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1. — P B A% ) & AR S A7 AR 1 VU S A MG v HaB I &2 114 40 285 1) A O , e T #fl
1 I DAAS TUAMA (1) 18 32 5 kB3 AAABS R AAATE) By IR EE IR 4 T B

b BT I 88 05 I & DU AL i v A7 78 1Y) DY S0 A 0T A HuB ) = 1) 43 1 2 B FH T S it 0 R
(a) fF K B BT IR AN A I AE o 5 88 0% 00 = Pl s IAaCRE o o A7 A2 1 DY S0 AR e 4 Ha BT &=
1) BT IR 2 B 22 e il 5

L ARG TSR 1 1 S Bl KR AAATIOT AAATK) 7 S T S 05 25 B (b)) « Bl P 3 D A
H A7 AE T HaBI 1S & S HaBI AR i & 5

FHorb BT DR S A AE BT HaB R 5 I 1 Ha B A 74 5 AH bE B AT 78 AAATRORT AAATKY

2 MRAEBURNE R 1VFTIA R g , Horb Bk B8 0% 90 & IR B P A7 78 1 VO S0 A 0T 04 HaB
)10 7 A 2 LA B s OB (B i HPLCAE:

3. R AEBURE R VTR R g , Hodb Bk B8 0% 90 & D00 B P A7 78 1 VO S0 A 0T 04 HaB
(S4B e B S ik n &

4 FRAEBURE SR AT i g, Hodb Bk UaURE v A7 78 I HUB RS BT id 25 Bk A Ha B
PrRAE AL A 20 % F AR AAATR AT AAARK) 53 3%k

5. MR HEBURIE SR LB i F g , e B DR o A7 75 IO HaB G T id 2 5 Bk R Ha B
PRt AL FEAR50 % PR AN AAATI AT AAARK) 53 3Pk

6 . MRAB AR ZESR LFTIR (1) A g, Forb B B8 A 25 1 R B4 o

7 RAEBURE SR VTR R g , Hodb B B8 0% D0 & JUa0RE P A7 78 1 VO S0 A 0T 04 HaB
(1) S 1 43 B 2% Bk — 2D n] T 008 BT A B HaBIY & -5 i B HaBI b 5 AH bl BEAR T By
RAME AT AMAI IR IT

8. MR AR EE R TR IA B & , Hob Bk Va7 B 8 BR Y 7V

9. — i BB A% I S ISACARE ot v A7 A (1) DY S A A 4 HaB S 5 (1) 0 A 25 S 1) FH o, 0 T f
it DA B0 A4 () AAARR IR 57 D280 43 B 266 B, 0 rp BT O B 4% I & e o R A7 AE I DY &
A A HaB ) & 1) 43 B 25 BTS2t 20 38 (a) (b))

(a) [T 55— ) SERAF I 2R B B A4 ) 55— DUCURE & 5 B8 8 U 2 ok AR ot o
TEAE N VY S0 A MNE 04 HaB I &2 1) JIT 38 43 26 8 o f

(b) 3T 55 I 1) s 3RAF 10 58 1 I MR 9 38— DUSCRE &t 55 B8 68 U & BT 38 K A8 ot v
FEAE VU S A P 04 HaB ) 5 ) 49 B 25 B 4 f

Hop IR PUAMA BT AAAR 1B 9T DhROEAFE D B (¢ ) « P A Firdk 38 — 88 — USRS it v A7 7
(1) VY A P P4 HaB I 4 & 5

e 5 i B8 i ) 55 2 Hi ) B AME R S T, B BT IR 5 IR R AR AE Y
HaBIK) & 5 ik 55— Pl RE i TR A AE O HaB ) A B B I F8 7R AAA I A BB 9T

10 FRAR BRI ZL RO BT (89 FH 3, 1 v Bk 88 % I JUSCRE s wh A7 1) VU S AR 0 R4 HaB
(7 S 1A 23 B 2 0, 45 o RO S HPLCAE:

L1 R AR BRI ZE RO BT (¥ FH 3, v ok 88 4 DN SRR o wh A7 7 1) VU S AR 0 R4 HaB
(1) 123 BT 2% AL 5 S ik R

