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[Discussion]
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LZAh, MREE YA T o va YRS T Cd A claudin-1 & Coccludin A3 7 4
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Mast cell is one of the most important cells in immune systems and contains a
variety of proteases (tryptase, chymase and carboxypeptidase-A), heparin etc in
their secretory granules. During inflammation mast cells release those proteases
from their granules. Therefore, knowledge of the regulation of mast cell proteases
and their interactions with heparin will offer enormous therapeutic potentials in the
treatment of a number of diseases and conditions such as cardiovascular, arthritic,
toxin clearance, and removal from infectious diseases etc.

Heparin/heparan sulfate (HS) proteoglycans are composed of sulfated
polysaccharides attached to the core protein. The backbone polysaccharides of HS/
heparin are synthesized by the alternating addition GIcUA and GlcNAc residues from
their respective UDP-sugar precursors, and are partially modified by a number of
enzymes such as C-5 epimerase, N-deacetylase/N-sulfotransferase, 2-O-, 6-O- and
3-O-sulfotransferases.

Heparan sulfate 6-O-sulfotransferase (HS6ST) is an enzyme that transfers a sulfate

residue to position 6 of the GIcNAc/GlcNSO; residues of HS/heparin, and it consists



of three isoforms (HS6ST-1, -2, -3), Heparin, the highly sulfated form of HS, resides
in connective tissue mast cells and is involved in the storage of mast cell proteases
(MCPs) in the granules. However, it is not well understood which isoform(s) of HS6ST
participates in 6-O-sulfation of heparin and how the 6-O-sulfate residues in heparin
affect MCPs. To investigate these questions, we prepared fetal skin-derived mast cells
(FSMCs) from wild-type (WT) and HS6ST-deficient mice (HS6ST-1""~, HS6ST-27"",
and HS6ST-1""~/HS6ST-27"7) and determined the structure of heparin, the protease
activity, and the mRNA expression of each MCP in cultured FSMCs. The activities of
tryptase and carboxypeptidase-A (CPA) were decreased in HS6ST-2”'~-FSMCs in
which 6-O-sulfation of heparin was decreased at 50% of WT-FSMCs, and almost lost
in HS6ST-1""~/HS6ST-2"'"-FSMCs which lacked the 6-O-sulfation in heparin nearly
completely. In contrast, chymase activity was retained even in HS6ST-1""~/HS6ST-2™"~
-FSMCs. Each MCP mRNA was not decreased in any of the mutant FSMCs. Western
blot analysis showed that tryptase (mMCP-6) was almost absent from HS6ST-1"""/
HS6ST-27'"-FSMCs indicating degradation/secretion of the enzyme protein. These
observations suggest that both HS6ST-1 and HS6ST-2 are involved in 6-O-sulfation of
heparin and that the proper packaging and storage of tryptase, CPA, and chymase
with heparin in the granules may be regulated differently by the 6-O-sulfate residues
in heparin. It is thus likely that 6-O-sulfation of heparin plays important roles in
regulating MCP functions.

The research bears immense clinical significance in autoimmune diseases such as
autoimmune arthritis. Mast cell tryptase was found to have attenuated arthritic
response via tryptase-heparin complexes in tryptase-KO animals that developed
lower inflammation and bone/cartilage erosion than did WT mice. Therefore, it is
possible that HS6ST activity is involved in the specific regulation of some protease
activities in CTMCs. For example, a possible up-regulation of HS6ST activity in
patients during arthritic inflammation may affect the treatment of this disease.
Therefore, some reagents that are able to regulate HS-6-O-sulfation might have

therapeutic potential in diseases involving mast cell proteases.
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Exeter V40 (Stryker Orthopedics, Mahwah, NJ) short stem 125mm & standard
stem 150mm, ZNZ1 3FDoffset (37.5mm No.l, 44mm No.l, 50mm No.l) &42AK D
Sawbone# # fif L 72, stem® [& 2 1ZSimplex (Stryker Orthopedics, Mahwah, NJ)
cementZ H\[A—MH 2 X o TITb 7z, Blrallnid )75l (Instron 8874) % fiff
HL, thZhdstemlIO & 7 RIOWERZAT - 720 BB, KRBEBEHG & KBRS
LA @D T A YA EIE 25 X9, AN EZ MBS bV 2 2Nm,
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BFIHIE 4 TAVancouver type B2TH - 72 B b V7 D31, short stem (375
mm : 114.3Nm, 44mm : 131.7Nm, 50mm : 163.9Nm), standard stem (37.5mm :
136.9Nm, 44mm : 156.2Nm, 50mm : 180.2Nm) T»H - 72, stemD £ & RoffsetHvK X
72 BAZHEVEPT bV 2 B HIN L 72, standard stemidshort stem& L, ZhZEFho
offsetiZBWVT, ARIZHEIN MV I BKED 7205, LEMEIC L S E50mm offsetiZ B
WTIAEEZRD R o720 F7:375mm standard stem & 44mm short stemf# T,
BRIV LEIANF—IZBVWTHEAITZRD T, Mx T44mm standard stem&
50mm short stem 2BV THHREAEITRD Lh o 72,
€39
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FRGEHFICAE LA AP LAY =V FICE 2 BEMDPEE IR TR WETH 5,
(&3]

Exeter short stemld, standard stem|ZIH UKW BV 7 TEHHFZEL B Z L8
IRENTZoBWEELD PV 2L, Mistem& b HEAFETHELL ML 2D 7-1085TH D,
T A7 ZWINSETEEMEHTE LT LARE SN,
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Exeter V40 (Stryker Orthopedics, Mahwah, NJ) short stem &, standard stem(Z2
W T, £hEF N 3 M Doffset (37.5mm No.l, 44mm No.l, 50mm No.l) &424K @
Sawbone (BEF V) %Z#fi L7z, stem[#l 2 1XSimplex cement % M\ 72, J1F Btk
(Instron 8874) %L, ZhZNDstemlZDOWT, 7 ROREEZE fifr L7z, i%iEid
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(37.5mm:114.3Nm, 44mm:131.7Nm, 50mm:163.9Nm), standard stem (37.5mm:136.9Nm,
44mm:156.2Nm, 50mm:180.2Nm) Td 5 HAH/RE N7z, stemD K & Roffset K & 7%
ZAZHE, BT MV 2 HHIIN L /2. standard stemidshort stemiZtt L, ZNEh D
offsetiZBWVT, AEICHEI MV I BKEDR 72, ZEMREIZE WV T50mm offset T
BAEEEZROLPo72,
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FWAELD MV IIHEAETELA PV O 7-10TH Y, standard stem,
short stem\WFNOBIRGWHETH 5o 7272 UEHEREZ HEF L 72 Me89 22 KBRE 12w
5 Y¥f1%, standard stem 2SEFE L\,

Exeter standard stem & short stemiZ2WT, & X ¥ MEEZIT- 72HEOFI bV
7B L CTEBRWHIZRIZITDN TV v, 3T DoffsetiZBI 3 2 54 bV 7 O53HTIC
BLTh, &< Emeiegl 2.
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Introduction: Osteoclasts are bone-resorbing multinuclear cells derived from
hematopoietic stem cells. The interaction between receptor activator of nuclear factor
(NF)- « B (RANK) and RANK ligand (RANKL) is essential for osteoclast differentiation.
The binding of RANKL and RANK on osteoclast progenitor cells triggers the
synthesis of NF of activated T cells (NFATcl). Also c-Fos is an essential transcription
factor for osteoclastogenesis and positively regulates osteoclastogenesis via NFATcl
activation. On the other hand, RANKL induces interferon (IFN)- § as a strong inhibitor
of osteoclastogenesis and negatively regulates osteoclastogenesis through type I
interferon receptor (IFNAR). Pyrroloquinoline quinine (PQQ) possesses a variety of
functions. However, there is no report on the role of PQQ on RANKL-induced
osteoclast formation. It is of interest to clarify the effect of PQQ on RANKL-induced
osteoclast formation. In this study we aimed to clarify if and how PQQ affected
RANKL-induced osteoclast formation in RAW 264.7 murine macrophage-like cells.
Here, we report a putative inhibitory mechanism of RANKL-induced osteoclast
formation by PQQ.

Materials and methods: The murine macrophage cell line, RAW 264.7, was obtained



from Riken Cell Bank (Tsukuba, Japan) and maintained in @ -MEM medium
containing 5% heat inactivated fetal calf serum, antibiotics, antimycotics and non
essential amino acid at 37C under 5% CO,. For osteoclast formation, RAW 264.7 cells
were cultured in 96-well plates at a density of 5000 cells per well and were allowed to
adhere overnight. The cells were cultured with 0.25 ml fresh media containing
RANKL at 100 ng/ml for 6 days. The medium and RANKL were refreshed at third
day of culture. Osteoclasts were identified as tartrate-resistant acid phosphatase
(TRAP)-positive and multinucleated cells. The expression and activation of signal
molecules were determined by immunoblotting. The cell surface molecule expression
was analyzed by laser flowcytometry.

Results: 1) A number of TRAP-positive and multinuclear cells identified as osteoclasts
appeared in the culture of RAW 264.7 cell with RANKL. On the other hand, PQQ at
1-10 u M significantly inhibited RANKL-induced osteoclast formation.

2) PQQ inhibited the appearance of osteoclasts and prevented the decrease of F4/80
macrophage maturation marker on RANKL-stimulated cells, suggesting a preventive
action of PQQ on RANKL-induced osteoclast differentiation.

3) PQQ inhibited the NFATcl and its upstream molecule c-Fos in RANKL-stimulated
cells. On other hand, PQQ did not inhibit the signaling pathway from RANK/RANKL
binding to NFATcl activation, including NF- kB and mitogen-activated protein
kinases (MAPKs).

4) PQQ did not affect RANKL-induced IFN- /S production whereas PQQ significantly
augmented the expression of type I interferon receptor IFNAR) at 6, 12, 24 and 48
hr in RANKL responses.

5) PQQ significantly enhanced phosphorylation of signal transducer and activator of
transcription (STAT) 1 as well as augmented expression of janus kinase (JAKI) and
STATI in the presence of RANKL at 24 hr. Furthermore, the expression of an
inducible type of nitric oxide synthase (iINOS), which is IFN- finducible protein, was
markedly enhanced by PQQ.

Discussion: In the present study we demonstrate that PQQ inhibits RANKL-induced
osteoclastogenesis through the inactivation of NFATcl in RAW 264.7 marcophage-
like cells. PQQ augments the IFNAR expression and subsequently the IFN- S
signaling and the enhanced IFN- ffsignaling causes the impaired NFATc] activation
via reduced c-Fos expression. PQQ present ubiquitously in mammal tissues may

control osteoclastic resorption through regulating osteoclastogenesis.
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TAZF =T OIMEED S OWRIHBRE L7z, FYWHERTRN /ST X — 5 ZHT L7z
LA, VAFIV VBT Y MICBWTASF T OEE 2 )75 Y ADKT &
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L7z

SUNDRHNZ J 1T T CIMDFEEIZOWTIZISDT v 2 HWT, CIM®» 5 W IidAaT
R ALPR A%, SUNMA[E IR % G- LRI 912 SUN O I i FE % 300 5%E L 720 SUNDJIH-HE
WA F AT TCIMDEEIZ DOV TIESDT v + % W T, SUN#S 2 BRI, X512
aMéﬂﬁL CIM¥B: 5-Hi 212 B 2 I OSUMBEEE 2 il % L 72o SUND HH-HE

FlFFABCC2OESIZOWTIE, T—HFAEYY VY VIfES v b (LLF, EHBR)
%%wfﬂm&5&®m$ﬁiwﬁﬁ$®%§%ﬂﬁttom¢3;0%%¢®ﬁm
IREEIZLC-MS/MS#: &2 - v Tl L 72

CIMILIEEZ DSDZ v MZBWTSUNDIILH A & O RIAEICEEL, SUNO4L K

7077 Y ADKTBLOERMOLENED bz —F, SUNOE2TOHTZ
)77 A (LUF, CLbile) 3 X OHHHEMGEE 13228 2 KIFE 20> 72, EHBRIZ
BWTSUNDCLbileldSDT v b & L CAHBIET L, mMA@EEAEICEA L
2%, M HEMEEE I3 EL 2 BO R dh o e U EDZ & H HCIMIE, FIZSUND
CYP3A4IZ X 2 ZHPIHET L2 LIk o THRANBIREZ ZLE 85 2 &, CIMIZ,
SUNDJR{THEME B 2 RITE w2 &, S HICSUNDEHFEMIZB W TIE, P-gpd
X UABCC2OHFGAI/N S W LR Sz,

KXk, TN T THE SR TV A - 72SUNB X OCIMPE o> 354 f A1 A
BLUSUNDEIHEMD T Y AR =5 —OFLEZHLNIL725DTHY, KT
SUNZ#IEfEH T 272D I CFHZERERETL2DD0THL I Lo AR5 T 5
IS 2L TH D & HE L7z,
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Introduction:

[ -actin (ACTB) is one of the genes expressed most abundantly and ubiquitously in
a wide range of human nonmuscular tissues. Previous studies have demonstrated
pronounced transcriptional activity in an approximately 500 —600-bp-long human
ACTB (hACTB) promoter region. This 500 —600-bp-long promoter thus appears to be
suitable for the use within expression vectors to drive exogenous genes. The FACTB
promoter may also have an advantage in directing long-term gene expression,
because it is likely less prone to silencing by epigenetic changes including DNA
methylation compared to viral promoters. However, systematic comparison of its
long-term activity with those of other promoters has been scarcely performed to our
knowledge.

In this study, we sought to examine the transcriptional activity of a 550-bp-long
hACTB promoter fragment in multiple human somatic cell lines over time for up to
60 days, and compare it with those of several commonly used promoters, with a
particular focus on the CMV promoter.

Materials and Methods:
Plasmids in which EGFP expression was driven by one of the R ACTB, hEF1 «,



CAG, CMV, and HSV-TK promoters were constructed. Multiple human somatic cell
lines were transiently or stably transfected with these plasmids and processed for the
measurement of GEP signals by flow cytometry over time for up to 60 days. We also
evaluated the long-term transcriptional activities of the ZACTB and the CMV
promoters using plasmids expressing the luciferase gene under the control of these
promoters.

Results:

In the transient transfection of plasmids, the CMV promoter directed the highest
GFP signals among all promoters analyzed. However, the CMV promoter directed
faint GFP signals in stably transfected cells. In contrast, the ZACTB promoter, which
drove the second highest GFP expression in transiently transfected cells, maintained
significantly greater GFP signals than the CMV promoter for up to 60 days. A
sustained long-term transcriptional activity of the ZACTB promoter was also
observed in a luciferase-based assay.

Discussion:

There have been several studies comparing the transcriptional activity of the
hACTB promoter with those of various cellular and viral promoters. However, the
current study focused on the long-term activity of the 2ACTB promoter, and
provided evidence that the use of the ZACTB promoter ensures sustained, high-level
expression of exogenous genes for a period up to 60 days, at least in some human cell
lines.

Other cellular or synthetic promoters, such as the ZEFIa and the CAG promoters,
also demonstrated pronounced long-term transcriptional activities. However, the
550-bp-long ZACTB promoter is about 1 kilobase shorter than these cellular/synthetic
promoters commonly used in commercially available vectors, and thus likely to be
useful for directing the expression of a large gene from a type of vector that has an
upper size limit.

Conclusion:

This study demonstrated that a 550-bp-long ZACTB promoter is an example of a

cellular promoter with the ability to sustain long-term, high-level ectopic gene

expression in human cell lines.
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FALEm S E H A system for the measurement of gene targeting efficiency in
human cell lines using an antibiotic resistance-GFP fusion
gene (AR ECF-EGFPRISEETFEHAVAE Ml
MOBLFI—T vT 1> THEODEE)
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B W% D KA
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AL X NE O RE
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v MR OBIET ¥ —7 v T4 v 7k M EIET OISR 2 TTREIC T A8
MAREBRFHETH D, LA L, b MRk TIE—BICDNAFRMIE 2 2K 720,
FOPMIMES T mVE SNb, RFFETIR, BROBIZTS—7T v T4 ¥ k%
BT B7200E—%kE LT, N ra<A ¥ Uitz T £ EGFPOR & E 5T % Al
ML, & MIBERICBIFZ Y =7y 74 VIR EZMEICERL D AT v A RE/EK
L7z
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9, N ra<A Y VIEET L EGFPEIE T O5 KK 3450 2 L Olis &
fz¥-Hyg"5 EGFP)Z T AL R—% —_27 ¥y =%l L7z T2, Bha U 2RE
L72EGFPHEIZT 25K EU Y =T —AIFD28 =T v T4 Y IR ¥ —% 7 7/ Ktk
TANADEMEZ TR L7z, & M RERMARHCTI16&£ DLD-11C Eid LR —%
— R Y= REBAL, 7U—VEYBELMR, YT T4 VTR Y — Rl
AL7zo W7 &7 — [ TDNAM M 2 A5 & 7-/ild Tl3 2 REGFPAY P 5L X GFP
Btk & 7% 2 & &R L, DNAMFEMEEZ Ol & 7-/ifsE 7o =44 b X b =12k
> THRH L7,
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Ry —%MHALESELIV D LR =7 0= VB OMER I EERA SR, 7
O— B4 EB U ERE L 2BORETTH, ARICEVLR—7 — 2 RIFL T
W7z,

F72, TTI/BEIANARS Y —% =y T4 VIR =R, 79

I FRT Y —E G EOMIGEORFECTHEEET Y =Ty T4 v 72 HETH
ENZDRIZE > THER I N 8512, TUE—=Y = Ty THEEZRAT A EICE
DEBIEFT =T v T4 Y TRRPAMGE LA TH2 L, RETQY =T —2DMMIZLD
BT Y =7y T4V TREMET T 52 & RSN NS DOFEBRFER,S, K
ﬁn@77%4ﬁikbﬂ@%bbTéWE@E&?ﬁ—#y74/7%¢®ﬂﬁ#O
R ERICAHTH S 2 LAIRK ST,

i L EEOM B DOEE

i A0k ¢-Fl=1:v)

BIZT 7 =7 v 74 v 7 e MEIET O R ERERAT 2 W HEIC 3 2 4 H 7 BTk
THh DA, —HIZt Mtk TIEDNAM IR Z AR 7D, 2 OB S B
EFEVe AIFETIE, BEOBET =7y T4 Y IBEERET L0085k e L
T, "M raxA T Vi@ T L EGFPO@MABIZ T2 Lz MlfartkicBI %
Y=y T A TR BEICER L) AT v REERL 72
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9, N ru~q v VidthEsT & EGFP#EE T O5 K fll# 350 2 & oA
ﬁ%ﬁnpSHEH%%T%D*—?—N77—%W&LtOit,%%ZF/%@f
L72EGFP#IZT #5 R ER V=T —AIHDOF =T v T4 v /Ry 5 —% 757/ Witk
TANADEEEHCTER L7z, & M REEMIEARHCTI16 2 DLD-1IC LRt L A —%
=R F—RGEEAL, 7U—VERBEELIR, =TT A TRy Y — R
AL7zo W7 &7 — [ TDNAM M 2 A5 & 7-/ile Tl3 2 REGFPAS P 5L X GFP
Btk & 72 % 2 & &R L, DNAMFEMEZ Ol & 7-/ifsE 7a—4 4 b X b =12k
> THRH L7,
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W7 & — % NERHINIGEA L7z 25, SALERRNBEOHCT116, DLD-1HILO 9
LGFPR TEMIIE D EI4 132 N2 N07%, 23% Tdh o720 GFPRYEMINEA & Wl L 72 2
O— I LTCPCRBE Y r7uay 714 ¥ FT 247\, WX 7 & — ] CTHH I LR
ANRETCNDL L ZMA LT, T2, LiLOHygs 5 EGFPL R =% =X & — %1
M L7256, RGOS KinfIEGFPE 2 EF O AT FDO LR —F — N7 & —Zfli[]
L2 E LDV ER—F =7 0— VB ORMEPLEHAIBE OGN, 70— V%4
ARLL R L 2RO TH, ARICEVLR—7 =2 RIFL Twiz,

72, TT/BEIANARS =% =y T4 TR —=IZHOIGE, 77
A FRZ Y =% V72 EOK00BEORECTHEIZT Y =Ty 74 V7 %FET L
EWZDORIZE S THERE N2 &5, THE—F— Ty THEZERHTAILICX
DBIZT5—7 v T4 ¥ 7RI LA T2 LRI Nz Dllas, Kk
DT v AR MKRICB) 2 NIEEEIET-5 — 7 v 7 4 v 7o B #E h 0 IE
GERICAEHTHAZ AR I NI,

G, BT v A REFHT S LX), FEBEFRHBIHEA T O RE L BT
Y=y T4 YT DML REE 20, BB R AR 7)) — = ¥ F AT 7270
HEEVSHRESND 720, FEE5T 5113500 L HB L7z,
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FALEm S E H Flavopiridol inhibits interferon-y -induced nitric oxide
production in mouse vascular endothelial cells (7 ZFKE U
F—bid~w7 Z2MERERRICE T2 >4—7 0 -y
BE-REEFEEEDNFTS)

wm X HFEAELZHR (Fd) &g o 5
¥z W H &
R 4 O B —

¥ owr )N kA

FAL XN HORE

77 REY F—= (FP) &, 4 ¥ FOEHWEDOBE»OMNEGR I NG 7 7
RIA ROD—=DTHb, FPIZHA 7)) VRS F—EHERTH Y, FicHA 2
REEEX X1, 2,4, 7, 9 FMEL, PUEEIENZRT . 12 MEBMFLME A MG
M HEHE L L TRRINT WS, FPIZPUESEEH DA S ZRAMEEE D > T
W IEEED D B o

I N B AL 335 5 R — R L= % (NO) &l (INOS) #%3lL, KEONOZ
AT B0 NOWKIMAFILREM 2 : 2013000 T <, EROTEELMBEEX 71 =
— 5 —=TbHb, A ¥ =70 -y (LLFIFN-y) (ZME NI H X, JAK/
STATY 7 F VREOWEHEALZF X2 L, INOSORBZE X, KEONO%Z AT S,

4], FPASIMAE AN IZ B1F B2 IFN- p S5ENOMEAIZ LD X ) ITHET 2 2 ET L,
Z OFEM 72 5B & TRz

Fid:k LT, END-D~ 7 A MWL % VT, IFN-y 2/ 4, INOSZ FE L,
NOZPELE X E720 ¥ 7 F NG TOWEMEALIZGE 7T v M, RNAMHIZPCREZE, il
KPR DOHTICIZ 72— A4 b X b —ZH Wiz,

