 12 69 % 8-Gy
EGRERRBE, TV I ey, a7 42 A7 7 I M6k 5 a2 KK U 72 B e i

oM oH

i)
EXDABNER)
(F55] FESMmEAEEE (allo-HSCT) &, /A

DOEY A7 AWEFWMEAME (AML) SR ) A
7 A% Y oMERIE (ALL), ‘B 865 BE 2 5
(MDS) 123 2 BHEERELE TH 5, HERO B HEREE
HIRTALE (MAC) TiE, UIE LU IZEE OREEEE
Y (RRT) 22 & 2 2 &0 o, BEIERIEARTLE
(NMAC) #Bithan3 L3k otz TETIE, 7
VI ey (FLU) OFRICE D 7RV T 7 > %5k
&L BB ETALE (RTMAC) biE ST
W3, —7, NRICEBE W TIZEFRE S fESRE MAC A5H]
WEE L TEFERTH S, L, kB MAC i
allo-HSCT %% ) 7: RIAEFFBE Y 2 2 1HE W,

EFEOBEDET FRcHBRNSIR) TH L EEN
WML Twa, 20k, FLiE8-Gy &5 EHRR
% (TBI), FLU, vy 27 a7 x A7 7 3 F (CY) It
£ % RTMAC %=Bi% L, Bl RO EEgE %2 IS
UJzo BRI THEEE 272720, FRYDE
MBI L TRETL 72,0

(F7#k] R IF20044F 3 H A 520124E12H % T2 EM
KF B ER I e/ NE R C8-Gy TBI/FLU/CY %
5% % RTMAC %12 allo-HSCT %32 1J 7220/ LL T
DEF L LTz, 2014428 A TOBEHHREIPEL 12,
AEEMINE R Y e iR S E 2 H 3 5 4, allo-HSCT
DOEEFEEFEOH, BEHRIEH OWEEEDL B 5 H1L Rt
U7z, fiatHEMT I EZR 2/ L7z,

322

USR] MR A2 31442%8-Gy TBI/FLU/CY &
B % RTMAC 12 #][al allo-HSCT % 22 1) 72, B4l
R O HPRE 138 . 07K, AL ALL 1144, AML 13
%, MDS 4 %, FHEESHERESDILR 14, 28
TREBIBMERINGG 2 47257z, B - —Idt bHIM
PR (HLA) 584 —3ufilkkg#6 6 #1, HLA ~—3
Miigesdt 9 B, HLA 64— Ik a4 4 #l, HLA
T—BEME R 2 B, Wm0 cd -7z, FHIFE
FELT 3/ D28% IFAEZLI0H AN IC 584 F
F—F AV XARERK LI, RRT 1Z, gradel, 2,
InENTN, 214, 64, 0K KCHoNTz, £z,
G SRR S L TWw S BE T, BT
EEONREEIIFRD R ro Tz, AMEBMEASHE TR
(GVHD) o grade Ml #1244 1258 8 7273, grade NV I
Wiginotz, HEHEN S HEDEME GVHD 13 4 £
Hoic, b FEEEFHFIFL0 %, 5 FIEFHFKIIT
% Thole, BEMEF I HIHFEL, 205564
WCHBHES TN, 2 ZoBIEIR R 2 HERE L T
Wiz,

(iam] SEOMNTRER CRICIEE 3R & sid, (1)JF
BRI ERD o Tz, QEERERDr o7
(FR s SR T10 %), (3) FFEE I IR E R RE &
Bl inoTz (9B 6 6B1), (4) FEHSEII REFR
S5/l eThb, (DE@EL TiE, TBI #12-Gy
» 68-Gy 1Z¥kE5 L 72 72 O I AR E B S iz 72
bbb, QWEL T, EEFREDY X7 BE

(
(
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WIFHIMBAE TH > THIO% TEBEBESNTED,
8-Gy TBI/FLU/CY v ¥ X Vi3 4E 120 L1437 il
WETRE # O L F 2 shlz, @BL TE, BHEY
OB Y — AR CHRE iR & e vt i
Z0FE TBI-RTMAC v ¥ A > O & FREE» % 1
UETH-7, LLELY, 8Gy TBI/FLU/CY RTMAC
LY A 3/NR O MRS B O L TR AR
TEHIALE TH % £F 2 Hhiz,
GRNBENERNER)

RO FHBEEARTLE (MAC) £ [FfEE M
MifaEAE (allo-HSCT) %2175 £ LIFLIZEE DK
EREEN (RRT) »SEEX 5, 7z, /NEHIC allo-
HSCT %20 fe RIAEGFEEDHE 2 2 12Ev», EIED
BOET (FRcHBRNSwR) < L EFEEMmL
T, 4, NI EMER BN 2 25 HEHR
W5 (TBD) #12-Gy 2 58-Gy K& L, 7 V¥ 5
Y (FLU) £y 27ua7 A7 7 3K (CY) 2#HAE
b 7o AR U 7o B BRI ALE (RTMAC)
DFHPLEME AT LTz,

SHERIF20044E 3 H 5 520124E12H % TIZBINKEE
SEER I R e/ N B REC8-Gy TBI/FLU/CY 5 5% %
RTMAC #12 allo-HSCT % % J 72205&% LA T @
31 & LTe, AFEMIRY R e 2 H 3 241,
allo-HSCT OBt 2R DB, HEHHRIRE O EEE
B DPNIERIN U 120 KT GUER O REAERE i O H oLl 1%
8k, BEEIIAMY o MEAIMELILS, A EEEa

MF134, HREREERRE 4 £, Rk
FIIE 1 44, SHERERI R AR 2 4725 72, B
R —idt b AMmBkPLE (HLA) 84—l i
6, HLA RN—ZfiigkE#6 9 #1, HLA 84—k
Mg EH 4 51, HLA R—BEMB e 2 Fl, B
0B TH -7z, & 51T, 31H/OD 5 EREFRK, 54EIE
FFEE, BEE, WREEENE, TRAT RN 2,
Z OFER, EHH—E RO E2 B,
1. FEHEFECEZRD RS T2,
2. EBEREVYr ol (R INEAETL0 %)
3. BRI U T ATRE R BE YL r o
7z (9 Bl 6 Bl o
4, PEREPHEBEWERIFTH -7z (5 FELEFHES) %,
5 FFIEFHFERTL %) o
ZheER LY, TBI #12-Gy » 58-Gy I[Zjk&E
T3 2 L TR OIBSREENEE TS, B T
B ZEARITAT 2 B REMEDSRIR S Te, T2, L
% RF—Y—ZAThH->TH8Gy TBI/FLU/CY v ¥
A FHFBIC L T REILEEE 2RO EFHF LS
iz, FHIZBL TH#EDIE TBI-RTMAC v ¥ £
YORGEEFBE»Z N ETH T, PIEXD, 8-
Gy TBI/FLU/CY RTMAC L ¥ % > |3/NB oD e
MRS BE I L CERABHERTLETH S £ F 2 5
Nize ko7T, £8, BlIEIFZ L TR 224005
X &L TifEA S 2 & D EFBDI,

Characterization of cardiac oxidative stress levels in patients with atrial fibrillation (.CoJ5HHERER] 1

B 5t A bV ZAOMGE)
[ H

FRXOHBNEE)

(B9] mitictEooEME) (AF : Atrial  fibrilla-
tion) DREEFITELIML T %, AF EFNIZ B W T
M@t A + v A (AROM:Diacron-reactive oxygen
metabolitie) &gl F bV 7 AFJR~<R7F K (BNP :

Brain natriuretic peptide) v FHBEIBME 29 A3,
ZDFERBH S LTV R, AW TSR L
@i (PAF : Paroxysmal AF) & 5 4 0 FE M &
(PsAF : Persistent AF) fE@IREERIC BT 5, LfE
N @ dROM & Il # dROM, BNP % #llE L, AF #
W ERAEA bV AB XL ARORRZHENRT 2 2 &
ZHBE Lz,

(5] WRIGYBETAFICH T 24T —T V7 71—

No. 5, 2015

& ¥

v oa B R BT L7285 (PAF=50A, PsAF=
35N, FIER63RR) . 7 7V — a YERCALE,
ELE, HRERIR & D I % BE L dROM % #IE L
Tro E127 7V — g VT E 34 BERICRIME Y I
W% FEHEC L, dROM & BNP % #ll € L 7z, PAF,
PsAF Wil s & &AL O dROM % i L, AF
FHEIER E AE A b v R & OBSEEE L R b A b L R PE
L ARG L7z, & 512 dROM & BNP o BE M
PWEFLTz, £727 7 v —¥ 3 VEiEOINH BNP &
dAROM fEDZALE R 7 7 v — 3 a VIGEAEREE & 9k
BAEECHIKL, AFSEOREEBILA LV ADE
b3 & BT & OBTEME 2 Bt Lz,

(f5R] PAF & PsAF Wiftfc 2.0 FE % & Il BNP
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EUAEEEERICIHREIRD o7 (EBERE !
PAF=41.6+6.8 mm, PsAF=48.5+6.4 mm, P<
0.01, BNP PAF 52.7 [24.5-89.6] PsAF 123.8
[64.3-186.7]pg/dl) , PsAF #£ > dROM 13 7K R IfIL, .T»
PENDEHALT PAF B HIRLARICEETH D,
FRom Rk 2 DZEXEE Th - 7z (PsAF=
429.0 Carratelli units vs PAF=374.0 Carettelli
units, P<0.05), %7z PsAF B2 B W TIE IRk
® dROM 2MFRALIC I LiRfECTd D, MEBAL & D
L OBALA M v ADHEMAE KL Twa EFH2 5
7otz ®, EIREIRN O dROM & KASIM BNP o B
MEMAEL 7o & A MHBIBRBRED s, (r=
0.436, P<0.001) &5z, 77 v —¥ a ViREEX
FETIX 3 W HE DKM M dROM & BNP i3dhzE L €
BY, MHEOZLFICHEEZZD T (r=0.473, P<
0.001),

(2] A3 AF EFNC BT 2 LEEREERRL T O
B A b VA ERRE LI OHFETH %, PAF &
L PSAF 128 W T, R e R# IR N Sl Az
£V b dROM PWEHEIWCEETH > 7z, FIREIRIMIE
EZUE» 0 OFIGERBPFERTH S Z L5, AF
DT 5 Z L TEEDREA PV AICEBEIN TS
ZEBHEINT, % 7R IkD dROM 28 BNP
LW R0 - 2 o, FiHiT 5 AF BEEEX
FURERRESYE, TORECTESKERELZELC T
W EHEES NI, S5, INSDFERNS AF &
FizB1T 5 dROM OHIFE X AF 12 & 5 L ERREREE
OFEEPLRERR, 77 v — 3 VRIROFMEICE H
ThsreFEzonl,

GRNBEDHERNES)

SRIZLEPETAF T 207 —T V7 TV —v 3
B Z efT L 7285 (PAF=50A, PsAF=35A,
SEHERG63RR) o 7 TV — Y a YIRRICELE, EOE,
TERERIR & D M 2 BB L dROM 2 #IE L7z, %72
77V —yva vl 34 ABRICARMII X D M % BREL
L, dROM & BNP % #Hl%E U 7z, PAF, PsAF jilj %
Mk L A O dROM % Hle U, AF #Hife R
LA VR & OREME E (LA b v RELEERTE
MET L7z, & 512 dROM & BNP o B M 2 8 EE L
feo £7c7 7V —v a Vi O MH BNP & dROM
EOZALRE T 7V — a U REARE L AT
L, AF #E0R#K LRI PV 20 B LU
DT & OBEEEME 2 AT L 7z,

PAF & PsAF Wifffi i 2.0 £ & 1 BNP i 2
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AFEEETRCIHEIR D o (EERX:
PAF=41.6+6.8 mm, PsAF=48.5+6.4mm, P<
0.01, BNP PAF 52.7 [24.5-89.6] PsAF 123.8
[64.3-186.7]pg/dl), PsAF & o dROM % 7K 4 IfL,
DN OEZERALC PAF L IEI L AR ICHETH D,
Brlo /R IkcZ2 DZEREE TH > 7z (PsAF=
429.0 Carratelli units vs PAF=374.0 Carettelli
units, P<0.05), %7z PsAF B2 B\ Tk Rk
® dROM AL I bl U iEfE T v, MEAz £ 0
DFEOBIEA v ADENNE KL Twb EFEZ 5
272 %, IREIRN O dROM & KA1 BNP o B E#
MEMIEL 7o & & 2 MHBIBRMRRE D Sz, (r=
0.436, P<0.001) X512, 77 v—3 a VIREAR
FETIX 3 A HEEORM M dROM & BNP i3ekz L €
BY, MEOZLFICHEEZZ D (r=0.473, P<
0.001),
Z DOFERMFZE T I3 ROFR 252,

1. A& AF GERNC 3B 1 2 DRSO RB1L
A M VREBE LI RYIOWITTH 5, PAF i
L PsAF I 8T, R ER IR PN T s oz
0 b dROM NEEICEMETH - 7z HIRFRIRIML
FEELB D S OBAGERDFERTH 2 2 Ln b,
AF DRt 35 2 E CEEDPBIEA PV RAICHES
NTWwa Z Rz,

2. REIRD dAROM 43 BNP & 5 W iHB %2 58 72
ZES, FiT 5 AF BBEREA MV A ERBER S,
ZOWETEERERELE LU Cn D LS,

3. INSDRERNMS AF BE 2B 1T %5 dROM D #|
FE1X AF T & 2 A ERRE R E O E R BN, 7
TV —ya VIROFHICERTH B L H 2 SN,
IS DOFERELY, LEMEIREICHE S 22 E O I

REEFARREE IMIEA PV A D ER EFEBIL T3 &

Zzohl,
SBOEMENCN T 2 7 TV — a VIBEOERME

T, HRTHNTELTEETHEL EFH 206N 5,
AN D BB OFFREIC B T BB b v A DR

HIZOWTHREEL 7R PERE SR TH Y, Fh,

BRI E—E L TG 2 A A & U CilifiE2 d % &

DERBDIZ,
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Epithelial-mesenchymal transition of A549 cells is enhanced by co-cultured with THP-1 macrophages
under hypoxia conditions (KEERERBI FICH 1} % THP-1~=2 07 7 — & DL 3813 A5494

> EMT %55 %)
7 I N

FRXDOABNEER)
(15 & BH] RPN #EfE (idiopathic pulmo-
nary fibrosis ; IPF) %, FiiffdfEikic ZEEC, &
BN RAE LS ST 9 2 IR O EEHE R B TH %,
B, il bR transforming growth factor
(TGF)-p1 2Lz FZHIZE#EHR (epithelial mesen-
chymal transition ; EMT) #%, ffi#iit{tahEoHK
DV EDEFZHNT WD, JFRHELE T HRAEEH I
JH, ZIEMIRIREE S & O b IS oS R 2 i R,
T, MMM D % 72 & 2 R RIR SRR 2 5 5
WTE2, $i, BEABRE Tl 707 7 —v
FIEME S, A N A A WIS B, KT
TiE, N LR EMT wEHL, EERERBER
BicB5~7u7 7 —Y OIEHLDI ORI =55
B35 0ET LT,
[5#:]) THP -1 @ 13500 ng/ml phorbol 12-myris-
tate 13-acetate (PMA) T4 HEE#E2{TVw~ 27 0
7 7=y gz (LT, THP-1v7u 77—
Do MIEEBSHZVWRTH A X1L.0um DA > 7V
YEHv, TEHOY 2 )VNT A (112l -
Jeff), B o4 vy — 1+ NTTHP-1v 707 7 —
VEREL, YHOBEREIHER S IR IR
FER{To 720 ASdOfifidD 2 ik THP-1v27 v 7 7 —
YOREREEED L IWE O E Y, ENKIRRIRE
(21% 0,) B2 WVIFERRFRE (2% 0,) BRET T
To7% EMTHERDI: O DT ~—h—t LT, E-
cadherin (EFREH~—% —), vimentin & fibro-
nectin(HZEREA~Y — 4 —)OFBE YV = Ay 7y
bk EHOERIEREEE AW TR L 72, %72,
A549ifisD EMT #F&Ei1ic kB 5 TGF-p1& IL-18 ©
B 5 2 #ald 5729, TGF-A1 type I receptor kinase
inhibitor (SB-431542) % 7213 IL-18 HF A1k %
WT EMT #FEOHEER 17> 7%, TGF-p1& IL-
18 ® mRNA OFH1Z, real-time PCR 1 THEMN
L7z,
(K] THP-1v7u 77— L OEEICLD,
ASA9ifEIX EMT IR TR RE 2R L, (RERFRER
HETTIE LY EMT OBRBEIb L -7, %72,
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BEERE T CTHP-1v 707 » — Y L3R T
% &, AS49M i ic B v T E-cadherinf& T % & O}
vimentin & fibronectin N E HFEIR L~V THER
Eniz, sz ki, TGF-41 type I receptor
kinase inhibitor (SB-431542) 12 CPHE & h, A549
#ikd D EMT 12 TGF-B1OBG M RE & fLiz, (KR
FEE T CAMIMifg e THP-1v 7 u 7 7 —v %
¥#E 9T 5 &, Wil T TGF-81 mRNA #HIEE
L, THP-1v27 v 77—y Tk TGF-p10 k
AN FTh % IL-18 mRNA OFH b HEIZEEM
Lo &5, IL-18 2 MFRCTHES % &, K
BREE T B 2 HREEOE®E RiFhic T TGF-
BIWENHREIET L7z,
(%] ERZEBEETICE VT THP-1v 207 7 —
YHEitEan g 2 £ T, AS49HIIED EMT % i <
FEL T, BBRRIRET O A Tl AS49ifed EMT
BHFEEINT, EAREREREICTC THP-1v 70”7
7=V LHEFELTH EMT 3FEshiahol, L
7235 T, AS49ildd EMT 2 1%, KBEREE £
v~ za 77 —=VEHED 2 DOKGBPLETHY,
ERT OO 2E L 2856, 20 2 DDFMEH
[FIRR Iz 7z S N 2 BN EZ R U Tz, (RERZR T2 T3
B#EEZTO 2wk, WMo TGF-plELNE
RICHML TB Y, ASlildd EMT ftic TGF-41
DG NRE S iz, & 517, (KRREEE IE THP-1<
ru7y—yOIL-18 OFEBEHINS &, £ D IL-18
HIASA9f &« THP-1~ 27 u 7 » — Y HEH D TGF-41
DFB =M Bz,
(iSRE] TAUffG E R ffe o> EMT 1213 TGF-B156 &
CIL-18 25 L TH Y, BEIBRETICBT 21
BHfE LRl <~ 7 v 7 7 — Y OHEAERNLET
Holze ZORERIZ, FHHERED X A = X AR
EnBE R EFEZ N,
GRNBENERNER)