12 B4R BRI ZL RO BT (8 F 3 5 b iR 58— IS0RE i v A7 7E B HABI BT IR & 5 BT 56
— UEE A P AZAE B HABIR BT IR S A0 EE 38120 % 487~ AMAT A 2687
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13 MR IEACFIZR BT IR (1) A , oo Bri A A0, 5 T - IR Bl A I

14 R AR BRI ZE RO BT () FH 38, He o ik 88 0 0 2 ISaCRE 7 o 4778 17 VU S AR 0T P4 HaB
()5 P o 2 3 — B AT T 00 5 T3 AR (0 HaB ) 5 5 s v 4 HaB 5 A Eb B AR B3 N i) B
RAME AT AAART 25 B Y897

15— Pl RE % I = TGRS 5 AF AR R DY S AE A HaB R =R A M 35 B i, AT
1l A DA PRl AN 4 18 =5 S kR AA AR 7™ 25 2 BRAAARK JRUSS: F 43 #r 265 , Lvb BTk A 6 0
S 0 URE P AR AR Y S AR PN A Ha B (1) 43 i 2 B T St D 3R (a) A (b) < (a) [k H
JIT I A P R ASE & 5 8 0 N 5 P IAEAE o v A7 7 1 DY AR A W Ha BT &2 (1) BT IR 40 T
5 B Befi s A1

(b) W& BT IR T RE it o A7 7RI DY S AR P8 HaB I BT IS &5

LR VAR AN I8 32 B kOB AAA R ™ TR B BRAAATY RS i B G D B8R (¢ ) < EL B BT iR
BURE A R AEAE R HaB I BT R D15 & Sk ) A2 AE R HBR TS =

FHorb BT DR A7 AR R HAB R Brd BUA5 = 5 Frid s e P 4775 W HaB ) B TS &=
FHEE BEAR RO R P FB 7R B iR AMAR (1 AAA T 7™ B R S BORURS

16 . MR 4B BRI ZER 15 B iR (1) i , Ho BT i 68 18 I & I RE o AR A7 76 1 DU AR e v
HaBI) & [ 2 A 26 B A0 5 s A0 AH L B HPLCA:

17 MRABBCR ZER 15 B iR (1) g , Ho BT i 68 8 I & I RE o o A7 76 1 DY S04 e v
HaBI¥ & 1) 23 B 25 B 05 S Ak R

18 MR HEAUFIEER 16 Bk 1 3G , e e i i B3 L3 © 2R B4 1 o

19 MR AB BRI ZER 15 B iR (1) g , Ho BT i 68 8 I & I RE o AR A7 76 1 DY S04 e v
HaBI) S 1 40 B 256 B gk — 20 v] TR0 Frid IMAE R HaB ) & -5 B b A4 47 7E [ HaB I =
FHEE AR BT AN AT AAARVRTT

20 . AR PEAURIZL R 15 Bk (89 A 3ds , o rp B3R JUSCRE & P A7 7E (R HaBIY) BT IR I3 & 5 Pk
FRUEA) A7 AE T Ha B Bk WU 4552 A EE B AR50 %6 FR 7 ™ L AAA
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RT R B R E Y

[0001]  AHKHIHFRALNSFH

[0002] ARHIERFFKT 2011410 A 11 H R H AR 35 B ImE & R d iE L 5561/545,975
SIS, TR I RR AN AL G T SRIE AR S AR HRTE R 5 T &Pl AR
W) o 3X L8 W AR A S HE s 2 38 RA 51 7 I NS H 3 42 Hp D B A T b 150 AR R BH i b
S I HARES o

[0003] G T-HKFRH B LI A5 Bl

[0004] ARKEHEAEHE A BANTRFE (National Institutes of Health)f# F It S
HLOT 74401 BURF SZHF T 5 o BURT G A I B v 11 R e B UF

B GE
(00051 AT W] — ASEoR UL e JIE = 0 i Jed %) 850 26 A s L A RS P I A o L e 00 AT
) 5 1 5 kR RS (4