ZOfER, END-DMifgIC IR #ME Z2 7R S 2 WFPIREE T, IFN-y #FENOMEA % A &
[ZHIH U720 FPI%, INOSHE ], mRNAZEBLZ ¥4 5 2 L 12 X - TIFN- y #FENO
A& H L7ze FPIZIFN-y ¥ 7 F VOSTATIOEEALZIHI L, & 512, STATITF




it Dinterferon-regulatory factor (IRF-1) d#P#l L7z L2 L7%2%%, FPIZSTATL%
WL T DJAKNCIZ B % RIT S o7z F 72, FPIZEND-DAIIE O ML 21 12
BIFN-y ZHROFBU S B E RT S o Tz,

Dbz &5, FPAIFN-y iFENOMAEZIHIT L LWL R olze ZOH
] A B = X L1, IFN-y OZHFROFEBIH T 2 {, JAKIOAF AL TS % <,
STATUHEHALDBIRIIH] TH o 720 ZDZ LIF, FPHE F X 2SI OSTATS
T BHEAE LTHE SR TwE 2L ICAHT %,

X512, FPIXIFN-y iFENOEAEZIH T2 2 12X > THREEMEHZ R L, REHN
HIVEF %2 7R3 REPE D 7RIE S /2o FPIC & o TIE N AL ONOFEE 2SHI#H < & Ui,
M PER R M PR G E D I T & 2R D H 5. 4, PUEHTdH 2FPAHL
WEGAEHIEA ) TR, SRRGEDTEREZRT I EPHL IR 572,

mMXEEOKEEOEE

77 REY) F—= (FP) &, 4 ¥ FOEHMBWOBE S s, LEGRSh
727K )4 FO—D>Thb, FPIZH A4 7)) VkfFEE S F—EHER L LT, HFicy
A7) ARGEEFF—¥1, 2,4, 7, 9%MEL, HEEEAERT, B, BB
Fath IR (o0 B i3 & LT S CTw b FPIZPUESEM DA b 2Rk 4k
Witk & O RS D % o

AiXiE, 1 v —7xa -y (IFN-yp) (ZX o THE S 72~ 7 2 M4 N
W& A —BbEE (NO) EAICKRIZIFPOEHZMET L72bDTH %,

W5 P B A M P % 7R S 72 WP S C, IFN- y F53ENO ML 2 A S HIH L 72,
FPIZFHERINOG KEE®E (INOS) &, mRNAFIZ KT 5 2 &1 X - CTIFN-y i
ENOFEA: % L% L 720 FPIZIFN-y ¥ 7 F VOSTATIO WAL Z BIHI L, & 512,
STATI Fifi ®interferon-regulatory factor (IRF-1) OB ZIHI L7z L LRSS,
FPIESTATI Z AL 3 2JAKL P38 %2 RIS o7z 72, FPIZME N
MBLOMBI RN D HIFN- y ZHEROFHI B L RIFS Lh 572,

INHDOTENS, RiSCIFPASIAE NEZAIRLIZ B HIFN- y iF3ENO#EA: % J]3
LT AN ALEHLNIL, TOWHI A A = X 21, FPIZX 5STATHEME LD %
REYIHTDH - 720

FPIZ & - TIFN- y 5 3 N M C B1F BINOSIC & % 8 R 2 NOREA: % $if] < &
52 ENRWHLNITRY, FPIZ X 0 @B O M LR M5 N R e & 2 Jfl T & 501
REMEAZ R L7z 512, PUlHITH 2FPASEEREIER R EEH 2 o2 & L
S L770

ARG SCIFPASHUE S EH DA S M AL iE M 2 ok L, PO DAL O BRER 195 FH A~
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FALEm S E H Development of Heat Hyperalgesia and Changes of TRPV1

c

o

Wt

and NGF Expression in Rat Dorsal Root Ganglion Following
Joint Immobilization (BAEIAEMELEZDOHIERER A EEHE
RHARETIC 5T BTRPVI RU'NGFDFIRZEA1L)
i L AR R () #x 4 W =
% E
Ix Mk
ik

Lk M

I

FAL XN HORE

(B#Y]

H W ERRIC B W T OB i G F OBRICH 2o T, FTRAMEER L2 v
TR O - AEMEIZ & 0 MERIBE LY K2 FHEPLAfThbTnd, LrL, 2ok
) R OAFCITT AR EOBREROEEBRFE 25| BT EPEHINTED,
#EiG T d B A RIERIERER (CRPS) OENO—D2THD I EHREIN TV
Bo FAIFZINE TIZHEEIABLE T IVEY 2 HWITIC X - T, F R
(dorrsal root ganglionDRG) = 2 —8B2 O ANV Y b= v EIETHERTF R
(calcitonin-gene related peptide : CGRP) BatEfilg#oH 7R E 2L —3 3 ¥ HKA!
b3 %2 L FRiBRAEREOCGRPOFEHSHMT 5 2 &, FMBEMIIBIT HIAMEH
(wide-dynamic range : WDR) =2 — B UAEMHALL TWA Z 2B 5IZL, oh
SOEALT BT A4 =T RMEBB LT ERILTWEERD—D2THEEEZERZTET
W5 (Ushida T, J Orthop Sci. 2001 : Nishigami T, Neurosci Lett. 2009) L 2L, K
DCRPSHE B TIEFEM A B DO A TlE 7% <, D 5 VI REREIEL S
ERREESNT VDA, BEHAEMERICEO XD BB E LTV A IEH S TIE R
Vo ABFZEO HIIEBEABLE T VEIY 2 H\ T, BPHREBEAA U %202 7E)7
MIZEFE L, 2512, BMERERBBICEE L Cw2h 744 ¥ 25k (transient
receptor potential vanilloidl:TRPV1) & X "# &% 22 K T (nerve growth factor :



NGF) DML FNELZ T2 28 Th b,
[75&]

FERBIWIE 8 — 10 DOSDRMEN: S v F14IE & L7z BIEIABIMLIZA TR 2 ek
AL LF 7 AR % 5 BT - 70 BAER BB R 5l 5 72010 F 7 ARRE: 6 I
BBIZTT v 5 —F A M &fTo 720 FAIGOEROMEZE 4 MY BTV, B5h/E
B LD DOERFH Lze DWT, X7 ARE2URHEBICREIE S, HEREE L,
C7, C8DDRGZE PRI L 720 BASCI T VERL#£IC12 u miZH#Y) L, TRPVI, NGFHAIZT
SRR et 2 i L 720 AT IZDRGIC BT 2 #AB2 %) 3 5 TRPV1, NGFRk
MlRBoBEE&zZnE kD72, $72, TRPV1, NGFREVEHING O Wk 2 WG v
7 b =7 (NIH Image) \CCEHII L7z #Et#TE LC, 79 —7 A, Bt
Ha ¥ # 4 % Mann-Whitney's UMUEIZ TH BAME 217> 72o TRPV1, NGFREl
FEDOWITHFE D 721225 Tl Kolmogorov-Smirnov test % AV TA B LM & xf B8 M) T He g
L7z B, HREAKELS BAIE L.

[#ER]

T5 7 —F A ML DERIIAELM TIZ4 (4152), xHRHITIX6.08 (5.7-6.6)
THhY, AELE &R THERENRD SNz, TRPVIOMEII AL TiX
336% (30.6-358), A MM TIZ235% (22.0-27.8), NGFO MM EIE A BLM T1334.0
% (30.0-35.9), ®HEMHITIZ235% (21.7.245) TH Y, TNZFIATLM &M TH
HRENRO SN/ze 72, TRPVL, NGFRYEMBLE: O Wi R D546 D#EIZOWTH
ZNENAELHE & B CTH B R EDD b7z,
€39

KEFFEIZ & - C, BEOAE LA RE#EBZT ZEZ 32 &, TRPVL, NGFF
PR OMINE L OMAEKOF 7R 2L —3 3 VB LT 52 ERAD LN,
TRPVI®D / v 777 b3 A TIZBMWEBBAHEET 5 Z ERTRPVIOT v ¥ I=
A &R DRGICE -3 5 &, BGIMICH 32 WDR= 2 — 0 ¥ OIEH 7§
LI ENMEEINT WD, 72, TRPVIOREHIINGFIZL > TS Twab Z &
MHNTWD, Lo LaRAdT2E, BEHOREMLIZ X > T, KMHEICNGE2DS
FHEIN, DRGIZBWTTRPVIOGEA M S N, HAMHEEBRZ5IERILTwD
ZENTRING,

im X FEEOMBEDOERF

A B AELIC X o THEMREBEBAE L 55, T2, FHBEMEEICBT
BN S T- ORBELICO W THET L 72 e Td 5.
HHEBRIZBW T OEI Rl G S ORBICH 72> T, FTABEREZ W



THIEDOLEE - AELIC X D MERIEE Z X2 FHEBIL{fTbhTwb, LA2L, 2ok
) R ORI A% EOBRESROBRE 25| ST EEHINTED,
HEETE T H 2 A RITERIERR (CRPS) OBERDO—DTHAH I EHRBIN TV
%o ITNE TICHEAELE T VEMW Z H ORI X - T, BREBRMRE (dorrsal
root ganglion:DRG) = =2 — 0 Y REMBLEAEBIIBIT DIV Y = VBB T-BHEAT
F F (calcitonin-gene related peptide : CGRP) ®OFEIMWIMT 5 2 &, HHiKEMIZE
% EAEBhS (wide-dynamic range : WDR) =2 —80 U 2SEHAL L TW5B Z EH] 5
P oTEY, INHLOZALATUT 4 =7 RWEBBEZTISEI LWL ERHO—
DTHDHEEZLNTVAS, LHL, FKRIZBWT, CRPSHESCTIZHAR B O
AT 2L, 8D 5 IS HREBEIEL S 2 EPHE s Tn 525, BEIAEML
BIZZO L) BREAPEL TV ENEHLNTIE RV 40, BEEAELE T VEY %
VT, B EBEAE U2 202278 0ICRH L, S 512, Wiy L
TWbH 7Y A ¥ 2K (transient receptor potential vanilloid] : TRPV1) B X O°
M EE R T (nerve growth factor : NGF) Ok Ib2 202 Mat L7z,

FERE Y 13810 s OSDARMEYEZ » M14PL & L7z BAIAEILIEA TP %2 K&
Jiafz e LF 7 AR E % 5 BMAT - 720 B EEEZ S0 5 720 12F 7 ZBrZ: 6 Kk
BRICT T VI =T AN &ITo720 DWT, FTARE2URMBITLIIL S, HHREE
L. C7, C8DDRGZHRM L 720 SRR PERZIC, 12umiZ#YIL, TRPVI, NGF#HL
PRI THRIEMBRFA I Gett 2 i L 720 fEHT IZDRGIC BV 2 #M B &2 x5 5 TRPV,
NGFR MM O & % 22k lz. F72, TRPVINGFR VMG o Wi 2 i f§
figght 7 &7 = 7 (NIH Image)l2 TRt L7z, #at@fre LC, 79 —7 A, B
PRI D EE % Mann-Whitney's UREBIZ THELRZ=ZRD 72,

7T v F =T A MK AERIIAELME TIZ49F04.1-5.2), XM TI1X6.08(5.7-6.6)T
HY, AELA & RIRHCH B R 2R b N7zs TRPVIOMIEEIIAB LM TIL33.6
% (30.6-35.8), XFHEMITI1E235% (22.0-27.8), NGF O # e E I A B LA T1X34.0% (30.0-
35.9), XHEMITIZ235% (21.7-245)TdH 1), TR ABLM & M TH E 2 £ZD5F0
b7z,

ARFZEIZ & o T, BEHiOAE LIS EBEZI SEZ 2 &, TRPVI, NGFF
PR B OB X OWHEOY 7R 2L —3 3 YA T 5 2 L AHED S5 NTz,
TRPVI® / v 7 77 b= A TIEEMHEBBATHEET 5 Z LRTRPVIOT v ¥ I=
A b 2 KM DRGICI G- 5 &, BB T 2 WDR= 2 — 1 ¥ OiF B 25584 ¢
HIZEPHEINTVWS, £72, TRPVIOZEIIINGFIZ L > THEI SN TWAH Z &M
HMHNTWE, Lol tzREGds L, BAMOATHLIZE 5T, RKIEHHEKIINGFH
#HEZN, DRGIZHWTCTRPVIOFEAHEM S N, A EBBziSEZ L Tws
TR END,
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A7 G S H Evidence for bilateral endolymphatic hydrops in ipsilateral
delayed endolymphatic hydrops: preliminary results from
examination of five cases (EHIZHEFMA > /NKIEEICH T
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[EIRRLEFETEN Y > 7 SRS — NS S B R 2 e L 7212, RUIM 2R T ET 23R
HTOFVWEVDEBITHEBATHY), TORBIINY Y 9KIETH S, RIETIE, EFRE
PENY 23 KIEDFEGNZ AT B ) =7 2REEHI 2 BN 5 L, MRIZH#RET 52 &1
KDWY YKEZTEALTE B L 0WMENH S, Lo, FEITGERMENY 7K E
FEPNC B B E O N TEIN TV AR, T 72BN > K%
DI FY =7 2RERA & IR G LaHl L 72 1372 ve 2 2 Thivbiud R
BEFEVENY ¥ 2 SOKBE DAER 5 FUZEEHER O A K1) =7 L RE A & BRI S L 72 1%,
MRI% #iz5 LI H ORIEIC BT 2 W) ¥ 2 K% Gl L 72,

(5]

—fmDOA F T 7 I F(02ml/kg) & IR G- L, 4F) 2B 5 IR ED R
& 7% B Pht% A R ICMRIZ #d L7z BHE ORI X EEH D534 12 & - T 3EKRET
Al L 720
(#ER]

FTRTOIERITREFIZNY ¥ 79KEZE ROz, 5 FIH 4 BB TEH Il E IC B W
THNY 2 REZ ROz, 5B 3BITREEMO A5 & ) K& K% D72,
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SO Th bV FMELREREN ) 7 OKEICB VT, —fE oA &
MRAGICPE G- L b2 2 LI Lz ShE TORERIZBIT 2 RAE TIEBETERA
75-82% T - 7275, AWIFETIXEFICHY ¥ 8KEE RO SN2 0 iETH
eEZHN5L, BRI EBETNY) ¥ KEO B & ORICBEHEMEIZRRO Sk
Do 7205, FERED B OHAE D OIEMRIFT RS EREE T H - 72,
SHRIIEHIEE L DEMICBWTHRET L, BROARENSET L4 ) =9 A555%
HOL I XL %EZDVLENRD L,
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— N R M 2 A U 72 S, BAES S HTHERICA ST — ViREM O F
BRI TIERHLIEDPANONT VS, CRODBFEOHMRATRL LY, &
T & 5 WIEEH I HE ONEIZNY Y 29KEEPE LT TnD 2 ESE S, ZoRE%
EFEVEN Y ¥ SRR IR B X D 127 o 720 B, BIEVERY Y SKIEDREBIC AR
)= AR R EENEG L, MRIZHGET A2 LICX DN v oOKEAZ WHALT X
B EDWEDN L ENT LEALEND, HENES T, WMHICHRS LAV rE) K
SHME OREE A TE R\, 22T, BEEME 2 G KA & 3 2 RSN
D Y SRIEEFCEER O S ) =7 A ZEIRE S L CMRUS THEIE WY > 78K
DEMEZTHALTE ZWVh L E 2 T 21T o 72,

(xR & FiE]

AR THW LN TV LB ER T 2 FRMBNY > KEEE S IS, EERED
HFEY7IF (02ml/kg) ZREFIRIICESG-L, #8) SBEICBU 2 IESRK L 2 5
EENLHEG % 4 KE#£123-T MRI (3D-FRFSE#: )t O°3D-FLAIR#:) % #iig L7z 1M
BOFMOMETITIE, W) BB TR E A REE T, EERORIEE LT
HOHNLID, wHIREEZBIG LT WNHRIEL TOMEH D5 & RIBOIREIZ X
D 3EBHICEL 7,

(#ER]

TRTORERBIT, w5 E o N H §i I 52 H] O KAHE 2 RO WY > 7K RO
EIER MR L7z £72, SO ABNIHMIEICBNTHNY Y 9KEZ D7z,

561 3B CREEME O A ME X ) K& 2 KELZBD7z, BRI &N 70K
JEDOFEE AR % GO T b o 72,
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FALEm 3L E H 4G/5G Polymorphism of the Plasminogen Activator
Inhibitor-1 Gene |s Associated with Multiple Organ
Dysfunction in Critically ill Patients (Plasminogen activator

inhibitor-1D4G/5GEIZF %R & % gz~ 2 DEEE)

WmXEAERA (&) g b b
7c T I
wIE Ok W OB &
cr R N
AL X NE O RE
1. BE

HIE B H BT 2 S ERE R, BUNMIRIC X 5 MRk E 25| 22 LRgsAa%
FED—KTdH 5 o BEEPNH] K T-T3 % Plasminogen activator inhibitor (PAI)-10 _F&- 13,
< ORETRODOLNTBY, MUMIBRIEROKKE L TEEM I N TS, PALL#
ZF OGRS H 546G/ 5GHIZTFLIIPALIRBE A BE L T b7z, i
BEOMIMEBRBEE L 4G/ 5CEIZET LRI S 2O Btk 2 F 3 2 [0 TFHEN D,
RIFFEIE, HE£HHEERE CHEA L EEREDLG/HCGRIZT ST, PALIEEZHIE L,
IEEE A AR 2 W & LA & o B 2 3T L 720
I. WREFE

20084FE12H 25 1 4R, ICUICAZE Lz ANBEA L E xS & Lze WHIEIIINAE20
%, BMEOHBZES S, BUEAE3H, B24, 2RME3 4, CBETHIL2 4
B ZE 2 44, ORI AKNE 2 44, MFVEICARIRIE 1 44, S REIIREMZE 1 4 CTh - 72,
YA H681%, SET-H41%, SOFAR 7 71, DICAAT 3 TH o7z, G HEH
WZH H4G/H5GHEIA LI, KM MERA S il L72-DNA % H v CPCREETHIE L
72 M H 7 9 4 < — 35“CACAGAGAGAGTCTGGCCACGT-3',
5-CCAACAGAGGACTCTTGGTCT-3"C, PCREW #Bsl I HIEEEE TN, 4 %7
H 0 — A7V ELRIKE) TN EY % 5538 Lethidium bromide THEEL 720 4 b H4G



1399-bp, 5GIXT7L23 bp %, 4G/5GI399, 77L£23 bp DNV K& LCHE L7z, ik
PATIHUEME X T OELISAF v h Tl L7z EAEEIZSOFAZX 27, DICAI 7T
FIWr L 720
I. #%

AR T2 RN414 4G /4G16%, 4G/5G214, 5G/5G 44 Tdh - 12 MHPALLH
JE fili (mean=SD) 134G/4G# T193.31+16793 ng/ml, 4G/5GE: T100.67=114.16
ng/ml, 5G/5GEET043+053 ng/mlTdh o720 4GEHT IR THEICEMETH > 720
FETHIL, 4G/4GHET63%, 4G/5GHET33%, 5G/5GHET0 % TH - 720 IMHPALL
PUEAE & BIRMILERM (R*=0,62,p=0.0002), SOFAZ 27 (R*=068p=0.0001), DIC
27 (R*=081,p=0.0001) BIZIEDOH % ED 72,

V. &

1G/5GEAZTFZ BB IMHPPALIIEMICHELZ 52 TV 2HEEZH LI L. 4G
allelelZ & Z2PALIPUEfE EAIE, SEEEZ326MG LA S22 EHERZHD L ERO
—D L EZ b7z, MAPALIFUEMO A&, SBEERIHIC X 2 BN TR & ik L
WUMEBREEZ T SR L, MESAERED—H & %2 5 ERE T Tdh 5 FA5E S iz,

I. BB

FRERE BT 2 B ERRA SRR, BN X 5 MR E D O IEs AN 2 FERE D — K
b REARIHIAF-Td % Plasminogen activator inhibitor (PAI) -1 FF &L
BIEEOFERE L TEERIN TS, PALLEEZ T OIEHHHEBICH 546G/5GHE
FLRIPALIBEEZBE L TB Y, MUMEREE & 4G/ 5GERIZTZ RIS H 0
B EA D 2 & FHEND, SHEESCER L 2EERE 0LG/5GHEIETE 1,
PALLIESEZHE L, WESASIREE DD & LS & OB 2 i L7z,
I. ¥REFE

HGUE20084E12H 20 6 1 4R, FHIEXIWPEICUIC AZE LR A #4144 T, NI
WUfiE20%, S OHIEES 44, BUEAE34, G254, £RIME3 4, BT
Wil 2 44, MREZE 2 44, GOJEEENGAKNE 2 44, S MEARARELE 1 4, PESREIIRBIALEZE 1
TCTH o720 FIERGCSK, STEH41%, SOFAR T 714, DICAa7 31 Tho72
LG HIC B 54G/5GEIZ T2, K AIMEKA 58l L 7-DNA % v TPCR
ECWE L7z 4% 7 A8 — A7 VESIKEN CUIREW 2 58 L, 4GI1399-bp, 5GIX77
223 bp %, 4G/5GI399, 77,23 bp DN F& LCTRE L 720 MIHPAL-IHUE il 1317
WOHELISAS v b CHlE L7z HAEREIZSOFAA 27, DICA 27 THIK L7z,



I. #%

WMIE 2414 H4G/4G 16 %4, 4G/5G 21 %4, 5G/5G 4% Tdh - 720 IMMHPALL
PUE A (mean=SD) 134G/4GHE T193.31+167.93 ng/ml, 4G/5G#E T100.67 +114.16
ng/ml, 5G/5G#T043+053 ng/ml TH Y, 4GExHATAHHTHEIIEMHTH - 72,
T HRIILG/ACGHEET63%, 4G/5GHET33%, 5G/5GHETO0 % THh - 720 IMHPAL1HL
JEE & B IR IMALERME (R*=0.62,p=0.0002), SOFAZ 27 (R*=0.68p=0.0001), DICA
27 (R*=081,p=<0.0001) BICIEOHE% B 72,

V. &

4G/5GRIZTZ R IMHPPALIPUEME IS E 2 5 2 TW A FHAHW L 72, 4G allele
12 X APALIPUEfE B, SECHEE32665 LA S EREELZ SO LERDO—DLE R
b7z MHPATIPUEMED FAIZ, SREPIHNC X 2 U ke R % 25k Ui )MiG B
EEGIEREIL, WEHEAEHEO—HE 2 5EHREFTh s LN S 7z

KX MAPAL UMD G/ S5CGRIZEFZ R OB 2 2T TwbH T L EH LN L
L., UMD 5B A EIIEND A H = A LRHO—Vi% /R L7725 DTH Y,
A FZG-T 5T il b % iesC & e Lz,
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REMIE IR 17 By % 55 (RBD) (&, REMHBEMRH IS Z 2 BEIRFEMEFED O & D TH %,
REMHBERH11Z, 7SRO FIHI AR AN UEATENC — 3 L 72 ATE AN I3 50 Atk
BORWERE LTHEINTBY, BRIBZICB W THREERE~NOREDZ <,
40 ~65%IC2DbDITHEVDLNTWD, SO TIZ MEEMERE L BEIEN
RBDAEHICBWWT, MEREOHE L HAIOME 217> 720 THET %,

FOMERRR S e HEIREHC TRBD L W S 72 BB T, WIRICHE 215 5 724961
Extg e L7zo RBAEREIIMMSEZR H v, HRFZE, BP@A SR, M)k
T GEAT L7z RERDBREIE SO =F 4 HRTHE I, L0 L) RICBVBHH52
S 7R GRANSAE) O LY, 5ERICREREL ST 5, XL, MEEEOR
J8 & MMSEfE O B4 % [ 5341 12 TRRGET L 720

MMSEMAE L, 4361 THifT L7z0 24T 5BITH o7 BB TIE, 9BITHR
RGBTz, BB MR TIE, 116 TR Z RO 7z, JEEB A TIE, 3261 (653
%) THREREE % B 72o MMSERGFTH] CIEIPE F 72 13 RS B B I 55 4 B 7240
BIC BT, FEHEMR T A o S 3 3R A8 & MMSEE @ BI 4R 12D v THRR L 72,
MMSEEAME T3 % & FHRRANSAEDS EA-§ % L v ) HBBtRIZEED e h o 720 (P=
0.501372)

WL O EGLA & ARG & & B ICHRBIK T 2 & -3 & SbNTEY, 65%bl 1
TIIMREREDOAHRHRIEL39% TH S v d 5. MEEVERE T, W2 5k
L BT ZM 2 M ERESRDOND LEEBOMEDD 5.