Idiopathic pulmonary fibrosis (IPF) o ffifg#E/b
DFERE LT, AR - RHED epithelial mesen-
chymal transition (EMT) 3% 2 51 Cw 5%, IPF
BEOMEGER T~ a7 y—yaghL, fiifd
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TR ERRNERFRENEC TR EFHFZ o0
%o AW TIE, (ERFFREREE T B W IR R
M~ u 77 =YD & 5 1CBEE# L CREb %
FET %A, AR EEAIREO EMT 2iH L TR
L7z,

THP -1#f J& 1% phorbol 12- myristate 13- acetate
(PMA) T~z u7y—vigiMta¥i (THP-1=
7u7 7 =), TEOY = VNI AS49ifid (18
fitifE B, EfoA >y — AN THP-17 2
07y —YEANT, BEAKEE 21% 0,) H5w»
FERESR (2% 0,) BET CHEEED L < I
DHEFERT 5720 EMT 97~ =2 —FKBEEV = X
Fr7uy kL EERIEREE TR L7, %72,
transforming growth factor (TGF)-g1 BHEH % 721%
IL-18 thfllfifk %= v T As49fid o EMT #& % [H
£ L 72, TGF-41 £1L-18DmRNA ¥ 3 real -time
PCR L TENT L 720

Z DGR, RARIE RO EFT2,

1. THP-1v7u 77—y L B3 U 7z AS49#fE D

EMT 2L I3 ERERERSE T T < FE S iz,

2. EREREE T CASMIMILE THP-1v 707 7 —
YD TGF-B1 mRNA OFEHAEEML 72,

3. ERBRFREREIC & o T L 72 AS494fif o EMT
Z1bix TGF-BUKTFMETH > 120

4, EBFERE T THP-1v2 07 »—Y O IL-18
mRNA OFBHEIL 72,

5. IL-18 pfl¥ifkic Xk > ¢, THP-1v2 a7 7 —
v & ASAflE D I 58 EiE TR O TGF-B150 b3
DLz,

NS ORI Y, AbdofifaD EMT 1%, K
FBREB LU~ 707 7 —IEEED 2 DD
HThHY, EETHRMEELEL 285G, 202200
Sl x RIR G 72 T LB 2R Ui, £72, Ab49
Mk EMT 2 i3, KRR T CHuwms#Eims 5
TGF-p18 L ' IL-18 A5 L TH Y, IPF FHED
AA =R LECED D EFZ Sz, £oTC, A,
BRI —E L TG 2 A0 & U CilifiE2i d % &
DEBDTIZ,

Serum sulfatide abnormality is associated with increased oxidative stress in hemodialysis patients (Ifi.

BN BA BT MG ANV T 7 F FREFRILA -V A08 & BHE$ 2)

®

FRXDABNER)
(TR HW] AV7 7F R, #9927 v kT3
F O C 3MLICHBEN GG LIREN B A7 4 > T
JEETH 5, KR RIEECIL T 508, MIHHIC
U REHICEE SWEEL T 5, KO ILREHT
Ik s E, MBEHROANLT7 7 F FIZEIRE(LOERE,
MWL, M/IMREEER ICBIE LIE 2 & L 2VRIR &
NTw 53, \BEOBEMITIFRICE W T, DIMERI%
F9 2 MIEENTBE TMIEA L 7 7 F R 2HEL TH
ek 2%, BHEBETIEELLIIMEA N7 77 NMED
KFF22E, &/, DINERBEED D 2 BE TN
BANT 7 F MEEEPBEEF IR 5 Z EHBAL 72,
IS DRERZ, IMEAN T 7 F RIESE OISR
FECBE T 2 AR 2R L T %, BT EE DI
HANT 7 FEEOHBFIEIAHATSH 25, KL
EBEHTERE L ICIEAL 7 7 F FEIMET T 2 8
REWEHSRZ B LUz, UL, HERER T, fHx
DIEFI ORI FRZ L 2T 2 2 L IZRETH 2
7o, AR TIE Z OBSR % 3 FEROBHHTRIC LD
MEIRLILEZE—-DOHWNE LTz, 72, IMIHEANV
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77 F MEREORFHHEE OB E L, Kik
HERIN T — 5 & & bITHEHR AT L7z,

R OB RS BEBRAEEE 2R L LIWIRT,
FrIFREHREILA MV A< —H —Tdh 5 malon-
dialdehyde (MDA) :IMiiEAN T 7 F NMERE & D
M 2E L TWwB DT, A% TS MDA 2 &
DTN 5 & &L,

Ut R B O ] AT [FRE U 725 MR B i R
BESELE B D AFSRAMERF M B AT 20154 O W, BRob 2
#E (R, BYE, FRIEORE) L 211564
% 3 AEFEIRGEBIEE L Tz, ROBBIZHICIET L BE3M
£ L SRR ER Y > VSR D B 2 BB/ %R
U, A5 E R IET LTz, Y > 7 Vi, GiE
BB skEE, 187 A%, 3674 AHBOWET, YO DFE
MIATERTNC BRI L 720 AR DOZFITICE 72 5 T,
NVY U FES BESF U, 0, AWSED 0 b o —
WVIEINKRFEFBMEZEES T CERINT RS
Twb (RKREFS 750), MBEANVT 77 FHIESL L
LT, MEY > 70 &0 REME 21T %12, R
V7 7 FREAEMED ) VAN T 7 F RIcE#L, ~
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FHEFAE T

Yy 7 AR Y — BB A A AR TR AV
S3Hias (MALDI-TOF MS) 2 C&HERZHE L2,
AT 4yTA FECED THREEOANVT 7 F F B
ENB1», ZTOMMEMBEALY 7 F MEEEEL
720 MDA HIEZEIZOWTIE, HEEsic & vHlE
1107z,

RHENT R DWW TiBE A )V 7 7 F RS MDA
O ERRIFEIZE(6IC D v T iE, Wilcoxon matched-
pairs signed-rank test ZF\3/z, ANVT7 7 F R &4
FERG RS & QRN IC O W T, MBI B L O
SRR 2 iV Tz
i) BITEE OIS ANV 7 7 F F{E O FEHE 13
HH D0 BARMmIET L TE Y, (DIMEROBED
b 2 BHE TIEBAEOE - EE IR LA R ICIE A v
77 F REMEL %5 2 ERERER S Wz, 3 EROD
BEFEEIC LD, MEALV 7 7 F NI EE S
BEWETL, MDA BRRKERICERIC AT 2 2
EDTER S NIz, BERGTEMNTCTIE, WK 2
MEANVT 77 MEOHR E HREICHEES 2 D3,
MDA OH#FED AT 2 Z LA 12,

(fiam] AWoeiE, ETEFEOMBEAN T 7 F FESR
WO MIREMICELT 2 2 &, %72, ZOREMKE
HOMER N7 7 F FEEDNBRILA bV AD LFICH
HT 3RO THL ML, ZOE»®S,
EA MV AD FRBMEA L7 7 F R BE OB IER T
27D 5 BAREMENTRB I NIz, MEANT 7T FE
HELBALA bV RGBT B OO R FERE 12
BE S 2 W REE S D 5 12, T oI 2H7-7%E
BEORAESLETH 2 L Bbhi,
GRNBEDHERNES)

ANT 7 F FIEFIMEY) REABZMHKT A7 4 >~
THRREOEERSTH Y, MFEANLT 7 F FIiZBIk
bR, MREERE, M/IMREESEICRET 5 2 eh
AR EIN TS, MBEETEE TIEETFEHCHE VI
HANVT 7 F FMEOETHSEZECZY, LINER &
B B AREME DS ST B, AWTSETIE 3 D
BEITZEIC & 0 BT R IC 3B T 2 BERMRAEE O I 2

W77 F ROETHREMES S Z L, MEAV

77 F MEOERTHFOMHEZER L Lz,

B MR B RN BHEEEHETE O A4 SR MR A T 8
THRAMEHE AR L 2\ W O55 R IR L 7z, IMiEY > 7
WX, SEFIEEREE, 187 A, 367 A OK S THIX
Lizo MIEANT 7 F FHIEZE L LT, MEY 7
VX IREME 21T ki, AT 7 F KRB
DYVVANVT 7F FZEHL, v ) v 7 ALEY —
W —BiEE A A S ALTRATRER A S e (MALDI-
TOF MS) wCaFEX2ME LIz A7 4 T4 F
LY THEDALVT 7 F RO EINE 0, %
O ZMIFEAN 7 7 F FEEELLETHE L7z, G
AT 7 F FE LB 2 KT Otz », 2%
BER 7 — 5 & & b ICHEHIENT 21T > THET L 72,

ZOER, HEIUTORWmER .

1. BHBREOME ANV 7 7 F FMEOFEHHE IR H
D50 %K TH Y, LIMEROBENH 5 BET
FEIEOMWEF CHK LARICIEA VY 7 F
EAMEL 7% 2 L DFEER S Nz,

2. 3FHOBHRAEICLY, MFANVT 7T FIidk
MEFEEICERIETL, LA NV A= —T
b % MDA BRI GEHRICERIC LA T2 2 e
x5z,

3. HEEHEENT TR, FREIRERNZMBEANV 7 7
F NMEOHER L EREICEE S 2 D%, MDA O
DHTHDZ EHIHEBAL Iz,
INSDFRERICED, BRILA v AD EFRIZENT R

FHEBT2MEANVT 7T FEEOMHERTFICKED S

ZHREMED R Sz, MFE ANV 7 7 F NEEE 8

{EA b v R MBGET 8 O LI ER FE I BE S 5

AJREMEDS B B 728, TN O IIHT 56 R R IBRREDR

FISWETH B, KGR, BFEEICB T 50 A

V7 7 F FEEICNT 28 RBEEORFED 72 O

EREERZRRLTCWDIEHEZ NS,

EoT, FHE, BIEE B TRM RN
L T2 % b D BTz,

NFxB2 gene as a novel candidate that epigenetically responds to interval walking training (4 > % —
PNV b L= IS LI 2 1T 4 v 726 C SR RS, NFxB2)

5

EGHEXDOABNEER)
Physical fitness has been reported to decrease the
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risk of lifestyle-related diseases. The present study

evaluated genome-wide methylation under the
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FHEFAE T

hypothesis that interval walking training (IWT)
imparted beneficial effects on health, particularly by
epigenetically ameliorating susceptibility to
inflammation. We screened DNA from peripheral
blood samples via genome-wide microarray for
genes whose methylation was affected by IWT,
paying special attention to promoter regions, and
identified over 40 hyper- or hypo-methylated genes
following IWT that were not witnessed in controls.
We next selected genes in which the degree of
methylation change in the promoter region was
correlated with energy consumption following IWT.
In this way, we found the NFxB2 gene to have
increased methylation in multiple regions of its
promoter sequence following participation in an
exercise regimen. Next, IWT-induced NFxB2
hyper-methylation was confirmed by a quantitative
PyroSequencing assessment of methylation in sam-
ples obtained from independent subjects who also
underwent IWT. The increase in NFxB2 gene pro-
moter methylation by IWT indicates that this regi-
men may suppress pro-inflammatory cytokines.
Thus, these results provide an additional line of
evidence that IWT is advantageous in promoting
health from an epigenetic perspective by ameliorat-
ing susceptibility to inflammation.
GRXBENERNER)

4 ¥ F = VAR, EE L, EEEEREEO
UG, O OUEEICHIRNDH S Z LB S pIE T
b0 AV —NVHEE I —=2TICES>THELD S
J LD T 2HBICOWTIE, I THLS»
W8> TWiR, RERIFA ¥ — Vi v —=
YN KD A FMEEALE R SR T ORIE 2 H 7,

BERFESNMEB/EHERE L LT, 45—
BBV —= T EER LI, 64 ARA v —v
BV —= 7R, ARRESHBUOR 2R L LT,
40 H AR O Wit 2 JEEn e, A0H DI bz EEit e L
Teo A ¥ F —rVEHHE bV —= 2 RO 2 [EIERIL A
T, IR 7Y > 7 v h 55 2 4 DNA ot
#{To7zo My —=27HiDDNA % Cy3, b —=
> 7% 0D DNA %2 CybTI_NVL, ¥/ ALT74 KD~
42707 VA REBRTA T NAKE T 2 BInT 27 ) —
=T LTz EBWRHIDA 7 — NV b —=
TRERE TN —T WD, Eie s 2 F W LHIEET
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brftuy—r7 T AFEERG, ¥4 7u7 V4%
Bl & DFER % FHlICHREE L 72,
ZOFER, RERIZROFERZ2E,

1. A4 7ua7vAERTIE, 133MFEOEETD A F
MEDA ¥ 8 — VBB X > TET 5 2 £
Mmolz, ZOIBEEEGETICOWTA Y b a Y —fF
W ETV, X FMEDEE) L IR F 2L Tz,

2. AFVALEEN 0T —5 —EBTELC T SHE
GF 280 L, X F M ALDOBIEA T L ¥ —
HEEICHEBE T 2 B2 I DOV T#T L7z, =1L
F—IHER AL T X F IR L B8 fm Tk
HELT, BAT2, & NFxB2 T®h Y, X F Vit
W Utz s 71 SLIT2, NKX2-5, TBXIS &
EGR2 TH -7z,

3. NFxB2 O 70— —fHc1Md0 7a—7%
EER L, X FNMALEB R~z 25, ZTDW I
DRI TR FMALDA > — VAT X D B L
72 8512, ZOHTI OO0 —7IZHET 288
B 2 FALDBETR DY T 3 L F — IR L HEH

BEICHBET 2 2 39 o 72,

4, Aoy —r Y AEBRTHEMCHET LI 2 5,
NFxB2 O 70 % —% —{HB D 2 F )L T 5
ZEERRERTE I,
DUEDEERLY, £ 27— NVBH L —=2 71

&£ 5T NFxB2 LT A F MU T 2 2 030

5720 NFxB2 BT RRED~Y A Y —#EETFTHS

ek, ¥lTEY AT A4y AENTRER A,

A 28— OVHBITIRENZIRE b2 o L, #FEE

RHET 2 LE 2 oNlz, ZORER, BEWLTT ORhE

EIEY AT 4y 27 AOME» S S I LTzD A

%5, BTN O D OFHE T 5 fHE» D

BRER R ERBT2HDTHY, S, FHESE

WHEBT 2 s s, ko T, F&, EIEIT 3

LU TR 2 AR & U CliED B 5 & D LB Tz,
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Superficially located enlarged lymphoid follicles characterise nodular gastritis (ZAEPERERY) > 7 ¥)E

JalZBILE ROFEETH %)

M~ £ B

GRXOABRNESE)
(& e BHN) BILE &3 Helicobacter pylovi J&Gs &

BEE L, EEOHLE NHRSRE CRIESS 25—/ NE
PR YL L CRIMROMEI #2325 DTH 5,
HRREERNCIT Y > ORI £ 5 L ShTwb
7, ZhzEIAAT 2 EENEITIIHRE SN TWwRy,
—77, EENICE T SO ) SEROFEER, =
N EfIFR (high endothelial venule : HEV) Z4-L
7oV YRR =S Ik DEERI IS, 208
ERREE LT, VY NERORMNCFHILT % L-selectin
X, HEV OIE N _RIcFH T 2 ¥E8{ T H % 6-sulfo
sialyl Lewis X &f5& L, VU U /NERKk— 3 > 7 DORf]
DEEFEICE 3, 6-sulfo sialyl Lewis X OGS 1%
mouse endothelial cell antigen 79 (MECA-79) itk
L OREERE NS, £72, adBT7 integrin 2V 4> R
&7 AR T T d % mucosal  addressin
cell adhesion molecule 1 (MAdACAM-1) ¥ [RIfRICH
R > SRR HEV W RICRERIICFER L T
w5, L-selectin V % > F fE§{ %> MAJCAM-113 B4
iV v~ F, BERRERE, REEERE BCORE
MR 72 8 OBMREICB W CHER T ICHRE T2 2 &
PIRE I N TV D, S, U > PEEERE s 5L
BROIREFRICESE L TWwih S nEIHL»ICT
pZrzEMEL, BIBROMBHRECE T2 Y
>R O E = AEHE, S 512 BB B ICE S
3 % MECA-79814: HEV #11%, MAdCAM-18514
HEV KRIME O FEH % & FHC T L 72,
Ot & /5] BILE R BEIBI, ZHhErEE K BH6S
Bll, H. pylori BEMEIER 2 > b v — 3161 & D FRELL
T RERR 2 LT, U TR O, KE S, #
EEAL 2 RET U 720 % 72, MECA 799148, MAdCAM -
19udk, M8 N MR % 783k 5 2 CD34¥ifk %= fl w7z
RIERO BT o7z, & 018, BULEROMBMAE R
WEEIR) 1@t L C a4B7 integrin-lgG ~ 7 o AR
FATEAZAVEEER 21T, HEV RRME
O MAACAM-1EB B T & L TORELZH
TLDED DEBE LTz,

