R R

-pk 26 4 5 A 8 H
[ S i R A A PR

[iE54 ] OrEa Y v 7§20 mg, [FHE 40 mg, [FHE 60 mg
@u V7T v 20 mg, [FHE 40 mg, [FEE 60 mg

[—fk4] Y RZ Y b

[REHR4] Oetts L3, OASt =R b2 5EeT

[HRFEEH R] Rk 24 6 A 26 H

[ Ra 4]

SERE 26 £ 4 A 26 BIZBfE S Nz BB I8N T AmBEARB LT
FELXZBRNE S, B - TR EEORQCHE T L L ahi,
ieB. AfE OBHEELENIL 8 £, AR CRANIEIE - BIIOWFThIZ b
WP M SR R O E A SR O WP RIS BN LW E S,



FEREE

k254 A 15H
MSTATHOE A B3R G E AR e A1

FABRFED & - 72 TRLOEIRIC DD D EIR S EFREGR S COFARRIL, BUToLBY TH

[— & 4]
[H 7 & 4]
[HR3EFH B
[ - & &]
[H X 4]
Uk 5 4 3]

G

OherY v ZEE20mg, FEHE40mg, FHE 60 mg

@u ) 7T v 7 EE20mg, [AHE 40 mg, [FIEE 60 mg
berF Y AHZ v b

O thE LA, Ot =I5

k24 46 H 26 B

LEEFIZ b a s Y 2 ¥ v & 20mg, 40 mg ik 60 mg & F 3 2 HEH
ERAERS (1) HEmsaaERD

CN

N*”'I Z
N I

N & X
N—NH

ﬁj\%it : C13H3N5

DFE
b4
(H & 4)
@A)
(R 52 % ol
B e

248.24

4-[5-(E°Y Db N)1H-124- 5V T =13 A VY D 2- TR = R Y L
4-[5-(Pyridin-4-yl)-1H-1,2 4-triazol-3-yl]pyridine-2-carbonitrile

nL

PEEEAEE




Uk

=l

4]

[— &% ]
[F 5 4]
(H&EE4EA B
[ & & R]

FEMR

YR 2544 A 15 H

Ohrrl v riE20mg, [FEE 40 mg, [FIHE 60 mg
@U V7T v EE20mg, [FEE 40 mg, [FIEE 60 mg
[ =i SR SV S
ORSHE L3R, Ot =fbZEERT
w2446 A 26 H

RS BER? S, AAORR, FREEIIEIZR 2 AR SN, BOLNIART 4 v b &
BiE 2 5 L RAMIIFATR LW T 2, 2l WRBIMIJK, ITMERE, & - BBEEOHEEER,
BEEOFEFREOREMR D ERIC A, BHRERERE, THRERERE, Rmilivd ROk
BT D REMIC DN TIE, EREEAEICBN TS LICRRPBEEE X D,

Pl b, EHEERSRAAEBICRIT 2EEORE, AMBIZ VT, LTO%EE - IR K UM -
HECTERLTELIZ LWL L,

[ZhiE - Zh R ]
[k - HE]

R, R ILAE

W, BAZIE PR Y RFy FELT1E20 mg LYBAL, 1 H 2
FICRENEES 5, ORI A IRELE 2 FERR L 722203 GBI U TR~ 121
B5, #ERIIET 1E60mg 2 1 A2EE L, BEORIEICH U CEEHE
WA BN, RAKESRIL1E 80mg % 1 H2EET S,



FEHE Q)
2543 A 6 A

I. HEEMNE
(R & 4] Orvnrlyr§E20mg, [FEHE40mg, RIEE 60 mg
@u Y TT v §E20mg, [FHE 40 mg, [RIEE 60 mg
[— & 4] ferFy A& v |
[ 3% & 4] Ot E LIS, QA St =F b 5T
LHEFER H] Rk 2446 A 26 H
(B - & LRIz b F Y 24 v & 20mg, 40 mg X3 60 mg &H 3 2 HEH]