RIFFETIIRBDEH 2 W RICAITRIBEIS DD 5, LB TIHAEZ VT, R



Wi E DO MES 217 o 720 RBDEZ496IH, 3261 (65.3%) HWAGEREE &k S hz. 561
(PRS0, WORGIEME A TR & W L7z FR D o276, RRTERR R & M L
720 AFEZE PRI A E LT 5 4 6 E MMSEIRE O FF 8 B1E, A 22 PR R 52
FSEAFFED W REMED D B EE R G, 9 b 6 PHIRERE 28072,

REMIE IR 17 B e % TU1365.3% & SIS R E 2380, 9 H84.4% 13 i kR

HE TH o720 RBDEBNZ B W TRERF IR EMREFSEO PN L 20 2

HLEZEZON, MEOHWEFHIIAMNTHLLEFR b

i LHEAEDOMEEDOEE

(B Y]

REMIE R A7)l % (RBD) (&, REMBEIRHISHE Z 2 BEIRFEMEIED O EDTH D,
REME R H L2 5 Rk O $HIAS R U ATEN IS — S L 72 ATEh A 5 %0 REIREE T
Parkinson¥i, Lewy/IMEFEHNE 7 & O MBEE IR BNDIFEIEDM0 ~ 65%I2DIT5H LD
WEDRH D, —J, MEREIMREEEREOMIPIRE L OMERDH ), ShIRZE
P L OBEATRVRBDEF IZB VT, BLELREE O RBE AR MR B IEHE O 712
DD TIERVrLEZ G L7z,

(X% & FHi&E]

ZATE R R 50 Be R IR FL IC CRBD E S S 724961 2 b R & L7z, sRAIBERE 1
MMSETaHili L, HEERER, SAHEES, SiElcEmd, JEMERJ) A T akEE
DOREE DB X ORE A OHERE % 1T > 720
[#&R]

FEHEWL P RA MBI ALY E 2 B & U234, ok 54960 rh 38 1E
FONELTHY, FPRE £ 72X WORE B R 5 (BB & 5 13 S i S BE AR A 1)
(&5 B0, AR PR R E 27 B FRD S Tz MMSEMAS 12 CT4361Hh24 25 LR 1X 5 1
o 7ze FBPAREZ TESR L B & N7z 4 61 & MMSEAE 0 F 8 Bilh 6 4112 ki
WL 55 2 G0 720 MMISEHAT B C WML F 72 (3 M0RE BTk L5855 & B~ 72408112 B
W T ORRETTIE L HE L) M A o P 4 3R B il & MMSEfE @ B AHBI XD H e 2o
725
[BEHLUVF D]

S RlOFERT, RBDEHE TIZ65.3% IR E 20, 9 H84.4% I3 X PEIL g &
L7 —MRICEIIMMOEERE EDITHBK T2 X3 EbNTBY, 652l
ETRBEEEDAIERIZIZI% TH S & OHENH 5o 4 OFER TRBDEH O
EAFE A O AR & Mt U 72 I BIIE RO S e b o 72

L2 Lad 545 ORBDEZ O EED AR, I EE D WAL E o 4 =



EDRE2NICEETHo72, 72720, MEREEOH D% IZIERBD &I EHEH# O 74
W EEZ DN DL F 72 B IRVER R S & T Tl ) HRARZ SR 052
DIRR S N7z,

PEDOFR LY, RBDEFIZHS VT, BRI ML ETEDO FHHE T & &
B REMEARIR S, A OMRTERE ORI § 5 HFRFWZEOLEEZ S L
2R E 2w L Th Y AT 5 LT %o
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FALEm 3L E H Pifithrin- & , a pharmacological inhibitor of p53, downregulates
lipopolysaccharide-induced nitric oxide production via
impairment of the MyD88-independent pathway (p53BHZE I
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Introduction: Pifithrin (PFT)-@ a pharmacological inhibitor of p53, reversely inhibits a
pb3 transcriptional activity. As far as is known, there is no report on the in vitro
effect of PFT-a on lipopolysaccharide (LPS)-induced inflammatory response including
production of cytokines and nitric oxide (NO). Recently, PET-« is reported to prevent
LPS-induced hepatic injury. LPS leads to the production of large amounts of nitric
oxide (NO) via the expression of an inducible isoform of NO synthase (iNOS) and the
excessive NO release is involved in LPS-induced cell death and tissue injury. LPS
triggers the NO production through activating both MyD88-dependent and
independent pathways after the binding to toll like receptor (TLR) 4. In particular,
LPS-induced interferon (IFN)-f production in the MyD88-independent pathway,
including TRAFS3, TRIF, IKK-¢ and IRF3, is a key event and correlated with the
production of NO. In the present study, we studied the effect of PFT-a on LPS-
induced NO production. Incidentally, we found that PFT-« inhibited LPS-induced NO
production in vitro, independent of p53.

Materials and methods: The murine macrophage cell line, RAW 264.7, was obtained

from Riken Cell Bank (Tsukuba, Japan) and maintained in @-MEM mediun containing



5% heat inactivated fetal calf serum, antibiotics, antimycotics and non essential amino
acid at 37C under 5% CO,. Culture medium supernatant was collected to analyze NO
and cytokines with Greass reagent and enzyme linked immune absorbent assay,
respectively. The expression and activation of signal molecules were determined by
immunoblotting. The expression of mRNA was quantified by real time polymerase
chain reaction.

Results: 1) PET-« at 5 and 10 u M inhibited LPS-induced NO production whereas it
did not affect the TNF-«@ production.

2) PFT-a significantly reduced the expresson of iNOS protein and mRNA in LPS-
stimulated cells (approximately 50% inhibition).

3) To confirm that PFT-a downregulates LPS-induced NO production via inhibition
of pb3, the effect of p53-specific siRNA on LPS-induced iNOS expression was
examined. Silencing of p53 with siRNA dose not inhibit LPS-induced iNOS expression.
Other hand, PFT-a reduced LPS-induced iNOS protein expression in cells transfected
with p53-specific or control sSiRNA.

4) PFT-a at the concentrations ranging from 1 to 10 M inhibited LPS-induced IFN-f#
production. The expression of IFN-£ mRNA was also inhibited by PFT-«, suggesting
that PFT-a might inhibited LPS-induced NO production via downregulation of the
IFEN- S production in the MyD88-independent pathway.

5) PEFT-a reduced the level of IKK- ¢ and IRF3 phosphorylation. PEFT-a reduced the
expression level of TRAF3 but not TRIF. PFT-a gradually reduced the TRAF3
expression in the presence or absence of LPS.

6) PFT-a inhibited the NO production in response to poly I:C as well as LPS. In other
hand, PFT-«a did not inhibit IFN- £ -induced NO production.

Discussion: In the present study we have demonstrated that PFT-« inhibits LPS-
induced NO production via impairment of the MyD88-independent pathway. PFT-«
does not affect the production of TNF-« mainly dependent on the MyD88-dependent
pathway of LPS signaling. On the other hand, it reduces the production of IFN-f
that is characteristic of the MyD88-independent one. Moreover, PET-« inhibits the
NO production in response to poly I:C, which utilizes TRIF, TRAF3 and IRF3 in the
NO production pathway, like the MyD&88-independent pathway. Collectively, PFT-«
is strongly suggested to impair the MyD88-independent pathway but not MyD88-

dependent pathway and attenuate LPS-mediated inflammatory response.



X FEEOMEOERF

TV RFMRT Y (LPS) WiFER—mbaER (NO) AHEEE (NOS) % JH S+,
KEONOZ EA S &, Mg, #MEkGEZEE, ZEHEAEZTI &I 3, LPSIE
MyD83#KAE, FEMKAFEN: Y 7 F VR oW 2 15 HEIL L, NOEAELFET 5, FFIC,
LPSIZ& % 4% —7xm ¥ (IFN-§) PEEDPINOSHEHICHETH 5, LPSIZ L 5
FAERUG, TR EOMILICIE, ZOLPSO Y 7 F VO HIMAEL & %) ) 5,
Pifithrin (PFT)-a (£p53? B E A CTps3D i G Ph % #fil L, p53d BEREMAT (4 <
WHMN S, pb3E KAESUG & & { NF- k BOHIHIRKFTH H %,

R id, po3fHEHTH HPFT-a DLPSHEFENOMEA B X I TR 2T L7223
DTH5bo PFT-a (ZINOSHIH ZHHI L, NOMEL % WA 872, pb3SsHIHIHKE T b
PFT-a i3 Z OMEIEM 2R L, po3fHE L 3R 5 X H = X 2 TNOMEA 2 ¥l L 72,
p53IZLPSOMyD88IEAK A7 1 Ak s DIFN- B FEAE 2 HHI L, NOMEAEZMH T2 2 & %2
LM L7z S5, pb3DIEN T A3TNF receptor-associated factor (TRAF) 3TH
HuHetE D R L7,

A5 3 pb3MEH TdH HPET-a A3pb3RHE & 7% 2 /EH T, LPSOMyD88IEAKAF I
REEAHEL, NOEAZIHTAZEEZHLNMIL, PFT-abPT Yy F ¥ VI2k 5
FIESIGOHEICAHE N TH L2 AN L2 L, E5ICPFT-a B L NZOFERIC
LTV R IRT VY ay 2 EENOWREES RIB S, %2253 211545 % flifl
DB b L EHEL 0
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[Background]

In Sri Lanka, an enzyme-linked immunosorbent assay (ELISA), which was developed
as a diagnostic method for lymphatic filariasis, showed high sensitivity and specificity
in detecting filaria-specific IgG4 in urine samples. It also produced much higher
positive rates than antigen tests in prevalence studies with young children. In this
study, we have confirmed the usefulness of the urine ELISA in a field of Bangladesh.
[Methods]

In Thakurgaon district in the northern region of Bangladesh where lymphatic
filariasis is endemic, 749 people were examined for the circulating filaria antigen with
immunochromatographic card test (ICT). After obtaining the results, urine samples
were collected from 105 ICT positive people. On the same day at night (10:00 pm-
12:00 midnight) blood samples were collected from them for mf smears.

As lymphatic filariasis non-endemic area, Feni district in the southern part of the
country was selected. A total of 104 people were selected as non-endemic healthy
controls and examined with ICT and their urine samples were collected to be used as
negative standard.

The efficacy of detecting infection/exposure to Wuchereria bancrofti was compared



between urine ELISA and ICT with 319 schoolchildren in Panchagarh, the
northernmost district of Bangladesh.

All the urine samples were examined by ELISA to detect anti-filaria 1gG4.
[Results]

The ELISA detected 89 of 105 (85%) ICT antigen test positive subjects in endemic
areas. With both ICT and microfilaria positives, the sensitivity was 97% (30/31). All of
104 ICT negative people in a non-endemic area were ELISA negative (100%
specificity). In the prevalence study with 319 young children (5-10 years) from a low
endemic area, seven (2.2%) were detected by the present urine test, but only one
(0.3%) by ICT (P=0.075).

[Conclusion]

The satisfactorily high sensitivity, 100% specificity and effective case detection
among young ages along with scope for analyzing the titers will indicate urine ELISA
to be an effective tool to confirm elimination or to detect resurgence in Bangladesh
where anti-filariasis control program by mass-drug administration (MDA) has almost

been completed.

i L EEOM B DOEE

74 ) THEDBWI IR~ 2 HEND 505, FEEEEENB W THMECRIEN R
EARD SN B,
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e AEROM I HBER T, IRPOHT7 1 5 Tk fle$ 5 IREEEPUAE: (ELISA
B %, BAEZ7 4 50 THREPEITHTHIN Y FF Y 2 DRATHTIGH L, TOH
REBEL72DOTH L, MHPHEZNETLREI O~ 7T 7 14—k (ICT) B
PE# D85% X Z DELISAETHBETH Y, ICTERUER I TXTRERETH Y, +o7kK
BEAFRMEE Do T b I LR M L7z JEATHIS O 5 ~ 10/ O FE O T,
COJRELISAIET 7 Atk & 2 0, BHGHRIC L 2R 2R L TV 5,
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Introduction

Vascular endothelial cells are critical targets for microbial products and are directly
exposed to them. A series of toll-like receptors (TLRs), which are innate immune
pattern recognition receptors, recognize a variety of microbial products and activate
vascular endothelial cells in response to microbial products. The TLR signaling is
reported to cooperate the interferon (IFN)-y signaling pathway by influencing the
activity of transcription factors, such as signal transducer and activator of
transcription (STAT) 1. However, the precise action of other TLR ligands on the IFN-y
signaling in vascular endothelial cells is unknown. In this study, we examined the
effect of a series of TLR ligands on IFN- y -induced nitric oxide (NO) production by
using murine vascular endothelial END-D cells and found their enhancing effect on
the NO production. Among TLR ligands tested, we focused on the enhancing
mechanism of Pam3CSK4, a TLRZ ligand.



Materials and Methods

The murine aortic endothelial END-D cells and the murine macrophage RAW 264.7
cells were pretreated with or without Pam3CSK4 and then stimulated with IFN-y .
Nitrite, the end product of NO metabolism, was measured using the Griess reagent.
The experssion of protein and mRNA was determined by immunoblotting and
reverse transcription-polymerase chain reaction, respectively. The phosphorylation
and expression of various signaling molecules were analyzed with immunoblotting.
MyD88-specific or non-targeting small interfering RNA was transfected into the cells.
The physical association was analyzed with immunoprecipitation and immunoblotting.
Results

Pretreatment or post-treatment with Pam3CSK4 augmented IFN- y -induced NO
production via enhanced expression of an inducible NO synthase (iNOS) protein and
mRNA. Pam3CSK4 augmented phosphorylation of Janus kinase (JAK) 1 and 2,
followed by enhanced phosphorylation of STATI at tyrosine 701. Subsequently, the
enhanced STATI activation augmented IFN- y -induced interferon-regulatory factor
(IRF) 1 expression leading to the iINOS expression. There was no augmented IFN- y
receptor (IFN-y R) expression on Pam3CSK4-treated cells. Pam3CSK4 also induced
the activation of p38 and subsequent phosphorylation of STATI1 at serine 727. A
pharmacological p38 inhibitor abolished the augmentation of IFN-y-induced NO
production by Pam3CSK4. Pam3CSK4 enhanced a physical association of MyD88 and
IFN-y R.
Conclusion

We have demonstrated that Pam3CSK4, a TLRZ ligand, upregulates IFN- y -induced
NO production via enhanced IFN-y signaling in vascular endothelial cells. It is
supported by the augmentation of IFN-y-induced JAK1/2 and STATI1
phosphorylation by Pam3CSK4. Interestingly, Pam3CSK4 pretreatment accelerates
IFN- y -induced STATI1 phosphorylation, suggesting that IFN-y more rapidly
activates the JAK/STAT signaling in Pam3CSK4-pretreated cells. Therefore,
Pam3CSK4 may upregulate the IFN-y signaling more rapidly and strongly, followed
by higher expression of IFN- y -induced genes. The augmentation of IFN-y signaling
by Pam3CSK4 is mediated by two different mechanisms; one is a physical association
between IFN-yRa and MyD88; the other is p38-dependent phosphorylation of
STATI at S727. TLR signaling is suggested to regulate IFN-y signaling in the

expression of IFN- y -induced genes in vascular endothelial cells.



X FEEOMEOERF

toll-like receptor (TLR) (345 Hm AR H 2 385k L, BARIELHELT %,
A v =70y FIFREE KMERCICHT 2HMETER 263 %5, ZOTLRAIM
EA4 vy —7xzuary (IFN-y) flEE OMEEHIZOWTIEIAH R HHBZ W,

ARSI TLR2ME M E T 5 Pam3CSKAN A ¥ —7 1 vy (IFN-y) FH3E—ME
fbz# (NO) FEAEICHB XIFTIEM 2~ ZAMAE WM EZ W TR DTH 5,
R SCTH W BN/ E ) RE I EPam3CSKAIAM B H3k ) REFEICHEM L, TLR2
ZRI L, SOERUCWE 2 A SR, BARRELZTEHET 5, 22 ehs, KLt
HB R GE & 5] & i &k 2 2 ARBI I BUE & L COIFN- y iFZENOMA: & oM AR %
AL L9 EL72bDTH 5,

Pam3CSK4I/XIFN-y ¥ 7+ Vv ®JAK1/STAT1#% i 1L L, & 5 (Zinterferon
regulatory factor (IRF) 105 AL, FEANOGKEEEOHEIH L ILEL, IFN-
Y IC X BNOEAEZ I 720 IFN-y ¥ 7 F IV DignE X 51 = X A%, Pam3CSK4IZ £ %
p38% 4 L72STATID727TEHM DX ) ) VAL & MyD8SDIFN- y ZHMAR E DEEIZ &
LI ERHLMNITL7,

2, TLRAIBWEIC X 2MyD88LIFN-y AR L DX EIZS T THEIEI LR L, &
SICTLREE ST TH HAMyD88HH A4 M A A4 VBRI AEL, TOEHZEEBRT S
VAL LWAIR ZRAE L 72,

A CIZImmunologyiE IR E N, TOHNEDIENTVE I LN ERS TS
Wi o %L L e Lz,
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FALEm S E H Prevalence of Helicobacter pylori infection by birth year and
geographic area in Japan (HA DM, £FEEDAY AN
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HARZ, ZHAMICETOEBPADNA ) A7 MR TH 5, Helicobacter pylori (H.
pylori) &GS, BWBAFBEDOEZZEKNTH S Z Lamsh, FIEBENHGE %
DWW CTHEHEINITD 1R WL, BREICI 2B BAFHOR)
KD I N7z

19904ER DL TlE, HARIZBWTH. pylorif&Gex, NOOKEEEL 2505 L
ENTW2S, BIE CREARKOWE D, SWAENICH L LEZ LN TS, LaL,
BIEDH. pyloriEEARFEZ WG L7z d D1d % <, A IAEER T 7213 ik & & 12 hor
DHAKIZBT B H. pyloriEGAWRROBIRZWONMIT LI 2 HWE L7
[753&]

19974E 5 H 2520134 3 HIZ, E 7O ANM F v 7, Zax = L7220l Lo
14,7165 %2 WG L L7 e 217 o 720 1%, 4R, H. pylordEGio Wik R, BRI IESE
DTF—% 2 WEL, HAEOH. pyloriERA RO ZE I A TN, W L Okge
HRBOEIL, il 2 ki L L -2 E =T CHGEY L 72,
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H. pylord& A, BETA32%, ZWET37T6% Th-o7z, 7THIEDH L, ki
B2 DKL (294%), IWEP KL E»>72 (545%). HETIE, 1940-49EAF T
ROEL, FNLBEIEZ L2 A7 KT L7z (RR=0.85, 95% C1.0.84-0.87) . Huigin



DOHAER O TIE, 19404F (RR=153), 19504 (RR=1.69), 19604 (RR=1.85)
RTTIED R S Eh - 72,
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AN Ry 7, MBZBEOTFT—ITHHIEND, 2T ) VTN, T ADFEIEDLR
ETERV, LML, AFEOREIE, FiiRo BHFoOEHAEE TR L oK TP
BN EhD, BURLDOTHELEEZ LN,
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HARIZBIT B H. pyloriBEGAwRIE, PR, IS X > TRZ > TWe, H pylor
EHAHRRP SR E L TR LTEB Y, HICHERTIE, BOPE LW Lo ne
%72,
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Eo ) WERIIEPAREOTELRENTH 5. ¥ 0 WIEEAREORILOWREIH
DETIE W20, DOEEOAFEA T 23R & ORFO YT ) BIRG ARz S

W9sZEzHBE L7

19974E 2> 520134F12, &E 7 o AM Ky 7, MEZ@ZaI1conT, M- Ffh, ¢

0 WIRGLS AR, BRRBESEOT7F— s 2 IUEL, BRRBOH LB EZHRVWT, T—5%
FEAT L 7ze AEAEO ¥ 1) WIKHUA A OB WA RRAT, Ml & & o YA i
HgI3 % 28 BT TR L 7z,

ZFOREE, o) BIEGARERIE, BUT432%, LHETIT6%THY, 7HHNH b,
LB R B (294%), WENRDFED -7 (545%). AHETIE, 19404944 F
NTHRLEL, TRUBEIMEZ & I2) A7 MK L7z. MO AERO LTI
1940-494F (dbifpiE % 2k#e 2 L2V 2 7 Ik : RR=153), 1950-594F (RR=1.69), 1960-69
£ (RR=1.85) T XTTIEIIKD ED> 72,