BREAR

[0006]  fiE F= BNk R (AAA) A& 73 HLEL i) ANV 4 10 7™ B SR IE IO o ' 7 B R Bk EE A
¥R T BT IK AT TR A 5 A B SRR 5 (0 2 4309 R o EEIE R B E o 5 PR AR A AAAFR) P —
CL RS PR 2 o A BB I 50 25 19 BE250 A 247 — AR FE T AAABEZR o 8 1, % T 3K R AT H.
J& B AEAR IR » BT o LR S = 1 i, A B RO LR — VR ARG
b, FARRAERE T KT 5. 5emfJAAA s HBA TR BB NAAL B TR 2 W, Al 3 2
BRAE A AN NV 1 BT TERR o DR G S BERRATS T AAAJ B2 1 B AT A 4k DA 3
P, S AT BEA B BT R ¥R TR AR Tk SR o

(00071 My U575 ZEAAAEIARIC ) o AR KL , U5 75 2L AT F T 038 A U M SAAARL K 56
Tl B LA 7] T AR AAA ) A b e ) o

LZHARE

[0008] A I BRAFAG W44 11 B 3= S0 bR (AAA) B X AAATK) B BV I 7 2% o Tk 2845
(a) A3 1 AN 4 10 IR A o 55 B 8 ) U R & P A7 721 DY AR P Rs (HaB) (1 &1 43 B
BB B R0 (b) b B DU ARE & o A7 7E (W HLB G 75 5 S HaBI A & o 76 A K I 1) 3 78 52 i
ol v, A% ot 0, 5 L3R B A 0L o DU AE & P A7 E IR HaB ) 2 5 AR HE A FH LG BEAIR HR 7R AAA TSN AAA
(%) 5y S8 o A — SE S 491 op L MR A7 AE U HaBIK & S AR AH L G vt i 2 B AR F O
AAATIGT AAAT) 5y S o 7E FL e SE B A 5 HaB IR BEAR -5 BT 3 A o420 A B PR ARG 32 2 24 10 %6 B3 F%
IRE20% .30 % 40 % 50 % 560 % 70 % 80 % B%.90 % o 5 /NG i 6 75 6T AAAK) 5 &
P, TR AT B ] BE 4R 7R AAA I AFAE o

[0009]  [RI, Bk O v vl 8k — 20 A 5 9] il ol 8 75 i el — Bk 2 4 o 7D Bl i EE R U
TRHABREANMA S 50 iz 5 F T 33— DR SR IAAA . BT D7 Ve vk — D A8 e HuB 5
FIT i bR vEE 0 HH EE B AR B AN HEAT AAA R YR TT o 167 I S A5 i 27 v A/ BRDHFRY 7325 , 45
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FEEERTE

[0010] @ (it I IVE ST IMA T AAA R DAL T3V o AE— AN SETEHH , Frik 77154 7% (a) 18
T INF1A) S 3R A5 5 R B AR B B — IR & 5 8 0 I & A TR AR AE [ HaBI 1 43
A2 Bl s (o) 38T 585 I [R) s 3RAF (0 2R B A4 1 48— Il A o 5 e 40 0 2 0 R ot
FFAE I HaBIR) 10 43 B 256 B 4 i s A1 (e ) B BE B — RN 58 — IR o R AR AE I HaB I AT & o A
A ARG 1 TR AR S VR YT , B RS AR AE I MBI B 5 A 5 — R
FE o AHEG 3G 048 7R AAART A 0BT - WL VA RTFE R T UGN BAE 1R 7 TR D 2T i ih .
FE— LS o, 58 R S P A HBE & 55— R AH L So it 5 B 2 38 N R AAAR B
RAGIT o AE H B SE Rt 51 HaBE 3G N5 58 — At AH B 3§ I 22 /D 2510 96 B & /020 %
30% .40% 50 % 5560 % 70 % 80 % .90 % . 100% 150 % 200 % B 55 & o Fridk 77 VAT 1 i3
— A E R HaB S 55— 8 S AH B B S PR AE VI AH EL FEARER G I A A AT AMAR ER R YR 9T -
[0011] Ak B 3 A4 HEPE Al A4 I = B ikos (AAA) [ 7™ B B2 BRAAATR JRURSE [ 77 V% o 7
— NS, Bk A B (a) TSR AN A R A o 5 R 8 & R o A7 AE T HaB
(R = 1) 43 B ke Bl s (b)) W& M RE o P A7 AE I HaBIV & 5 R0 (e ) BT ok WU AR &t v A7 7 [ HaB
(1) 015 & 5 AR h A7 FE T HaBIR AT & o DA AE & TP A7 7E I HaBIY 2 5 FRAE Y AH L B AR
TR 48 78 TR A A [ AAATK) 7™ B R 3 e XU o 7E — B8 S 5] opr , JAE o i A AE IR HaB I
5L Gt B PR AR R AAABY ST AAARY 5 J8 M o 78 B Se il o, HaBRI BA 5 BT
TR AT AL A EL AR 22 2 2910 % B AR 2 2020 % .30 % .40 % 50 % 8560 % 70 % 80 % BY,
90 % o £ /N AR I B 48 TR R AAATK) 5 8% Pt BRAAA R B FVE T , T 358 AT B 7] B8 45 R AAATH)
AEAEBRAAA R B 7= FEAE T o AR 5 DUURE & AR AE I HaBIR) &, AT 04 SR s I B a 7N
[0012] 7 i R S 51 v, 40 2 BB, 25 v ROHURH E8 3 (HPLC) B 5 % 49 A il R &, 45 4
Pl IR S W Bt 3 A (ELLSA) 3R & s A 52 OG0 B iRl & B R e o il 7 & DRI, AR
R HE— D SRS F TG MBI 7T/ 3520 B 26 k7