[HFERFZIRE - V] AL, ERERIMIE

[HEEREYE - FE] B, RAIIZ XY X2y R LT20mg % 1 A 2@, ZiRO#s
T2, F OB P RERE A FER LR 5 BB UCha iIcigid 5, MR
BILEHE 60mg % 1 H 2B, & & L, BEOKRBIZS CTREHERT 225,
BAKSEIZSOmg & 1 B 2HE, &9 5,

IL. 2l S N7 8E OB K& OEE ORERS
ARHFBITRBWT, BEENEL LB O EREFISISRAHAE (LLT, T ) It 5%
HEOWIRIE, LT ERBYTH B,

1. RRFEIFRE RO R OSMENC BT A6 R & I3 2 &8

FERY v ZEE0mg KUY TST v 78 60mg B e e ARFEICRS 6mA BLT, ARAl) @
APHaTchHsd bruoxy sy b CIF, TF3E ) 1, St ELERC L VAR Sz % 5
VI UERMVIRITEESR (xanthine oxidoreductase, LA, [XORJ ) FAEIHK TH D, XOR ZBRAYICIAE
T5HZ L CRARE IIH U EREE L (KT S5 RBETETH D,

BITE, ARE Ol ST 2 IREE T IR I REEDE R ESE & FREEAEREINGIZES & 0 | RIRPEIHE
TERNCREAEMREIR  PRESPE AR FIANC JRERAE RIS 2 BT 2 Z E R EARRAI & ST
( TERBAIIE - WROWERA A Ro A VB 2R (BARR - BRRHEFERTA Fo 4 VWETERR
&R, 2010) ) o AFIE[F U XOR FHEFIK CREEAMRMBIFICHES DT 07 ) ) —)WTEK2E
fEH & L Ch iR e RRIE . BRI R o EE R BEREERRE ShTwd, ik,
HMEER T AL ) L X IR EEERBE LRI LBLB EENTND, &bhiZ, BHREREDH D
BECIHREERLERBY FXL 7Y ) —L) OHREINBIET 2 = & Gl i PR E B3 T 5
e, BB AREBREICEERANRR LLGARERRIRFE L2 Lbo%, BRRERE
~OEEIZEE L CHRER LR (REPREOPIESE) BPRBEE SN TWD, HFE, il
® XOR [IEIE LTI =7 %Y AF y bIEBENN, EREEMM P CH 0 BERERRRIT
TIEARW,

AHNE, BHRE DR E 2T R VTR OBIRA XOR FHESRIC 25 2 & 285 LT S h, £
et B AN B C 2@ L AHOBRKRRE B L, £ 0%, 5 MAHRBR OB bk
SHE IR RS TR O L FBISE & Shve, A% R, BRERILAE I 3 2 AA
DEIER CZEENFER &z & LT, BERTAGERBE M ThhT,



EN ORI (B6E - DFITIEANC L B %) o0 Tk, REBERMKEZEE LT )/
— LIS 19684E 12 A, 7= 7%V A&y P 2011 4E 1 H | REBPEMHEHEIR & LT/ m k& R3 1954
FESH, Tau—ANRN19664E12 4, XA TRl 1978 4 8 HIZAR I T3,

., (R

2. WmEIETIER
<#EH X - ER OB >
(1) RE
FEO ke Y x4y M e ) » MF 65 R - | RS ek
FBIC B S N TV D,

1) Keik

BT A A~ REAORKBEOMERTHY | IR, BRE, TR, Boir, MRE, ik
. RSOV TRIIS TV, REC@EEOBREHIHRE ST o, FEEDOR
N R S B N, R TR AR R ORI & v Y -GS i
BEh, ERET R ) T 5. RB. [ETORMETRESND & &L,
Gy i chs,