ARy 27, MZBZBEDT—FTHHLI LN, Yy TV T - XL T ADFIEN
BETERV, AL, FHIBOBESADERMBEILTR L OWKT, BIHWRFELO
JERZZSIZIZ—HTH I LD, MREIRYUTHDLEZONL,

HOHEENIBI 5 o) WREAHRE, EER, HIRcL > TEPRRY, JRICHE
JETRER) RBREAHREPE LI L TR I EPHLNE R o7,

A5 3L D FHAf

KL REAEOTF— 5%, —EDOFMEIE-oTF—% - 7)==V FLTHHTAZ

2L, DAEOWE, AFE, HEBIto¥n) HREEREEZHOPICLEDOTH
FONLHRIE, MBS EOHEVPARRCELRLE, BMFoT7—% LREMEFH Y, %
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Schneider ® —fAER I AL BRI D A 7% & TR ET O RO N L7720, fEHE
PEREEIE LIE USRS RE L B2 SN LG 05 5o Ma RTHAE & a0 L5
ERGEROMAE L Z S AT 57280, FA1320094E 1 HAH 5201244 H £ TORIZE
INERFR IR BERS AR 2 22 LAV R ERIRBIC D 2IE61 0 5 b kR & o2 &
i 72 A RFRRE DR, W WE D B 2R, WM ERBOBMAIED D % i
Bl % 3t G20 HERA L 72 1C, DSM-IV-TRCFBEMEREE OB W ¥ 2 5 7-370% &,
HEH#E & L TDSM-IV-TRT #t £ 28 hE D 35 Wi 26 ¥ % i 72 37704 % fh it L, MUPS,
PSYRATS, PANSS, GAFZ W C#iekd 54 L7,
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MUPS® &I H, GAFA 27, PSYRATSO/NHH & A5FA, PANSSO/NHH & B
HREOATTE, PANSSEHEREOAGIHERAEREOGE M EMT AR L L TthE
AT, p>01DOEKERIL, Y OMERICK L CRBEERE= 0, WA LTIE
=1L LCREICXAEBIMNEZ VAL ET Y AT 4 v 7 BRGHIC X 0 iR
vy AR BEM L, p<005: FEENDOWIEHH % E8 L7, BITICIZMEHRET Y 7 b
SPSS ver.160% fi\ 7z % BABIE CTIEEAMEREIC T OEREZ LY, IRTHRLN
7o 7= ZERt e b L7z ECHEL, BT L7ze F2MUPSOICOWTIZBSSEARAN &
DIFHEHR TV D,

(#ER]
R L LR, ZRANOBAE, #ERME, JJE~OBAE, TL87—%[F



C%, OHHMWERFMEICEMEEC, JJEICEPTTRE, ZJHEONED RO A,
KDL, XIERB G DOERIZE W) @B d 5, Mz HmL T, &)
WAHGDOE 2 2 XKW %, OIEHDMREEVERFICBEEATRN Z L AVRIR E N7z,
(&5

ARBFFEIEFE 2 K H R R O BIEIC £ 0 i a IR & R BETER T & 2 Jp T & 5]
REVEAVRIZ S 7z,

X FEEOHBEOERE

K18 IR % BT 2RI BB L W ARG LTREZ A, 2 O fsEE R,
Y, MOWENERERETORON, BEICL > TURERONEICE L 2 15
%hofbb,ﬁﬁmﬁ,mm&ﬂ,W@ﬁ&aﬁ%%?%5%%¢%@%%gﬁ$a

. A JCIIE & R B S BIAOR A TR LIS v RICHEE R & (R
5720, ZOBZWNTFHRICHKE EET 5. RIFFRIEH %%ﬁk%%%ﬁ%@ﬂﬁ

CERUEROEWAE N ZHONMITH I EEZHME L7,

fige e P s 2 & A R RRE 706 X LGAF, PSYRATS, PANSS & MUPSO #fifift
WEEREH 2 M ERE L, tRETp>01E 22 EHEBRI L TR AR %S E0 Y
AT 4 v 7SI L, ZORREP<005& %o 2B ROFEA v XA ER LT, B
R CIREAERICHMEEE L, e TR O 7 — 7 idid 51k L7z ECTHE
fEHT L7ze F 72MUPSOEIZ O W THFEEARAND O i & 1572,

MR (FRAEM), ZRRET S, #EEE JECRETS, 7Ly -0
FIEZE LA, 2EOFRKHE R, LJESHEOIERN O 25, OHEN X D
BRIVEICHFLG L, JNEONEREEDEZORMTH L, I 2 TWDLLEE 572
EVI)HENDH L, KEPHAGOEZTH LMD D, KOG, KIENEDLE
DFETH %, LIPS 2 F ST EEOIHE A X ) REEREICHFS L Twb vy
I 5 720 PSYRATSO/NEH, PANSSO/NHH, BAREOAF M, BA Mt
BoE TpfliAs0.1 2L LTl S, PSYRATSOAFINEGAFIZE L 5 LIS %
S>THED, p<OBGTIEHLDBDDOELLPDOEBIZKELSFLEL TS EIEFVEWE
REhol,

R I D, XIEEAREE O FARE LA RIE & R E 2 J59 % FALCicid s
DN X, LS % L 7o KEROFAEDTRA RIEIC BT 5 2 &, ﬂWiAA
SCHAE & IRBEVEREE RS ISR SN D 2 &, RIBLR LIl o0 A7 A8 | o s
<%Ebfw5:a#maéntoé%kﬂ%@ﬁﬁ%%%iéa,m%ﬁv%f ﬁ
DR OMZ 2 25 HEE R THL L HENHEMLTBY, BHEOEZ & KBLL 72N
BHE L, KEICHPIASTE % L) TS T 2B RN E —F, ek
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Bl 72 KTV BH 3 A A 5 2 L AR S L7z,

ARG SN A IR & A RETE R B O L) H RO B\ CEIYEHIG O A HPEARIZ
SN, BRMICKEZRROD L ERERRTEDDOTHY, FE2RGTHIMTE L
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S ATl Activated spinal astrocytes are involved in the maintenance
of chronic widespread mechanical hyperalgesia after cast
immobilization GEMLEHE7Z X bOY A FEXFTIEEEIC
MR (CHEK § 2B R IEROMFICEE Y %)
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CRPS type 1& Uz & § 2 MiEEG UM OFH K TH U 218 OO 1 212, F8hE
5 OREEFEE I, KRB 2 B2 TIERT A2 L8 o s (81
J1 & P chronic widespread pain: CWP), T OCWPOFHEK & LT, B4 Mo Bk
DAL EDHESINTB Y, CWPORIERT D RIRE k@R o b o L i
KB R e BESNL, 22 CCWPORFE BT 5720, FllgkoF
T AFEEHZICCWPEFIEST A ET IV T v b (chronic post-cast pain: CPCPETFIV) %
I L7z RETVOBEN S, CWPORFE LT, AEORMERDINZ, ik
MRERICB T 2 TN EROWRRIEATRIE S N7z, £ T TARIZETIE, T OBy RYE
D=2t LTHESN TV L HFRZ Y 7ML OFEMEACIC X 2 RSy 12EH L,
CPCPETIVOCWPIZBUF 2 FH ) 7 MO AL D BI5- 122D ThRES L 720
[75%]

CPCPETIVIZ, SDARMEMT v PO MRS Z 2 HBF 7 AMEL, FTAZKRET
B2 ETIER I NI, F7ARZEHZ 1 HHE, 538H, 138 H ORMIE LN EITE) (L,
TERECRE - 5, JB) L EVEEBRITE) (RK) ZWE L7z, SR8 4 HEE, B
iz L, 370277 (0X42), 7A buH A ~ (GFAP) OfEGREEZIT, M
TEDTEPALIZOWTEHI L 720 F7 AR S X OBrE 1 HHIZ, 53 ~ SlEapiE (L3



~5) OHRPMEEE (DRG) ML, kS (ATF3), ##EEMIL (pERK) 29
W HRIEMBR A 24T o 720 T A MUY A PEEOL-a-AARBIENZS L, 20
BOFEIBATH & HHT A b a4 b OFEHE LI oW TGS L7z,

[#&R]

BAWRET, F7ARER1IHEI, 3702 7ATMEISEELL, BEH%SE
HiZ, COMEELIZEEL, 72 a4 b2SmHPEICEE L L Tz R L
R LT, BATHIET 2RO MATE & AT LT, BH#MT, BrE%k5HEH
2I27a 77, BOTHRERISEHICT A a4 s 2Sm S L Twiz,
EOICkREHRSEHICL-a-AAZRIENS G55 &, IHEHILL TV 2B 4 BT A o
YA M S, AT U ORMUR R ERATE) Q3 _C) bEs L7z, —77, [
RN L2 R SRR 7 v 7)) TIKEH L 2 MR L T 72X T AREERRZE
HilZ, L3~5DRGIZH VT, ATF3RGMEMME O RIERD SN edolze F T AKRE
#% 1 HHIZ, LADRGIZBWT, pERKSHIERIE DB KRS Sz,
€39

Zrlnl, CPCPE 7 )V OMMIF LB MO FIENIC I 7 a7 ) 7 oEH L RBd s h, #
FITRZNSIMNBEL, 7T PO A - OEHALAHHTEICRD Sz, & 5IHER
W7 A b ad A bEHEE BN G$5 L IRFFR A U723 T o ERA O B 1
BRASIEES L7z LD Z Eh 5, HERE o )L H PR MR R OB RN O — DI BT A
Mo A b OIEEALA G5 EATRB I N F oI NS0 ) THIBBOTE I,
B S 0 e EEMEC L DAL, FTABREBITAEL 2 —KEEMFEOTH LI X -
THEINDLWEREDRBINT, COFMT A MO A bOFHEALD, BIS 0% hkk
G L, BRI O AL SR S SICHn B CHE LS
LIZCPCPEF VERWH L TH Y, ZHICIZMERIGHROER YN & 3R 5872 %
BT RS HE S b,

(ARLET= - HAY]

CRPS (BEMRIERAEGRE) type NTRFE SN, MEEGUANOFHNTEL 2
BIROREO 1 o& LT, iED S ORMFEIZHEY, SRS IA#MHIZIERT 5
CENFIF SN D (18L& P chronic widespread pain: CWP), CWP®OFHFK & LT,
BRIV R RO AR B L 7 ES i SN TEB Y, ZOFIEMRT I REE H R o8
WEIARBEWICERLLZEPHESINL, €2 TCWPORKT 2§ 2720, Fllf
Jed X7 A EBRICCWPEZZEIET AETF VT v I (chronic post-cast pain: CPCPE 7
V) ZRFE LIz KRETVORENS, CWPORF L LT, BEEOKMERIINS,



HRAIRERIC BT 2 TN ER O REMEARIE S N7z, £ 2 TRIFETIE, TTHENES
D—=DTHILHEMT ) THKIEHEALIC X 2 ER BT IEHL, CWPICHT 285
[ZDOWTHGET L7z
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CPCPETIVIZ, SDRHEMET v PO MK Z2HMF 7 AREL, ¥ T AZRET
52 ETIER L7ze 7 ABRZEHZIHHE, 5HH, 138HORMREYmTE) (L,
BREZ NS - 5, &) LEVREMEATE (L) 2ME Lz, -8R o% 4 R, Bl
WML, I7ur7) 77 A Mt A M EZENENOX42E GFAPZE H W THEguth
L, TS0 LE M L7z, BEhds L OBREH% 1 HHICHE 3 ~ 5 Bk (L3-5)
DERBRAFELE (DRG) %4 L, ML & MGk bic>nwT, 2 ENATF3L
pERK % I\ CHRIEMARZANFHM 21T 5 720 7 A M a4 MEREOL-a-AA% BlilEN
5%, WEMBITEE 7 A bud A bOEHLIZOWTHRE L7z
(#&R]

BAMERICBWT, ¥7ABRERLIHHICI 7027 7HmEMIEELL, 58EH
23707 7 OEMALATEET S L LB, T A MaFA MAWEEEICEEEL T
7oo Tz, RIKEBE D B EBITIHIET 2 REBOREMIN R MATE) & AT LT, RBRilCH
W, BREBSMBAICIZu ) 7S, IBEEICT A bad A NS EEIL LT
Wizo S HICL-a-AAZBIENR G35 L, SA4ERICB L7 A bad A MG
PR S, ST U AR R AT E) b S E AL IS B WSS Lz —, RO
3707 TSR L T, FAFFABREERIZ, L35ODRGIZBWT,
ATF3BE M B OB IME RO SN h o7z BEH 1 HHIZ, LAODRGIZBWT,
pERKSIE SUG DR ATTED B 7z,

(Zx]

£ral, CPCPE 7 )V OFMIR HI AT OFIEMIZ I 7 1 7)) 7 OEHAL2S50 b
MR CIZZNAEE L, 72 bad A b OEHALY WAMEICZD Sz, 512, #
FNCL- o - AAZBEENS G4 % &, ILFEPHICAE U Cu 7o B0 1 SR 7 B 250855 L 72,0
Dbk Z ent, MR OILHMHE 2 MR L moF o 1oL LT, 7AMaHdA b
DAL G35 2 EARB ENTz, T2, TRE5DZ ) THIKOEELIZ, S0
ARG THAEL 2720, FTABRERICER SN —RIREMEOTEELIZ
X o THEINDWREEARIZ S Nz O MEHEGESENIZE 20b o, Hil
7 A MOt A hOEHALY, FTAFELOLEBEHTOATIZAR L, KD 5 vk
BHEirSEEN 2RI E Tl R L7228 1E, CPCPETFIVICHFRNHRTH L, ZD
725, FREG HR OB & 3R BB 7 BT OSEE T AT REESHER S B, BL
LWL, BAAROAB LRI T 2 18V LH PR OMFERE 2 I L, -
IGHREIE OISR DD TH Y, P ARG THIMHET ML THS LHE L7
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FALEm S E H Retrospective analysis of factors predicting end-stage renal
failure or death in patients with microscopic polyangiitis with
mainly renal involvement (SEf{ERHVS RIME R ICH T DEKHEA
BERe, £ TFRICEAYT2RARZHRED)
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Anti-neutrophil cytoplasmic antibody (ANCA) B IM4E%121%, MPOZ! & PR3%IAS
Hbo — v NTRERIMERERNFIERE (PR3EIGPA) 25— TH L2, HAT
[IMPO-ANCABYE D BB Z FE M & (MPA) BFERTH 5o N— 3 V7 AIME
FIGTPER 27 (BVAS) 3% 0Eas (i, B, HRWEWER, MRk l) oz Rz
FTCPAZHFICH R & LIGEIMEIRIECTH 575, INDEREEFROMPAICHEL TWw5b
MPIZOWTE, REFRINTVRV, 40, BEEL ML) MPABEIIBIT 5 KW
BAG (ESRF), AELC & BT 2 T2 TR A & IHE L7z,

[753%]

200342 H20114F £ TORIZ, GPeTRER L 72 B I K545 0 5 H Watts & D55
7NV T) XLIHE-> TMPALBITL, 209 BEREZMER D396 (119, %20,
PIGAE#R69.0 + 13.1i% (297~ 94i%) 2R R E L7z. 1961 (487%) 3HHIZIMTH 5 72,
KIEASG (ESRF) % MEFRBENT 25BN & 2% Uz SFHBISI 365 H, 4B
12136, ESRFIZ136ITH - 72 WilcoxonlEfLf#k €, Fisher® 1FH e = F v C
MPAZ Wik DR R, BAHT R, BVAS v.3%non-ESRFHE & ESRFEE, AfilE &0
HECTHB L. 72, Fin - HHIEIEZ L2 sY— FETIVCTESRE, LD F#%
K% fhH L72o ESRF & non-ESRF [ @ 4738 % Kaplan-Meier AT L 72,
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331 (84.6%) X2 EMITHARERAE LA /RL, ESRFO 9 b 8 FliE 1 BHLANIZE
WEEAIZE 5720 &R0 6 2 HAEFFIET795%, EEFFRIZTILI% TH - 2o JERITIE
PIEA T TH o 720 MIFECHIZAEFR LI THES IR 2> 72 (P=0092). Y
BVAS v.3f#i13162+65TdH ), BWAETRAM (128) & 7% -7:6012821% THh - 72,
AW - BERIREIE 2 L 22 BN — REF LV TR NSO MIECHE (P=0277), BVAS
v.3 (P=0.188) IO FHRNTICIE R 5L oz BPHICE L TIEAIm, BUN, i
{HCr, LDH, R&EHADIFHKET L LTl S 7z, ROCHHNT TCr 4.6 mg/dlL 1% 7
v b+ 7fiE 35 EESRFIZOWTIX&EI23%, 4FHES4.6% TH - 72, Kaplan-Meier
TESRF & non-ESRF D AELFRIZAHEA X Lo 72 (P=0271),

(&5

KoK TR ST ABVASIE, FRICERBAEMPAIZBWTFH~Y—F—L LTIk
BMLTWAREWI LWL R o7, BHEOMEZ L7 F= VMl (46 mg/dlPL L)
WZESRFDO Pl —h— &7 % Z &, ESRFICE > TH KM RIF2EMNAEFIEOR
HZEWHLNITR ST,

X FEEOMBEOERF

Anti-neutrophil cytoplasmic antibody (ANCA) BIHEIME 75121X, MPOZR & PR3EIS
bbo I—1 v XTRERME RENFERE (PR3EIGPA) 25—k THB25, HAT
[IMPO-ANCAB D BB £ FE M4 & (MPA) ERTH 5o /N— 3 V7 AIMLE
FAGEPER 37 (BVAS) &, ZhEar (i, B, HAEER, Rz L) oRELk
72TGPAZ MG L LZIEBIMEIRIETH 505, A EEETFHROMPAICHEL TV 25 2
IZoWTIE, REFRINTHEV, G, BREELELR ) MPABREICBIT 2 KIE
A4 (ESRF), BT EBE ST HH 2OV THRAIN S ITHET L7,

20034E2 H20114E F TOMIZ, YU THERR L 72 & H P I4F 2254500 9 H Watts & D45
FT7NTY) AL TMPALZIIL, €09 LEBEELMEZR 9396 (19, %«20),
PHAE#R69.0 £ 1315 (29~ 94i%) Zxtg & L7z, 1961 (487%) (B RFATH - 72,
end stage renal failure (ESRF) #%fERFENTDSLERIRRE L €3 L7, FHEISHUIM X
367 H, JEC1E1360, ESRFIX136ITH - 720 WilcoxonEfZFIMisE, FisherksE z v
TMPAZ WK ORI, BAF A, BVAS v.3%non-ESRF#: & ESRFHE, AEA7HE & 50
CHRECHIER U7z F72, 4F0y - MERIMIE 2 L2 BN — FE 7V CTESRF, ECOF
#BHEFZ i U7z. ESRF & non-ESRF [ @ A: 1% % Kaplan-Meier TN L 72,

HERELT
@  6H HEFRIZTI5%, VEEFERIITII%N TH > 720 FBRIZEFIENETH - 726



@ MECrEIZAERRE, EBHTHERIT L2 -7z (P=0.092),

@ FHBVAS v.3HIZ162+65TH - 72,

@ EWE - HERIRIIEE L2 BN — FEF NV TIRWZEOIMECHE (P=0277),
BVAS v.3 (P=0.188) IZFETDOFHN TR 5 2o 72,

® BPHRICE L TIEAND, BUN, Mi%Cr, LDH, JREASTFHKNT-L LTl Shi,

©® ROCH#HTT Cr 4.6mg/dlPL L&A v M+ 7L 52 L ESRFIZD W TIZEEI2.3%,
FFELE846% TdH - 720

(7 Kaplan-Meier CESRF & non-ESRFOAEFRICEEE X o 72 (P=0271),

RIFZEDFERD S, WK THHA SN TWABVASIE, HICBRFBAMPAICBWTT
By ==L LTREBEL TRV EDBHLNII R 572, BRROIME 2 LT 5= Vil
(46 mg/dIL L) IZRMBEAEOFHl~—h—L b E, KPEEALIIESTH K
WRIFRERAEFREONL ZEXWONIE o7 DX B AEEIIRY 25
T, SHROBRIIEICKELS TG TLL00H Y, FRGIMHET LmLTH 5 &
L7
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FALEm S E H Effects of gonadotropin-releasing hormone agonist on
vascular reactivity, oxidative stress, and plasma levels of
asymmetric dimethylarginine, inflammatory markers, glucose,
and lipids in women with endometriosis (F= PRIIRAE 14 (C
FITHIJFNFMAECHERIVE>Z7IZX MEEPIMEAN
BRECEBR{EX N L X, ADMA, RIEV—H—, I¥E EEIC

XY BRE)
wm X HEARR () #x B M W 2
o Mo A #
iz Mo om &
N OB

FAL G XN HORE

)

(B#Y]

FE NIBSRE (T RN e, HREZe, 1BV &% & ORERICEE LT b i AR R
Thbo FrlZINF TTEHNBERELEO MENEEEOMITIE, M RIEDITTER
WA ENOSHI I ]+ (ADMA) @ LA EHEICHG T2 L 2#HE L TE 7
gonadotropin-releasing hormone agonist (GnRHa) #%:IZ = 2 b a s VK TFEHZ A L,
FE N OFFHEAGMANTH D, —H, TA MOy O TIIMENERREZ KT
g2 EMEINTBY, TENBYELEOMEMNEEIEIE S S5 2 W%
ZbMb, SN, TENBYELYEIC BT 5 GnRHa B AN S PR REIC 52 B %
WEr L, 2o 2T 2 WT, M4 NEEEISRET 2 NEENOSHIHI A T
(ADMA), BENREACH, MERGE~ — 7 —, BILA MLV A~ —h —EFE02 LS BT L7z,
(53]

FRHIERRFWEEICTA v 74— FI vt v 2B FERNBE U7 Z RS
ELTUTOME 217720 FEWNBEAECPEREIC 1395 H1.88mg GnRHa (V) =2 —7 1 L
) UEEERYE) O TFESE 6 » HEATY, GnRHalc X A2W#mE 3 HB X106 7 H



BRI Z AT > 720 RMEBIZTZ A T V4= (E2), JRHEAIVE >~ (FSH),
CA125, M§E, ZVva—R, 4 AV ¥, HOMAR, #IE~—H—& LT, H&E
CRP (hs-CRP), IiiE7 I v 4 F&EHA (SAA), BXUIL6, F 7z, MREESEDT
(ICAM-1), I EMIBE 75+ (VCAM-1), B X OE-selectin, K ENOSH I K+
(ADMA), BfLA ML A~ —H—& L TR EHY DOd-ROMs (diacron-reactive
oxygen metabolites), PLHRILINTDFREEDBAP (biological antioxidant potential) b
W Lrze 72, BIMEEEZ 5 MR L, ZonHitk <o IR IMEEHRSE (FMD)
ZWE L, IMENEERROFREE L Lz,