Bt &1 AR

[0013] PIA-CERIMEEIKZE1(Ang 1) S R AR A AR IMLAE (hph) -1/ B IR 3
JikJeE (AAA) o [] BF A2 28 (WT) /MBS AThph—1/NBR i Ang 11(0. Tmg/kg/R)IE14K B 1A H
R A, Ho B B8 A B 3R R YEWT JWT/Ang 11 hph—1FThph-1/Ang 11f{A[H S2I64H
iR 32 Bk B 5 LARI AR PRSI o R HiriEAng 11 hph— 1/ AR AAA, B 7] DL
LSS o XFAAALX B ) T3 ARG BB AL Gu 8 (i 3k ) S/ AR T 1o ] 1B Wi Ang 111
hph=1/NR 23 51 M 21 % 65 % FiT14 % [T AAAJR T3 2R FIBE T2 2 (FEAAAXT AEEAE MEAAAXT B FE
PEAAN) I I 1 Gl HE 2 i Ang 11 hph—1 /N B A SF 24 106 (MBP ) A% 4 4 1] o 36 ek 3
KA 22005 v (E R EE Bl 22 (Data Sciences International) )% W IMBP14K .
[0014]  E2A-CRAVRE], K R Bk 11 (Ang 11)%yd 34 R VY S A Ve v (HaB ) 11
NO™ (&R =, FF HL IR Ry 2R TR 2 R I E (hpho) — 1ZNER B9 P B2 NOA 1l (eNOS ) fiftAB K o ) B A2
A/NBR Athph—1/NeR i idAng 11(0.7mg/kg/ R)IE14R, W EWGRF 3k TR T B 11 : &
2AE 7R E BN NKHaB & 5 B 2B Y0 7R FEBNIKNO ™ 1 7= A & 5 HLIE 2C R 7R AEAFAE BUANATAEL-NG— i
S-L-KEZ R TP IS (L-NAME ) By 3= 2 ke 4 Ak 4 (02" ) B 7= A & . P<<0. 05

[0015]  [&[3A-C/mf & (FA) I P &2 A Bz S R 3 Jir I ( DHFR ) 22k e PR (b iy ifn &
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k11 (Ang 11) I &R A 2R I AE (hph) — 1/ R ) A SENO-G Bl (eNOS) (B K o /EAng
11%7F (0. Tmg/kg/ R ) A 2R F 46 1A) B A2 /N (R Ahph— 1/ 22 1 0 5FA (16mg /kg /R ) FF A
TEBEA VAR AN AT 0T, o SR K T BT B 19 < B 3AR 7~ F sh ik il 2 A
(1) R AR P RZ DHFRFRIA 5 ] 3B 7 32 B Ik DU S AL P v (HaB) 75 & 5 HIEI3C . 7~ 3k
eNOSAEABIATE ME (B ENG—H B -L— K5 2 IR 7 B [ L-NAME JBIUR 02" 1 7 R B R FE7R ) 4P <
0.01,