(RER] U > IR BB R, FEEE R TR
RO SNL» oI, WHEREIBER THRIIKE
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molz, EHEI Y b — TR NERIZIZEAE
RBORpoT, 612, BIBRCBT S > 9E
EZEHEIEE R H L, REEEAE B U 2 LR
B, FIABICHBERBICOE L TWwiz, adfT
integrin & f5& 9 4 F4EERY 72 MAACAM-1[514: HEV
BRIME XBAVE R, FHEEER TR0 onizn, 20
HIERBEE I WHE TE TR oz, —7, MECA-795
7 HEV SIME X BB R TERICHEML Twiz,
(fsam] RAEMEER Y > UERE B HLE 28 O R
L Th v, MECA-TI9E M HEV BRIME X BLE &
DIREHO—EICBEE L Tnwd tFE 2 55,
(RXBEDHERNER)

BB R, FEELENRSRE CTRikESIC/ME
PR N ZE L, BIROMBIZET 20D TH S,
AR IR ) > SIEROBIPERIC &L 5 L ShTwb
2, ZNEFET 5 ERIMNTIIERE SN TRV,
—77, AN B T 2BA~D Y > SEROFEHIL, &
Nz ##E Ik (high endothelial venule : HEV) #/L
FeD URERR— S vk VSRR sNnE, FDk
O, KFETIE Y > UEIEEE L SIS R OfERER
BAZBEG L T2 E S h, Bz »o kBB S
T 2 m N EAFERIRERIMAE O FEBL B U CRRET L 72,

Y VSERR— S U I L TR, MfkTIcEET 5
HEV QIR E i) v RERDSEEE T 2 B 03 ]
DEFETRY o, TOMHAEFRELT, U ¥/ EKD
EHICFKIT 2 L-selectin & HEV O IMAE W 7 F iz
FEI T 28T H % 6-sulfo sialyl Lewis X 23E&1
%, 6-sulfo sialyl Lewis X DFEEkEE 13 mouse en-
dothelial cell antigen 79 (MECA-79) Fifkic k& v
b, 7z, adf7 integrin 2V H 2 K LT 5%,
IS 2> F T & % mucosal addressin cell adhe-
sion molecule 1 (MAdCAM-1) % [E#fRIC HEV K7
FICRRINICHEBR L T2,

BIUE 29901, ZEHEMES K656, H. pylori EEIE
By o — 31l & D BRI L iR R 2 b
D roNIERROME, KE S, FERMERE L, %
7z, MECA -79%t 4, MAdCAM -1#1 &, CD34#1 44
(MENERfE~ =2 —) Z2HAnlERE 2T,
HEV BRI O, A I [EER I B8 5 MECA-79
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Bk & MAACAM-1BHEIME O KBl 88 — > %
WES L7z, & 512, BILEROMBRIE (GREYIR)
5f U CadfB7 integrin-lgG 7 o " BEF X SEO R
-5 £ 2170, HEV BRI - MAJCAM-
INEBICEESTELTORELZE T 205 0%
MEF L7z,
ZORER, M IEROFEmEST,
1. Vo RlBUT BIE 2%, ZFHEEE R TEFED
o ey, EIEEEBIE R THERICKE o,
2. BIBERICBIT 2V > P8I St S 2 g
L, MEEGRRBICBT 2 HENEL, i
R E I ALE L Tz,
3. MAACAM-14: HEV B X B ILE &, Z=HE
HE R TRD SN H, ZOHBSEE IS TEI

ey
B

v tze —F, MECA-7981E HEV BRI 135

LS & THBEICEIML Twiz,

4. BUEROMBME BT 29 2 adp7
integrin-IgG ~7 v " HEF X T EAE H V-8
BFEBICBWT CafkFHICREMICEE LI 2 L
» 5, HEV BEIME o MAAdCAM-153 5B C 55
NTELTORBERB L TWS Z EDHBIL 2,
INSDORERLY, REMERY > I SIE

K OMBFEMTH Y, MECA-798M: HEV #£If

FIXBIERORERRO—HICBESE L TWws 52

5Nz,
ko TFEHE, BIFEIZ—L TRRIEZEMFHLE L

THED B 5 b D LB Tz,

Effect of herpes simplex virus vector-mediated interleukin-4 gene therapy on bladder overactivity and

nociception (HLFI~NIV_ZA 7 A4 )V ART &7 —% H\ 7z IL-438475 7RIS B T 2 PR B G E) &

PIRNDRR)
oo g E
X OARBENEE) RIZOWTHIZE 21T 72,
(&5 & HiY] SRS B = 25 & 3 2 HE MR Mkt L O] O SD 7y FE2Hvni, v 72

KRB EIRIERRE & o R BIIERAE T, O
FRADEI D%\, Linl, ZHE TOWIETRIE
A S h A OGP HOND XD RY, KiEE
MWz 52 eds, ZOREBOWHFICORNDAUREEN D
52 ENbhroT&z, —F, Interleukin(IL) -41%
PRIEYA M WA Y THBIERHMONTHER, %
DOFFIANE T2, HFEE U CERT 2 1213 F 5
ERnEER Y, i, @HRG TIIHEL SEWERMD
EL2Zens, BRE, BAROWBRCITHSNT
WERVORBIRTH 3,

oz ix, BN RATANVZA BT A b A A
VRS R BT TR S ¥ CIRE T 2 FEOESE %
W LT &I, ZDHEEE, BHAE % B - Jo Bl
WRAT ANV R EHEECER T 5 &, ROHERRIE S
AT USRS AN T 208, 2OV A VA IERE
OYIE Z AR &, TEHEBAL & BRI ET CRA 4
Eicblz>T, ZOWEERFKBRUGET 2HE 2L
e HETH B, 2% 0, FRIAVFHOERP LGS
X BEIERDEIHS W2 WE R RN 32 2L
WHREE 8 50

S, ZOHFERZAWT, BNV AL
W IL-4% M HoA B, B3 DT Bl <0 B Dt 12 S 5%
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FskD IL-4% FHH T 5 B~V A7 A VX &, T
Yha—nNVELT, BTNV —XYDARFEHRT S
B~V RAT ANV A% Ty b OBEMEEICEA LT,

FeE gl L O ELISA HRI2 T 7 AHK D IL-45°
7 v b OB & BARMREI CHRBIL TWw 2 0 HER L 72,
EERE DR 1Z, BEDRR CBIS 4 2 MR C fRiE 2 R
WMysvy=uzo rFyrEfni, K74V %
B 7 1HEEI, v vy R T BN
EMEZTV, InMOLVY =7 x5 by > TH
PGB % R UL R T o 72, E 72, B0 2 38R
BICHIET O TSN 21T 5 720 3uM OV
V=77 MRy rRBERC IAMEATSEE, Ty
METF2BEWTYT L &3, LRTOWETIE, Z D178
EBERE D SRR 2 & o E R E N L T 2 &
DBHEAL TWB, 2Dk, T ATEIZEHZEHE L
Too o, VYT 2T bEY U THIBBEOBENKTO
RIEMEY A b A > DOFIE, BEREALREER, Myeloper-
oxidase (MPO) ¥HMIC & B EFFEROIENE S HLEE L 72,
(RSER] ST, BERE & B AR A otk M e
WA NWAWBBGEL T EDPHERS N, £z,

ELISA Zic T~ v AWK IL- 43 B & BEb oK
PERRAE T b 2 BIRMREET CHEREICHML Twiz, IL-
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FHEFAE T

4% F T DB AN RATA N ABER ST v
FTIREVY=7 27 MFyU2ERL THHERMERIE
FkER T, BEREEEENIHIH S L, BRI  21TH)
PRD UTze 7o, REWYA b4 THBIL-18
EIL-21F¥ML o7z L LD S, IR
EAT 5 ESNDHODITENIME CEV Lo Tz, L
V=727 b FYUTHEMERET S, BERERET
DOIFEGRHHEEL MPO Wb FRT 2 2 LMo h
T n, IL-4%HET 2 HMANVRAT A VA%
BRIV Ty P TEBNREENSE Y Aoh T,
MPO & &< 2> Tz,

PAEDOFERD & IL-4% FH 3 5 i~ LA w7 4
NABBGE 2Ty N T, VW=7 =zF bFv >
W & B ERRIER b RIESHIHIE 2 2 EER S L
720
Uiam)] IL-4% FBL 9 2 B2 7 4 v R % B
BEWCHEAT 2 &, IL-403ERE & BEBE O KO R AE T
H LB CHREL, REEORIGEZET IE,
BEBER 2 v ™| T VBT B BEEETEED & B % 4
HLIzEFz o,

ZDZ e, IL-4i2 & 28R TIRED, HEIRPB
P DHT L W IREE L 2 2 AREMENRIB T 2 D TH
%o

(RBXBEDOHERNER)

SEPR S BEIGE % 5k & 3 2 MR IERE I 22 B R iE
BRE & v o TRBIERAMY T, ZORRIERM OIS
WEwn, L, ZHETOWTETHREEY 1 oA
YOREGPHIOND XSk, REXMZ S &,
ZDIREDIRFE I DO N D AR D 5 Z L b5
T &7z, —7, Interleukin (IL)-413Hi8EY 1 ~ &
AV ThHDIEDBHMONT VLN, ZOFFHLE
o8, WL UCHRT 2 1B iR EsLEE 2D,
F7:, EFREG TR REWERABEC L 2 Enb,
FEEE F, WADOEREIIZHL SN TWRWOBEIRT
BHo, ANASIE, HANLNRAT ANV AEHNTYHA
b A R 2 R CHRB S TRET 2 HEOR
R HE L CE T, TDOHEEIX, HEgE2E S
BHHAV AR T A )V R B BRI R T 2 &, KO
R R DAT UBRARMIREENC R T 223, 2OV A VA
WHEREOYE 2 AR &, AL & BARRETT
XK 4TIz > T, ZTOVEERB LT 2 HEE%
FHALIFETHZ, 20, PRIANEOERPE
G5 X 2EIERD GRS 0 2 W % RAnc s 3
3 EDHREE 8D, S, ZOHBEEHAVWT, H
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WAV R 7 AV A IL-4% AR B, BEDERIE )

LD I FIE TRIRIC O W TS 21T 5 72,

D SD 7 v b 2w, v AHKD IL-4%F
W B Hfi~L_RAT A )AL, avbua—)E LT,
BHZI N F—YDAFIT B~V AT A4 )V
A% Ty NOBEMEICEAL Tz, RERGE LV
ELISA 2T~ ZAHFKD IL-4287 v b DFERE & 1%
MRARRET CHIBLL T 2 2HER LTz, BEREORIEIC I,
PR RIS T 2 M CAE R T 21y =7 =
ZhNFYUERERWE, HEUA N RGeS ¥ 1M
g, vvy R TICBERNERERE 21T, 10
nMOLVY=7x7 hFy > CHEMRES2HRLL
W EIToTce 7z, RO 2 BERH%ICHEE T OfE AT
BRIIE 21T o720 3uMOLY =7 2T P Fy v
2N 1 OBEATSZE, 7y PETZAWTTL
o8, LIRTOWISETIE, I OFTENIEER O KU ERRHE
PEDEBMEENLTVWS ZEPHBHLTWS,
Dz, T MTEHEBEELKR L/, F72, VY =7
=7 b F ¥ TRIBER OB TOSIEEY 1 v A A >
DFEL, BEMEAHLER, Myeloperoxidase (MPO) ¥
PRI & B AFHRBROIENE b K L 72,

Z OFER, IO ROFEREE T,

1. SfEge s CHERE & AR ETIc G Ly A v
A DFFAEDTER S iz,

2. IL-4 2RI 2 HMANVRA T AV 2R L
727 v b QR & BIRHERET T, ~ 7 AHKD IL-
ADHERR S Tz,

3. WZ v ME, V=T x2T b FyC kBB
Btk b PERR MR S TR I S o Te,

4. HJZ7v ML, BEHEERO T AMTENEREC
WA LTz,

5. A7y bCTW, v2=7 27 FFyrTENER
WUtkd, RIEEYA v 24> THBIL-18 &
IL-213 80 S 7z,

6. @7y TiE, V=727 by TRIEED
JEE R I SR L, MPO fEMEE B ICHE & ke,
IS DORRICE D, B~ RZAHKD IL-453

JEERE D RO RRAE & BERE THIAL, SIEMED KIIG % 35

YE¥, BEWAET Y N ETNVICET 2 BEHEES) & B

Peim 2 8H L7z e FE 2 oz,

IL-412 X 28R THRED, HRCHEEOF LW
GIREE & s B ATREE R R LTz,

EoT, EHE, BIEF—HU TR RN &
L&D % b D EFBD Iz,
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Elastic modulus of the femoral trochanteric region measured by scanning acoustic microscopy in

elderly women G I BHMEE 2 H W CHIE L 72w MO R s 75812 31 5 BpER)

N
EXDABNEE)
(5 & Hi] BHRRE IR 3 2 KBRS BEF58 r

%, EEDO QOL #E L {IET a2, £FABEH
DFEEBULLFZL <ML TBY, FAEFTOTHIX
), EERENCERECTh 2, FETOFREEE
X, EERAEICBOLTHERE LB ICELIENT 2 2
ERHIONTWEY, ZOHBRRHTH 2, S
TR BB E WM 2 e nlET RIS LD,
e B 2 0D KRB i D S SR 43 A (2 SR 7 R
PR R In B N2,

PR R O A 3R] s SRR & 0 it L 7o KRB i1
BB 7AEA (Lot 7 HEAR, 67~88%) EXRE LIz, K
B T 2 R YIWE 2 v cyIh L, iRiEE
R T Uk U CRRE LR caRaE Lz, 20
K % HEFERE R O T E 5714 7 > NRL T
CHEL AR ZER L 72, REFEEFHIMITIE 4
mm DHE T A > TEHBERRIZ1I6T 1 >, ETFENEIT
X Amm ORIE Z A > TEMECI07 1 > 25
fie LT, MEREMe (Hi a8 H-SAM)
MW, 200 MHz O B8BTS, HE 2 HH
T BRRCLEE & 72 BRI B 1 B IR ERE IR O35,
R Ie ERFHEIL T2, 155 N7zEHRIfED & B EER,

M E S OREEME R, MR, BEOEEEH L

CGCEIWE-E-g0F T FiENEwN L4 REa IR e
14.26~22.53 GPa, W{HIT23.4~35.28 GPa, ik
F KRR R F I A C©5.07~8.23 GPa, Wl T
8.52~13.38 GPa Th o 7z, U E OMEFHMEIR T AR
5 ¥ 5 4] T14.84~22.55 GPa, I T18.27~
28.17 GPa, M5 M3 13 K BR B s 75 4l T5. 24~
8.18 GPa, W T6.67~10.5GPa TH - /=, L EH D
SR 3R RS B TR AMEN 0. 35~0.59 g/cm?®, NEIT
0.55~0.81g/cm®TdH > 720 WHHE O BE I KRE
HE T35 441 T0.38~0.55 g/cm?®, PI{H] T0.45~0.67
g/em* Th o 7z JMAREBEER & PR B B TRtk
RAE & HE U 7SR, 10 EoEARIC s W, 4]
BRI OMEHMERE, BRI SRS & ik L CF
BIETL Wi (p<0.05), MBS E I B W
CHTALHR & AT E THREPESRAE & Fl U 7255, 805 A
Lo 3ERIZB T, IAESOMFEEMESR, MR
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rXE Z

EA & L CERIET L TWwe (p<0.05),
Gisim] ABFEDOfER D S, TR EOEARIC B LT
VR ME R B 0 B SR IS HE AR & RIRREE I & CE
TLTWw3 70, SMULEEEICE T 28EEDET
X B O E LB S L v B TR RIE &
Nize 72, S0 LD 3ERIZBWT, JMIBEAIYE
FREEHOHERNMET L Tnizss, Z5 121k Wolf
DIEANC & 2 BBINOENHEES L T v 2 WJHEMEDR
Wiz, SEIOWTE THERMEIMET L T KR
BIE T O MA BB R & M AL 5 I KRS
BRTEREIT OB L —B L TB Y, ZhsDFH
R D PR ORI Rl 20 I B8 1 2 RERE 75
BITOFAEEE ORIMBAS L T 2 AfREME D RIB &
niz,
FRNBENMERNEER)