(#ER]

Il E2 & FSHIZEHE 3+ H THEIKT L7zo FMDIZEHE3 » H#%C893+1.01% »
5697+093%~6 7 H#%T635+097% & HRIZMT L72o ADMAIWXHGHE%6 » HT
380.6 = 16.2 pmol/L2* 54550+ 17.9 pmol/LE A EIZHM L 72 LDLI L AT U — )L
GnRHa# #: 3 7~ H 1 C96.7+52 mg/dL7* 51082+ 6.4 mg/dL~ 6 » H % T1133+96
mg/dL (P<0.0001) &AHRIZHIML 720 KIEY—F =122V T, GnRHa#I13SAA
ZALSE o 72h%, hs-CRPRIL-6ZEHRE3 » H, 6 »r HTHEICHA S &7z, M
Fa g 551122 W TIZICAM-1, VCAM-18 X UE-selectinid\W$h b ih#%E 3 » H, 6
o I CTHBEIZEMLU 720 GnRHai#EE TORRILA b L A~ — 7% —Dd-ROMs¥BAP, A ~
2V Y BIOT IV a— ACHELREALIED o Tz,

EEE

GnRHa#E B I BIEER 2 H 3 5725, T A busr METIC K 52ADMA, Ml %5
FTBLXULDLA VAT — VD LADBZO R FRZHKL, FHENEREDOZEICS
JHMENERELZKTIELZEPREINTZ, - T, BEHMOGIRHaD# 5- 1%,
FENBIREZEOMENEEEL S I S8, FBROLDMEREEDO) A7 L7
)BT EDNEZ LN,

(B#Y]

- NIBSRE (& T RN R, HREZe, 1BVEIEE &% & ORERICEE L Tw b i MR R
Thbd, 4IEINF TTFHNBIEREOMBENEEEOITICIE, MEFRIEDTTER
N PENOSHI I - (ADMA) O ERAPERICHG T2 2 WmE L TE 7
gonadotropin-releasing hormone agonist (GnRHa) #%:1Z = 2 b a s VK TFEHZ A L,
FE N OFF AN AENTH D, —H, TA MOy v ORTIIMENEEREZ KT
XD EMESINTEY, TEHHNBEZEO M NI S ST 3 5%
ZoNb, SN, TENBELMEIC B 5 GnRHa B AN S PR REIC -2 B %



WE L, ToF M2 BT, MENEEEICEET 2 NKRENOSHIHA 1
(ADMA), #ERREMRH, RES—H—, BILA L A~Y—h —5DZ/IBET L7
(5]

BMER RS TA v 74— A Fa vty B FeNBERELSERELTA %2 545
ELCUTOME 24T 720 T WIBE LR IZ1348 H 1.88mg GnRHa (V) 2 —7u L
) UEEERYE) OB TS E 6 » HEATY, GnRHall X 2 E#HAIE 3 - HBX U6 4 H
BRI Z AT o 720 MIEHIZZ A bF V4= (E2), RISV E >~ (FSH),
CA125, fgE, ZVva—2Z, £ A9 ¥, HOMAR, £IE~—H—L LT, HEIKE
CRP (hs-CRP), IiE7 I © 4 F&EHA (SAA), BXUIL-6, 7, MlaMEAED T
(ICAM-1), Imi&EMRaE:AE 51 (VCAM-1), B X UE-selectin, ADMA, BEE{LA L A
< —h—& LTI ENRHTY Dd-ROMs (diacron-reactive oxygen metabolites), ¥t
AL FOFEDBAP (biological antioxidant potential) d#HIE U720 T 72, EEUH
T T 0 —NIZ X > T ERBIROIMEIEERSE (FMD) 2l L7,

[#ER]

Il E2E FSHIZEHE 3 + H THRIIKT L7zo FMDIZAEHES » A% T893+1.01% »
56.97+093%~6 7 H1%T635+097% & HEIZIKT L72c ADMAIZE#LG6 » H T
380.6 = 16.2 pmol/L#%* 54550+ 179 pmol/L& A EIZHM L 7ze LDLI L AT u—)L
GnRHaf# % 3 # H # 96752 mg/dLA* 51082*64 mg/dL~ 6 » H# T1133+96
mg/dL (P<0.0001) &AHEIZHIML 7z KAE~—F — 122w Tid, GnRHa#{EIZSAA
AL S E o 72h%, hs-CRPRIL-6%HHEE 3 7 H, 6 r HTHREICHA S 72, M
Na$75 51122 WTIZICAM-1, VCAM-138 X UE-selectinid W b ik#%E 3 » H, 6
r ACHBEIZEN L 720 GnRHafiiE TOMILA + L A< — 7 —Dd-ROMsX°BAP, 1~
AN BTNV - RICHBEREACZRRD L dr o 72,

(#&5A]

GnRHa# LI PBIEIER 2 H T 555, T A Masy METIC X 52ADMA, Ml 5
FBLXULDLA VAT — VO LADBZORFREZMKL, FEHNBEOZEICS
JAHIMENEREZINT S5 2 LR ENTz o T, EMEOGnRHaD#% 513,
FE NBSE Z O MAENERREE S DT S8, [FROLMERKEDOY) A7 LY
VBT EMEZ LN,

ARFZEIETENBIEICBT 28722 MATH ) SBROBERISHNOTRENEZ RT3 0
THY, BKRWERDIKENEZEZON, ENERG T AT 5 EHB L7,
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FALEm S E H Adaptation of leukemia cells to hypoxic condition through
switching the energy metabolism or avoiding the oxidative
stress (I RILX —RBBEBROTIEZPEIEX ML X0 EE
z N LU -8Rl OEEREADEK)
i L AR R (B4 #3x & K OB R
oz W T
i K % W oW
¥ R T &

FAL XN HORE

(F=]

F MR AR R ST b 5 BB TR 5 2%, ARERR ST T oM bR = +
VEF =IOV TIEIAH L RSV, F 72, —BRIITIRERR S CIEEHREE  (ROS)
DEAINL D, ROSOAMBHMIB~NOLE DS 0T\,

(7]

I3 4 oo iMmEMEtk (NB4, THP-1, HL-60, Kasumi-l) T, AEEHEFMH%21%
0, MEMRFEMZ 1 % 0,8 LT24, ABMFRETEZOMBEZWE L7z, HIRFE &K
FCTOMIHIZED A HNINB4, THP-LIZOWT, Annexin VE AW T K b— 2 fig
Br, ERERIHESEDO2-FDGE 7213 V) » BRALEHE 38 D oligomy cinids IR o 34 5l 11l
OGS, WOBEMEEIC X 5 7V a— 27l E, CellROX Deep Red Reagent %
W 72ROSHI %2, GSH/GSSG-Glo Assay % H \» 72GSH/GSSGiHlll %€ % 17 \», pyruvate
dehydrogenase kinase 1 (PDK1) % Western bloti#:C, cytochrome c oxidase subunit
4 (COX4) &3 bary Y 7o7as77—¥ThbLONEZRT-PCRIETHERA L 72,
[#5R]

NB4id, AMRFE TIHHRICKAE LT Ml T, 48K ORISR T2 B\ THEFEID
BIA ARSI, 24K TT A N — ¥ AR L Tw/zo (KBRS T ONB4TIZROSH
MEEIL, Z ZIZROS scavengerZ Mz 5 & 7R b—3 A28 L7ze $72, ROS



DELEDYTH LY VB L% oligomycinlZ TRHET % &, {KEEZHE T ONB4CTHM
WHIBASNL L o720 LrL, NBAZMKEEE T CT7 HIMEE LT THRMWT 5 2
E1x7 <, GSH/GSSGIZ24FEMOEMHET L b LA (=LA ML AZER) LTw
720 XPHRAYLS, THP-IE, AR T CIRMILY Y BILICK & AR L T 2 Ml 7278,
ABMFH DARFRFE TIZB VT IV I — R H - FLMREAE % 1 0 LB 2 AR E S ¢ T 7z,
ROSFEEAENIMBHESFMFOE NI L ST —ETH o7z, MHRAERZRINT 5 LIKBET
TH BRI A S, BRILA Y ¥ BRLIH S CIIARRE - KIRE I D & 3
BE OB S A Sz, THP-IZFER KEEFE T CPDKIZ %BUTE L, hR~O
AT % D THIH 2 R X85 — 1T, LONZALTCOX4T A V7 +—2 %280z
522, KEEE T THROSE BN S 3 ICELI ) Y L% DIkBES T 5 &
ZZbNTz,

(#&5E

A3 A MHEAI AR 2 70 B CIREE R PSS AT A 2 e 2R L. ZORE
AL oAV F— 2 L D RCEFEL, - RBHEg 2 glEs 5 2 &Ik
DAY

(&= - BAY)

F 58 M 3 BEAK IR R 41 F T3 5 B 2 = 4 v F — R IEA W 2 i %
Vo RERESMCEA SN D IEMEREE (ROS) HSHIMHMIEIE G 2 % 528 2 M) L
720
[75:%]

4 fEo sk (NB4, THP-1, HL-60, Kasumi-l) % H\w7z. MR EMAE2]
% O, KEEFESM%2 1% 0,8 LT, 24- 485 F MM 2 W L7z LLREOMNT I,
AR - ARRH ST ORIHIZEH A S5 7=NB4, THP-1% 272, Annexin VIZ& 3
TR b= AN, ERERILESE2-FDG - BRALIY Y ¥ RAL B E #oligomy cinddN B R 1Y Hif
MH oM, WOLEMEEICL AV a— R - LW E, CellROX Deep Red
ReagentlZ & AROSHl %, GSH/GSSG-Glo Assayll & AGSH/GSSGHlll %€ % 1T - 72
Pyruvate dehydrogenase kinase 1 (PDK1) % Western blot{# T, cytochrome c
oxidase subunit 4 (COX4) &I ha ¥y FY 7O 7us 7 —¥ThAHLON%ZRT-PCRIE
THER L 72,

[#R]

AMRFE TIRHRAEAFANEONBATIE, KRS T T7 A b — > A8 & RG] A

A OHNTzo T OEROSEABMAH S, ROS scavengerimiil X YNB4D 7 R b —



ZNEEEIHIH S N7z ROSHEAEZR-THAL Y % oligomycin TRHEL - & 2
%, REEFR S X D NBAOBEIHINHIRN RIS L7ze —F, NBAZEKBEE T T7 HM
B LT T HAEIME T, GSH/GSSGIZ24MB DIRIEZE T & ) ER., T4 bbMILA b
VAR S Nz, )7, AEER TERLY ¥ BAUVIKAAME O THP-11E, 4815 [ DK
FIZX Y v a— AW E - FLEREAIHEML, BAEETEEHE L T 7o, ROSEEAR X
REMHF DO T —ETH o 7zo RRERLERRIC & 0 ARERR LM FHMEIEA R
P S, B CERLREIRIINC £ 0 AR - BRSO MR S
Ml S M7z THP-UIMKHE R S T CPDKIFEH AR 2 12T L, RN RIKAE % o1
JHAMEHES B —J7, LONZALCOX4T AV 7+ —2 %2025 L2k, KEHE
ZMFFTHROSE WM S 3 ITEAL Y Vb DRS¢ 2 L E X b7,

(#&35E]

S OGS 5, HIFHMIL AR 4 2 /8% CIREE R TICHEIS LA T 5 2 LAVRIE S
N7ze LLEOBZERERIE, FIMEMEO = 2L — U2 X ViR B L, Hin bk
WIS Z RIS T 5 2 LIV DEDTH Y, ARG T HIMHT S & W L7z,
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FALEm S E H Combined arsenic trioxide-cisplatin treatment enhances
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&
=
=1
)

apoptosis in oral squamous cell carcinoma cells ( = B 1t
MBERATIFOOHAEELEIORRELEEHRRO 7R
h— 2 %&HEERT D)

WOCHEAZA (EA) I OR WO we
W OR T
cZc I RN
¥ oE Mo B
AL X NE O RE
(&%)

e~ BRI O RER D %2 D THB Y, Bl - HEEA O EAE L\ vikiE
IZBWTHM, TOTPRIIARLERTH L, €2 THNE, A IZ=MALHEFE (Arsenic
trioxide, YL FATO) & ¥ A7 5 F > (LLNCDDP) %O L, IER P 1z i Ha ik
(HSC-2, HSC-3, HSC-4) ZxF7 2 Pzl 4 3¢l L 72
[75%]

HSC-2, HSC-3, HSC- 4 ZHiv»C, ATOXCDDPOPEILEE (L FATO/CDDPALEE)
BoOMIELLAE MTTT7 veA4:) L 7R =3 A (Annexin V/PIHfai:) ZMT L
720 %72, Chou-Talalay#: % H > CTcombination index (CI) & dose-reduction index (DRI)
ZHM L, ATO/CDDPALH DM RN R 2 54 L 720 & 512, ATO/CDDPALEIZ X %
7R b= AOFMIE & IEERFEM (ROS) D52V THRE L7z,

[#R]

ATO/CDDPRLERIZ X 5 CHEIZZ €, 0.78 ~ 090 (HSC-2), 0.34 ~ 045 (HSC-3),
0.60 ~ 0.92 (HSC4) & 7 0, A3 sa#fil Ry R ISR TH 5 Z LR SNz, F72,
DRUEIZ16 ~ 7712 /R L, HALIEIZIAN, &KR7.7145OFEANFALO W GePE2 Rk S
N7zo ATO/CDDPALERIX, I ba >y FY TIREMOAELRILT, Caspase-3/7iEMED
B, BIOTHR =Y AMBOWMER L7z ShHEDTKRM—Y ZAHHEY 7 F LD



B45R 1%, ROS scavenger T & 5 N-acetyleysteinell & o TEHHIZHH S -2 & 25,
ATO/CDDPHERHIC L D FEE SN L 7R b — 3 AIZROSH B G-§ 5 W BEEA/RIE S
720
(&5

AWFgeix, PR Bz cxr LT, ATO/CDDPALEEASHH Y 2 HUE B 30 R %
RL, FEHHELGROEBIALZWTREICT A2 &2 WO TR L7z REFHEEILX, 5HO
FUPERE G BT B - ALk & U CHESL S B REMEDS D %

i LHEAEDOMEEDOEE

[#&S)

F1PE R P F B2 R 3 LRSS O K2 o TB Y, W, ESIN o L253% L
WIEEIZBWTHH, TOTREANRZEETH S, €2 THHEFKA T =ZRICHE
(Arsenic trioxide, I FATO) &Y A7 5F >~ (LLFCDDP) B L, R R
Failatk (HSC-2, HSC-3, HSC4) ZxF3 % il a4 2 &l L 720
[75i%]

HSC-2, HSC-3, HSC-4% HI\vC, ATO&CDDPOBEfALEE (DL FATO/CDDPALEE)
BOMBELE MTTT v 435 L 78— A (AnnexinV/PIRhik) % R L7z,
¥ 72, Chou-Talalayi: % H > CTcombination index (CI) & dose-reduction index (DRI)
ZHEIML, ATO/CDDPRLEEOAFERN R 2 EFHl L 720 S 512, ATO/CDDPALHIZ X %
7R b= ZAOFHE EAEEREM (ROS) DGOV TRE L7z,

[#&R]

ATO/CDDPALIRIC X 5 CHE iz 21 Eh, 078 ~ 090 (HSC-2), 0.34 ~ 045 (HSC-3),
0.60 ~ 0.92 (HSC-4) & 7 1, A5t R IIHFEN TH S 2 LARK Sz, 72,
DRUMEIZ16 ~ 7.71% /R L, HALHEIZIAN, HKR7.71HEO AL O W BEPED TR S
N7zo ATO/CDDPALELIX, I ba v FY TIREBMOAERIKT, Caspase-3/7iEMED
B, BXOT7TEM =Y ZAMBOMMER Lz SROEDOTHR =Y ZAHHEY 7 F VD
B8R 1, ROS scavenger T & 5 N-acetylcysteinell & > THEIZHH SN2 &2 5,
ATO/CDDPILERIC X ) BB S N5 7 R b — ¥ ZIZROSHSE 5§ 2 WREMEAVRIR S h
720
[#55E)

ARWFFENE, TR E R REfiig .26 L€, ATO/CDDPALEEASROS % 4 L 7= M e i 72
PSR 2R L, ARG RO bz RIS T 22 L2 MO THRIL 72,

VL EOWFesE R, 5B O LIERRIIC BT 287 e b8k & U3 5 itk
DhHY, FHERGIMET 5@ Th 5 EHil S L7z,

il
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FALEm S E H Association between pupillometric sleepiness measures and
sleep latency derived by MSLT in clinically sleepy patients
(CEIEERE (CH (T 2 IEFLRIEE L EIRER & OREE)
am 3L A & B (B4) #3x b # i3
iz Mk Ok Z
ik &
I A

SN
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(E3

SN
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FREOLNE 0¥ R

(B#Y]

BEALEEDOEE DM D LIRS 2 5 L OWMEDRSINDE L) ITho TED, KRN
125 B IR <V BT B REIRE R )RR ASE (MSLT) & o lBdahid Haic s h T
Wi\, KRAFFETIE, BELEOLS) & MEIRER (SL) & 0B, HENZIRAREE
SEMITBITBRIRD FHig e OBELH S L, BEILEOE B2 H v 72 IREGEH
FEOBFERIZOWTHE L7,

[753&]

TR AER K F W BEERE 2 %232 L, MSLTDZP:Tdh 5 Two Nap Sleep Test
% (Philip 1997) % J17 L 728 IRAE 0 454 (35394, K 6 %4, FE#n389+11.3/%)
E L7z HEMIRGRE (v 77— ARANRE, ESS) ZitA L7z, SLOWMEZT
RIS 2 I DL E O RIFG 2 BT 2 BTV, N2 OSLo R E Al BESLAEN E %
2 47 5 720 SLOPE X H ARMERF AR X o TREE 2V RS2 H A E AL
NeurofaxZ IV CTHEHE L, AMROHEIZHMENIREKEIZ L Y175 720 BILLEDOH E
IFAMTechtt B EF2D 2R L, #fR 2 s TR TLIA B ERe il L 72 BEfLAED
2 EhfefE & L CPupillary Unrest Index (PUI), Relative Pupillary Unrest Index (RPUI),
B X UL (PD) 25HM L7z

FEAT IXOREFLEE D ZBIRFE & SL & OAMBIREL, @PUID % WIZRPUIZ R AR L L,
5] (Sex), 4F#i (Age), SL, PD, ESSEMVZEHE 3 % EMG TG E 3 412



B BIEHR Y FcEE O A B PUL RPUL SL, PD, ESSOY-IMEDEDME % 1T 5 720
HREAKIER 5% E LT,
(#ER]
OREFLEDEBRRFIT VTN OSLE AR M Z /R L7225, MHBRKIIPUL (r=-
0402) ®FHRPUL (r=-0322) LD dRRKE D> 720 @EMJFHH TPULZE HERE L
2L 727V TIISL (BEHE#R mE 42 %0392, p=0.008) %%, RPUIZHEEERIZL /-FE
7V CIIPD (B HE i [ )3 4% £0-0.470, p=0.001) 3 X OSL (4% i & [a] )7 #% £2-0.320,
p=0018) A HEICHME L Tz, @i 3EM ORI ) FHROREREE CSLAYAH B2 HH <
(p=0.036), KESLEEZ BRI FIIEREBRE I TPUT (p=0.004), RPUI (p=0.014)
EBICHBIZKE o720 @PUI, RPUI, SL& HHEMZIRA (ESS) & oML &
HIHED SN D o 720
(&5
WIRAE B FIZB W, BILEOZHIRE (PUL, RPUD X, MSLTIZ X - CTHllE &
N7-HEARERE (SL) EAMHBIL, F72JmIR0D FiofEiR e o #IZ B W TSLE kD%
Rl Dbhds, BILEOETIBED, RKOWERAZ ) —= 2 TIZHW) %
WHEME DRI S 7278, BEEOBRE LR IOV TE LIIRETT A2 LEDLD 5,

i L EEOM B DOEE

(L)

BEALEEDOEE DR D L VIR 2 2 L OFENSINDE L) 1o TED, FHIRWN
Wi D A < W ST B IR IR IOE AL (MSLT) & o lEREHEHoic s T
W\, REFFETIE, BELEOZE) & HERER (SL) & OB, HRERZ R #EZE
SEMITBIT B RRIRD FHig L OBEA ST L, BEILEOE B2 H v 72 IREGH
FEOBEHRIZOVWTHE L7,

[75:%]

T AT EHER KR BEERE 222 L, MSLTOZ%3:T& 5 Two Nap Sleep Test
#: (Philip 1997) % Hif7T L 728 IE 0 #4564 (33394, &6 4, 4Fi#n389+11.3i)
L7z HEMIRGRE (v 77— ZARKRE, ESS) ZitA L7z, SLOWE LT
FIHIC 2 DL EOBIRR %2 BT 2 ATV, N2 SLo Il E 7 L BE LA E %
2 047 5 720 SLOWE X H ARBEIR X1 K o TRRE % 2 72 A S i 28 H AR A 3
Neurofax & H\W T L, AMRDHEIIHMEDIREKEIZ X Y 175720 BILLEDONE
(FAMTechttRF2DZ I L, AR BA s CHEALIC T2 P lfe il g L 720 BEALEED
722 B 45 = & L TPupillary Unrest Index (PUI), Relative Pupillary Unrest Index
(RPUD, B X UEESLEE (PD) 2H L7,



fiE AT I OBE LA OB FEEE & SL & OAMHBIRE, @PUIdH 5\ IZRPUIZERARE L,
PES) (Sex), 4Fiki (Age), SL, PD, ESS#EMZEHE 2 ENRHHT, @ 3 4R
BT BIEIR ) Figkeso 4 #JPUI, RPUI, SL, PD, ESSOISfE D% DME % 17
o7z HEAKM¥EEZL%E LT,

[#ER]

OEEFLEDE BRI VTN OSLE AR MB 2R L7225, MHBREIIPUL (r=-
0402) OFHRPUI (r=-0322) L) bRRKED o7z, QEMGHH CTPUIZIEIELEL
IZ L7270V TIESL (BE#EHR MR 47 %0392, p=0.008) %%, RPUIZMEEERIZL /-
7OV TIEPD (R % & 1] )7 4% $0-0470, p=0.001) 3 X O'SL (4 & ] 43 £7 £2-0.320,
p=0018) A EREICHE L Tz, @il 34EM Ok ) FHICREREE CSLAYAH #1256 <
(p=0.036), M FLEEZ B4R A 13 F i IE R BRI I X TPUT (p=0.004), RPUI (p=0.014)
ELICHBICKE o2 @PUIL RPUI, SL& HEMZIRG (ESS) & @R &
HIZFRD SN o 72,