[0016]  [&[4A-F R xmM-FZ (FA)FE (B fvE 3 Bk & 11 (Ang 1) 1) /& R A 2 B2 ML E (hph) -1
/INBR I I 3= B kR (AAA) T BT I R 1E ¥ 1k o fEAng 1117 (0. Tmg/kg/ R ) BT 2R H 46 4]
B A (WT ) ZNBR AiThph—1 /MR 22 11 5FA (15mg /kg /R ) 3 HAEBEA 14 R 52 AN 1#EAT 16
JT o AEEBORFEE LAR, AT IE IR 75 (4E/RIK (Velvo)TT0 R 7 HER B R R4, 4R Je o
(Visualsonics)) BAVPA R ECA R FHFAYG ST B0 47EAng 11HY B A B /N R Ahph—1 /N B
5 350k (AA) ]RT (Bl4A-D) o 32 3 JDRoRE ek 10 X I8 R 88 6 R i 22, 9F BUG oF i AR B 7R T4
— G T o AE I ST A S ) e O R SR PR AR P 4 L (MBP) ([ AEFIAF) , fnf&] 1 HR Bridk
[0017] ] 5A-BJ2& W nmt iR (FA) PR b %ryd i 7 555k 211 (Ang 11) 19 R 2R TR A BR ML SE
(hph) - 17N B9 A ENOE Bl (eNOS ) 1 a2 PR AR AR I AR I o 7EAng 115173 (0. Tmg /kg/
RO HT2RFF GG B A AL (WT) /N Fhph— 1/ BR 28 11 # 5FA (15mg /kg/ K ) FF HAEEEAS 14 KA
FUIAN BEATIBIT AEEOR HEARBCEESRIER £ B ik T 73 4 (B 5A)WT/IN b3 A (&]5B) hph—
L/INER AR AT AE BN AENG—HH - L 45 2 B2 F 5 (L-NAME ) Isf 02 ") 7 A & o %P<< 0. 05, AHXS T
L-NAME ; #P<<0.05, #1%f TWT sham;+P<<0.05, #I%f T4k,

[0018] K 6A-C/2 onmt iR (FA) PR %y il S5k 211 (Ang 11) 19 R 2R T A BR ML SE
(hph)— 1785, (9 1L 7 76 58 1) B A Fr o fEAng 11(0. Tmg/ke/ K ) BB 5 2K 46 F) F
AR FHFA(15mg /kg/ R ) ¥ 97 8BF A B /N BR Fithph—1 /)8 BR B AEEEAS LAR B 78 A A #4700
7, B USR8k F T (B6A) J5 ARSI 21 (H&E ) G e ( BB (57 Sk AL (55 Sk 4 Bl 5 7RFA
I AT AR EAR L) s (B 6B) fiAl -7 & £k (Verhoef f-Van Gieson) (VVG) e th (JE (A
Fi Sk BRI ME SR A AR L) s AT (B 6C) Fa7R B R 4 M= I B R 40 f e 2.

[0019] K[ 7A-CIL /= BR (FA) FH b 5y R A 2 B8 IS (hph ) —1 /N R BRI/ 555K 3 11 (Ang
11) 175 51 28 it 4 & 2 11 B (MMP) 2 FIMMPOTS fE.  7EAng  11(0. Tmg/kg/ K ) B (sham) HirE:
B2 R FF LG R FHELAF FHFA(15mg/kg /R ) 07 B9 42 8/ B AThph— 1 /N o 78 LA R B9 BR 5
L3R = B ik LA LT/ MMPSE P8 o [ 7 ASE: S 7 MMP2 FIMMP Q3G 1 6 4 38 TPk IR o 1 7B A MMP 2375 1 1)
5E AR o B TCRRMMPOYE T 1) 8 504 «+P<<0. 05, A% T sham.