IO FREE L, RO, BREAZ MV MS) | AR A7ty (UV/VS) |
FRINBIT A2 F L (R) | BRERIB A2 by (H-, PC-NMR) | X BHHEEMRHTIC X TR
hTng,

2) G
Mo LBY ThHD,

3) REOEH

FEROBE R ORBRGEE LT, &, ik, MR (UV/Vis, IR) | MR (E@R.
BWE (kfkrn~ 757 — (HPLC) ) ) | Wi, WMBEVES, ERIE (BEAENER)
PERESHLTVWD,

4) FIozEN
JFIEOREMERBIIR 1 OLBY Th D, Fio, BEEERBROMR, FEIRINICZETH 7,

£ 1 FEORENERR

HEA Koo b | RE | BE REFHE PRTFHIRY
BHRERER ff% 25°C | 60 %RH 30 % A
%éﬁ RY TF LA T4
PilIBEEE 3oy b 40°C | 75 %RH 6% A

DbXy, FEoU 52 MBI, TRERT—Z O+ 204 FF 4 vizonTl (GF
B 15 4F 6 A 3 BT EIRERE 0603004 B, AT, TICHQIEHN A KT A 2] ) I2&, K=
FLUMICAR, THETAIRCERRETD L&, 36 v A ERESNTZ, 2B, BRARERAR
1336 » A ETHBETETH D,



(2) BA
1) BRI K OLJ5 b QN AR R

AL 1 EEPICIRIEE 20 mg, 40 mg XX 60 mg 5 H T DHIBMEDORETH 5, AL, b
K, fERmEra—RA, Z7aAAAa—RAF R YDA B Redraiera—2 A7
T YU SR ARENEIE LTEEND,

2) BxEHE v
BENT, IR, WAERL, WR, BOR/ARRE. JRAMEEL. FEEN DR TRICL W IESND, &
k. S G 08 o\ C TEYHEEROTEFEEIHESL TV,

3) SlFloEHE
HHN O R ORBR IR L LT, &8, MR, e, AR, B, E8iE (UV/Vis)
PEREINTVNS

SR %ﬁ@ﬁ& BT, FERFEBR OB (" > HPLC 2L Shi,

4) BRI ORER
RH OZEERBRIIR 2 D LBY Th D, REEERBROME, MANT ICLETH- T,

#2 SIHOREERER

B4 Rigoy | BE R BT HE T
RIERFHE 3%f%\ 25C | 60 %RH PTP B3R Ik 24 %A
%é% TIRF v IR
ik 3 o Y b 40°C | 75 %RH (40 mg FED 7) 65 A

SELy, HAHOEMEIEIL. ICHQIE HA FF A il PTP (R Fmv 7 g bh/
TN NIETTAF v 758 AomgfEDA) TRIBMRFTIEE, 36 v HLEESNT, &
B, BIMRERRIZ 36 » A Tl TETH 5,

<A DL >
BRI, RSN BRI R OLLT OB b IR OAI O S ET#EICFH S TWD b0 L)
Wr L7

(1) FHREFOBFHEIZOWVWT

B, R REERHRINTVE Z EMnb, POL 58I 03B ERDIE,

HEEHIT, UTFo LS IS Lk, EReko > 5, G s @
G S con kU D, REERE T AN L 3 2R o |- D
WAER SN B ATREME 5 572, R &V FHENFIREL B X 5, $, R LR S
NTWDZ &, HREER (IR) 2BV THIEESh D,

BT, R oRIZE TR LK,

(2) B R ORBREEITONT
AL, I D FE K OB  HRI 3W T AT OJREE 2 K5 RINIZHERR T & 2 O RBAE R DT,




BT, UTO L5 L, JAIFORELFRROICHERTE 2L 2107 D7D, HEREHR
» (D - (D, < 7 5.
SHEANY F—va ik v, ERREBR HPLC) IR\ TREIN ORI 2 RIICHER TE 52 &
DN ENT,