BHFRIE ISR 3 2 KEVEIZTEEIE, minEo
QOL 2 LXK T & ¥ %, E-FABEIOFRELRILT
FZELIEMLTBY, FEERFOTFH e, EE
RECEETH 5, FBTOREEER, &t
WWBWTERE EDITHELLIEMT 2 2 86T
W3, ZOEHITHTH B, RFFETRARZ, *
OMHZEAT 2 2 L 2 HIVE U CEE I EMEE *
WieHT e R PIEFEIC LD, SO KBRS
DS BT SRR ED R v RN, K
WHFE TSI FAZEMR & 0 #§H U 72 RER B R F50 7 1A
(M TR, 67~88k%) Z#XRE LI, KEEBET
A EEIEE ALy L, wSREEETRT
I KRR LRSI cARaE L - 0b, ZOXREE
EEHERE % W CHIEERR & 71 7 & > RRLT CHH
{EUERZFRL 72, KBS A M Tl 4 mm
DRIE T 4 > THERIZ167 4 >, ETFERMAITIE 4
mm OHIE Z 1 > TEMFEI107 4 >~ ZFEEA &
LC, BEEmEmMet (H a8 H-SAM) % A
W, 200 MHz O EHE#CHMER, BE2HHT 2
BIZ LB L 7% 2 E R B T 2 IREER R OFH, K
B3R ERFHIU 72, 150 NcRHEMED © & BEEE,
U E TR DM, BRI, BEOEEHEH L 2,

Z DFER, MARIROFERZE,

1. BEB OMEHEMER IR SR M T14. 26~
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22.53 GPa, I T23.4~35.28 GPa, fHflERITA
iR i T B A4 T5.07~8.23 GPa, Wil T8.52~
13.38GPa Th > 7z,

2. VB OMEHMER I KGR T 5 A T 14,84~
22.55 GPa, WIT18.27~28.17 GPa, HEHMERIZ
KERE SR TFERSMAIT5.24~8.18 GPa, PfHIT6.67~
10.5 GPa Th - 7z,

3. T LD 6 EARIZBWT, KEEFIEFE O
BB EE OMEHMETR, BRI I3 PIERER & H L T

BEIET LTz,

4. 80mLA LD 3EARIZB VT, KEEFEFE O
ATALEB DU E A OHEHNESR, REFRMEIRHSRALES &
H L CHEEIETL Tz,

L EOWFFE CHMERMEIMET U T 7 KEERE T

DHMEI BB BB & AMALT AL a8 1 KRR B i TR

P OB E—BL TBY, I 5nOFHBSOM
HERDOE T XEHLMIC B 2 KEEETEEIT 0%
AEIE OIS L Tw A ATREENRB S iz, &
[ DOWFFEHRE RIS MEH FHZEAR & 0 i U 7o B s 0
LEERTHY, EERCBT ZFHIITIE RV, RBFFED
EERATER L, SEIOREZ I X 2 EsrEEdro
FHICIGHT 2 2 LI X D BITORERE2FED S,

F 7 IRFEIROH L WHIEEOFRFICIGHTE 2 L v
SR ETHD, PLEICLY, ZhE THIERTH
Wi 2GR 2 EO KBVEEFE O K E S &
HiE OB RESL BRI M OFHE A 2 S TE D,

BREZHCEZR DL bDEEZ N0, FH,
BRI —E L TG 2 2 A & U CilifE2 d % &
DERBDIZ,

Alpha;—Adrenergic Receptors Mediate Bladder Overactivity Induced by Cold Stress in Rats with
Bladder Outlet Obstruction (FHBIREEPHZEE T NV T v b D2 A bV AHEFRPEK M IGEH)IC B

F % anZEARDIRRENIRHIDH5L)

H
X OARBENEE)
(&5 & HEY] BISZRRAERIE 2% £ O T ERIREEFAZE I £

2 EREE, PeHikEE, BEREERZ £ O THREIE
ROWEEIE, RIZWCH L OHESD 5, TEIREE
IRFERET & LTI, THEREEEAZEC X 2 B0
EDSBEREIMGR O T %2 5] &8 Z UBEREN OFERAS, #f
RrreEET2LLbIc, EEOHRTIIHEVHE
PRI BERE U 22 Wik CAfEoE b s 3 2 & TIER
BEFINZEEZONTWS, 20—, (KRR
~DOZEL, DD ESHIEMEZ T 5 LIREYRE, SR,
R 7% £ O THIRIER 2 T2 2 23D 5,
UL, ZERHRIEIC X - T & 2 S 12 TEREGE
ROBFICOWTIE, TSNS L, TEREEEZE
TlX, BRI L 560, EDX ST 520
YOS TOEVODBBIRTH 5, AWFFEIE, HiZ
HRAEARE 1 F S T EBIREESEIR O FES RN X 3 2 BEFP
ZRRAS 2 72002, HISCBRIEAHE I & 2 TR P ZE
ZERLT2 T v N ET IV anpa SRS 2 A 45
WD+ 7 P EY LV ERAWT, aRBEMRZEED
BEBERITRENZ D W THRET L 77,

URRE B O3] 10386 SD 7 » b 2> hovLE
Y — VBN CIES 2BEEL, RE%2F 2 -7
EHITREER LI, Fa—TDAaERELHBEL I,
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Z0%, 4HEMEEEAEL, THREHZE (BOO)

ETNE LTz, &2, REEREERL Lo 28 %20
FiiZ v b &L, 4HMOBEEEFEHER, BOO €7
IVTIXPAZE R fEBR U, BEMEPNERIE O 72 9 OREBE
BT —TIVEHEALL, 2OLE, BHREEN2-5
ml #/"3 7 v % BOOZEHET VL L THENAE
HE AWz, BEAERER S 7 —7 V&AL T
2 H#:, EYHBSHICEHIRCY T —T Vv ERFEL,

BOO Z v + OB ERIE % E i T (RT, 27+ 2°C)
T04r [TV, FEHEOBEA MR E Lz, T,

0.3mg/kg > 7 bEY IV (n=6), H 50, HIHE
¥ (n=5) REHIRL V®EG LT, #5508, 7
v M EHEPPIEET (LT, 4+£2°C) BTL,

BEDENFERIE % 4000347 - 720 BEENERIE 2175 72
BOO 7 v ~ LIEEMfE L TCOBTMT v v (n=
8) DMt L7z, MLzt E v 2L,
FI1/3DBEHEARE 2> & ara & ard 2R mRNA OFEH,
VROV EIRITL, BD ORISR LT, and 2 0il
an IR, Ay b = VEETFEER TR
(CGRP) #ifhk % Fiv> 7z — B it 2 175 72,

U] TEREEAZ @ 4 8%, BOO 7 v I+ (n=
11) ZEEREIE, 77 FEYLVEE (h=6), XMHEE
(n=5) T TR 217> 1o XMEEE, 77 bEY
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WEGHEE b ICER» o RIRICBITT 2 &, BWEE
FEOBRZEM, 1EHREROERRET, KU,
BERAROFERE TSRO oI (FhZh P<
0.0)s LL, +7 b EYANEBREHDKE~DBIT
WES s OB, oHIREE L T 2 S FREIC
flShTwiz (P<0.05), THEBIREEEHZEZ v b FERE
BT D e 25 mRNA OFB I, BFERZ v b
LEDNEPoT, L, TEREEEZEZ v M
B2 e ZBE mRNA I, BFMT v b EHBL
T, BELEFERER LI, THIREKEAZEZ v bEE
T® CGRP BBHEROEMRE LD annZBEEROFEBLIL,
BFMZ v VB E DERED S hrolzs LL,
TERIRIEEAZE Z v b BT D CGRP Bkt e -
D aZEEFBE, BFM7 v MEN LD bEFHEB
LTwaEm%EZxR LIz,

[(BE] ChZTCOWME»S, WA A MLV AFEFKEE
PREEIEENC 1L, ROHERBECHHE Ly =7 =7 b
F v URBREMMER) OB IRE S TWwS, k72,
an SEBAIRERZ AR, HAREROLIC & > THEBL LV v
WIEEDND B b OO TERREAMEHICHIL Tvw3
ZrbHEINT VD, Friz, BIICRET 2 o
AR AT, ROHEMREERICRBIL Twa 2k
DEE SN TV L7, KR TIEBERAND a5
MREZERICER Ules THEHRBEHAZETIE, a0
2 A mRNA SEHESHML, CGRP BiEsR
PEHHEAIIE B D anp SOBAREZ AR DSBS T 5
THEDFED S5 MTze F 7 b E PN anpa S BHIREZ
FEREWFED VD EDTHY, FRHT a2
T 2 EAEDE V. LIehS 5 Ty anpa SRR
ZREENT B2 A NV ABFHMIER S -
ZrEYLVTHIHIS I EFZ N,

IS OWIFERERIE, TEREEEIZEICHEI W R A b

VA & o THEL 2 THIREIEROBLOBFO O &
DELT, e RBMRZEEEN L IRESTFLES
L52ERREL TV,
(M) an ST IR 1L, TERIEPHZEE TV T v
MZBT 22 A b L APRER T E) O —HB 2 405 L
7eo Flz, THEIRKSEAZEE TV T v b Tl ara SREH
B2 mRNA #HE OB, CGRP iRl
TR T D anp SRR SZ B AR FE B O HE I [ 5378
WoNIz, THHDI ELD, awREMHRZ A
FTERRESPHZEIC B 1 21 2 A b v AFEFEMEHER A
WEOHIENCES 3 2 2 LR &S Tz,
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RXBEOHERNES)

WIREEREIC B W T, BNZBEREZ EWCE 5T
ERPREEPAZEIC & 0 42 U7 TERRESER DR HIC I, R
PPICE L OBERD D, TD—DL LT, FEEREIZ
Lo THIER I SN2 THIREERIZE T 55, K
WFgei, HISZBRAEAE I & 2 THRERIESEAZE 2 1 L 72
7 v MET NV E W TR S 2 B EERE I D
WTH L7, 8512, apnSAEEWEF 7 F
YNk RO T EREEAZEREI C RIS 5 aZBHE
DEERERIRENT D W THRET L 72,

10;8#E SD 7 v » OIREEFEEE L, TEBIREEEHZE
(BOO) 7 v d&EE L 720 BEEEED 2 -5ml 27K
3 BOO 7 v + ZBEMNERE AWz, BOO 7 v
b D BEBEAFEHIE % i T C2050fiAT 5 720 i T
0.3mg/kg 77 b E PN DH 5\ I3 I & SHE R &
DG LTz, #5 5 DHBEP KR I BAT LB
W HE I E 2409 9T - 720 BEBENEBIE 217 5 72
BOO Z v b LIEFM E L TOBFEMZ v b O
ZHEM U7z, WM U7 BEMERR 2 & ana & a2 BE
mRNA OFBL L~V Z BT L, 5D ORI LT
and %WV anZERGEE VY b = VEEETE
HARTF R (CGRP) Fifk% fvw iz ZHFAE ARG 6
21072,

Z OFER, IR ROFER 2B,

1. *fEEE, 77 bEYAREHE D CERD KR
WCBATT 2 EEMEIRIE OB R MM, 1 [EHERM
ROBEEZET, RUBEEROEEZETIRD
5hize LL, +7 b EVAEEHOERADE
FTICHED 2 s ORI IARE & ik 9 2 LRI
s iz,

2. BOO 7 v MEMIZB T 2 a5 mRNA OF
RIZBFMZ vy beENholz, LrL, BOO
7 v MEMIZB T % a R mRNA &, #BFiM
Ty M EHBRL CERERETH AR LT,

3. BOO 7 v bt T CGRP Bk vt _E o
anZHEEROFHIBFMZ v BN & OERD
sShghrolzo L L,BO0 7 v hE T CGRP
BRI B D annZBRFERL, BFHZ v b
BERE L D HEFEIRL T A EAE R LTz,

IS DORERELD, THEIREEPAZEICHE: S FaHEuC
£ o THL 2 FEREIEROBALOBEFDO O ED L L
T, aZBEWENLIBERD 2 2 ENRB I,

PIEXY, F#E, BIEIZ—L TR 2O
ELTCifEDSH % b D EFBDTz,
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Relationships of obesity and diabetes mellitus to other primary cancers in surgically treated gastric

cancer patients (FIEUIBREFICE T 5, MEHD L < I3PERPE &, fbhEdmEiE & oBHM:)
A X B

EXDABNEE)
(5] BEAEICIES &% LR EEEL S0

T2IEDHIGNT WS, M EREREIS £
FRBORBICHEERD L b T3, HEERE
BB, B RO MRS EEEA OB R R
L7z,

[rf 5k & 58] 20024E %> ©20104F £ TOHIM T, LHE}
2 CERETM 2 AT S N7 4350 2t R & LTz, il
MEEBOME L LTIE, MENcIE N b s
e, Ml CT ML HifT S iz, MiiRiICiE, 62
B#oOMES CT M, 14#0 CT ke Lt
HNHSEMRE, TS NEHSRE T S 17,
Z 0%k 1 FEO CT Midr, NSRBI HET S 1,
HEFTRSED o WS ED MR FHE S iz, 7
Y7 xu—7 v 7HRIZ39 A Th > 7z, BEREICEE L
TliZ, Body mass index #325 kg/m2LL_F o B % I8
WEEE LTz, Z2fERSIMAS & HbAlc I3 FHTRTICHRE X
M, BERIRD A 7 ) —=> 7B fThbitiz,

Uit ] il 25 254298 1310981 (25.1 %) KB » 51
oo [EIRFHEERDE % BEFMEIEL 1 FLINORR L&
E£4 5L, FRRMEEEREZO0 9.2%), BEEE
BERT66 (18.2 %) Th -7z, flasEEEON
FUF, ML RHIBH (34.9%) DL L, RWT
WIRERH250] (22.9%) EL < RBO oI, HER
figtm iz <, flilisas EAHE X mEE (p=0.001), HHED
R (p=0.02), BERBEEE (p=0.0022)
WELSRD BN, s IRFEHWISEEMBNT
(R (AR B AR O ML L - AR R F T
bHote vy X 2.215;95 %15 HH K 1.2007-
4.0850 ; p=0.011), HZZEMEMTIC T, [FIRHEEERE
B (p=0.0067), MEHERICZ<ED s (p=
0.025) TS 2HWFOHLERBHTTIE, NEHGIFRE
HEEEAEOMIL L IERRTFTh-7 (F vy A
2.354 ;95 % 5 #E X [ 1.1246-4.9279 ; p=0.023),
S BT IC C R E AR I E R (p=0.038), fK
WEHE (p=0.04), ¥RHE2E (p=0.0071), HbAlc
EfE (p=0.0496) <D LN, IS 4 HF
DEZEERATTIE, FEPRIR 13 B B S DT
LB TCh o7z (4 v X 2.680 ;95 %{E5HH
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X 1.0291-6.9780 ; p=0.044), fiiEepkAEICEIL <
&, FRMEEEEEE T 25, 25 TRULRBEL R
LCEEFEHHIBWTFRESIRETH> 2 (p=
0.04),

Uiam] B RIS b U < IEsE 21 5 Ba 1,

MlEER BB DOFAEICER L 2 TR 520, R

BEERIR L &2 3 2 BREEE OFM oM, W

AR RS b HIFIC AN A 7 ) —= > T 5L B

Thb,

BRNBEOERNES)

BHEEE TS ¥ & & LR EEES AT 5 2
ERFIONT WD, T EHRBIES £ 84508
DHEBEESH L b TWw3, BEEEIZBY
%, FEd & BERE O filifis ERE A\ OB E 2T L7,

200242 520104 £ TOHAM T, HEHC THEFM
AT S Tz 4350 2R & Uz, flifas BRI O
Re LT, WAncIE ERE e NRSiRE, MiEss
CT BREDHITE iz, IERICEIL TiZ, Body mass
index 2325 kg/m2LL L 35 % i & Lz, Z2fERE
1A% & HbALCIZ FRTIC A S, FIRED R 7 ) —
=T Thbiiz,

Z OFER, IR RO m =BT,

1. MHlRAREMREIX10961] (25.1 %) WD S iz,
[E P AR 034061 (9.2 %), FEFMEE R 276
Bl (18.2 %) Tk -1z, flERELERE DO NI,
HIERR R D380 (34.9 %) £ b % <, K> CTUbRER
22561 (22.9 %) L% LD Sz,

2. BZRMTICC, igHFERE I ERmE (b=
0.001), HREEOEREEEGM (0=0.02), FIKE
B (p=0.0022) L@ HHN, o 3HT
AT B AR CIE,  BERIR 1 Ml B
EOMN U ERAT Cho7e (Fv Xk 2.215;
95 %fEHEX M 1.2007-4.0850 ; p=0.011), HZH
fEetric <, [FREEREIEBE (p=0.0067), A
R B ol (p=0.025), b 2/T
DA BRI T, AL 13 R BT A DO T
LB TTh o7z (F v X 2.354 5 95 %15
FEXFE 1.1246-4.9279 ; p=0.023), HAZ BRI
THRIFHEEARE XSk (p=0.038), SKEEE (p=

335



0.04), BEFREHEFE (p=0.0071), HbAlc & (p=
0.0496) %L BOOHNIz, IhH ARFOEER
AT T, BEPRIS | R AR S AR DTG L 72/
BT Th-olz (4 v X 2.680 ;95 % (EHEX M
1.0291-6.9780 ; p=0.044),

3. ML T, FRFtERELE T 55,
Z 9 ThuE LR L C2EFHRIC B W TTFER
HThoz (p=0.04),
ZhoDfiFICL Y, BEEZECHERES L3R

xS a1, MESEREOFECERLRTN
EasnnBbhl, FCHERFECEG2ET 2
JE B E OFHMFOMA, MR 1L AIRER BT b HE I
ANTCAZ ) ==V I BB Thb EHFEZ 6Nz, &
[EORFFE X B EE IC B T 2 s EEREO Y 2 7 K
TRESHIZLIEDDOTHY, R LEOBEESEH VL
%z oh, FH, BIEIE—BL TR ZHA &
L CHlfENH % b D LGBz,