[0020]  [&I8A-B & B2 id Ji g (DHFR ) ik i ATy 5 525k 2 11 (Ang 1 1) I RIRIN A
1% MAE (hph) —1/N B Y BZNOA B (eNOS ) FRABIEG o 7EAng T 1HRIVE T 2R FF 46 R: R — K a1 BF
AT (WT) /N SR FThph—1 /0N BR S R i ik A Gk E BT RRVEE AR ) 2240 (Al togen Biosystems ))&
T g BRI 75 (I DHFRZE 1A B0 44 (peDNA3 . 1-DHFR) ik 147K o £E 1 AR By 45 s i), U 3R 32 3h ik
FT (EI8A) i 25 3 BTEN2E (Western blotting)Wl5E 33l il &4 o 19 A K DHFRZR 148 A1
(PE18B) FEAF AEBRANFAENG— T J—L— A 2 2 F 15 (L-NAME ) ] 3= 2 JikGER A8 AL M i) 77 A i o %P <<
0.05, FHXTT B A AL (WT) sham ; #P<<0. 05, AHXT-L-NAME ; +P<<0. 05, 1%} T-hph—1 sham.
[0021]  [E9A-BszE W7~ 75 P Rl AS [A] 1) iR 3= 2 ik J8g (AAA) 152 AR A7 AR BUANAZAE R BR (FA) IT
VR HaBIK 32 20 K RIS A B R I o B 9A SR 7 M L5 255K 2511 (Ang 11) [ hph—1/)>

6
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B, (n=23-4) HEAT RO I, 117 9B o M EAng 11 HJapoE#k 2 /N (n=5-6) BHATRI I & .
fvEAng 111K apob /)N B I & 21 554 & IR 75 21 (AN R A2 288 2992 % , 71 LI 76 55 3 JE i
2217 7 ) B S AIAAATT A A ER A HaB AN 3= B DK HaB K AH 5% N B 14— 25 AIE I PR A HuB 7]
FIYEAAARS T AS Wi bR 24 o

[0022] W& 10A-B&z 7 7L I AP AN IR 19 IR FE B ik I8 (AAA) AR 2R oh 7E A7 AE BN AZAE R R (FA) IT
TERT HaB7K S 32 B kK P 5 LK K 2 (8] R A IS 1 o 10A B 78 Mhph—1304) (n=3-4) i#
AT, 1 B 10BE 7R MapoB ) (n=5-6 ) BEAT 1 Ul & o 75 5 FRAAARS AL b, 35 / 1 22 HaB
EHBR FE BRI Hu A DS , AT B EER/ L HaB FH T-AAATE B AR A e I E L,
224G AAATE A S5 HaBI) B Bk B = SCHE

[0023] 114 BRE MO #5MHER(FA)E 1L %iEAng 11 apoBHk 2 /N &K 18 3= 3 ik 8
(AAA) TE IR IR s Ang 1135 5292 % B 7 /N SRR AEAAA, HE I 28 11 8 5 PAMH LSt
i B EN1T % o AEHEAng 11Ahph—1/NSR (79% R AEZRAE2 JE N HHBIL, ijapoB Bl 2 /)N B A2
FEA SR I, B 5 FASE AR IEAAAR A (0% )

[0024]  [&|12:2¢ Won& N 5B (FA) WK HiiEAng 111 apoEHk 2K /N R K] eNOS Dy B ¥ A5
R AEHELE T , eNOSHI Il 71 L-NAME S AR B2 1 ek /D68 S AL A I 72 AR &, AT 7R eNOS ) ol
INEARIRE /ThEE S o Ang 1 1HVE S 25 Hu 38 L -NAMERSURS MR R S (L i 72 A &, ik = &
AR 2 O SFASE A TH R X B AR TR RFAZE R S St Ang L1 apoE®k 2k /)N KT eNOS Iy
Re /8 eNOS B 7 T /=1 5 A R0, X R T/ friEAng 11 hph— 1/ H BT 22 211

[0025] &1 13A-BIEIfig i BH il £ 11 4% 5 IR (FA) B2 $iriEAng 11 [ JapoB Sk 2 /N i ) 50
Jok — 48 AL (NO) A PR F P o i i A ) e AL 4R (ESR) S &t HL & Bk b 0 & = 3 ik A
A H ) — 8L B (NO) H Hi 2 o 5FAfE%TdAng 11 JapoEdk 2k /N ) eNOS 58 4 B AR BRI &
I3, W FATR YT 8 25 250 7 8K — 201 20 (NO) A= M) T o ] 1 3A S 7RO AR AR 1
ESRiE . B 13BIE 78 B BKNOIK - (n=6) ¥ 4 A £ s