BT, R ORIZZ TRLIZ,

3. FERERICERT A8

(i) SKEBRBRRE OBE
<$H S E B oWk >

P EEMTARERE LT, invitro \CBW TR T UERETEESE (xanthine oxidoreductase, LA
T, [XOR| ) lzshd 2B ER R OMERL, R0 XOR 253 S EEM, O XOR LA
S OREER R EEER T D BEER. invivo [ BW CREIRERIE T » b &I 2 IREAEIE T 1B
DR STz, ZAMESEHERER & L C, AR R DI R R ORI R I BIE T BRI RET S L,
B, RIRAYSEEIERER R OE ) FAH AL R I 3 S huia o Tz,

(1) 2hh & BT B
1) Invitro 3R
@ XOR [HEER
i) EEREEERROEEER (4.2.1.1-1, 42.1.1-2)

w33V B XOR # VT, YU F b ORMAERICHT IR, 727 %Y R
Fo RXETaTY ) —AOEAMRR Shiz, TOME, AL XOR 2 FHEFANCE L
77 BERIG O % v - ¥Lineweaver-Butk 7711 » M X BiFTOFER, BEHOMEZRL
Tro BERFUGOWHE W IZIBA OARIED XOR (2359 25 KifiiE 5.1 nmol/L THv, 77V
J =)L 560 nmol/L, Th-oTr, Z=7F Y RAE vy MIBABOBEELRL, Kiff (F{LA)
ROK f GRrR) 1X%nEh 034 nmol/L 2.0 nmol/L Th -7z,

i) PEAD=RA (42113 : BEER)

RE L 3L HSRIEI XOR DA RO X B SR T b o R, AZRITMFRIR
FH#H LT XOR DRSO THEEY IF v e EA L, JSTREEEHR Lz, £, &
i XOR OO T I /B L OMEEREAET I Z L RRENT,

® MO XOR FEMER (4.2.1.1-4)

b MBI AAREOTERARBHWICOVT, U I OHRER XOR (X4 5 ETRIES R
SRR, N-RO N7 vy v A RD ICs ME1E>100 umol/L ThH Y | N-AF ¥ A FE
D 1Cso fEIZ 13 pmol/L TH -~ 7z, ARIED ICsofE 1T 69 nmol/L ThH - 7z,

® TATFE FFFVF—PROTY Y I VURBEBRICHTHE (4.2.1.1-5, 4.2.1.1-6)

XOR ONiRIEZ ChH BT NATE REF U F—PROXOR SO T ) v« B ) I DR
R A BREA R S R, AIK 100 pmol/L 1TV OBERIZH LT HFRESRN 10 %A
ThHol.

R HIRMCETIE TR : L, )
U pr o7 39—, VR LAy FRARY 5—F, ERFFUFLITEVRARYRUANF VAT =5 —¥, 40 b
BARARVRI NV I I VAT 2 F—PROARF VS — ) VBT INERE VT

6




@ FEx OBRRUORFME - F ¥ XA NVORBERIHT 2HE (4.2.1.1-7)

AFE (10, 30 X% 100 pmol/L) @ 30 FEDEERIEME K O 54 FROZ K - F v RNV OFEEREITKE
T ARBPE ST iER, AZK 10 umol/L T 81 %0 Free Radical Scavenger {fEf (SOD Mimetic
TER) 23380 BTN, 2 OMICH LT 50 %EL LOENRD bl b DTk o7z,

2) Invivo R
@ AXYVEHDULABRERBIGES v MBI 2 P REBEETER (4.2.1.1-8)

A%V VERH VU ABR MR RBRIE S » b (BB S ) . B A3 (0,03, 0.1, 0.3
EW1mgke) . 7u7Y /— (3, 10, 30 RO 100 mgkg) XiE7=7X%Y 2% vk (1, 3,
10 22030 mg/kg) AEAHKE Sk, &5 24 FERH4 & TREFRIZ I O RERESRIE Shviz, %
OFEH, A 7rT) )=V ERT 2 TH Y RE Y hOWTHOBREFICBW T, &5 66
M F CIARKTE R I P REBEOE T 5 h, #5 1 FEZICIVTho®b5 Iz
ThxE S A THERMHREBMECK T AR b, #5 2 MK, 7e>') /) —b