(&5

MIRAE B F IC BT, BAEOZH IR (PUL, RPUD (X, MSLTIZ & - Tillg s
N7 IEIRERE (SL) EAMHBIL, F2/mIRY FHORER L OB#EIZHB W TSLE kD%
AL 7z,

Db X ) ARiF7e1E, BELEOEBHRESD, IRKOBHER A2 ) —= 2 ZIHv) 51
REEARIEL725DTHY, FNERGTLHDOIMET 5 L HEL 72
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FALEm S E H Prognostic Significance of Immunoreactive Neutrophil
Elastase in Human Breast Cancer: Long-Term Follow-Up
Results in 313 Patients (& FELEICH T B FHFERI X 2 —
tREEEOFERFE L TOEEM  S1ISEEOREZFARH
EZERICEK 2%
i L AR R (4 #Hix
LT
iz -
iz M

e &

LI

¥ ) = m
o= {1118

F WL E O EE

I. BB

A FAE L, 3I3ADEFEME Y b FLAE S AR A X0 fili U 72 5009 BOS ki Bk
IS5 A% —<+ (ir-NE : immunoreactive neutrophil elastase) % Hl%E L, KB
W ZRT, e MUBICBI DIrNERTFRIAT & 22 0% 50 L7z,
I. ik

19824F: 3 H ~ 19894F 4 HZHEi# ) > 73 Ei skl 2+ 5 FLE YIBRA & fidT L 72313 A D HL
FRRE GBI O IiIZ185%F) X DG L - RAEARZ v TG 2175 720

FIEMARDIr-NEREE, L MV LBREENES Yy b GFHEE) 2H\T
BEEREAREREREEIZL > THE Lz, 20l EERAIr-NEE alprotease
inhibitor (@ 1-PI) #EMir-NEW T 2 B@IHE S 5. ZOFRPE FREICBWTTE
BN E LB, WERMRNT & SRR THN L7,
. #R

FED Tandon b D FHFEHENVFRNIIAT - 72 W OLONDFER LV, HEHFEIE) A
IR ELTH Y P A 7EZ90ug/100 mg ¥ Y NZIZERE LT irNEDOKE R S
BEOFHEDNT 5 L, ir-NEDERE OB R E 0 B3 2 TR AR A7
MEA»ELCHL, FHRARTHo7. TOhy M 7EHVE L, irNERHEO R



Z13166% (313AH52N) 72572, Multivariate stepwise regressionffi#t #4179 &, il
SLZ-HEFUMEFE LTY Y28 IR (P=0.004; relative risk=146) & ir-NEj# EE
(P=0.0013; relative risk=143) A%ER X N7z
V. &5

Fiiia# 2 2 I 723 BF BT, ST OIr-NERE MY L2 FRHTFTH 5,
COBEFRIL, ¢ PARORE LRSS ICB VT, FmEEl e Rz b L
e\, T IR Lo RGBSR IL, EEENED e PO ICB W T LI
FE% b2 Lxim BT,

I. BHY

A mFAEL, 3I3ADJEFEME Y bR AR A X0 filH U 72 9009 PO P i ER
I 5 A% —<+ (ir-NE: immunoreactive neutrophil elastase) EEZHlE L, LGB
Bla2RET, M NUBICBITAIr-NEXSFRINT LD D 5% 58 L7z,
I. A&

19824F 3 H~ 19894F 4 FIZhkis ) > /85 #hig &2 A O ARG L5 Y Bl 2 7 L 72313
Ao EE CGESFIH OPREIZI854E) X D L 723 EEAR 2 Vv ThE 217 5
720

FUEMAROIr-NEREE L, #r L <AV L7-BERRENES v M FHELE) Z2H\wT
A REREREEICL > THE L. 2Ol ERERAI-NEE alprotease
inhibitor (@ 1-PI) #A&Rir-NEW 5 % LR IZHET 5. ZTOREEN e PAREICBWTT
BRF LB 09, WERMNT & S BRI THN L7,
. #R

FE X Tandon 5 O FHEIZHEVFRIICAT > 2P O9ANDFER L D, MEMAERY A
JHEXELTH Yy A TMEZ9IO0ug/100 mg ¥ /87 I E L7z ir-NEDHK RN S
BEOTFHEHNT DL, ir-NEDEEEOFUE R SRR E o B E 1 T EE A1
WE2E LWL, PBRARTH-7 COAy b 7fliz b L, ir-NERMEO &
Z13166% (313AH52N) 72572, Multivariate stepwise regressionff#t #4179 &, Al
SEL7-HETFUMEFE LTY YR IR (P=0.004; relative risk=146) & ir-NEj#EE
(P=0.0013; relative risk=143) A%ERZ 172
V. #E

FWERZ 2T 2B EE BT, EEPOIr-NEREIIMSL L2 TFRRTE %5,
Tz, TSR LA-RIGESRERS R, o IPIEAMIr-NETIE & EMENE  (GHER)
e FFUEICBWTHY. L2 FPHRNT L 25 2 L2 m BN, ORI SHOINE



BIRIZO L5 2 NS N7z,

Aifgeide PHIEOUHIERT I A ¥ —E L FHREDBBREEMNT S, INFEFTIZRAW
RWGEWRAEZIT o 72@ L Th Y, ZORERNE bIAWOWBITH O RN &
R Z RS 2 BE LM TH L EE R, FNERGTHIHLETLH0LE X
b7z,
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FARGAEAH P54 8 A22H

PRS- OZMA BRI 4 558 2 TR Y

FALEm S E H Ethanolamine oleate sclerotherapy combined with
transarterial embolization using n-butyl cyanoacrylate for
extracranial arteriovenous malformations (Eh&EEIRZFHZ(CxF T
2ALACEE/ I/ -T2 (EO) (L& BWBLEEE
NBCAZ% A\ /- ENAREAR 1T O ff A A DIRET)

mXHFEAEEHE FEH & oo 0 ofE 5
B P B G
E2CTN S T
B M OB M OA
F WL E O EE

[B#Y]

BRI (AVM) OR#ESEA L L THAKZ Y ) — IV OFHERHE SN TW 57,
MRk S, MREE, BRAELEDV A7 29 A VA VBE/ Y )=V T IV
(EO) (ML 4E P Bz MINE Mg & % AR TR A E - 233 1) SEFHIRIE OB ICH VW 515 23,
ZOMBEEEEMIE T 7 ) — W ZHA_D v, AVMIZHTT 2E0% v 72 L Oz #
2R L7z
(&R B LVHE]

20034E 1 H2* 52011429 H £ T, EO%Z H W= mifb#3: ICNBCA %2 H W 7o fRBh Ik 2248
M % B U 722424 0 J3E % e 9\ 2 MBI RFM L 72, BEEAES, DUk, Ao AVM (i,
B Llsas DR IEZERSY), gL Lize w11F, BE1361, FIEE44i% (18-78)
ThH o720 D L L ALNIZEMIZIHEIH T (n=15), IRV THREE (n=4), L (n=3),
TH (n=2) LDOWRTH o720 E&TOIEFN BT - PEME - 72 & A S HDIE
K2 Tz, MBS HChodb D5 HIZL Y, Type 1T (3ALIT O ABk
+ 1 ROWMENK), T (BEEOWABIR+ 1 AOFEEHIK), Ta FLED 2V
Y b)), Wb (JLER LY v >~ 8 12500 THRER R 2 MET Lz, #REIRAY 284
i, M LEERTO MM T2 HigE L CTirv, NBCA (Histoacryl) + Lipiodol%,




FIZRALS ~ 14THW 2, i b#EE:2iE, EO (Oldamin) + Iopamiron 300% {E&
HLITHWT, BEEERHRHE B EHIRNO /L — B T I2AT o 720
[#&R]

PRI 7 % Dtype 1T (arteriolovenous fistulae), 6% ®type Ma (arteriolovenulous
fistulae with non-dilated fistula), 11%® b (arteriolovenulous fistulae with dilated
fistula) BHETH o720 240 DN 34 (13%) 358k, 174 (71%) (XD BN
A, 4% (16%) [IFWEBERAONL D o7z, T ORPISEE & Eh53 HE/IN % P
72204 (83%) WCBWTHRIEEZONIZ, 4% (16%) [ZEMAGIHESR O, H
Bl L7z (3%) EBRMZEIRIIE (14) Tholo HELGIHEIZRONZ
o7,

[#&5R

AVMIZH 2 EO0 % F\ 7= ilfb##REkE, NBCA% 7= REB IR FERRAM % B 9 % 312

X0, XOVRETHENREBRETHL EE LN,

i L EEOMEDOEE

C5-L=]:p)!

BEIRAE (AVM) OE#SER & LTk Y ) — VofFHEIHE S Tw b7,
MRk S, MREEE, BRAERED) A7 2ME) A LA VRE/ LY )=V T IV
(EO) (M iE N MINLf i C X 2 MARTE A EH 238 ) BEFIRE OBRICH LT wn
575, ZORMEEEIT Y ) —VIZHARD v, £ 2 TAVMICH T 5E0 % 7248
AL DR 2 Wit L7zo EODEW #fESE & 3 5 728, n-butyl cyanoacrylate (NBCA)
2 & 2 BR AR & DR L 720
(&R HLVHE]

20034F 1 H 2520114 9 H o MIEIZ, EO% Hwv7-fi{b# ik & NBCA %= H v 72 & Bk
FERANT 2 PRI L CIRR 2 1T o 72, i d 4 24B O BEFETE, DUE, KD AVMIZDOWT
retrospectivelZ 7FAli L 720 PE1160, S PE1361, FIEE4E (18-781%) Td - 72,
AL BHIEES (15) HRZ T, RWTHREE 4), BB ), Tt (2) ThoZo W
PRIERAZ L - R & 72 & CTh o 720 MEE D5 Cho 5D 5HHIC X U, Type 1(3
RUTORABIR+ 1 ROWHEIR), type T (BEOWABIK+ 1 RKOUHEHIRK),
type Ma (JLIEDO L WHEET v >~ 1), type b (LR L72EHE S ¥~ M) 1250 TH
FRNR 2 MET L7z BRZERRANIE, ML O MM T 2 Hiy & LTI, NBCA L
MR %2 1:3 ~ LATRA LEERNISEA Lz, B b#kICE, EOL KB EE
MOLIRGH %, EHEEN E 72 3R IMEIRD SV — Y PFZE N ITTEA L 72,



[#ER]

AVM®D % 4 Fidtype T A7 6, type Ma 236 B, type MbA11HITH - 72, 2441
D9 H 3B (13%) 2558, 178 (71%) THiADBA SN, 461 (16%) 1ZHEIA S
N7 o 720 RIEFIISEH L HI/NOATF206] (83%) THITH -7z 461 (16%) (2
B e G ORED A SN, BIEE L7 EEE (36) L RREMNZzERIE (16) T
Hotee BELRGIEIREL D o720 AVM®D F A4 TR & iBH R R BIR A 7%
-7
(#&5R]

EOIZ & 2 fili{b#: & NBCA % v 7= 8B IR 244l O BF 2313, AVMISHT§ % %4
THRREIEEE 2 bz,

KRIFIEIZ & o T, GERGELWEETD > ZAVMOH L WiGEEO RN & AT
RENTz, UEOBINCXY, ARG T 5IHT2H0 LWL 7
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FALEm S E H Edema of the interarytenoid mucosa seen on endoscopy is
related to endoscopic-positive esophagitis (EE) and is an
independent predictor of EE (%785 T2 5 h 5 WA EREEE

NDEERIARZHGERER ICEEL, AREBEEEROR

MRFELD)
mXEELZR  (FdH) &R RO B K
B kB oot 2
M HOR i
Haz B WOH BE
F WL E O EE

(=

HEE YA (gastroesophageal reflux disease : GERD) O 7z 7> C 12 H Sul R}
T DOIERZE FRZ S D O % WEIEFER ¥ 7 (laryngopharyngeal reflux : LPR) & FETF,
HNEY AR R L CTAT LHEE LTERSIN TS, LrL, LPRE
GERDIZ &5 5 il T 2120 22 b 53, BARIEIRRLHEHRT 70 —F 135840,
ARG 2 ) W A 4 (erosive esophagitis : EE) & LPRYEIR R IHMEEE T
EDRRIZOVT AW L AL\, Gk £ 138 NSRS B 1T 2 EER IHEH
P R OB & ek X O ] o B I o G L 72,
(3]

20074E 1 H & 0 1 EEONBSEMEZZEDO O B, BEERT v 7r— e FATr—n
i (FSSG) ICMEDME S NIHERT, HALEEEMES, W by, f£Es
R B & OFE - BN A PR 2 B4k U 724025E B 2 k5 & U7z PISH SRR AT IR L2 MR e
SR, AEEEEAE, ORI X 2P O 21T\, BRH 3AONHSGEE KD
BRI AE L (erosive esophagitis : EE) &, BEZILANVZ T OHMEIZON
THE L, MR RO WTIid 3 %O H B E M E 2 G M IR IR e AR, PeRER
FERMENR, PRMABILE, RV —ThEm oA RIS HE Lz, DEX s n:



ARG L, TRWREET L & B R, FAr—Lv2a7 oM, B, Zhzho
KT L EE & O BEYE 2 AR & 27 v 77 4 ZPA2 & 5 BEEYG SIS TG L 72,
(#ER]

i GAEBI40260 (J31k22261, ZE180%) @ FIAEEEIX57.7 £ 0.7% (B F3959.15%,
EEIY5595%) T, PRSI R CIZEE 7.5% (Grade A:4.0%, B:3.0%, C:05%, D:
0%), FEZFLANIV=729.9%, WEIHBZIEHEMR284%, P OFHRIEIRST 2%, 2L
R ALE67 2%, R — THEW17%TdH o720 FSSGA 27 OF3138.14 (0 ~ 35/4)
Th Y, WHEEHIEIRIZ286%IZFBD bz, HARBHOMRTIE, BERILAV=T,
S ARIENE, WREARERESEEE AR LM EZ R L7, £/, FATZr—VIZBIT
% &IEH LEE, RSB T VWIS HBIEREO b doize AT v T 74 Xk
(S THIBD RO N7 EERILAV =7, B, WEIEHEB ISR, PERBRRIEE 2o
TEEIFINEITo72E A, BERILANV=THY (F v XH2700, 95%CL 1.17-
6.632), LZMAEBENED O (F v AH3.773, 95%CL 1.26-16.26) @ 2 [HT-HEE & A &
WS A K FTh o 720
(&5

WAMESERT L 9 B gH I H NESROREZ RO Z TR TV EEZ SN D HZLMH
Rl o B 28 Wi etk B ROM FHIN T ThH 5 L E 2 b7z,

i LEAEOMEEDOEE

H A AE (gastroesophageal reflux disease : GERD) @ 7z 7> C 2 B SRR 56
BWOWERZFHRZ A DO ZMHEEIEER % (laryngopharyngeal reflux : LPR) & T,
BN MR R L CTAT LHEE LTERSIN TS, L2rL, LPRE
GERDIZ&EE & b HISER T 2120 20 b 5T, AIERSCIHERT 70— FI138 %0,
ARG 2 9 W A B 4 (erosive esophagitis : EE) & LPRYEIR R IHMEEE T
EDRRIZOVT AW L AL\, Gk 4 138 NSRS B 1T 2 EER IHEH
BT L OBIEE & etk B X O o Bz S ki) L7z,

20074 1 H & 0 1 EMoNSEREZZE DI H, BEERT Y7 — ML FAF5—)b
Mz (FSSG) ICREOME S NER T, HALEEMEES, B - FihEE, £
HHIRIE B & OV - W BN HI AR ] 2 B At U 724020E B 2 5 R & L7z INHLER IR AR Re L2 I
WEBHES, AEEBEAE, ORI X 2T O 21T, B H 3% ONBIEEE MR
WEBRMIEREAEE R E BNV =T OFHIZOWTHIE L7z, R RICo
W 3HDOH B ME DT MR IR AR, PRREBFERIENE, MR NEE,
R = THFAEFOFMEICOXHE Lz DLEX DRSNS R, TREEERT R &

WE, FAZy—Lv2a7 oMM, BXY, ThENoORT LEEL O %



WA & AT v T A R X B EBEYR AT THGET L 72,0

FEIL R RAEBI40261 (BYE22260, LPE180BI) O FEIGERIISTT 0.7 (B
59.15%, ZMEEI559i%) T, WHEEHT R TIIEE 7. 5% (Grade A:4.0%, B:3.0%, C:
05%, D:0%), HiBZLILANIV = 7299%, WebH % T M284%, 2L H O 5 7 I Ik
57.2%, PERBRRIEIE6T.2%, KV — T AN 1.7%TdH o720 FSSGA a7 D F-19138.1
B0~ 358) THY, WHEETEAEIRIZ28.6%IZF80 bz, WERBMTOKETIE, &
BEILAV =7, HEFERENR, HEREAERESEEE FERMEEZ IR L. F72,
FA7 —NVIZBF 5 &HHE LEE, WBEEFT RIZIZW IS HBEIERD SN o7z,
AT v T T A ZFATTHIEAED LN BRIV =7, B, MRS, PR
BRI E IO WCEBIF O 2T o2 25, BHEBILANV=ZTHY (Fv X
2.700, 95%CIL; 1.17-6.632), PEZLMREIEAIE S ) (+ v XH3.773, 95%Cl; 1.26-16.26) @ 2
WFAEEE HRICHET ZHFTH o7z,

e WHMESEAT .0 9 B SIICENESROEELRDIZIR TV EEZ LD
PR R O BRE AN v AE R OB FHIR T TH B EE 2 Sz,

ARBFFEC X0, H SIRMER IR O WM SE BT R AN i Bl R O F HIN T & 70 2 FATUR
SN7ze G, VHIKRFIZHED QY kA - HFICK ), LPREZ OREIRSGEER) R R
BHEEEE O B EoSIfE S, ARSI A R R GT H IMET 5 L L7,
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FALEm S E H Comparison of the efficacy of ALA-PDT using an excimer-
dye laser (630 nm) and a metal-halide lamp (600 to 740 nm)
for treatment of Bowen's disease (Boweni® DR 1F R

&I B 1T Bexcimer dye laser& metal-halide lamp® LEE:ERER)

X wEAZE (B #Hdx ¥ OB K W
i moE B OE
Bk B R M A
ESEL | S I SR

FAL XN HORE

A4 H5-aminolevulinic acid (ALA) % J\»72photodynamic therapy (PDT) (ZBowen
W (BD) 2% L CTHMZRGRIETSH %o L TIRIVHALA-PDTIZ11E] 7200 0 i [l
$T86-93% DCR (complete response) FAH 5 LG INTWAHD, bILbNOEH
Wk (Kobayashi M et al, Jpn J Dermatol 2002) TIZ630nmOHEFE R THALHLF I <5
4 L —H— (excimer-dye laser : EDL) (100 J/cm? 100 mW/cm?) ZHw721 » H%
DCRFEF65% TH ), I L BT 2 v, ALARMBA TH&EZEEL b o
protoporphyrin X (PpIX) ZZ# S U HDEHIC X o TR EZ EATAH I LITK
o> CHEH M % HET 5, 51, ALAPDTO RS T LEZHEME TH 5
photoprotoporphyrin (Ppp) #PpIX 2B SN b L bt TWw 5, Fllig PR ALk
DPpp DI Y — 7 P RIZHI670nmIZH % L vwbh, 2T 5 2 212X o TR
FRHEELPPX E MBI Z R TIEAVbRTWS, A UNTAL KNS TS
(metal-halide lamp : MHL) Z&HEKET > 7TH Y, 610nm & 680nmIZ4FEI1 7 ¥ —
7 WEEH L6002 5740 nmOPFE K% A N—F 5, 670nmDIGIE630nmD G L ) b 7 F
I AD AL 720, MHLIEZBDOWHEHIC L D RIRDPH 2D TIE R LN SN D,
b b I OBDOH#HE I L THVHALA-PDTICfEH 9 5 EDL & MHLO LB
DIRET L HEHE2 o~ A F TOWHRFRE R 2 516 L 720




(8]

TN BERFK 2295 e i BHZ20054E 8 H % 520104E 8 H D2 % 3 S 72254 (269%7%8)
DML DBowenliEH L BW SN BELEALZ A V74— Fartry o9z,
5 V¥ MIITHRZE#EDL, 9%%Z % MHL% Vv CALA-PDT % JitifT L 72,
[44EALA-PDT® 7’0 b O —JL & 5]

SHHALA-PDTO 7B b 32— )V 253 4 72%, EDLEMHLO B4 &% & T, 20
% ALAIGA % OPpIX @ A % 18552 OBDIHZ EC Tl E L 720 PpIX A IF 158 & 1
WCEBL—— - ¥4+ —F - Y2572 (M&M Co,Tokyo, Japan) % w7z, PpIX i
A IIBDIRZE # T 12630 nm@EDL % JHv272100]/cm® (100mW/cm?) DOWEFHC X H i3 &
AEHEINLZ Db olz. 72, HlN, 3EHOBHHIZL D, BDWEIHIZHB W
TPPX OV REERPK T T2 L h s, B 2RI NS 20, @1,
DS E Lz MAT, BMEIC X > THELZWEEMO D 2 E S AZLAR TIEIZ
FREALT B 7- 0B ORI & U7ze WGHRL o HBRICE R AR % 17V i B AR - 1Y
(ZEFA L 720 CRIZIGHRL 7 AR ICERIR A DM BRI IR A O R & L, BE#3 »
HiE, 141, BDOREREBIZEL 72,

(¥ 3R]

Bowendii #5125 N26% %48 (EJ=9, TH=17) \ZHHALA-PDT %175 720 “FI4E
¥H735% (62-91i%) Td o 720 PDTEHL » H % OCRFIZEDLE: T1382% (14/17),
MHLAETI13100% (9/9) LA EXEE Hh o7 (p>005). 12 » HBOFIERIZH bET
27% (6/22), EDL#E T1346% (6/13), MHLEETI30% (0/9) L HEAZ#BDz (p<0.05),
( x 2 test with Fisher's exact test)o EDLEFIZFIIHIER6S5 » HTH o 72,

[% &)

AL COBowendi 12X § 2 MV ALA-PDT O E MR IEFE V. #HWHALA-PDTO 71
k2 — V& VER L HAR AN OBowendi BE 125 L CTHRIEEE AT - 72458, CRED] EATE
D 5N, PDTHEFE 1+ H OEDLEE TIE65% 5 582%, MHLEE TIX100%, 12 » H OF
FEHTIEMHLEE 1Z0% & R OB AR O Fife % 580, MHLO A MR S iz,
F7z, TOZLhD, PPXOKNEN TH HPppD ik 2 5 S ¥ 72,

i LA DOMEDOEE

(F&/8m]

A% Fi5-aminolevulinic acid (ALA) % H\»7zphotodynamic therapy (PDT) lZBowen
K (BD) 123 L CHRRERETH 5. Db OEHEERE TIZ630nmD ¥ kK TH
hI¥y<¥ 4 L—%#— (EDL) (100]/cm’ 100mW/cm® #H\721 » A#HDOCREK
1365% TH 0, WL KT S v, AU NT A K57 (MHL) EEEKES



Y THY, 610nmE630nmIZHFE I ¥ — 7 EZ A L6002 5740nmD JE F & A N
— 3 %, 670nmDIEIZ630nmDIE L ) HEFHIZHE L A D A7z, MHLIZBDOHH#IC
FORRDVHHDOTIE VLN I NS,

Ll b U OBDO iE# I L CHHVHALA-PDTICMEH 3 5 EDL & MHLO It
BoOMGETE 7a b a—VEIER L, G#12 7 A5 F TOHRFRER % G L 72.