Low levels of high—density lipoprotein cholesterol predict the presence of coronary artery disease in

patients with aortic aneurysms (CKBJIRFEEZICE T HDL 2 V A7 v —) )V BRI & D

AOFPHINFTH %)

FRXDOANBNEER)
(H#] KEINRE L2 5 OBIAREE LS00 IR O — ik
MR fEHRAT LN Tw5b, ERICKEIIRE*E T2
BED30-70 % EHIE BN EHT 2 £ OGS H
%o FIBEESREINRICN 3 2 SBIFA %2 ifT S 17z
BETE, dERERZE T 2 2 LoEiH0IETER
WREDH 5 LmEIN TV 5,

L3> T, KREINRIE DT AT 6 E R o FHiff
ETLIEEBELLIIEEFEZONDY, ZO%H
BT 2 EEIRE S 2 G0 2 FHIRFIC DWW T,
INE TREDFIc RS Tnuin,

AHFFE TIE KRB (253 % S RHOFAR % 5179 %

BEICBWT, BEIGERIC X 2 BERAERE ORR
2TV, EEIRE S & BT 2 W RETF IO W TRE
1107z,
[F535] 20064 1 H > 520094E12 A % T I Mg A Bk
8, MEEREIIRE, H5VidmE2&0tL, FIEIC X
5 NTIMEESEM £ 7213 AT > 75 7 @i oT
TE 7% o T 251915 CHRET U 7o, Tl s 5L %
1%, R THRERARBEIIRE 6 cm DL, BEEAEIIRRE 5
cm LBy U IFREEK, B THL I L L,
DrncEEiRE % CHERE 2 s h T 3, "Il
ITHEOBAEN H %, FOERRD B 2 EFIEERSL
2o MTRTIC BFHEHINES & OB EIT LBk
W RT o 1z WEIIRD NMENTS % LA D BR%EE, ¢
FREBIE50 % LA O R BERAE & Lz, HIMAT
TR HARTE RS2 O L E R BRI IS B 1 5 FEf%
HEEIRA > —~_> v a> (PCI) OFA RI4 >
WD WL THITT L 72,
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AT o h 2 KHERF LEEIRE R & OBEIC D
W, REIMNREEGI A, MEREINRE, EEREIR
T, BOREE R BRI O BRI IR RN BT L 72,
USR] SRR RAESE RS & D AT HTE B RS 5 % fifT
SN KREIIREI9IBI D 5 B, KIER KBRS 1334451,
HEES R BRI 1313761, BB R BRI 132061 T & -
720 7461 (38.7 %) THEINREE O EH 20,
W BEES R BIARIEL37H (40.9 %), a5 A B ARIE20
Bl (55.0 %) TRz, HEIHEZE 420 (56.8 %),
FEHT FATHRZSTH] (44.9 %) 3% <, KEDARIG AT
ATz 4081 (54.1 %) WCEHEIIRO MATHESLETH -
720

KENREEGI 2R OMETTlE, HEIIRES & OB
T, BN THDL-2v 25 u—) (HDL-C)
LB (p=0.009), MEESKEINRE & EMHE (p=
0038) %2 lz, ZEUY AT 4 v 7 BRI T,
BIE, LDL-21v 25—/ (LDL-C), HbAlc,
B, 28 F kAW & 2% T ¢ HDL-C (Odds
ratio 0.630, p=0.010) & HEEABIAREE (Odds ratio
3.331, p=0.036) AEBIREE DML L 7z FHIKF
THH I EPRINTZ,

WOER R EIARRE ORRET T3, HAZS AT TR & e
R DOBHE 2R D 72 h, LARBRM CRMILL 72T
HWHRFIE 2D ERr o7,

WEER R EIRRER ORET T, HA =T cHDL-
C »3E B & itERE (p=0.041) %238®, AR
AT CTHE—MNZ L 72 PRIRFTH - 72 (Odds ratio
0.646, p=0.041), —MHYZREEREFTH 2 &Il
F£, LDL-C, HbAlc, WERRIFRHHE 2R S Lip o Tz,
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ZEFBEE AR (ROC #ifR) %2 Fv 7 Sk
BETHLES2HDL-CO% v b4 7{EHI1347.5 mg/dL
T, EEES4.8 %, FrREE62.7 % Th > 1z (p=0.018),
(F22] RS TIEHRHYFTEIG O & 2 KBIIREIE
Bz B8 2 kG B O FRIKTF 2 #5 L, HDL-C
DIERELS FHIRTF &% 2 s>z,

— A R I R OB TRER 131, 000 72 D 8.13-
1.8AEHE SN TV E Y, SEOFRTEZREAX
&L kMY, EROFBELZBET 2D TH-7, MM
faAEE DY €7 > 7RO —TERE & 3 2 MK E)
IR & xS a0, BEEREIIE R CmuEIER 2R
7z,

itk 5 HDL-C & I 05 &, Bk AL AT R
DOBSEIZERRE SN TWw 50, KEIREREICS T
BREHEARZES I U T TH %, 413 HDL-C
DRI T TIE% L, RIEMED Sz 2 v A
70— )L T 5 HDL-C OB W E N RFE L
FHICEETH 2 £ DHENDH 255, KFFE TR
LTBLT, SHROMFHETH %,

75 3 v ALIERFSE Tk HDL-C o L5 231
MR O & B 230 7258, HDL-C LA #H]
B LB NATLINEA X b B2 S 2 0 RHT
b2, T TIAKBIENATE RIS N TS
2, SHe L L TIdMAZ OBIRELHEZE CHE 2 B
= MEWEHW 2 EDA A —Y > 7 % FwT HDL-C
UGB & BRI LAE R PRERIR 2 Ma L, AW T
Bonl HDL-C 0 E BN 2 RAE L T  LFED H
%,

GRXBENERNEER)

SRR REIG S B D fTRTEBIIRE R % HifT S 7z
KENREL1BI D > &, KIEKBIRE 123461, KK
TR X 13701, MR R BRI 122000 Cd > 72, T4
Bl (38.7 %) TREIMMEERZRD, FRCEHAE
IREEL37H (40.9 %), MaHEERAREAREE2041 (55.0 %)
TH At eR 7z, HEGRZ 426 (56.8 %), ZEHI T
FTRGRZS T (44.9 %) 7% <, MTRNC4081 (54.1 %)
VTR BNk O AT % 51T L 7z

HENORZE, RENEES SEOME T, HHE
HFEHT< HDL-C &#HBE (p=0.009), EESAKEINR
Jg L IEARE (p=0038) 27z, LEHUY AT 4 v
7 BlFEa AT T, &, LDL-C, HbAlc, B2JE,
A5 F R X 2% T T©HDL-C (Odd ratio
0.630, p=0.010) &EEBAENRAE (Odd ratio 3.331,
p=0.036) A B LEE O L FHRIKFCTH
5 EBRENT,

W R BN DR T Uk, HZSRMRT CBLE & fE i
MR EOBE R RO 7208, RN TIIMIL L 72
FHIR T D Exd o Tz, B RKEINREES DR
FCIx, BEZE RN T HDL-C 23R MM 0w B &
FHBA (p=0.041) Z=f &, HAEEMEN THE—MIZL
72 FHIKFTH -7 (0dd ratio 0.646, p=0.041),
— e 2w BN T T b % miE, LDL-C, HbAlc,
LG PR | B 2 TR S 2 v o T2

ROCIHfI#R % F v 72 M2 M e /8 2 T L #5 2 HDL-
COAy N4 7HIF47.5mg/dL T, EEH4.8%, FF
HIE62.7 % Th-o72 (p=0.018),

ZOFER =gt RO RS,

1. AHFRIFSEIIFRLEIG O B 2 KEMRIEES]IC B
% fE MR O B8 D TR 7 2 AR U 72 i) O WS
T®H Y, HDL-C OEMEH R MR B OHE—D T
HRFTHo 7z,

2. REME» SV AT 0 — Vv EEXT 2
HDL-C fEH D BRI L R B P O EE R 2 H -
TWw3 EDOWmENDH Y, 5EO HDL-C &I
EBOEER2RET LD TH S,

3. INSOfEER» S, REIRMEMETEZF ICBWT
HDL-C O#IZE LB L EE 2 FHl3 2 L THR
ThHY, i) A 27 @RS 2 —D2DHEEE I
% BAREEDS D B L 2 STz,

A SR BRI AT 36 U 2 I O B O
FHIRFIZ DV THREE L 72K PAEERMSTH Y,
FAE, BIFEE—EL CRER z0Em & U CiifEss
HDHHDEFDT,

Steatogenesis in adult-onset type II citrullinemia is associated with down-regulation of PPARa ()%,

ANFERETIRIS bV Y) Y IAEE B 281 IZ PPARa ORBUK TFICHRT %)
X &N E &£

GRXOABRNER)
[ER] BRAFSEIR S b Y »fiE (BT CTLN2)

No. 5, 2015

B ETHIERZ < Ko 2 RREREEFIET, K
& LT SLC25A13 SBIRFARRMNFE SN T %,
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FHEFAE T

Z OOFE T I3 A BRI BEE L 725 WIRHE oS & 9
L2 EPHREINTVED, ZOFRHERBIITHTDH
%, AWED BE, @ OB & 3RO Rz
% CTLN2BEFEHEREIIF OFIERX 7 = X A 2 & 22T
T52EThHb,
(75351 19984 % & 20124F D 144E € 24 B 12 T FFAH A
357z CTLN2 16012 R & Uiz, F 7z 44N
M N — 7 B O HB A B E U THW . BT
FHERA & RNA - EH 28 U, JREAHBEEEE T
DFFEEZER PCRIESA L/ 7Tay b ERAW
T L 72,
(5 R] CTLN2 T &6 T Rtk 2R o 7
bOO, MEMNTH T, RIS « i B
3% CD36, FABP1 (fatty acid-binding protein 1),
ACSL1 (long-chain acyl-CoA synthase 1), [&lif5i&
B EhicBEE 3 % CPT1A (carnitine palmitoyl-CoA
transferase 1a), ACADM (medium-chain acyl-CoA
dehydrogenase) , ACOX1 (acyl-CoA oxidase 1), V) &~
EH W B89 2 MTTP (microsomal triglyceride
transfer protein) ® mRNA ¥ 13 CTLN2TH &
WKL, REMAER & AOMBE%RL 72, KRR B
B bR K3 2 M7 b > &RiE CTLN2 THEREICE
ETH-oTo BEFREOME L HbE T, CTLN2
TN T DRI g AL CHIF S T w3
ZENTRBEINT, —T5, IBEFHEKBERERTDH S
FASN (fatty acid synthase), ACLY (ATP citrate
lyase), DGAT (diacylglycerol O -acyltransferase)
1/272 E DFBI I ED o 120 TBIEE B B1bI13Z%
NZFEE o BI~VF F ¥ Y — ABETEFINE R b2 BAE
PPAR« (peroxisome proliferator-activated receptor
a) CHEJICHEIE L TWwE DT, PPARa IZBIL T
bMET L7z & 2%, PPARe OFHE - #AEL b C
CTLN2TEHIZET L TB Y, IEHiMER & HE
R LT, & 512 CTLN2EE DO TI1x INK (c-
Jun N-terminal kinase) ®V YE{b2ITHEL TBY,
PPARa OFHEZE TS 22— e #HEH S Nz,
(i3] PPARa OIET & Z OSSR L L TAL 26l
A EE 2, CTLN2IcB D 2 BB R O E7: %
DFEETH Tz, 2o ORI, RFMBEEEE
LHEE A - PPARa & OBEZ R THAME LIER L
Tw3 EEZ 5N,
(BXBEDHERNER)

FRAFEEN ALY b V) ~IfifE (BAF CTLN2) 13k

PETHERNZ  Hoh 2 IRFMBEERET, KRL

338

LT SLC25A13 BIEFOERNEE SN T 5,
D5 T I AERE o BRI 2 B U 2o WIRIART & PF 3 %
ZEPHREINTWED, ZOFRERBIITHTDH 5,
AWFRE, @ OIET V3 — VIERRIE S L3RR
B 5 CTLN2BEFMERRIIIF OFERERX & = X 4 %

BAS T2 2 E 2 HB E LTz, 199840 520124E12

B TR 2SS 5 7z CTLN2 166 %545 & L,

HAEF AR & RNA « EE 28 U, JaE R E

BETORERYERE PCRERA L/ Tuy b

ZRWTHENT U7z, F o EEFEME N - — 7T HIoFH

Bartie L THWz,

Z OFEER, ANEERIZLUT Ofiim 21572,

1. CTLN2BE DO T, 2fI BT
WEERDT,

2. BEMimei = - vE (b B3 5 CD36 - FABP1
(fatty acid-binding protein 1) -+ ACSL1 (long-
chain acyl-CoA synthase 1), Jgfiif 8 Mtz B
3% CPTI1A (carnitine palmitoyl-CoA transferase
la) - ACADM (medium-chain acyl-CoA dehy-
drogenase) « ACOX1 (acyl-CoA oxidase 1), Y
REESWCEES 2 MTTP (microsomal trig-
lyceride transfer protein) @ mRNA ¥& 8 23
CTLN2BE DMK CHERIETL, EERL
B OB %R LTz,

3. IEWEE pRALGE &2 Rk 9 2 I 7 b KX
CTLN2EEZETERIRETH > 7z, BERFFHEIHO
MR E Db T, CTLN2RHE TR T DR %
BIBEPEZ IHIH S LT Z LRI S Uiz,

4. IBEHHEREEE TH B FASN (fatty acid sy-
nthase), ACLY (ATP citrate lyase) , DGAT (diacyl-
glycerol O-acyltransferase) 1/27% £ OFEIC 132
Wi o Tz,

5. BB BRICOM N KN F CTh 2 EN®
B a BRIV F ¥ — NETEFIE L2 w0
PPAR« (peroxisome proliferator - activated
receptor @) ICBHL THEIL72& 2%, PPARa ©
FEEE « 1M & b2 CTLN2EE OfTg T2
ETLTBY, EHEERESHEBEZEL 72,

6. CTLN2EFZ DO TiZJNK (c-Jun N-terminal
kinase) DV YEEATIEL THB Y, PPARe Z2{&
TR,

SEIORFEIE, CTLN2EH O B v TRER

WIEE T ORBEN 21T > 12O T D %,

PPARa DT & Z DfER & LTHEL 2 5l g 1%
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FHEFAE T

L& T %, CTLN2WZ B0 2 BEHIHREK O F72 % 43
THETDH o7z, 2o DRI, RIEMEEEE &
PEE {3 « PPARa & OBE#E 2RI HAR TH S &5

ZBiiz, 6o CTERE, BIER—BL TRWX &AL
X e UTCliERH 5 & D LDz,

Detergent—dependent separation of postsynaptic density, membrane rafts and other subsynaptic
structures from the synaptic plasma membrane of rat forebrain (377 ZMEER, WZ 7 b Lot
D > F 7" AR D4 B « KRR R IRAT)

i

FRXOABNEER)

(BHEEN] v 7 7 A B EEE (postsynaptic
density, PSD) OREEIFIZ1970FMAELFICHETL S 1,
ZODHFWCEDEE LT Type I (EEM) PSD ¥
HMINBLEEONTET, DSk, ZOREPSD i34
ALZERN SRR AT S 5 T & T2, 19974178 %
L, IBEZ 7 BRIEZ 7 b)) oSS RES LI,
PSD BT 7 Mg & 2 4 CTHEEEFIAEM T
H %03, FINKFARETREFIIRER, ¥ 7R
B % Triton X-1007~¥ D PSD L €T 7 M FEE
DFEIC LY ¥ a FEHEEAN (SDG) @ kI £ > T
SEEEND Z &, /2y 7 AE (synaptic plasma
membrane) % HERFEIRE D Triton X-100THLE L
724%, SHETEEHI NS ERE 5> (detergent-insoluble
membrane, DRM, Wb 27 7 b d4y) 12 PSD-
o 7 VEGHRDBTFET S Z 2 ME LIz, £z, ¥
FTAED L 7 F 7 Vva ¥ R (n-octyl B-D-
glucoside, OG) #LEH|x PSD & DRM % 58412 4> Bt
T5IEebMmE L, NS ORERIE, ¥ 7 RAER
DY 732 R—% > b ORI, FUENE AL O
G, BlZIE, SUERE MR O, FEE R OBRE
1 IEFENESER] C 5 R BRI L o Tl D B
BHIERTBEL T, £z, BEInIMy -7
AEP IR —T, Hi» STz F 7 h Y —A
Ry F 7 AL Type I & Type II (I v+ 7
AEEL, LrL, 2OREATRRYFTAR
PSD 2 RHNC Bt « [FE S 2RI £ 721T7bh T
WS Tz, TS DY F T ADY T REER O
FIBEMR B & CHIEEA®®, ¥ 7 7 ADS TSN
WIS iz &N TiEwizvy, #lz i, Type II PSD
DEERIIFEIL S N T Wi, PSD & ¥ 7 X BE
2 7 oo, X0FEEMLHEFR BT 5729
w2, 7B iE, 3FEBEO ~ AV N S E A
Triton X-100, OG % 721% CHAPSO ZiEE*% 2 C
FAWTZ v Mk o FAR L 7o v+ 7 A AW EL,