THWTHOESHIZB W CO MR & AT ER P RBECETITRD b ehofzh, K
HImgkg HUWICT7 =7 F Y AZ v b3, 10 B30 mg/kg B CIEIAIREE & o~ufn d REEE DA
BRETHRED O, 2, 85 24 BT, WP OB ER T H X RE & g B R M
REAMEDIE T ITRD bh otz
@ XY UBIYULBREERBIE~ Y ATBIT 2 P RBEKTER 4.2.1.1-9)

Fx VBN Y U NEREIEE R T 2 (BB S5 F) o, WY A (0.1, 03 RN
mgkg) . TrFY =) 3, 10 K30 mgkg) XIET7 =¥V A F v b (1, 3 KT 10 mg/kg)
AR DG SN, %5 0.5 RGO M REBENHE Sz, Eim, B AK (03, 1, 3 R
W 10mgkg) , 7 r 7Y J— (3,10 RO 30 mgke) XIE7 =7 %Y A% v b (1,3 RO 10 mgkg)
NEOEE S, &5 2 FEE# oM FIRBENNE S, ZOFER, AE, 7)) —1L Kk
W7 =T HY ALy bOWTRIZBN TS ABEFHZ LD REBECETARED S, &5 0.5
REH B TRV OB EGHT O R IREE L X THERMLTRBECK T RRD b, #5268
1% TIEAIRD 03 mgkg R OT 1Y ) — )LD 3 mg/kg FELISME, WO ERIZB N TH
XRREE & AN THEBERMAPIRBEOE TR i,

@ EERRNA AT 30 V—2B1T 5 M FRESEK T R B OUR W IR B Bt B T /E A
(4.2.1.1-10)

BANRTHOT o=t b ERRICRBOSEHRETH DD ) h—E 2 /T, Rk
U REED E UCRBBEYRIET 2 2 LD, BERERNA 2 AR LT v o— B 6 %
—WiER Lo %Ic, AR I mgkg BREOEE SN, 7~8 HEIOEEIIM 2 B\ ioth, HERY
ImAﬁﬁméﬂ\7U7)/~W5myg#ﬁﬂﬁﬁé%to%@ﬁ%\&ﬁmuﬁ?éﬁﬁﬁ
5 6 RO 24 BRI IS 1) B I A RBAEE TRIZ 30 RUV41 %THY, 7urY ) —)LTiH19 K%

L= SV S N Y

FHUFUEREELE L, Y XORIZE Y RERLREMEKF B AR ST 5% CRE U, Bk {bAkFE x4 % SOD Mimetic 1EF % 5H(H
THRELTCAVLRDN, RERITEHMEHTH S XOR HEIC & ViBELAROERZIME L. SOD Mimetic {EF %2x Lz & BEEH
EHEEL TS,

HHRMEORE | BMINEONCRE 4, 10 RO 22 BERI%GICA S Y VEED U & A 250 mg/kg &85,

0.5 %A F NN o — RVER

WEEORERITERE 1.5 BERE (RILe 0.5 BT o4 % Y U EAh U U A 250 mgke 2385,

TuFY )= OEERRKHEN300mg/ATHEHZ b, RE60kgaE L LT Smgkg DHENBREShE,

7




R16%Thotr, Fir, HE5EH 0~24 BT 24~48 BRI IS VT B B8 24 B0 & 0 R R ERHE
MR O T RITAEKEEE I 24.8415.8 %R 31.749.5 %, 7Y J—)LTlik 9.0+4.6 %Kk ¥
4.5429.2 % (CEBEHEIERZE) CTholz,

(2) ReMIKIRBR
1) HPIEMRR (4.2.1.3-1)