(53]

20054E 8 A % 520104E 8 H D% % SN 7225% (26§5%) DU OBowendi & %
WX N72BEERAE, A VI +—A ¥ty DI 2, 1THEXEDL, 9L %
MHL% I\ CTALA-PDT % JitifT U720 iE# 1 o H I8 AR % 17TV IRELRLRR 2 1 1258
fili L 720 CRIZIGH 1 o HIRIZERR 22 DB A IR L oW L & L, B 3 » HiE,
141, BDOIRZEH 2 #i5 L7z,

(#ER]

PDT{H# 1 » H%OCRHFIZEDLE TI1Z82% (14/17), MHLEETIZ100% (9/9) &K
BAEZ o7 (p>005), 12 » HEOFFREFRITHHET27% (6/22), EDLEETIZ46
% (6/13), MHL#: T30 % (0/9) & A & %= % i ® 72 (p<0.05). (x2 test with
Fisher's exact test) o EDLFEIZFHIEES » H THh o 726
[%£ &)

SUHALA-PDTO 71 b a2 — )V 25 L HAR AN DBoweni HH 120 LT 211 o 72
R CREOM _EATED 5N PDTHEH 1 + H OEDLEETl365% % 582%, MHLAEE TIZ
100%, 12 » A O 53 TIIMHLEIZ0% & B O BB R OFR 2 780, MHLOA
MPEDTR E N7z,

COBEREEZHONI L2 L3RR EARZARTH Y, K, #zixsd
BT 50 LHE LT,
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FALEm S E H Different modifications of phosphorylated Smad3C and
Smad3L through TGF-B after spinal cord injury in mice (¥
) AERBHERDOTGF-B JFIVICH T 3 U > B{ESmad3C
& E{ESmad3LNZERICDOWVT)
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Transforming growth factor-§ (TGF-f) Il 5E - EE) - /b &% P&
KRR A M A A Y ThbB, TGF- MBI ZHFEARICH AL, Smad&HANEME
fbsh, BANDOY T FVEERB I b Tnde TOY T FIMREDFRFED, Mk
fiE, SRR, MAEWARCHRERE R Eke B ERIEE L Tw 5,

[B#Y]

HFREEBG % OTGE- p OFBLEHE SN TV 525, TGF-B OIERARFIZOWTIE, &
I TwiRv, ShFEA 1L, FREE~ Y 212815 5 TGF- /Smad ¥ 7+ Vix
SR DRERFIZAL 2 & OB O R AE IS D W TRRES L 726
(& - HiE]

< AC57BL6 (1820g, X A) ZH\vy, Th8L N IZBWT, moderateZs F il
ETFNEER L, MBYBoAEzay bu—vE L, FHEERL 3, 6, 12, 24,
48, 96 & 168IKs [H] 2 |2 F BIFEAG T 2 MRk & L CHRILL 720 ELISA % Hiv» Tinterleukin-6
(IL-6) ETGF-p O #EW ) 22 38 AL 2 W % L 72 Western blotting!Z 'C, Smad3,
phosphorylated Smad3 at the C-terminus (p-Smad3C) 7 & UNIZp-Smad3 at the linker
regions (p-Smad3L) DOREWFWNLZLZENT Lze T2, T bu— )L L HFiEEE 2 H
%IZB VT, Smad3&p-Smad3C, LOFEBLERAIZD & oyl gets & H v TIuBRE L 72,




[#ER]

IL-6I X FREBGEE > O A B2 —# oMM %Z /R L7z, —77, TGF- B3R 4 1ZHm L,
25 2 Ath % ¥ — 7 (LMK L T\ o 725 Western blotting (28T, Smad3iZ= >~
O =V EOFRELG % D 1T SN2, p-Smad3CI A BEFH B R L,
—Jip-Smad3LiZ, #i¥ L Tworz, T2, iEgta R TlE, Smad3id el
HFAEL, p-Smad3CIZHHERTA OMBRIIIZ B W THEBIGE®O 5N, p-Smad3LiZHEtE
TR SIKEAEHNOT A a4 MIBWTHRE L TWwi,
(&5

GRORRIY, FTRHEG &R 4 IZTGF- 294 SN, p-Smad3CIZ X % FHfRM 7%
OHIAMFEEENOB L2 5N, p-Smad3LE /357 A MaHA MZXE7) T
IR GE < B5-9 Z W REMEARIE S 7z,

(T3]

FRBHEROBRBIIIHRL YA P AL VHBBELTW R I PGS TV, &
® 9 B Transforming growth factor-f (TGF-p) ZHifeo345E - 8y - 50k &%
Hid 28R4 A4 THY, TGF-FHAMBEOZEMEKICKA L, Smad&EH A
AL SN, BNNO Y 7 FIREDTON T WD, SOV 7 FIMREDREDS, Mk
fE, SOEEE, MEWERTRERER EHA RRBEEECEE LTS 2L A S
nNTwnb,

(B#Y]

F TR # O TGF- f OV
B HTGF-B/Smady 7 F VzE
THRE L7z,

(X - &)

<7 AC57BL6 (1820g, * A) ZH\>, ThSHERIERHEIZ5g/mm*DE & T 5 5 ME
NEMAFMBRGETVEER L7z, HiESURoAZ oy bu—LE L, FREEGRE]L
3, 6, 12, 24, 48, 96 & 168MF [ £ |2 FMEFEG I 2 etk & L CTERINL 720 ELISAZ
W Cinterleukin-6 (IL-6) & TGEF- B O#ER1 72 58 Z L 2 % L 72 Western blotting
\Z T, Smad3, phosphorylated Smad3 at the C-terminus (p-Smad3C) 7 & O IZ
phosphorylated Smad3 at the linker regions (p-Smad3L) DFEERAY R ZAL % AT L 720
¥/, arhuo— ) EHEHEE 2 H%IZBWT, Smad3& p-Smad3C, LOFEHIRALIC
D X et 2 v CHURGET L 72,

9 5 BT, M4 1x, FHiELG~ > 212
SO ZEAL 7 & IZHBLERA O R e 12D
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ELISAIZ CIL-6I3 HREAGE R 5 H B — B0 mz R L7z, —7, TGF-Bid
rAlZEmL, =62 HEO Y — 7 DI % 7~ L 72, Western blotting (2T, Smad3
Far he— v EEOFHEGEZD 2T E 72D, p-Smad3CI HRETRE £
R L, p-Smad3LIZHFREFEM 2 Wi 2R L7z BRI C, Smad3id sl iz
WZAAFE L, p-Smad3CIEHHERT A OMFSHILIC B VT L, p-Smad3Liddt —mEYtn
OFER, IKEENOT A ¥4 MIBWTHEBLTWS 2 ED5 o 72
(%]

FREHBGRICHBIT 294 M A Xy, BEERMICT X bad A ML - &6
L, ZUTHEICHGLTWwAZ LR, ZOK, TA Mot A b ETY YER{ESmad3hs
MY LTwAIERBICHEINRTVEY, SHoMEEID, U ¥ EItSmad3ix
p-Smad3LTH 5 Z &5 h o720 T Dp-Smad3LiZ & 2 MEMIL Y 7 F )V DAL D
B, M= b v 7 ADERT 5 2 & TA U S FREEEG % OBHR IR A~ O B G- o EE
PR E N7z, F72, p-Smad3CIT & 2 H #3555 O 5 M i E A~ OB 5- ol jgtk
bRIE I N7,

(&3]

LhRlofER LY, FHifEG#Z 2 HH 2 ¥ — 7 ZTGEF- B 254 S, p-Smad3CAHYHH
L, p-Smad3LAS#i 3 5 2 &30 o720 Smad3id kMg I A-fE L, p-Smad3Cid %
HERT A OMFREMIBIAETE L, p-Smad3LIZIKABEND T A Mt A MIFEHET S LD
Ghrole UL V#HEDOH 727 A ba A4 b ETOY) VEE{ESmad3iZp-Smad3L T
b EDTHoT

ARWFFEIXTGEF- B /Smad > 7 F WARE R ORI ZAL 2 & NS FEBLERA O M8 R AE LS
DWTHBLTEY, 4% FHEEHEOX =X 22T BRI DEEZS
Nbe U b E2RETHIMETIHmLTH S EHEL
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FALEm S E H Efficient Penetration into Aqueous Humor by Administration
of Oral and Topical Levofloxacin (LAR7AOFxH 2 > 0OFEOE
RIREE X BIREKANDRER £RE)
am 3L A & B (B4) #x & W Ik fE
i ok % T Z
=€ I I v P
LS S S < S

)
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LAR7a %Y VM BRIRN%EE P2 HIICHW O NS BN L RETH 5,
BHREERIREREOND 5205, L&D ICIREANORBITARVE WD S, HIRTIZ60
SrCHIE AR R & 20, RO TH4 ~ ASKEH CRIBEK & I R 23 i i il
b LAL, mIRENIEZGEH L7256 0REKRECHERIIAWT, Thitls
MUY B 72DITHIIE R AT o 720 S HITHEBHR G- 12 X B IREZLDOAH BT O W TGS L 72,
[753&]

20104F 2 A ~ 3 ISR N BE T4 % fifT L7215% (114t 44585 2564,
SEIGAEWT0.7 £ 955K, MOIREEDLD BB DR, LI TMiZ ) 13720, SRR hot
HRFENC X AEEZ 1 2 HUWNIZH) 725 0% B4 L7,

05% LA 7axHT il (BREIE) LLAR7aFH T V5500mg (F—EE) %2
AL 7ze BTN 1 B2 S 1 H 4 2k L, #inn 1 RERET D $565- L 7z, PR
EFARHETH A5 1ERM, 500mgkfe L, Tt B IZ TGO 4 RS Lz, Wk
2 HHOWEIFAHREE X NIk 4 H B OMWIRFATE (21 HFH4) o FH0F BAGIE L hi 5
R % AT VRTEAKZ R (~100u]) L7ze RiEKEMRE IHERAKI O 757
4 —CHl%E L7z, paired t-test TP<O05THEEAD & L7,
(#ER]

wm e 2 [ H O BEKEEIX, 2h2n287+089ug/ml&376+132 ug/mlTHhHD,




WEOMIZIIAEEZ RO (p=0.0085) -
(Z#z]

RNZEDIT & A ERIREROMEAEKZ & wbhv s, #nl & 2 [0 HORTEKEE X
EH 5 b REBOME DOMICy, % 2 TV 720 F51C 2 18] H TS o 1l b3 IR EE 138 2 o
FTHOBGLEDOFREIK L TR BRI TH 72, 2 [0 H AR DRI
FRT 2 EIGEEOREIIIEG, WkE SRZ AT 5 2 & TRIENEE % REW
M SRR H VLT O X ) IZE 2720 WIRTIE, BIE KRB LSRR 12
AALTHML, LD D@L DIREKTLALNSL L WbNLs, MIRTIXMAEES
SHTGENIZREATT 2 7%, B IR [ CREHERE T R 0I5 &) B &2 > TR 2 S L,
PHWMICHENRELY LITAZ L2 LT b Tw5S, L LNIRIC X 2 HRER
NORZER, BHEZRTHENICERET S, 2oV — b2l L TRIOESG 3L
R7BFH Y VI FAREED»N Do M FARPEIISERE, REPEE 2D, SRUTEES
%o MIROMELIZ & o THIT R O ORRIE L 720 &, BREMEOREKEEO 15
AN L ERL T2,

(&5

Wik E HHIRZBEH L, BiEAKLR70d Y Vg LA S, e 2 Filir s

MBARN % TR C & 2 etk d 5.

i LEAEOMEEDOEE

LR7aFHY Y (258 b)) GRBFMRERNEZ PS5 HTHY SR
RN LRMEETH D, SO L) LA THIRE RO O 2FHOLGAMETH L DD
3275, 2o & E2FHLTARERDORNBATICHT 5 IR 2058 21T > 72,

T AR Y PN A0 % AT L 72154 2 b3 & L7ze 05% L AR 7 1 34 2 v piliREE & 500mg
LAR7OFH Y Ve Hvize mIRETM 1 EMET2 S 1 H 4 1 28k L, A7aT 1 R
DG L7zo PIRIETARTH 225 18R, 500mgikki L, Tl5 HI TGO 4 KEH
ANCHG- L7z WIR2 HB ORI FAAiEES X WAk 4 H H O IR F45 R (20 H F4i7)
DT BLERF AT E2H 2 4T W K Z BRI (~ 100 u]) U7z BIBE/KIEMDIHEEE (&
Wifkza< s 574 —TillE L7, paired ttest TP<OOSTHEZEAN & L7,

Wl e 2 [ HOFEKEEIZ, TNEN287+089ug/mlk376+1.32ug/mlTH Y,
WEDOMIZIIA B EZRO (p=0.0085)

IRANEDIZE A EZIRERIOMEDIKK7ZE wbivs, gialE 2 Bl H ORI EKEE X
EH 5 HREBOME OMICy, % 8 2 TV 7zo FEIC 2 [l H AT ORI B TR T B R o
HREOPGHEOFEE LB L TIROFEWRHERTH 5720 2 0 H TR IZHREE SRR
R 2L IIBEOHEICIZEN, WIRE SIREZ BT 2 2 & CRIEPRE % RN



IS RN D ) DT O X ) IZE G L7ze WIRTIZ, AiIBE KRB I AT
PATLTHML, ML) dWwo DIREOKTAALNL L vbils, FHIRTIEAMR
2 5 HIDE NICRAT T 5 A%, F I ] CRHER T R0 SR I 5 &) B 2 58 > CTHIT B 72> S i
L., BEICHENREZ LT 2L T vwbhTwd, LALWIRIZES
IRER~OREL, BREZRETHENICENRET 2, 2OV — kil LTRSS h
72LAR 70 XYY VI RSB PN Do B FRRESERE, mAEEE 2D, B3R
M5 %o WIROMSES & o THEFAAD O ORIE L 720 HASE S, BAETEDHIEKIREED
ERADPAONIZEERE L Wik HIRZHFM L, BIBEKLAR70:T D ViREe LA
SR, Bex Pl ST ERIRN K& 2 PRET & 2 TREED S %6

KRIFFEDRER D S PRI D R E AIROFGIZ LD, IRAANDORATIZ BT B AR AR
DB SPIZRY, R L RGO RRIICAH TS 5 2 & IR H»DO
HNCEMNIT SN O XD RUIELRRIIBRIIH T WEP eV Ko T, 2
FHGAET B &I L 72,
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FALEm S E H Estimated glomerular filtration rate and daily amount

®

W&

)

of urinary protein predict the clinical remission rate of
tonsillectomy plus steroid pulse therapy for IgA nephropathy
(IGABEICE I 2RMEE+ X704 K/SILZAERICK 5
KREMEIL, HERKFEBEL1HRFINIVEBILELT

FRTE3)
WAEAERR  (E®) MR 4 Ok B —
i W W E
g W OW R i
E N
FAL X NEORE
L)

IgABHEIE A > F 7 A FHIUCIgADEN AL E T 2 Rk kL g/ s, LM
FEDORWERTD b0 20RO T T HARTEMHAFRIZ0%, FEHEREIE T TR FHl
#¥930%TdH 505, FI40%IZHELT L TEARICE S 20014 12 H & 2[Rk + 2 7
oA F2Ov A (TSP) JZ2#HiE LTk, BREM (CR) RFEWIEH L) % HIR
FHHELE LTHEZHED TV S, 20094 ICMiura b I ZEF ATV, BE MO RRR
TRICE > TCREP KX LS LT A2 & 2 W 5 H» 12 L 720 Multivariate logistic
regression analysisiZ & 0, TSPHEEEIIERT-& LT, OREROEHRIBE N &,
@IHREARDIZ W L, QOMRIVRnI &, ORI ROSEIT L Tnwb 2 &
A 27z,

[BEY]

IgABEIEIHT 9 2 TSP DCRE Z KT 5 5 Tl 55 Z LW R &) 22 W]

ST 5,
(X & FHiE]
R SR E AR & IR — MIFETIUE L 723030107 — % oS, +o5%T



— ¥ RO B o 7220201 2 L, YT 21T o 720

T 1 HIRE P = 2 A, el & U COHRRERKIE#EE (eGFR), @OIMRDILEE,

@i flgrade, OFWiH 5 TSPHILEAZAT) T TOEYM, OBWREOF s B & XA ERK

L7zo TNZENGHE L 72HEBNOCREZEH L, CRE66%LL L2 iRV, 50-65%%

W, 50%% i, 33-49%% 4+ L v Uk, 33%Adm & AR & L C, heat map &= ERK L 72,

ET AP © Student's t #E, Fisherffiag, YatesDHiiEIZ X 2 7 4 Z3fHoE 2 Hwv

T L7z,

[#R]

1. eGFR& 1 HIRHH =

1 HR&EH=R 03 ~1.09 g TeGFR 30 m1/min/1.73 mPL EOREDOCRZFIX7I% TDH
575 1 HR&EHE 150 gbl EoRETIX, CR¥29.6%THh ) AREICMHK . 1 HR&EH
w0.29g R OHEDOCRHEIZ608% TH Y, 1 HIR&EH 03 ~ 069 gl D73% & 0 KV
MZdH %o

2. MJRE 1 HREH=E

MIRD 7% W EZHETOCREIE, 286%THY, MIRDD 5 EHERC%E LKL TH
BT LTS,

3. W¥lgradel 1 HIREH®E

fifgrade I or I T 1 HIR&EF®LOIgAK A ODCRFII825% T d % 2%, ik B
grade Il or IV CT1 HRHEHE20gPL EHETIX, CRF281%TH W AEEDLD S,

4. ZWi»HTSPE TOEHE 1 HIREHE

1 HR&EH® 03~ 1.09 gORETIE, ZWin S5 TSP E COEMM THEE TR
CCREZTO%HRTH B, LA L, Lighh EOBETIE, 64FERMOCRELI%, 64D
DCRHF23% L A A (p=001) 2B 5%,

[#55E]

1. eGFRE 1 HEHAR, H5WIidfilgradet 1 HEH®IZ X Sheat mapll & - T,
TSPHREDCREZ P T 5 L TE %,

2. ZWOTSPE TOFEKICE LT, 1 HREHZEHLOIgAH DCRFIXTSPHF L F
TOFEBLFHEA LV, Lo L, Lighh hoBETIE, 6 FRmMICTSPHRE % iifr 3
BHH, CREDAEITE V.