No. 5, 2015

B A

FonlyF 7 ANHEE % SDGICTHEL T, ZD
SEED 7 0 X R & RN L 72,

(B /L] PSD by 7RABEE T 7 ~ OFFH 1 6
B Z v b ORI SFHBL L 72 v F 7 AR RRR 727
EO= ARz mEEA (Triton X-100, OG,
CHAPSO) THLERL 72, SDG 20T, 12H5 %
S - FIN L 720 B DY > X7 B DSBS
F /ARG TR L 72o SDG Ed Type 1 K U Type
My FTARYRIEDSH, ¥ TAPET 7 b~ —
H—DHAERT LAY Ty T 4 Y TICTENRER
DR —A—aFrRHT 52 LiIck VFNE, o,
FE Ry OFEE & BT UEME TR L, RESICE
N DS & Z ORENST T OXIG &2 Tz,

[EE D fsEm & %2¢] Type I & Type 11 ¥ > 27’8
A HEMEY 729 AF % L T Wiz, Triton X-10040L
B Type I PSD i3 £tk GE12i5) & ANEME
B4 8ICHML T, RO SFETHREINS
PSD iz, 215220 PSD 77— VOREWTH S
EMREE Nz, Type II @ PSD IFEEL Twig
motz, Type I PSD LJET 7 b OfEE 1 Triton X-
100ALBEER I X B S 7z 8, OG 5 CHAPSO T
MBEERC I S g ro7zo —F, Type I PSD
LIS 7 N OMHEERIE Triton X-100 T3 EIZE X
13, OG> CHAPSO D ALEFHIC XL S LTz,
Type Il ¥ F A D~ —%h—THhH % gephyrin (scaf-
folding protein) & GABA 52%{41%, gephyrin 8% 5
WRPLE NS T2, B L Tz, £ 72, Type I PSD
F R ERERED OG I XV AEbE D 2 Eh
G0tz & 51z, CHAPSO LI L 0 gD > F
TAY TG R GBS OEAFEE I N, s
SHBROMFENRICAR 2 LF 2 5T, GluA i PSD
WHEE L7214 b O, PSD 2 & f##EL 7291 b
(FEPSD 7— ) WHbHFEET 5 Z £ 0G & CHAP-
SOMEIZ L VS »IC > T U EORERE, T
VANV TD Y F T AREE DR D 5 Te DICHWE T
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FHEFAE T

hrEFEZoNl,
GRXBENERNER)

v P ABIBEES (postsynaptic density, PSD)
DFFEREIF 1970 ICHEN . S, ZOHEICED
FE& LT Type I (BEEM) PSD RIS &% 2
ENTE, ZOWFZETTI BHIOMFRICE VT, §
PIRHRE AT ZEEDOWIRIC L > T, BITDZ &
ASMICR > Tz, D%V, ¥ F 7 A (synaptic
plasma membrane, SPM) %5 Triton X-100% AW
T PSD %89 2 it4F2 T, PSD o ffitic, 8> Triton
X-100NAEE S BFRIFFICE S LD 2 Ly ZDORWHE
D, AVATU—VERT 4 YIRERCEATED
o7 Thdll, Y I TABEL 7 F VT VY
F (n-octyl g-D-glucoside, OG) {LFRTHLT %
&, PSD LD 7 FINER I BEL, 2D PSD-free
DEEZ 7 v o5 2, 612, ¥YF 7 RAENOD
Y73 R—3 v b OREAGIE, SNSRI O 5
B, Bz, SIS OB, SEEERORE £
TXFENEMER] 0 & X BRI L o Tk D B
52k, iz, WRENIMNY F 7 A EAE—T,
B SFHB L ey > 7Y — ARy F 7 AP
Type I & Type II {IFIM) >+ 7 ADOWELEH S
L EFHEZHNTWID, 2o 2 SEEEFILIE L <
B3 PSD @ heterogeneity, ]z X Type I PSD
Type I PSDOEBL S 2 EL DD, HD5WIEHG %
B0, EVIHIEZOVWTEZ, HoLIZR->Tw
shrolz, 22T, WEEERY T 7 ADY 7HEER O
FREEEBR B L U2 e OMHAERS, Y+ 7AD
STREERFICR 210, ~NTuYFARY TS
A 5> PSD D53 BfeA: it e % R R I N7z, 6 i
Z v b ORIK» SFHBL 72 v F 7 A (SPM) %
BEZ R IRE D~ A )V N 2 SEEMA] (Triton X-100,
Octylg-D-glucoside [OG], CHAPSO) THLHEL 7z
8, ¥ a fEEEANE ST T, 1259 %08 L 72,
BB D 5 > 7 D530 % Bk E) /SR Gt TR

L, Type I Rt Type Il & F 7R Z >N 7 & DI,
VFPAET T V= =DV T ALY Ty
T A YT LTz, E7, FELESIZEEND
¥ T ABERROME 2 B RS TRIZ L, K
CEEN D L T OB T OXNIGE TN,

Z OfER, LUFO X5 afiRzt57z,

1. Type I & Type Il PSD ¥ > X7 B3y a PHEE
Al OO, HACHHBA 2 5m %2 L Tniz,

2. Triton X-1004L2E%212 Type I PSD i3 312 P&
CE12H4) MRS 8 1234 L Tz,

3. PEROMEL I NI THETHE I NS PSD iE, <
N 2200PSD D7 —VOREYITH S Z £HR
wanzh, Type IO PSDIEZEBEL TWwiEhro
7o

4. Type I PSDERZ 7 » O#IE4KIE Triton X-100
AR IR s 17228, OG > CHAPSO T AL
HEFICIIRE S hz»r o7z, —7F, Type II PSD
LIS 7 b OMELERIE Triton X-100TIFEHZE X
73, OG x> CHAPSO MR IC I3BZE s iz,

5. Type I ¥+ 7 AD~—#H — T H 5 gephyrin
(scaffolding protein) & GABA %Z%{kl%, gephy-
rin WEGICHE LS NS 120, BREEL Twiz,

6. Type I PSD ¥ > X7 E3EEED OG 12 X ]
Blhaid 2 EBnhoiz,

7. CHAPSO fLHic L W FMD s F 7 A TG %
& O E S PEBIEE S iz,

8. GluA IZ PSD icis& L7z ¥4 b oftiic, PSD »
SIEEEL7-Y 4~ FEPSD 77— V) I HEHET S
Z M OG & CHAPSO iz K W BHS 2273 5 72,
PUEDOFERIE, DTV TOYF 7 AREE OB

EWRDLIDICHWTHY, SHOYF T AW EED

DFLVVTOFEEREL S #ED T ETRAIR A

HEEERERMET 2D THE EFZ 6N, £1oT

FAE, BIEE—EL TRz 0w & U CiifEss

bbb ERDIZ,

The ratio of plasma aldosterone concentration to potassium in adrenocorticotropin stimulation test is

a possible new index for diagnosis of aldosterone-producing adenoma in patients with primary
aldosteronism (JRFEMET NV F AT o ViERFZICBWT, ACTH AfRBRIC L 21MET NV N AT
O ME/ LG ) T AMELATT OV B AT v YR EOBZWNS A % W RS D B)

B H#

GRXOABRNER)
[(Em]) FEFEET VR X7 aviE (PA) 1%, SlOk
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Ths, EEBEEOHMOER L LT, EHEZHoE
BN O IEEREEZ PR CT M % 52 ) 2 s hHy
Z, BREBIEEBAONDEEVIVDOEA YT
yyu—<OFRMENE 272 2 L ARR (57
VR AT u ERE/IMEE Y = EMER) S EER D BR
Mi2k2 PADRAZY) —=V THRENPE R LI &k
ENRELTwLEEZ6NS, HRICBT S PAD
MEEZWIZOWT, TR ERLRAZ Y —= v 7 GMHH
WXL TAH 7N 7 IVERBER, L7 o S AR

B & OBERE 2T WIEEN B2 2 DU 2 1T,

FBfEZ W H BB EIRY > 7V >~ 7 (AVS)
BITH CEMT—NVRRAY VT —REgoTnw3, Z
DRFEZW: 2 25 PA OB B W TIER ICEE
ZOFERIC L ONEREELFIREE R 570 TH %o
PAZHEE 2 O0h 73V —IZHoHS N, 7 VN AT
v EARE (APA : aldosterone-producing adenoma)
BRI X ARFEE T VR AT 0 v E (IHA
idiopathic hyperaldosteronism) T& %, AVS D
R, APA onJgEtEsyEy (RHIE7 v R 27 v i
Florus) L2l S AUIHERERIC L D IREL A
LHREMEN D B, BIAE, Z DREZHICB W TAVS
MWT—VRRAY =Nl oT0nbbDD, ZOMR
BEHABREE DD, £IOMRTLFRIITZS
BB TR\, SHIEEHC BT % 4 £/ T AVS 2
fTLI: PABEOT =8 2f#TL, FEMET VAT
O VBRI DOTFEAER B & H Uil ACTH AR
B TS 2720 OWRFE2HFER L7z,
(53] 20094 4 A 520134E 3 H £ TO 4 FRI2 Y
BT PA L2W L78UERID 5 5 AVS % MifT L 7259
FEGl L & 512 % 0Tl ACTH & akBi % HifT L
T228FEBNC D W T, AVSIZ & 2 JBIEEZH OFER (Fr
7V K AT v > i@f 5w % probable APA, Wil
VR AT a s wMal % probable IHA & Zh
EFE) ®b &2 ROC g A v i ACTH & i
RERDERNE I D W THET L7z, PA OFEEZWIICE
J ZEERERR A, AVS OJRTERZENIC B T 2 FRME HA
WNIFZ DBFEIT A § 74 ¥ EC T T o 7,
(53] PABZBHESID 5 5 AVS JEfHERZ 5961 T 5
27 1 32, FEEIX53 THREERT O I 144/
88 mmHg TH - 7z, HHF—» HEOFIME 13131/
82 mmHg L BELET 2R, FHiE Tk epkEE
FlOWED L ZPIRicE 57, BT —4 TRV
MmEgE7 VR A7 ariEE (PAC) 378 pg/ml, “FHIM
By = UM (PRA) 0.14 ng/ml/hr, SESIME KAE

No. 5, 2015

3.4mEq/1 (59EFIF13081 AR K I fE % 58 72), F
BIRF7 VR AT 0 v iEEL3. 4 ug/day Th - Tz,
CT HifRiz & 2 g e dAE226, 236, W
7THl, BIBEARL THITH- 72, @SUEFNTR LT
AVS i £7 1135961 (73 %) T, T i 17 B 132641
(AVS iz B> 246 %, PAFICBIT 532 %) Th-
7zo AVSIZ X 2 FHEZ W TiX, 324E 5 % probable
APA, 17Ef % probable IHA ¥ 21 L 72, Fifi %
JfifT LU 7= probable APA 265EHC 3> T, 25%EH1
JREMIC APA 2 s i, 1610 Rk & 2k
SNz,

AVS FEFID 5 &Rl ACTH & faf sk Bk O i 76113
284EFIC, probable APA 174, % OMOFEILIFIT
bolz, BHEITEENR I XA -y =KLz Z 3,
myE KfE & ACTH &ilinite© PAC THEE %

e, APAFETH &k g KEOE T, PAC O L
He2RDI, 2D s PAC/MEKME (APR)
DEEERE LI £ 25, ACTH &% ICH
WTHBHE R FEEE YR DIz, %72 probable APA ©
2z THT 5 ACTH &AfHBRIC B W T, HED
7 A —% — % ROC #7112 TR L 720 ACTH £ 7i
IR0 %D APR ICBWT cut off #102.6&F % Z
ETREIL L %, FRFRFE90.9 % xfHz,

(i&3E] PA B#FIcB W, A# ACTH &ffdliic &

LMEE7 VAT AME/ IS Y 7 AMELDST VR
AT v v PEEARRIEOZKNICH F S I REMEDRIE S Tz,

GANBEDERNDER)

AT, YRICRBRL 7R VR AT e
iE (PA) SEGIOT —2 2L, 7V AT 0 VpE
ERRiE (APA) RIFREMICTHT L2 L, DFED
BIB#IRY > 7V > 7 (AVS) W7 2 B E o
3 NEIE R FHIT 2 RFEBRE L 72,

20094 4 A2 520134F 3 H & TO 4 FRNHERIF -
WM R C PA L2 L 728 ERFI D 5 B AVS
% AT U 72595ER & 2 o Tl ACTH & faallik =
MAT L 7228EBNC D W T, AVSIZ & 2 REZK O
R (FHI7 N R R 7 v >l % probable APA,
FH] 7 v B 2 7 v > a5l % probable THA & Z i
ZTHNEFE) &b L1z ROC N % v ¢l ACTH
AT DB RIEC DWW TR L 72,

Z DFER, FHEUTORE LB,

PA ZBHEFID 5 B AVS JifTHE B 35981 T B 2 bt
27 132, MFnIX P53, G AT O ME144/88
mmHg THEE 1 7 A% O FE 13131/82 mmHg
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EERRET 2ROz, AT — % TIXFHMmEEr v
FZ25a @ (PAC) 378 pg/ml, FHMmiEy =~
151 (PRA) 0.14 ng/ml/hr, E#1M3E K &3 . 4 mEq/1
TH o 72, AVS I L 2 JRAERZ W TlZ, 324EH % proba-
ble APA, 17fEfil# probable IHA 2 L7, Ffift
% MifT L 7z probable APA 26ERIIZ 3T, 25%E
LREAERIC APA L2 s, 1B A L2
WSz,

AVSEFI D 5 5 A3 ACTH & faf sk O a1 76113
28FERIT, probable APA BE17#, # OO EE11f]T
bHolze HETEME T A—y - LIz 3,
MEKf#E & ACTH &bt D PAC THEE %

W, probable APA FETHI S 21 KEDIET,
PACO LR %ZB® 1z, 2D o6 PAC/MLTE K{E
(APR) OB = E LR, ACTH ATtk
BICBWIHELAEREZE2ROTBY, ACTH &7
BRI B U 2D T X —F —% ROC fENTIC THE
filiL 7z ACTH AffiER303% D APR 28T cut
off #102.6 & 35 Z & TRE4.1%, FFFEN.9 %
S

INHDORERE D, PAEEICEWT, ACTH &1
FRBRIC & 5 APR 2% APA O W g ATREME L R
Wahic, £oT, FH, FEII—HL KW EF
MiEw & UCifELS H %5 b D DTz,

The Development and Trial of a Medication Discontinuation Program in the Department of Forensic

Psychiatry (EEBRBUEERIRIC 351 2 IRIE P70 77 L DBHZE &L IS BIY 5 6F5%)

N 2
X DORBENEE)
(5 & HI9] Wk o BRI 2 E L FET Ak &

Vo Je il IR E E IR O BN 2 2T 5 72 1 id,
Y Fe7 7 Y ADOMENPBERARTH S, HAE
WD AIERE MR DRI L BB 9 2 ik L
72 % [REEIESE DI R IEE OEIE D 2% 3 ELIE
THHD, ZNEEEERFBEOHTH L DbURET N
E7 7Y ADAEBFIZL WEEbh TS, EFEE
LR REHE D ABSRE 2T IcHz0, REY FE
77 ADRALEERET 0, FETUEHIRIED B
BEPEREEZIZICD & LILANZ Y S a—F 7
EHERNICES LTV 50, ThoD7 Fa—FIc &k
S>TH, RE T FE7 7 ANAERT, B ICEY
L GO IEREEER LT 2BELTFET S, Z
D& D BEZETHL, lxOREICEbE THEEL
Te ETHURB MR 2 il L, FEeER 02 % £8l
B OFEBRICE=8 ) v 755 2 L TEYDHHE %
L, DWTIRE7 Fe7 7> 20[E2EET,
BRFE G > 1 72 4 (Medication Discontinuation
Program : MDP) %BIF L 72, 4, HHEIOR
#a 72 2 MDP 285 AT 2 flifEind 2 &% 2,
MDP ol & OFE BB 2 > £ D I D » T
L7z,

(773:] /NG R R R BE R R IR I 5V T, #ill
PUBE MR O BANAECE A - mEMEE IS 3 2,08
HE L Vo BN ABRRRZfTo 72 b D0, IR
7 RET 7 YADEEIMES Wisdro T THIOMER
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A
X

FHEBRF L MDP 2% L, FEniEOF w3
2K 2 OB Z (Drug Attitude Inventory-30:DAI-
300 OF EE L 2, MDPO RN E A %
bHERT 5 7-0, MDPENifk 6 ~144 H#1<  DAI-
S0RPE R EM L 720 & 512, DAI-300 4301 o & [
HH%Z, OREOLEEORE, @ FEoBEHE, G
IS BHIROD 3 DO TAIHEE T THRET T 5 2
ET, REZ P77 ADEEIED & S RRTH
WETLZOPICOVWTHHIEL 2, 72, MDP i
HFIZES N T AMOWGE T 77 45, BHEOMR
TR 2B IS E R FUZL T 2 ATHEE 2 R T
3720, AR LERESEE B 1O ER
FHERE ZIENATEE LT, AR L FIREIC DAL
S0FPE # ML, BitED DAI-303FS 2 ik L 72,
[fE5) MAFHIC B W T, MDP Efifit <, DAI-30
GitENEBECERLTEY (—2.3£13.2-18.3+
9.2, P=0.002), 6~14% H# ® DAI-30& 5 & &
19.948. 5 DFERNMEF S, FHEOTRIRAS L
Mnolz, DAI-30D 3 DO THEHFICBW TS, MDP
FEhiri TR AR LA L Twiz (O P=0.015,
@P=0.002, @P=0.014), F7z, FENAFIIBW
T, DAI-30FHA D EFIFFED s e o 7z,
Uisam] AWFgec k> <, MDP BREY Fe 7 7 >
A% L& LAREEER > T 2 EREB S 1,
MDP O#R IFRIAMIRR 2 Z L bR I iz, %
7z, MDP B AMICRIET N7 7 v XD LI
L3z brshiz, AW5EE, REBETETH
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FHEFAE T