BRSHES T

[0026] A% BT DA R A B : DY AR WERS (HaB ) (1 1L 2% 7K~ S HaB I L SRS A, BLIA
BETT FHAEAAAT 2 (B BV Wbric ¥, B ARG TT Tha I Fa 7~ o 18 FH PR RPAS IR (R AAAREE Y
A BB I 555K 22 1 1 hph—1 fllapoE#k 28 /N R, R SCHTIR (1) SEBIHIE B HaB 1 1 2 K
L HBIH LK BT , 3X 3 AEAAAT 2 AR HLd sk M BR VA T 7 LUK o 48 R B HH
IR A 75 3 A AR 149 LA 1 2 B e A YRR ot T Ha B 50, AT B A B8 L 5 8 B 01
AAAT= A TN o Db 075 326 %of L A7 AAA PRUSS: PR A (81 4 R I AR 55 12 ) gt FH IR 45 3 A A4« 1k
A 5 A IR BH B 0 248 T3 3 AAA R FIUIN P 7 7 T 224 W PIT 6  F JRISS: PR 2 5 461 GO A 4 16 AR
5l o

[0027] 22 (1% 5 B2 (e NOS TR IEC I HL B J 18 4 T 2B A I i — 4 Ak S0 A P 0
PR, G PR 1B S T AAAR I & 51 98 o 3K R T R XS e NOSH IR ROl — T B2 3k i I
(DHFR) 1 19 o PR b , MR 40 A 2 B 30 3 HaB U 265 3] %) A 44 ] R B R B4 33E DHFRIP) 97
5 (B WIDHFREE [R5 V2 ) BEAT VR IT o LG5 ARG I AT ik /b B B T FARAB R 1 75 B AR R
[0028] ﬁ_)(
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[0029] [R5 A e, 15 WA H 38 48 B F I B A B2 I R ARAE AR B A Ml Py 18 & BT
()8 o ARG BT AL, DA BB EUR BB A Frig R & L.

[0030]  4NARSCHT A, “r A B 245 FH-T 40 U & A/ SOk DAL 224 TR I8 A7 AE 1 43
BT AR BB 2% o IR 3 28 1Y) ML 28 S 430 2 gy RRVBRUAE €21 (HPLC) o ] 8 & F i AN s, DA I
G35 3 AT B L R U 3 AT o S 9% 43 BT 1) L R SE 9 ELT SA

[0031] i ffr J AN I B AN SR BT ER A, AMAERAF IO AR ] B2 5 e W A R e A B A0
Je 5B T A TG B-5 5 A Fe

[0032]  GASCRTH, X BB IEH B N — B 2 AN IR i BEAMARIS , AR AE R, A
[ — MAAETE B R0 AMAR AL T8 BOR AR 3745 o WT352 1B K10 235 a0 ) (FE AR S
FRAE by ) & A 1E N B FI IR

[0033]  GASCRT A, “BR 25 b a2 W BGR” BRI R B 46 7L 576 Y A A i), o
T B4 £ B AR 05 1 1 BAS 5 A 0 R 0 S ST AT A4 6k o SE 9 B FE(H AN IR T-Fr it =
2R S ) A R R 2 R KV TR K S LV (L an e/ K LR 055 RS B (e 1) TS
VI E A W 5 AR TR R L B IR Eh 22 P 3R /KB AE HE (0. 9% ) Eh K

[0034] A0 Firad 285 55 I 28 A 7 s et B e 7 vk TR TS (9 2, 2 AL 3 W I 24
2 (Remington’ s Pharmaceutical Sciences),2E18h,A. H49% (A.Gennaro)dwis, 57 !
fii 2y @] (Mack Publishing Co. ), 5 A7 R P AHAF il 7 (Faston,PA) ,1990) .