HEMES v b (BBE 4 B) (B ISR (30, 100 R TX 300 mghkg) AREOHESh, TR
O—fIREED 2 o 7L ONTARIR - B 3GEBIROBENTOIE, EOHKRE, WIhoRERICE
WTh, RHREE & ACTTE),, —IRREROKIE - BREBEICE(LITRD DR ol Fiz,
5% 7 HB £ THREROEEIKGEITRD bhkhot, 2B, HENRED Lo AR 300
mg/kg B 5B Cpo KT AUC 13, AFI DR ABERIEEA R (160 mg/H) 1281 5 Cop RV AUCT
D 892 {5 KRI85 5 Tdh D,

2) DhER
© Invitro Rk (4.2.1.3-2, 4.2.1.3-3)

hERG % $&3 & 72 HEK293 fllaz AT, 5, A3 (4, 20 R 100 pmol/L) i3 E-4031°

(Bt i, 0.1 pmol/L) ¢ hERG 7V 7 AEFRICHK T 2 HENRE Sz, TORE, K¥K4,
20 K OX 100 pmolL % 4L{E L7-#% hERG EHiid, Zh CHLER[D 89.5+5.8, 87.6+5.1 K}
83.442.0 % (CEHEHEYERE, PLTRBE) | B-4031 RUVAE 2 AUE L2 ik, Zh 2 ALmEai
D 47426 T 88.5+4.1 % & 72 1) | [t FRALE R I 28ER 0 Bii- A3, ASRALERE Clap e
TR b ahoTz,

E 7 EPEELE v b O LED B L7 WL & VTS AR 3R (4,20 & 18100 pmol/L)
XY & v—n (GHERER, 30 pmol/L) OIEBYEMLICISIT HFFLIEEM (RMP) | EEIEAIKIE

(APA) | TEBAEALO 50 RN 90 %M/ ERGER (APDsy X TN APDgy) K UMK 23 0 5
B (Vo X 2RERE S NIz, 2 ORER. AT 20 pmol/L DR EEE TREII RN -T2,
100 pmol/L i APDso & U8 APDgy 23 #%-5-Hi1 D 58.1£29.3 K TN 64.7425.9 % (EHMl+IEHEMRE) &
SEHR L. RMP RO APA 2N HRETD 97.241.6 T8 98.1+1.2 % (CEHELAEHERZS) &b hTid
L7z, Vg (CIEEEIR D b oo, —FH, V¥ r— VLETIE, RMP, APA KT Vi
~DEEIRD Do 725, APDsy KUY APDgo 255 5-Bi7¢D 119.948,1 J (X 123.4+8.0 % ()
EHEMEEZE) LR Lz,

®@ Invivo BB (4.2.1.3-4)

MEREA R (HERES 2 B) 1CESE  RUVRIE (3, 10 KU¥ 30 mgkg) M2 AA—/N—IEITLY
BARE S, #5% 12 FEE ChE, MRS I FELDBERBZHE Sz, £ OREHE,
30 mg/kg B THG-14 0~2 RSB EE 70 D BB Gt B 75 [8l/4y CEHE, BUTFRIER) o
LC, 30 mg/ke B C 88 [H/47) 23D HLMNIN, FHie BB cided, £, ME, B UHE
DERE~OREIIBRD DR o T,

7 FYX-051-112 BBRIZ 3T, ARAOBERABMEICAZ 1 H80mg 2 1 R2H7 AMBAKRKE (160mg (452) ) Lits &ED Cux
4 609 ng/mL, AUC %2274 ng » WmL (AUCop2x T3 1137 ng » WmL % 2 {5 L7={E) HbEHEShE,
0.1 %DMSO &k

? EEHRACERS .,



3) FERR (4.2.1.3-5)