3. EARDLWEER, &2 WVIEMRD 2 WEERETIE, CREPABRICKTLTED,
TSPREICIPIETH 50 T L, BIEEERD 2 WCIZEPIRBEILAE 1A O SR Bk
[gATLAEIEDYEBE L 72T iAo



X FEEOMEOERF

[gABHEE, SRERTR A 4 ¥ A HEBUCIgADBERLIC LA LT 2 B8R ERIEAE & T
HY, BEROKI0% 2 EDTHE, E5ITH40% DT L TEARICELZ L0 5,
AN BEER BB LR EN TV D, 20014E DA EOHHE 5 2% [k + 2 7
T4 ROV A (DUFTSP#) | 285 LTk, BREM (CR) (UREFIEFIL)
* HIETHELL LTEAZED TV S, 20094E OMiura b O£ EFH A TIE, BEM
DEFRE R X > TCREFPRKE LT 52 LWL L % 572, Multivariate
logistic regression analysisiZ & 0, {EHEIIER T & LT, OBIERFOERDPEH N &,
@QIHREHENSZ W L, ORIV &, ORI AN EIT L TnwE Ik
AR S 7z,

Al IgABHEICH§ A TSPHEDOCREAX IR T RO T T 5 2 LSRN E Y
PEWSPICT 572012, Sl E A& 28— MIFZETIUE L 72303810 7 — ¥
DOHNE, 557 =7 H - 72202000 BHE %M L, 7217 720
Jidk 1 HIRERHEZ A (958) & LT, #Etllc@eGFR (8573#), @ILROFEE (4
), ORERTERE (408), @OFWiH O TSPEEZIT) T TOEK (655E), &%
Wik Dy (608) 2B &, ZRZENOFINOCRELFHE L, CR366% DL 1%
W, 50-65% % H\W T, 50% Z M, 3349% % A4 L M, 33% Ak R e LT,
heat mapZ B L 720 #EH#MLHE © Student's t Mg, Fisherbi, Yates®HiiEIZ &
% H A ZIFRE ® TR L 72,

MRELT,
1. eGFR& 1 HIREHEIZ X Sheat map, HLWITREEEE L 1 HIREHRIC L S

heat maplZ & o C, TSPH#EDCRZEZ FHT LI ENTE S,

2. 1 HRE®A%0.3-1.09g K TIECREEDT0-80% & #i\vye —77, 1 HIREI®A15g/

HELETIZH30% &<, REAEPENZRTFTH 5,

3. HARDOLVEER, &2 VIXMRO % WEEH T, CREFPARIKTLTW S,

L, EIEEEED D VCIZEIIREELEE (SR ERIRIgATEAEREDS G B L 72T REMEDS D 5 o

AWFEDOFERN S, eGFRE 1 HIREHEIZ X ACR¥FE Dheat map, H 5 W i3y
EREL 1 HIREHREIZX ACREDheat maplZ & - T, IgABEIZRT$ 5 TSP#EE:DCR
RETPWT LI ENTRTHLIEVILNIC R o7, T2, [gABRELZE DT,
FI10%FREE, BARVER 98D 2 WV ISEI IR LR BANRAE L TV 2 W EeE b Rk S 7z,
CDX) BB RHME IR Y75, SROBEMEICKRESFGTL0HHY, #
ARG 2L Th 5 LI L7z,
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FALEm S E H Nonsteroidal anti-inflammatory drug-induced visible and
invisible small intestinal injury (BEX 7 04 RMEHRKFEZREICK
% IR R UFEANIREY/ MERG R EE)
am 3L A & B (E4) #x HHI B K
£ I I e P
S (R S
I BOH B W

AL G LW

%
N
X
iy
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JEA T a4 FHHiESR (NSAIDs) (2 & 2 MALERIEEEORT & LT, NSAIDs
B3I hary FYTHEE MBANTORSY 750D OTIC X 2 HEEEED T
(e < SIERIIL DL - TEHALD DI SN B, 4l T4 IENSAIDsIZ & % LR E &
INBRE IS e & OB, R OTL NI ¥ FORIRICO X MET L7,

(X - &)

BEART V74 71042V 7a7 =+ 27 (75mg/day), + X 75V — ) (20mg/
day) L LI EF (300mg/day) d L I1Z75tXR%E 4BEOKERZIT 1 HBRS
TLEERZ BAF—N—RBEIT, Yo7 F 7 WikEi%R QHEBE7HH)
WA T VAR (CE) 70 & ONSHEEIC X 2 B8R 0 % i 1 3Bk & 47 - 72,

(#ER]

Dou 7 F oG THRICULNIE N, 79 RHELH100H6H6IC7HEHD
CETHIBEREZ A LD, WMEMICHEZIRD Lol T-mMBEMTY 7072
7 BRI BT /N E B OZAL S B REAEILRD e o 720 CEIZ X & ik
X, Yru72F 7 MBEGRICIE 76 (55 3FTHIMS D), 2B HESKRIZIE
561 (Hifiize L) (2& 6, WIBE G R R & s 1 & 5o 72 /MR 0%
MO TH S 7 7 v u—ZADRpHEINE, P27 a 7 =) 7 g 5RIIEIiE L7
(77 2R 030%55050%, L NI ¥ FEE:013%%5033%). 4BKRHER, CE



THIBEREEIIWE L Cn2ilb2eb 567, 2EERSGHO T 7 v a— 20 &
FEHETEL: (77 2R 05%251.06%, L NI E FEE:033%251.12%)
vorou7xF 7 1HHEGRIZIEER LT 7y a— 2o Rb iR, 2 1 HG5 R
I LA L7z,

(555

NSAIDstREIZ & ) CETHIEREE I WE L T2 b 5 F, /NGO % #
PEAITCHEL TW/2Z &2 5, NSAIDsIZRIZ D72 0 IER IR 7 /N B Rh I 5 | 2 o8 &
FAT I RETEARIR S 7z,

(= - B®Y]

JEAF T4 FHPIRAESRE (NSAIDs) 12 & 2 LBk EORF & LT, NSAIDs
I2EB3I bay N 7S MIBANTOZY 7S50y OETIC X 2RSSO ITE
(28 < SIERIRL OB E - AL DI SN B, 4l T4 IENSAIDsIZ & % LR E &
AN R T & OBIE, K OTHALE R ER TH D L NI E FORRICO EMETL
725
[(Xf& - &)

e NKRT 5 4 T1I0%IINSAIDsO Y 7 a7 =+ (75mg/day), * A 75—
(20mg/day) & LY EF (300mg/day) d L IZ7 It R% 4 HAMOIKRIEZE T 1
HEFG T _EBEER O AL —N—WlERZIT, Yru 7o+ 7 NikEi#% (IHHE
7THH) AT VA (CE) % O ISR X 2 BRI o & m PR % 17 - 72,
[#ER]

Dou 7zt THRBRICLNIE N, 7T REEEL H1060H 6 BIICCEBIZET
RS RS 2 500, WEERICA B IR R Doz TRMBERTY 7 07 = 7 $5Hi
BRICBUT B/ HIEE B DO ZL S A E IR D L d o 7o CEBIZHC X 2R E 13,
voru7zF 7 AEEGENE 76 (5B 3BITHID ), 2 GRS 6 (H
M7 L) \ZH SN, FIEE G- R R IR 5 255 M ) % 5RO 720 /NI O 3% ik o 38
EthsbTryva—A0RMHEEE, Y r7a7 2 F 7 0EkG5RICItE L (F5%
REE:0.30% 5 5050%, LN ¥ FEE:013%725033%). 4 HRASESZICIZCERLE
THIREE I E L TVl b 22b 5§, 2 HE&RGHO T 7 v a— 2o Rkt
EEBITTHEL (8RB 05%H51.06%, L3I EFHE:033%%51.12%).
¥/, YruzzF 7 1 HEEGKFCEEA LT 7y u— 20 RbEREERX, 2MH
FHHZIZEH LAET LTz,



[#&35E]

NSAIDstRZEIZ & ) CETHIER #1380 E L T2 b 20 b 53, /NEHEO %M
PEATCHE L TW/2Z & 05, NSAIDsIZEMNI D7) FERARM 7 /N Rk 5 2 e &
FAZ I REPEARIE S L7z,

ARECIE, NSAIDsIC & B/ Rk 2 i OEA» S IE LOTHRF L, ZD X%
Z A LD T HEORME R O, BELMEESN, 2RS35 1T
B EHE L7z,
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FALEm S E H The role of gastroesophageal reflux in relation to symptom
onset in patients with proton pump inhibitor-refractory
non-erosive reflux disease accompanied by an underlying
esophageal motor disorder (PPIRIGHENEBEEEIREEERED
ERFERICEBERETRIEEL TWLDB)

A 3L A 2 B (T4 #Ix HFHI B K

ik k£ % oot Z
i HOR M B
Iz M W R i

F WL E O EE

3= =1:v)

S AMEE AR (non-erosive reflux disease: NERD) 133 it P4 £ 18 % D 1
W RIEHETH L 70 b VKR THESHE (proton pump inhibitor : PPI) 12 & Z4EIR
WERIILLC, BRICHST 25 E0% V. COMRER H = X ZEMA TR DI AR~ %
ERPEMICHEE L TWDEEEZEZ LN TV, HEERFEEIZOERD—D L ST
WBA, ORI, BETR, EROMRE, EREILEEESEROMRE EICOVT
D+ kENE Ve bbb IUIPPIRIGENERDE S @ 9 b £ 8 E B 5 & OAEIR
S L HEES OB 520w THRE L 720
(X% - Hi&]

8 [ O H & OPPIR A # b ER A E L 2 WPPIRN IR ENERDEZ 2 X R & L
PPIWAR FCHRENIEMA 2 fifT L, EEE)EEH & BERF I L, 24BN
pH- A V¥ =¥ 2E=% ) v 7iid, KMEMZ 2T Lz, WM TEEER, i
RO, MRREDOAHE, SR & B BT BRI O W THIBIGET 2 17 - 720
[#ER]

PPIAGENERDEET6% H1194 (25%) (Z BBl E 4 2072, Rome Il 75 2k
WCEDETHTIT 28 ERCTH (B %, FHERSES £ 345) O fEEE)

— 101 —



HLBEELRO L VEE (IEFH) 57O CHIBMET 2175 720 WREHE TR, i,
BMLI, fH#EE DA B\ AT FRO T o Fo o 24WE ] A8 N pH<ARE [, 734 5 £2 38 30050 0l 54
¥ Proximal Reflux[PIEUE AL 22137203, S BEEIR I (SL=50%) 13,
R EBEF17TAP12% (705%), IEHHESTH 434 (75%) (24 & Ao & fER 23
—H LT, F72, WM CTEROBEICEITRD Lo 7208, EEREEHEZIIF A
r—IVHZEOQI0 vk (HER) A EA->TL %) A 7HHEESHRMAEL (r=058,
p=0.02) &Proximal Reflux[Fl%% (r=0.63, p=0.02) & IZHERBEE 2D 72, £72Q9 (B
DERAHAALEONPZ D) AT TIEH EEMGEE L BEER (r=044, p=0.06) % 72
D7z,
[#%3E]

PPIAISPENERD & D25% |2 FE B HAMEAAE L, € OREIRFEBLIC I3 H £l sk
G LTz,

=g ==1:)

S AME EBEHRAE (non-erosive reflux disease: NERD) (38 it M £ 38 25 0 12
W RIEHETH L 70 b R THESE (proton pump inhibitor : PPI) 12 & 24K
BRI, HRICEET 25605 Ve TOWRER I = X 2IE T DI 4 72
BRADHEMEICHE L TWEEEZONTWS, HEEFHEEIZOERD—DL ENT
WBAS, TOREE, BEER, EIRORE, EIREB L HEESROMRR E1ZonT
DT ETE R Ve bILDIUIPPIAIGYENERD B O 9 H £ 18 8 B i 55 5% O fE IR
FEBL & B B O GOV THGET L 72,

(X% - &)

8 H[H % & OPPIR A 2 b FEIR AT L % WPPIRNISENERDEZ 2R & L
PPIMAR F CREBENITEMA % fifT L, FEEE)EERE & RS E L, 24 BN
pH- A Y ¥=¥F Y 2AE=%") ¥ 7kt KMZ 2T Lz, Wi TREHE R,
KOS, FREDOA M, JERIEBL L B BT O BRI W THEBRE %2175 72,
[#&R]

PPIA R PENERDAEH 764 H19%4 (25%) CAE B E % 2072, Rome Il 75 # 354
WCERDETHITIT 28 %RV174 (B 9%, FIERDS6S +345%) O EEEE) R
BLBEERZRDRVEE (EWE) 578 CHIERMA 21T - 72 WEER THER, 4,
BMI, #l#HE DA I A2 NXFRD T o 720 24 I £ N pH <ARE [, -39 15 Foa i i [m] 44
¥ Proximal RefluxBIEI MR 2413720, Wi B EER I (S1.=50%) 1,
BN E R BT 124 (705%), IEHEST2 434 (75%) (AT & A i & ek
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—H LTz, F72, WHEH CREROREICEIZRED Lo 72085, EEEEHRFIIF A
F—IVHZEOQI0 GEvwK (BlE) 25 Eh->TL %) A a7 H i mE (r=058,
p=0.02) & Proximal Reflux[fl%% (r=0.63, p=0.02) L\ CHELMBMEZEDT, T72Q9 (B
DEKAALEONZ D) AT TIEHEEMGEEE BEGE R (r=044, p=0.06) % 72
D7z,
E=E

PPIRNSPENERD & E D25%12 FEE B HAAAE L, £ DA RIEBIC I3 H £l
NS B QLAY A

R0k, EEFEEREORBHO A =X LW S, Fi-RiGHIis

Var'sol o

DHRECAHMBHAZRLTBY, AUZ2ETT2HIMET S EHE L
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(36)

9

Z 7z <IE V5

K % H #} &

o ME W k(B P

FESGFST O 3637

FhRGAERH  PFE264E 3 H13H

PRS- OZMA BRI 4 558 2 TR Y

FALEm S E H Glomerular tip adhesions predict the progression of IgA
nephropathy (ISABIEICH (T B RIKFRFEFEIEFEITIRZ

=k

TR 3)
WABERR  (E®) MR 4 Ok B —
t/cr N U I
Ci R L
/e S N
T X NEORE

(T3]

IgABHEX, 2V X7 LMl E X3 ¥ F 7 AFIBANDIgABEN 2 L5 % O
55DTHb. BEROK0% % DT D BN LRETH L. Bk 52041
DFHE LT, $30%I3EREM, $930% IZREHHFGE L T 52 B IZIER, &
40%HHEAT L CEARICE S, OFAMOZITIZ, UIE UIZHIRG Fitk R BR AL
fiE & & KB WS A S b, S E TISHRETT R & BRSO W T O5EN %
CBRENTETWVEY, IgATEIZBIT 5 R ERIKREIHZ (glomerular tip lesion) (2
B LTl e 4l IgABED 1% & m PR L & OB 2 B & 202§ % 72
0, FRIREMRREIRZ IR L THRE 21T 726
[753&]

19864F- % 5 20104F F T TYURE CTEAEM A 21T 72821 A D 9 H229 ADSIgAEHE & BB Hr S
N, 209 HENSIMERM ORBBISRNTE ST AZ N R E Lize SRERIRRITIZHIR
SRERIREALAE D FHIEHETH 5 a1 v BT GHITHE, SRERRO R M25% & 2% L,
SRERIROCIRIRZE LRI, s, AR, JaERMIBIC A L7z, AeGFR (I #éBl%ieGFR
— B EMIeGFR) /B H B2 HIWA RS U, BRI B RIEH & B A o BT
AR E LT Y AT 4 v 7RG R T o720 2O, HEAEAORO ONIHH%
WNRELT, TOAMT2RECDI, BIREHE BT RICOWTHREZ 1T 5 72,
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[#ER]

AeGFROK T BT L2 E KN E LTUTD62FIT b7,

OFHEMIFFDeGFR (p=0.0002), @ ERARREREAA LB (p=0.004), @I T V7 3
Yl (p=0138), @ILRMIME (p=0.024), G4MALRERMAES (p=0.019), E©KIRAA4
WA B (p=014) TH o7z HRIREKIEAER (n=9) LAONLD o/ (n=43)
THEAENH72HH 1ZeGFRIBAE (p=0.015) &L 270 —) (Wfl#REp=0.064;
Pk Ep=0032) & TH -7z

(%]

AT LD, TgABHEERE O BRRIHR I A (ZM L - B B LN TH L 2 &
DO NPT o 70 SRERIRISERIEAS AR REEAL IS W2 2 X = XA & LTUE, SRERIE
REBRAEDE L 5 Z & TRAEMSEROFIROTENDER L, BN CREREPEIK T
T 52 ETHRIRIFFEALAB Y, X0 REEIRG OB D 2250 /1D
ENBE, SRR E O LD B L V) IRFEIRE L7z, AW R OB T
&V IEFIERCBEINM S DS, SRERRRIEAS XIgABREOEEZ PRINTFL %0
)5 EATRIBE NI,

(T3]

IgABHEX, A Y Y F v AMIORIE A > ¥y L FHBANOIgABEN 72 k74 % 80
BIEMEARERARE R TH Do BERDO0%E EDOTB Y IRD I EHEETH L. Bk
DO HOTHRE LT, #930% 13 HIRTEM, #130% IZREEHE A3 L T % 3B E
IEH, #940% 0 AT L CTEAEICE S, OFAMOZITmA, LiE LSRR Hitk
HRERAREALIE & & K P72 RS A SN L, S E CIOWRERT R & BREHEIZOWT
DN R ENTETWED, IgATREICBIT 2 RERMEKREIHZ (glomerular tip
lesion) (2B L TIdHEA Ve 4, IgABHED T & WHEAHLRRIT I & OB % B &
MICT B 7280, FRGRIRIRREIHRZICEH L TRE 2175 72,

(73]

19864F- %> 520104 % T TUFE TEAEMZ 21T 72821 A D ) H229 AW IgAFIE & S # &
N, 209 B5EDSIMEMORBBIENTE LT AZ TR E Lize SRERRREBIZHIR
SHRERRREALAE D FIIEHETH 5 a1 ¥ B 7 HHIHE, SRERMRO R M25% & E5% L
RERIRSSERIRZ LRI, g, REAL, JERMIRRIC B L 72, AeGFR (Bl #l%ieGEFR
— B MieGFR) /BISSH B2 HRE KL L, BRI O WRIEH & B4 00 BT 7
EHIEBE LY AT 4 v Z RGN EATo 72, ZDH%, AEEDORDOLNHE%Z
gL LT, TOFMET2EITDIT, BREH &AW THEZIT - 72,
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[#ER]

AeGFROK T BT L2 E KN E LTUTD62FIT b7,

OFHEMIFFDeGFR (p=0.0002), @ ERARREREAA LB (p=0.004), @I T V7 3
Yl (p=0138), @ILRMIME (p=0.024), G4MALRERMAES (p=0.019), E©KIRAA4
wAEMEE (p=014) TH -7

RERRREEATE (n=9) LAONL o728 (n=48) THEANH721HH iZeGFR
WA (p=0015) &L A7a—) (HHHEp=0.064; MR EP=0032) TH -7z
(%]

AT LD, TgABHEERE O BRRIHR I A (ZM L - B B LN TH L 2 &
DO NPT o 70 SRERIRISERIEAS AR REEAL IS W2 2 X = XA & LTUE, SRERIE
REBRAEDE L 5 Z & TRAEMSEROFIROTENDER L, BN CREREPEIK T
T 52 ETHRIRIFFEALAB Y, X0 REEIRG OB D 2250 /1D
ENBE, SRREEBALANE D LAS E VIR IRE L7,

AWFZEDFERD G, THE TELIHEHIN TR WRERIRRE A 25, IgABE D%
WREITEERET LN T THE AW L R ), SHOBIRIEICKE {F5F
5bDNHY, FAIZGIMET B LR L7,

— 106 —



(37)

EE % XL@(’PT v
Ao MoE W b (B4R

FESGFT O H364T

FhRGAERH  PFE264E 3 H13H

PRS- OZMA BRI 4 558 2 TR Y

FALEm S E H Relationship between blood levels of propofol and recovery
of memory in electroconvulsive therapy (ESEEEEICH T
%7 0K7 +—J)VINHRE R #AETE & DRSE)

am 3L A & B (B4) #ox & & W #H

Iz o M i+
W o B i+

FREOLNE 0¥ R

—

He &
SR

[

AR BIPR: (Electroconvulsive therapy:ECT) 129 29 Z1X Lo, 4 kg
B R 2 RTBEETH D, TOECTICBUBHENEH® 12 & L TREIEER DR
FANIBEENRDHIT LN TV S, AR, RIS 70 R 7 + — VSECTIZ B 5 ECs6 )
FEEABRIELD0TERVAL V) HEIHAINLE D OOFRHRE DL v, L
ECTHifrH, Target controlled infusion (TCI) #ZHWT7TaR7 +—V&&K5 L7
BRI ER D RL T B O R Y5k AS NS S 2 8 & R E L 2wl o T
O AR 7 o+ — VPRI E R € OO N T2 EDPRD N L 0 x il L7,

(5]

A EOR L N3 ND B, D260 D BRI BT, MR IR L O
MR 2 AT o 7o 8RS 1 B TR TIEMCTEX 2B & TE 2o FHBNI 55T,
1 CIEMT & 72d 0 &l )R ERE (n=195), IEFCTE L o72db D%
BIERIERE (n=65) & L7zo F72[ARICH YBMMA IV T M 1 M TETIERT
EFHBIE TE Lo 2FHONIHT, FAFFWIRIER (n=193) & KLY akEE [ fE ¢
(n=67) & LIEBMGES L7ze €N ENOREB CESMEIED 7 1R 7 + — Uil i
B J Ot G, BRAURENGROBIEL, BEAUNEE, WP O SEREENR H & R L
720
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[#ER]

FLEA D R B E R ORI R ERE ISR, Tu R T = Vo PRI RIEE IR L, Bk
H8b% ol TOMORTIIZAEE TR o720 AYFRICE L CIE R m5ER &
BRIERERICB W THEETRD Rh o 12,
€39

FL A R IR C IR AE [ A (S LR E SRR O 70 R 7 o+ — )V PRI R B 1
BV ERbYr o, XETIRBIWERICBWTECTIC X ) itEF BB EL D, £
DB BIT B 7V 8 I VREEOMT, GABA (y 7 3 /HEEER) IREEDIK AL
DOENDLD, TURT + = VG TFTTOECTTIEWTNOEELLELZE STy
o Tl EERICEELEHER-TC/ANEY ) VIKER TR T4 VR F—F
(CaMK ) 25 LRIV TECTICE DIKT 353, 70K 7+ — Vg5 FTOECT Tl
KT Laro/zwofiitidbd b, SHOKLOHRELSEHIR LIZBWTE, XhEw
TURT + — VIREITELEEBEIC X 2 PR~ OB IR L, FeshimfEIC
T LR D b LRI N,

(#&35E]

ECTIZBIF A8 ~DOEEL2 7O R 7 5 — VI VBT S Z A TE L REM

DR EINTz,

i LEAEOMEEDOEE

TR (Electroconvulsive therapy:ECT) 139 2Rz X U, B4 7k filige
BRI RZRIERETH D, TOECTICBUITAEMEHD 1 D& L TREBIER O
FNEED DT HNT WD, EIEVER ORLFRI SR INZE - % 8 & FIZRITE L 7%
WO TR T + — VP RIMHIRER € OMO R IR LN L 2 did L
720

36 A, D260 O FAIEEIZ BT, MR ilsh I e O R 43 ke 2 17 - 72,
LI D L M TR TIEFCEFH L TELh o 2FHIHT, 1HTEFTE
b D& FHNER (n=195), IEFTELh o720 D% LI EIENER (n=65)
E L7z FMARICHLBBAICBNTHME L B TETIEMTEF:HE TE b
7B, RCMERPINERE (n=193) & O MFREERIERE (n=67) & LIERE
L7z ZNZENOREM TESFEFED 7 0 R 7 + — VRl R O 55, BA
SRR O, B, Ik E ORISR &2 L L 72

F R RS T R AR IR E PSR IR, TR 7 + — VO FRIMAPIRE XS
{, BIEGEDE o720 TOMOKEFIIIAEREEI LD o7z, YR L Tl 1
[ AEHE & BRI ICBWTHESZRD L d o572,
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RLEG T FL AR C R IE AR R | ARBESARIEIG O 7 1 R 7 o — )V PRI R B X
HCREGELZ VI Elbholc, BIERICBWTECTIC L ) itlEyrHEE %32
O, TOBICHHIZBITLI7VE I VIREOKT, GABAREDOHAAHRO 5508
TaRT 5 = VIEG T TOECTTIZWTNOREDLELEINTWS, FRE
FRICEELRKHER-TCa/ANVEY ) MR T T4 v F F—ERlE L NV
TECTICE DT T 2D, 78R T7+ —VHEETOECTTIFE T Laro7zL v ) #Hit
HLH D, SHOHEREPSEHERIICBVTD, L) EWTERT - — ViR ILEA R
FEAEIZ K B PR R AN OB 2 W L, RS REICH ST ] ietkhid 5 L HEZE S
n7z.

AT LI BE AT IS B W TRl IR ERRICA 5T HIMTE 250 E %
Z, BRHNERIKRZVOFMZEG T 51263 5 &K L7,
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