D, W DOrDBINFESFEEL T 545, MDP 23,
JRIET Fe7 7 v ARA LSS ENKERHEL
5 AHEETEREICBWT, BRBBE 9T T A
Wi obeFHEzohl, £72, 51, MDP %25k
FHERICBLWTOATIE R, —BEHERCIBY
THEML, MDP OFHMELHRAZ L v LT
W ZERRET LIz,
FRNBEDHERNESR)

H AP D A il o KR L IR ic B4 2
T e 2 ERBIZ O T E e BIE I E T A O]
IEThY, TOHWNEZERT 270I1E, EREEZE
NRBEDORIEY R 7 7> ADMEERBEARART
b2, L, BEBHEIGREEDORKRDS L %15
O LG RIEL, SEEFEOTTH L Db IRIET
FE7 I v ADAENBICL WEKESbhTED,
ERBIEFNREE D ARG ICB WL, RET
E7 7Y ADRAERET 2012, FEPURE RS I X
% HENGFCTRAE, RELEZICD L L% H
W77 7a—F PEERIZERS N TWwb, LrL,
IhoD7 7a—Fitk->Th, BETRET TR
PR, BRCEYREE SO IRR RS Lt
T2EEDGFEHLET S, 2D X5 BERF L, #His
b U7z ik CTHUR MR 3 & bl L, EHER 021k
EFEBPOFBNCE=Y ) 7T 5 2 L TRE
7 Re7 7y A0m EEHIEY, RERK T 07T A
(Medication Discontinuation Program : MDP) %
BIFL, ZOBEAMICOWTHAEL

MDP 0O R #RE 5 7z oic, /INERFIRBLE
FEZERHRICB LT, SN ABRGE 2T b
DD, RE7 FET7 I ADAERESN TN T
Bl D & 2R E BB 126t LMDP % 5 U, FE AT
BOIFITHT 22 OFRZE (Drug Attitude Inven-

tory-30 : DAI-30) OFEfA % L7z, MDP O R
195 FME b HER S 2 72, MDP Eifitk 6 ~144 B
12 b DAI-303FE 2 E i L 72, & 512, DAI-300D 4
fEDEREE %, O RIEOLEMEDER, @ FEH)
DHEE, @FIIHT ZERD 3 DO FAHEE I
THEI 22T, IREY FE7 7y ADREIZED
YO BRFREET LZONPICOVTHTEL 2, 77,
MDP Efif e Eii s h Tw 2 ioiBE 70 7 o
L8, BEORFECHNT 2BEICEELRIZLTWS
EEME R R T 2700, NMAREEERNBEEZ - ¥
11TBI DA RFIERE R IENATEE LT, NMAREL
[FIRFHIC DAI-30FEE % F i L, Hit D DAI-30FF X
L7z,
Z OFER, NEHRRIEROEmRE B,
1. MAEIC BT, MDP Ejifitk T, DAI-30&
FrEERICERL Twe,
2. MABEIZBIT %, MDPIKT 6 ~144 H# DODAI-
0EFHHRIBITREL Tk Tz,
3. AMABICB W T, DAI-300 3 DO FAIEEH O
MATH, MDP EfiFiE THERIC LA L Twiz,
4, FENAFRCBVTCE, AFE, 320 TMEEHR
12, DAI-30FFA O ERIIRD Shis o7z,
INSDOFERID, MDP BIRET FET7 I v A %
M ESE2AREMEEZRI> T3 2 ENRB SR,
MDP O#hF I3 RIAEFHRL 2 2 L bz, %
7z, MDP % ARNCIRET FE7 Z v ZADM EicH
L3z rbrshic, A5, RBWMREThH
D, WO OMANFEDFAEL T35, MDP 23,
R¥E7 R 7 7 Y ADORALENKE RIGHEHEE L 2 25
BRIEBRICBWT, AARBE 07745845
AREE D R I N T3, Lo T, ¥, EHIEEFT—K
LU TR 2 AR & U ClMED B 5 & D LB Tz,

Gene-gene interaction between EPASI and EGLNI in patients with high—altitude pulmonary edema
(e PEmi 7K B8 12 B 5 EPAST & EGLN1 O3fn A HEEIR)

T

FRXDOABNEER)
(55« HY)] EHulfiZkE (high altitude pulmonary
edema : HAPE) &, (i B0 75 WU 2 3 Bk
2,500 m A FicEE FALZBOIEEARETH D, &
R CHEIARDSE 3~ % 2 L & o TIRLREED M
KEPER S N5, ERERREEE T 2REAEHEIC
BT, EEEEFENRN T (hypoxia inducible factor :

No. 5, 2015

% &

HIF) 28 ¥ & & 2B TFOFHE 2 HHE L #E %X 5
ZEDBHISN TS, ZHETIKFRNY MREPY =)V
IR E it R R ORISR BRI A~ D@, HIF
DOFEMHAREICFET 2 L £ S ERTIHEEGT 5
WREMEAR I N T 5, B2 1E, HIF2¢ L LTHIS I
% endothelial PER-ARNT-SIM domain protein 1
(EPASI) =°, prolyl hydroxylase domain protein 2
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FHEFAE T

(PHD2) & L CHI» M %egl nine homolog 1 (EGLNI)
DET 5N 5, EPAST \CHFAES % HUI% R (SNPs)
TRy MER Y VR CIRBESE A DI & B L
TBY, EGLNI ZfFET 5 SNPs i34 K « 4 Z >~
SEED SIS EESEL T b, L L, TSRO EH
JE R R O S HE G AR & b 7z DARRRBRER I
B I NE T CHRBEROBRER SN EETHY,
EHEEED R EHHICEE T2 2 Lic k> TAM
F4E T 5 HAPE OjEfE I, E#iRE o HIF 0#Eis
EFENRFEREDTIEE LI RHTDH S,

2k, HARAD HAPE $fEi1c, HIF & O 5T
BLEFNBERBEEL TwahESDERNT 572
®, EPASI ¥ EGLNI \Z#74£9 % SNPs # F T,
HAPEREA: L S 1LUHE O 2 FEH T HIBRET 217 -
720
(53] 197142 5201340 i HAR 7 v 7 2 & (L
' HAPE 2 #fE L, EMNRFEFEIERE D 2 v
VBT ARE L 7259 A O HAPER & (HAPE-s)
(BHEs2A, ik 8 A, FHFE3L.25%) &, M
L CT6T A DfEH & IL#ER (HAPE-1) (B1H58A, %
9N, FEERST.0K) ZXRE L, £ TOHK
FHiXEMCBRET 2HAATHY, BFICOHEED
D RRER LT,

EPAST @ SNPs 225 3 O (rs13419896, rs4953354,
rs4953388) & EGLNI @ SNPs 225 3 D (rs1435166,
rs7542797, 1s2153364) %, ¥ HapMap =t #2005
ODHANDBLEFIMT —% » 65#IR L 7z, HAPE-s
& HAPE-r »» o Z 2 N ERIRIM 2 L, —70°C
THERE LTz, 7/ ADNAZ FIMER» SHH L,
FEH L6 2dDSNPsiz>w T, TagMan® SNP
Genotyping Assay 217\, HE{EFH LG FHE %
PE Lz,

2 BRI D HEBT 13 A A ZIME & 7228, IRE

285 LT Tdh - 72854 1% Fisher OB R Hk %
To7zo MEMRED PEIZ<0.06THEEEL LTz, R\
T, EPASI &£ EGLNI O 2 EZFOB#E % % % 720,
BETHETEEDO SNPs D7 VIV OMAEDLE 2%
Jef#EHT (multi-dimensional reduction : MDR) T&F
filit 7z,
(bS] WiRE & %12 6 DD SNPs O#EE TR D 13
Hardy-Weinberg SEHTIZ B L 2o 7 VL D FEEIMH
BICEEZIT% L, EPASI £ EGLNI Q&R TH
T3 HAPE OFREICRE L v 2 EAVRIR S Tz,

2EEBETOEEZFANL 12 DESNPsD 7 Vv D
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HHAEDLETIL, LD ICKREHESR T, EGLNI:
rs2153364 (A/G) x EPASI :1s13419896 (G/A) 7
M ICRETH > Tze 2OHFT, HEAD HAPE ¥
FEWCBI L T, &7 VIvd EGLNI : rs2153364 AA x
EPASI :rs13419896 GA OfiAELEDH 5 L
AV A7 Th-Tz (9 subjects of HAPE-s vs. 3 sub-
jects of HAPE-r, RR=23.41 with 95 % CI from 0.97
to 11.99), —7J5, EGLNI :rs2153364 AG x EPASI :
rs13419896 AA DA EbER bbb —1Y X7
TH-o7z (1 subjects of HAPE-s vs. 5 subjects of
HAPE-r, RR=0.23 with 95% CI from 0.03 to
1.89),

[#&5w)] EPASI £ EGLN1 ZhZ N HHETIEHAA
D HAPE FEIENDBIEZFB0 R p o T2h, b 2
BT OMENERANFIE ICBES 3 2 alaEME I RIB S
720

GRNBEEDHERNDER)

EufifiZkfE (high altitude pulmonary edema :
HAPE) 13, (BT E &2 28122,500 m PLE
DEECBE L 7ZBEOIRGARRIC &V FIES 5, KR
KRB CEEM 2R 2 REREHIC B W T, K&
RFHEATF (HIF) 25, ERFRET TS £ I £ 288
FEHIFEIL#EICEX 2 Z 6N TWwb, EPAST
W HIF oY% 7 2=y yTh2 HIF2A%2a—-FL, %
DOHIEEZL A (SNPs) 3EHEERETH 57y
MBS S 2 VRRIZ B D TEIR R A O & BE S 2
ZEPHE SN T WD, $7z, EGLNI 3 HIF O
ZH 3 % PHD2% 2 — N L, £ ®SNPs it A >~
F e A4 VEERORMEINL & EET 2 2 EmESh
Twb, UL, mHEERBED S A
bbb D ERERERICRE S NHAEROBRER S
niEETHY, BHMEEED S EHICEET 5
LW Lo THIET % HAPE ¢, m#iREICB T %
HIF B3 2 BB EMFN R BERS DT E 5003
Bl S 1L Cwis v, HIF &K1 & 2 HAPE ¥4 0
BeFEEB S »ICT 5728, EPASIT 31#, EGLNI
T 3 fld ® SNPs O f##t = 17 > 72, HAPE BE4E % B
(HAPE-s) 5901 & % &1L & & (HAPE-1) 6741
ZRREL, 6 DDSNPs% Hw T TagMan® SNP
Genotyping Assay TR T O FEIBEE % T L 72,
S 51, BT EE T OMHARRL HAPE O FiE
WCBE59 % & Lot (MDR) 02 THRET L
720

Z OFER, JAIZLAT OfEm % B 72,
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1. 7VIVOFBMHEE, B X O#E TSI
HAPE-s # & HAPE-r #0 2 B THEEZE <,
EPASI & EGLN1 ® %8 {r-F 5 <1k HAPE ©
FEICIZBEE LR w2 LR S iz,

2. 2 DO0OBEFOMHENER S HAPE F&iE B 5 3
% A[HeME %= MDR =1 T L 72 &£ 2 5, EPASI
O 1s13419896 & EGLNI O rs2153364 DA &b

ERO%E, MHICEEZ 2R D,

NS DFEE» 5, EPASI, EGLNIE#EF#h
FTRHEMTIAEREZEZ2RD 2 > e b, EPASI,
EGLNI1 OMHEAER 2, HAAND HAPE FE 15
LT 3 ATREMEDSRIE & Tz,

£oT, &, BIEEF—BL TR 2GR &
L T2 % b D BTz

Pathophysiological function of endogenous calcitonin gene-related peptide in ocular vascular diseases

(IR A B S B 2 WIRITE A )V b =2l 21 Bl 7' F b DI RE A BEIAEHT)

5 W 1

FRXDOABNEER)

(e HM] vy b= VidfnETR#E~<7F K (CGRP)
X, Ay b= VAT Dalternative splicingl & -
TEOND3MEDT 2V BERED S %5 TF R THD,
HRER, ML, MEXCCHREPA SR, Wk
MEIRRIER 213 Co SR o EMEE 2B T 2K+ T
br, ’rizcnzc, CGRPO77 ) —HNFT
HHT7 RV AT 2 U0, IRNRINEFT A RD
32X B LT X IAE, CGRPIZD W T b A
ERRIERNDOEEG R, IRNTOSHAHwE ST
273, HRPN CGRP 05 R84 B2 () R 25 O R I3 e
ENTVRN,

Tz iz, #vy b= -CGRP E#EFEIID S b,
CGRP e 7Y 5 DA ERBE® L 2 L
T, By b=V RIERE IR, CGRP ©A&KIE
T2 /v 777 bv7 A (CGRP—/—~7 R) %5
VLT, AEFSE T, CGRP—/—~ 7 X2 W,
RN OAER B L R IMERT 41281 5 CGRP ©
Bedlmtmat Uz,

Bkt & O] BAER (WT) v X & CGRP—/—
YU ARZBWT, AHREEINERE, BXO, KHE
FUHEGE (OIR) &7 )L & v — Y — RS T 2E
Mm% (CNV) ®7 MBI 2ENIMEHFEICDONT
AT 2 AT 5 72,

USR] RO AN REINE ST 4 & OIR €7V iC
B ABEMEME RSB VT, CGRP—/—~<
AEWT Y RICHS D REFAONE P52, R
A BT %5 CGRP & Z DZFEEOBERLTFFEH % real
time PCR T3 % &, ZAEMELETIIMEELD B
tBFE LR - IRAEIEC L DLW FEH 2RO 72, IRAO
CGRP I3/ & 0 IR C B W OB H I E
ET 5 EFZ, RCBHINEEELEED T 7V

No. 5, 2015

Thb, V—F—FHECNV T NVIZE T 3 IREEIE
IR DN 2 1T>726 CNVEFLIZBWT, L —
PR OHEE XM E 2RO L5 T8, L —HF—
JLER14H 1 3B 1 5 IRAG BESHT 42 I O 1, WT
<7 AR, CGRP—/—~< Y AD S NEREICK
Molze ZNVA VA VHMREGEZCBEWTY,

CGRP—/—~U A TIEWT =7 212k, IRE&IEHT
EIME DS Ot E L Vi BD T, Elov—V—#
THIZBEWTCGRP—/ =~V ATV — ¥ — R4
HMIZEWEH DO~ 707 7y —VREERD I, Real
time PCR Tz B4R~ X, CGRP—/—~v 7 X &
bICVy — PR LK - IRIEEIC B W T TNF-«a
DFB LA ZRD 20, CGRP—/—< 7 A TLDF
AR 5 72, CGRP 12 X 5 CNV #IH] o #4#% %= HBH
ST B0, W~ AL F 4 7)Y ar—k
FEH~xrzu 77—V RERL, VKREHE (LPS) #
Wiz k% TNF-a OFEA% ELISAICTERLIZEZ
%, CGRP OHi#E5ICL Y, ~Z7a7 7 —Yh6D
TNF-a OEEPAEREICHEI SNz, 512kt MK
tF LMl TNF-a 285 L, ZO-15uE i
CHEMIRT tight junction (TJ) Z3HMiL7-& 25, &
FEHAF I TNF-a 12 X 2 T] OBFEDTED & iz,

CGRP DWBEILHANOREF DIz, W =Y XD
CNVET VXL TCGRP #7213 CGRP 7 > % o
= A MNOFRETERER2{To/z 2%, CGRPEE
WEZEBEZCNVOMHE 7 vy T=2 M E5IZ &
%L CNV oK ERDIZ, &5, CGRP—/—~v
ADCNV#EAKE TNF-a OFEZH 5 123 5 72
W, TNF-a PEENEIER %256 3 % lenalidomide %,
WT w7 X & CGRP—/—~v 7 AKRICEELIZEZ
%5, CGRP—/—~7ATl¥, WT~7vRELREEEZ
T, CNVBXU~7 07 7 —YRENIH S 1Lz,
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Uissm] AT CGRP 13 TNF-a EEA 2 #1061 L, #
S F R R RS 2 2 L ORGSR RIS O HER %
MEIL T3 L% 2 5 tz, CGRP i3 H Bk 8
BEASMEIE T 51 2 DRI IESHT AL 1B 150 3 2 BT 72 75 16 e
L 7z B ATREME AR & iz,
GRXBEOERNEER)

By b = VBETEE~TF R (CGRP) i, %
A HEEEE T 5T F R THY, MEFELR
ERNOME, SSCRATOREBENHFESIN TS
7%, AR CGRP 0JiRELE Y 1E FH O FEMIX R < h
Twiv, £ TRIIE—IE, CGRP Vv 27 7 7
<~ A (CGRP—/—~7 R) ZHWT, #EE4LRH
HIMEF £ B & VRFFEMEESE (OIR) €7 VIcH
\F 2 iR T 4 O T, IR 817 5 CGRP 5225k
OFBIENT, v —V —FEIEEREME (CNV)
ETNVICBT ROMER £~ v 7 7 —2EEO
fletr, FA 7V av—1rFEE~x a7y —Y RV,
CGRP 12 & % TNF-a EAMGIVEA O, t biE
PR B 2 WMy 4 by r v a s
(T]) ~OTNF-a OO, CGRP B & O
CGRP 7 v ¥ I = } OFfE K T# 512 X 5 CNV
TTNANDEEDOMN, TNF-a EAIIHZERE S X
% CNV & 7 DEED MR 21T > 72,