HEPET » b (&8 8 ) (CVAME  SUTAIR (30, 100 KTX 300 mgkg) FROEE S, FERE
BRI TAREBENEE S VFRAES T 7 4RI L OV RE ST, ZORE, 300 mgkg D514
150 45 D HIT 5y W B OB AT B2 A ML R O RO AR U 72 BFRA 72 b 0
LR AN, ASRIREIC X0 MR O] AR B~ ORBIIRD bR ok,

<A O >
(1) A3 2 FIKD XOR PEHERDOENIZHONT

Beiix, ALK (Y ) —AROT =T F Y ALy R) O XOR KT 5 HEREADE
W, BRORZOBEWHAEOEBERIZ D L S IcEB SN OnHHE R,

HEEE L, LT X 9 1ICRIZ Lz, XOR OFHFLNTHDE Y 77 VIR IR L & bicig bz
TARBENZEAL L. 4 0T 6 loWTNRhoffifis &b, 2F0, RETHLIERNFF L F 0%
Yo F U XORIZE VKM b &N &) 7503 6 flinnd 4 B S, Z0%, AL
F T RRIENEER M D FRET BRI 4 i D 6 ficHEEd b S h 5,

T )= RE Y F R Y F L FARRIC XOR OFEETHY, XORICKE D A%
TV VKBRS, BELIEAS VY AR AT ) TT U EERERETHI L TR
EIZ#E4 L XOR FHEMER 2RI % (Massey V, et al., J Biol Chem, 1970; 245: 2837-44) , F£7=, 7
n 7Y =) iE XOR OFEERT v bVADT 2 BRI E OMBEERIZ 2L 6flinE ) 75 1T
% LTI KifEAS 560 nmol/L OBWHAMEZ RTICEE 2\, LEBNoT, €Y 77008 4 ffids
b6 MICHRLEND L AF V7Y ) — VITMRREERE (Tyn) 5 BT XOR 2 b AREE LIS {FH
RN ET B,

T XV REy NI TF UL OFER/EIIERET, T I BRI L OMAERIIA,
HERYy Yy MNOZER% DT LI LT XOR EMEICHERT D, LENR-T, 7=TFY
AZ v MIE Y 7T OBREETIREBICEFE T, 44, 6 lioWThoRETHM< XOR ZHE
L. XOR 2 L CIRAB OMERER (EFRETO K ERVKD’ f# : 0.12 nmol/L & T 0.9 nmol/L)
BRI L NHE STV 5 (Okamoto K, ef al., J Biol Chem, 2003; 278:1848-55) .,

AHI T 0 7Y ) — LRI XOR OB TH 0 KEMbE 0T 25, X B EATRS -s
Hra Y ) eI B Y P TV VR S ALITREA L ) DURERRTOA N ML TR
BT 2N LTAMDOE) 77y EERA L, BEZRISHEAEEEHR L, SbHla, AETT =
TXIAH v b ERREICXORDEE DT 3 /) BRI L KFE# G (RED V7 7 L XOR D Asn768,
AEOMBIRO LY PUBROEFRE Glul2el, AFED ) 7Y —VEROEHE L Glus2) KUK ER
MOMBAER (KD Y 7Y —/LVE L XOR  Phe9l4 K1 Phel009) HF LT\ 5 (Okamoto K, et
al., Proc Natl Acad Sci USA, 2004; 101: 7931-6) ARG TR ARBEEEOHBIMEMBE TS
fER. AT XOR ZMAETH DL E 2 5, BREEEIEERUMHEERERLZHREF LR (4.2.1.1-1
B 42.1.1-2) 1IZBWT, E Y 7F o 6 MlidREETo XOR MEER &R LR, Ao Ki
1 5.1 nmol/L, 7wV / —)vo Ki{&i 560 nmol/L. T -7=, F7-. XOR EIEM OFEEI
BMLUTHRLERER, 7)) =V chadxo 7 ) J— AR 40T ) 77 A2 Dh

R R RIE IR SO ETE (BTIERT : 2 3MICHA L BT, )
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