Z OFER, BIE— 3RO % B,

1. AHAHEBEINEFES X OCOIR ETFTNVICBT 3

RIIMERT LT, B4EM (WT) w72 & CGRP

— /=T AREZHONILP ST,

2. E&EM RT-PCR 12T CGRP ZEMAR DB T 1X

MR X D b IREEIE Cm < FEHLL Tz,

3. C(NVETLVIZBWT, CGRP—/—Tl3 &4
WH, CNV Ok & R oM, ~27 a7
7 — Y REOEINZZD I,

4. CGRPHi#5Ic X v, LPSHIEMIck 3~ 27 a7
7 —Y @O TNF-a EEIHIS 7z,

5. b MEEGR EEMIICB T, TNF-a X5EE
e, MlER T O = FE L7z,

6. W7 ADCNVETNVIZBWT, CGRP ®
R THRE5ICEX5 CNVBIUY 707 v —VE
Mo#g e, CGRP7 vy I =2 v 512 &k 3
CNV R ZZ DTz,

7. W~ 28X CGRP—/—~7 2D CNV £
TMEZBWT, TNF-o EEMFEEORSI1C LD,
CGRP—/—~TATIEWT v 7 X LEREE £ T,
CNV BXU~7u 7y —YREPIIH S Lz,

U EoKHR» o, BIE—IXIRNIC BT 2 AR
CGRP » TNF-a EEA Z4IHI L, HBOR EK 2R
T 5 2 & CIRIEISET A ME DR ZIHIL T3 2
&, CGRP 23 es BEASPESE (2 5 U 2 BRA& BT 4= 1l
BT DR i in I L AR E R R L7,

EoT, F&E, BHIEIZ L TR EEMRL L
Ui % H D EBD Tz,

Rapid single nucleotide polymorphism based method for hematopoietic chimerism analysis and
monitoring using high-speed droplet-allele-specific PCR and allele-specific quantitative PCR (¥#&iii%!
B EFr 08 PCR B X ORI 2 B PCR 2 H W 2 & sl miic 81 5 ik

RIZMEH L 72 % 2 ) X Af#4T)
'_\'Fi_

FRXOABNEER)
(5L HIY] F X 0 X 2l (& [RIEE I A e A Al
KBWTRF—/Ly ey R HEERLT 2
HETHY, BiEBROLEEERASLHATHICEETDH
%, fATICIE, 7/ A DNA FOSRMEE (Foiuk
HD#E VR LUEHTH % short tandem repeat, STR
fHEL) W7z STR-PCR EBHA S LT W 523,
PCR IR DIEFFRED TH LAY v ¥ —E—7 %,
STR D& S WKF LI IEXI OB 22T 5
ZEDBHIENT WS, 5, &0 IEMEZLEEMTE &
L C—HE%L A (single nucleotide polymorphisms,
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SNP) ZFIH L7 HERL k&GS TE Y, HEE
59 PCR (allele-specific PCR, AS-PCR) »nfF
HTh2, AWFZETIE, SNP ZHWF 2 ) X Af#E
HrelT, RA—/vyEo >y iaEsoBmEaim
WA 7Y —= 7 D7 ORI EHEPCRIC & 5 HikE
B droplet-AS-PCR &, L'y x> s DNA
OBAHLE RN DIz D Y 7V 5 4 APCRIZ X 21
o 1 g5 8 PCR (AS-quantitative PCR, AS-qPCR)
DFEEIT> 720

(753:] (RIS MR AE % 61T L 7220400 F 5 —/
LVYELY MO 540N ERRE LIz, SNP 3%
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FHEFAE T

HWHEEOFHOWSHBEGRE L, 7743 —0D
3K B/ T 5 & & CHERRN T Z 4 ~—21Ek
L, droplet-AS-PCR « AS-qPCR & b Z[@A]—7 7 4
= Tu—TR2FERLz, K —/vyExr g
F(Zdroplet-AS-PCRIZ X 3SNPY = /¥ 4 > 7
W2 X DFHI L 7z, BAEERRIRZ L DB RETH o 7z
6 412DV, AS-qPCR% W BRI D Ly
vy bEEREEHL, STR-PCROMER &t L 72,
[#5%]) Droplet-AS-PCR 2w 3% Z LT, 5#EES
TOSNP T8HLUNIZY =/ F 4 €V I ARETH
5726 200HD K F—/v vy Ex v R, 5 HEE
HPRT5-50 %, S5MHEBETOSNP 2H0ns £95%
(19/20) THo7zo 208108 TIE, 2 FEEDL LD
RISEE S 5 N lzo AS-qPCRIC & % 6 £ D E R fi# AT
DOFER, 2408 STR-PCR OfEHR it L, BE1
%2 fHIE D SNP TV v v > b HlkME22.04-
2.91 s hizoiwzxf L, STR-PCR T g Hi
BELUTTholz, BFH 21X 3O SNP TIZ6 4 H
BEROIETOMBEATY Y E T > M
1.25-2.16 %t S L7z,
[£2] BAEfiD K+ —/v ¥ x> b akBIsEEER
# & LT, droplet-AS-PCR w3 Z & THET
fEEICA 7 ) —= Y T ARETH > Tz, A 2100 %
T 57012, AEZFE L HEEERCHAEDE
DILBETH 5, Bl D E &R CaRst L 72 2 B3,
Wb STR-PCRDORA Y v ¥ — ¥ — 7 DLHEIRERR)ER
2 & BB E 3 mBESFE 2 51z, AS-qPCR
WS ZET, IDIEMicryET Y s DNA 2%
Hd 2 2 EDTEETH - Too RFFETHEE L 2 dro-
plet-AS-PCR & AS-qPCR ZfHAaEbEZF XV X
L fE#MT I STR-PCR OR %2/ 5 HETHY, 55
WCEERIGHFIRET 5 %,
(isam) RS MBARBEICE VT, —HESH
(SNP) %fafEL L7 BHERTRER 7 V) — = > 7k
(droplet-AS-PCR) & BfE#LE & (AS-gPCR)
EAGDE S 2 LT, kD XD IEE R ERN
EHFERED F X ) X ATESRER T & 72, T T2
bETH Y, ERNERESIRFS NS,
(BXBENHERNER)

F 2 ) X LEMCIH E LT 3 short  tandem
repeat (STR) fHIK %A L 7 STR-PCR 1%, %7l
LE L EmMED D52, PCRIGEOIERREY T
HBEAY v ——r%, STREHOESITKFL
PIIRSE O ERZ T2 Z Lo Tnd, F72,
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AT EME CRRE 223 2, RSB WT, —
AL A (single nucleotide polymorphisms, SNP)
EHWT, BHEETA 27 ) —= > 7% Bk e R
WOWTHTT e F 2 ) X LR FEEHBEL 12,
T4 =0 IR aEHi LI 774~ — DK

B RN ATHE L, £ SNP 2B 2R 7

TA—2fER LTz, 72, 200lO K F—/v T

YR ERAWT, EREAE® PCR HEEIC X % droplet-

allele specific-PCR (droplet-AS-PCR) T, #iE

A7V —=v 7L LTCSNPY = /¥4 EV T %

75720 SNP #HEBIZHFIMRANIC &L W ZRFEE O RV

5w, 612, BEEOERMITELT, 6

FEFNC B\ CHEERFEAER PCR (AS-quantitative

PCR, AS-qPCR) &AL TH % STR-PCR O #%

REZAb %2 i U 72
ZOFER, FTHIERXROFmESE,

1. Droplet-AS-PCRIZ& D, 843N TSNP & =
A ECTRARETH 572,

2. 5T®D SNP O&FANZIL5-50 % T, 5HHAE
TEHAWS Z LT % (19/20) OFRIEEET,

3. ERFZALOEIBFRETH - 72 6 Bl 2 I T,
STR-PCR & O Ao iz,

4, AS-qPCR 1Z STR-PCR T 5 1 % FERF 5 K It
PIIESIEEIC L BN, L0 IFELERE
ROES NI,

5. RIFZALDBERSAIRE T H - 72 6 il 4 T,

2 FLLE OFIGEEME S Lz,

6. KiEDBRFENEFRE A, STR-PCR 2 H w72 LA
F &0 FSLUT I REME S iz,
INSDOREREY, BEHIOF > —/vyvx s

A SEIEGEIN vk & L ¢, droplet-AS-PCR % FHw»

32 e CRHECHFEICA 7 ) —=V JHEETH 5 Tz,

AR E100 %I T B 72DI2iE, AFEEFHRE L /- fHE

HERCHAGDERNETH 5, BhbtkOERFN T

1%, AS-qPCR & STR-PCR TH#hHE bt U 72 #ilH3

Hohizn, STR-PCRIZEZ2AY v I —E—T

iR STR S O & S 10 fk7F L 7z PCR #EIRZNE < &

LN Z 51, AS-qPCR ZHWwW5 2T, &

Eflicvyy ey NDNAZKRIHT 2 2 ENAJBET

Bolze AHIFETHESE L /2 droplet-AS-PCR & AS-

qPCR 2 A E LTz F 2 ) X AN I STR-PCR

DREZEFEI HETH Y, @OERKE R R S

nize ko 7T, £, BIET—HL TR R E05m

X LTUERH 2 b D LDz,
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Role of the Programmed Death-1 (PD-1) pathway in regulation of Theiler’s murine encephalomyelitis
virus—induced demyelinating disease (¥ 4 77— ZAMWHFHER 7 4 )V AFHEIC X 5 el PEBERER
B12B1F % PD-1 pathway % 4 L 72 RIGEHIEHEERE)

i R
FRXDOABNEER)

(155 L CH] ZFEMREELIE (Multiple Sclerosis:
MS) dHiR R OBFER R TH 5, MS ZHDHK
BRBO—DTH2 I ENHS N ERS>TWED, H
CHERIGMBE L 2 FIERZERHTH D, RIBHRE
bR S Twin, MS OBFIZRCKICE L, Bk
BT 2AFEFAOIGAL 2D HS0ANTH 2, K
KT L Lo IREBTHY, HEMH
Dy IEFICE V. —7, HARICBT 2HHFIEALL0
TIN®720 8-9 NERKIZELAD 0y, BEHEHIX
ITEEIMERC D D, SRS SWICHENT2EEFZ 6N
TWwa 7z, RFREOWIE, BHFREBEHE TH 2,

AWFGEE, MS D7 A )V AFEEIYFEEET TV T
b3 [#4 7 —RERis% 7 4V A (Theiler's murine
encephalomyelitis virus: TMEV) 12 & W 58 X 1 5 [
#pcE (TMEV-induced demyelinating disease -
TMEV-IDD) | % vy, MS OFERFF O fEH K O,
RREERESL D 72 DT 21T > 720 TMEV-IDD i3,
FRHEHRE R I B MRS U 7z TMEV 1234 2 508 Kt
K E L, FRHREROBEENEL 2, 51, H
WRAHRER OB TR 9 2 HOERIEIC & 2 R
BELTwE ZEbmEINTVwE, 2DLII,
TMEV-IDD ORI, 71 v ARGz T % K
B, HOMBICN 2 ERIED 2 DDOHEREEL
TEY, HEORE, TROMPIERSFIRT 5, -
T, TMEV-IDD i3 H iR 1 RAEME DA 4 U
LI R MR T 2 ECIEE ICEE B ERE T LT
Hb,

AWFeTix, TMEV-IDD 12 31 % &0 K % S5
WCHEMTS 2 BT, THIE R FE3E 3 2 e o 2
ZRMEE L CHEFEEHE & T w3 Programmed
Death 1 (PD-1) w&EH ULz, PD-LIxEEILL T
fife, Bk, PRSI ECREL, BTH T
fa b FB T 2 PD-11%, THIFEOFEMAL 2 HHI T 2
HE 2RO, ZOPD-1OV # >~ F LT, PD-L1&
LU PD-L20 2 ENFEEINT WD, 216D
A > PIE I RAERE R BRI FEBI AN S 5 & &
MohnTwb, PD-1 pathway O F5fREE L ¢,
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@ HIHEIER O & - T, THIK ORI ZMmE L,
REEFEFCB W TEERRE RT3, @ 2RV
ORI B W TR TR, AMERSRICBT 5HE
TEEFOMRFCODEL b T3, @18 A
WV ARERRFIC B 1 5 SR ORI H B5 L Tw
%, LSl EPHRESNLTW D,

UEoEgE» o, RXpFsEid TMEV-IDD 2 8 %
PD-1 pathway O#&%E &2 f#fi+ 2 2 £ic kv, PD-1
pathway ORI NOTREME 2 #ET L 72,

(s & ORR] @12 TMEV Bz & 3 PD-1,
PD-L1D & DO ZAL % in vitro v ~_ )V 2 THRET
TB0, 74 —7 <7 ADKEE D S BT E
B L, GM-CSFIZ & > TNl 258 Lz, Z
oAl TMEV z &3 s, PD-1, PD-L1®
mRNA FE#HEZ) 7 )V¥ 4 . RT-PCR #iz THIE
Lizo ZDFEE, TMEV %4 s ¥ Bz 8
WT PD-1RE =1 3 5, PD-L1FEH = 11263
w7, xig, TMEVEHc & 5PD-1, PD-L1
DOFBEZIL % in vivo ITBWT HEIT 5720,
TMEV-IDD =7 2 2{/E# L, TMEV-IDD O #17ic
5 PD-1, PD-L1O %8 &%V 7 v ¥ 4 A RT-
PCR#EICTHET L 7ze Z DGR, BT O PD-1,
PD-LIDOFHLE X, FREEROETICHEY, #1565
F TEIIIL 72,

& 512, TMEV-IDD 12 B1J % PD-1 pathway @
BEE 2 B AT S % 72, TMEV-IDD < v 2123
PD-1¥ifk 2 #5425 2 L1 kv, PD-1 pathway %
BHE L, S e KR O RBERFE B A D8 % it L
720 VL PD-1HAO 51X, TMEV-IDD O Jf#
FERDIFERE LA 5, TMEV #:##%20H B TRV,
FREEIRFERE AT O HAR] (Induction phase) & FEfEH
DA (Effector phase) 23 TiT o720 % DFEE,
Induction phase [Z¥i PD-1§i{& 2 85 L 72 # T3,
FRBLEIR OO FERE DN E BIELE L 72, —F, $1LPD-191
{& % Effector phase IZ#&5 U 7-#ETIlX, BREBRERD
BEICHEELZ, 2512, NHREL O PD-14iF#
Ltz TMEV B0 534 HBICEBZ L, SEEHEMRY
W75 T 24T 5 L3k, kG, BEERREMC B U
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LHIMEANREEY A v 24 2 70— A b A MY —
TR LTz % DOFG5, Effector phase 12T PD-1
Pk 285 UL, BB U 2 KEKRUBHEED X

DREICETL Tz, AT, FE, BEEREH
W28 13 IFN-y, TNF-a OFELENTTHEL T3
ZEDBBHS N E R ST,

Uigam] MLEo#ES» o, TMEV-IDD i2 8w T PD-
1 pathway H3HAHXHHRER O SE R LTI
B < BSOS LR 5Tz, MS IEFREDOMELIZ AT,
PD-1 pathway %l 32 Z L BWEETH 5 I L AR
B Ehz,

(RBXBENHERNER)

% FMEALE 13X (multiple sclerosis) 1 B f1#%
FROBEIRE CHFEE SN TWD, B2 ZFEKTE
5 EINTLERBEPEANHOERN %5 & &7
2 HORIGEDSED I BFRE T Rwvwhr ST
W5, WAE, RIBHEEE T SRR X R8Tk
AP EENT VD, 4 T7—T A NVA%ERX AN
WS % & SFMUESTIET 2 Z L 2FHL T,
BADFIE T DHIEE TIE L HELEIC B T 2 E &
FEIE DBAfR I & OIEIHNC X 2 GRS I SR
DA TV S,

LRI TR LI S8 3 2 I O SRz 2
e L THHESINTWwbProgrammed Death 1 (PD-
1) 2DV H Y RTH3 PD-LIOBSIZ DWW THISE
Lize 47— A4 NVABGIC & 2 ZFHBLIE D5
fiE3#fE < PD-138 X O PD-L10OFEAHEINT 3 2 &,
PHER O PD-1iA# 512 & > T L FMER{IE O T
DEHET 2 2 ER2R LT, & 512, MbraEiEc
£V PD-1HEE S Tl REMEMI OB TS
52BN ULIz, &7, RIEWYA oA VDEED
THEEND Z 2R LT, Zho OREEIRL MR
JiE O FEAE L T HIZHNHIE DO PD-1/PD-L1R 230l
HICPERT 2 2 £ BRLTW 5,

TER D 2 FERFALAE O FEREMEFF D WHFE 13 SR AL 1
B E Y AT ADOWFERFLTH > 128, Z DORFSE
FEIIHIN 2 v A7 MTEH L TB Z bz, f
& U CHRIEIHIIc#RE S % PD-1/PD-L1v X 7
LOMIHIRNCE L 2R LTze & ORGRITFERED 2
B =R L U CHSIEIIEIR OB T2 A 032 FEMEREAE O
WMERTCTh AR ERT & &b, HiickibEk
BIFD Y — R k2 2 e n s,

o, £&E, BIEEF L TR NG &
L&Dz,
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