[0035]  4nASCHT AL, BRAE A AU, I “—(a.an)” Big R b—F

[0036]  J5if:

(00371 A 2 WA BRAHAG B0 A4 11 B 3= 50 bk (AAA) B K AAATK) B B 1 7 2% o Tk i V24
(a)f8 2k B AR ) R o 5 e 8 D0 = D088 P A7 72 9 DU S AE P ns (HaB) I =19 43 #r
56 B e s AT (b ) bE A MR AE & P A7 AE R HaB IR 158 S HaBR bR A & o IIUAE & HH A7 7E (¥ HaB
(1) 5 5 R AP AH LE B AR AR 7R AAATIOGT AAA ) 55 B4V o 72— S8 St 491 vh , IS0 RE &t Hh A7 AE I HaB
()& SAr ALY A B Gi it 2 B BEAR TR R AMA BN AAA T 55 Ik o AT 6 U 2E £ L pmo 1 /mg 5|
6pmo 1 /mg ¥ H P4 (¥ 1 FRHABAK - 22 5t o 72— L8 S 5] P 5 HaBAK S BEAR B /N T 29 3pmo 1 /mg $ 7
AAA, 3F HAK T %12pmol /mg ) 7K 46 78 ™ BEAAA - £E e Se i il v, HaB A B AR 5 BTk brvAE )
FHEL FEAR Z D210 % BEFEAR 27020 % .30 % 40 % 50 % BL60 % 70 % 80 % B0 % . /)N %
A1 B I AR R 292.9-2. Opmo 1 /mg 3t [l , 385 48 78 F8 78 AT AAA R By Sk , TR BRAIG, 49 b
IREB/NF 211 9pmo /mg , B AT BE SR ZRAAATKIAFAE o A5 PRHUBI) 2 -5 Bl kR R /NG

[0038]  7E—ubszifi 5 h , -T2 2% B bR HaB & & M4 B J8 AT A B AR B T8
AAAFR) A BE A SR i T 785 R 7K ST AR Y 3 06 1R 4 4 8 AP il T A8 A, o 78 L e SE il v, 76
BTk 73270 T LA R AR A A I B NS BN SR A5 O RE & o 78 R AR L e s i o
FH T EE B bR v 42 e 78 2 R0 B s AN A4 TT e 9 el 10506 B[R] — AR USR8 o o T LR A i
S22 KV B A AR ] R LS £EAAATF T8 52T AR S0 1) i RS B 16 B bk 98 2H 23 R0 AH 4B 4
21, VA R AR T AR HTSCER () MLV I B B AR VRURE o o PR b, AE — S S si] o , bl 0 AN 43R
PR IARAE o (KT HaB KT 55 1E 5 I R AEHAB AT I AAAAARE S FRAG1 B 40 3 3 /KPR
(00391 ATkedth, Frid Jy vk ml #E— 0 A& Bl and ik e e BB A — 2 MR E bR EE
DK HaBREA A 56 ] Ay 3 2 T 33— 25 DK B I A AA o 451 61, 2L 265 7% o 9 1 (1) AN T
B H I — 2, 10 2L A R A00 1R 1 AR e m] A = A H W IR YR IT IE ITR B g 3k T 1) 2
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1) 75 N RS R T v il BRI, W iR v HLPT B B HABIY) 1S & SRV B S
>k B[R] — AN 5 S8 BT I =R - AT 46 18 0 AT A, 7 AR I CHB , HAEHaBI FE 7R SHAAAR) 2. 2
BERE I, AT B AT VR T R/ B 75 DA o S HaB KT G A8 £k ] 2 7] 3 R 7R A JIIAAA
RN HEAT A I o T AAATR) L SRS U (S 15 AT BEAT R 2B PR /INR VR T IR 8 S TR il L 4
AR R I WI465-10 % FEAK , a5 2R U5 3H e M 8¢ 2 W7 16 % FEAIG, B4 BTk A4 75 22
e B 7] AN S22 AT AR] PR AR B <10 %6 A S 7K ST (1) /0 B PR AR 1 TS A 52 21) W A0 85 3 s

[0040]  Frik 77 ¥ ml it — D 7 e HaB 5 AR AE M AH LU B AR B9 M AT AAARR YR TT BT IR iR
I R S A1 B, 5 PR 72 R/ B M PR JER I (DHER ) — &8 [ 7%, A0 2 DRI V2 A Rt
DHFRI)) B8 (1) A4 24 B 22 BRH B 7925, I D HaBAKCSE FEFPT QIR B e 35 AAA [F] R L 1697
AT BB 0 e NOSHE AR IR 1) HBA 5

[0041] @ (i I IVE ST IMA T AAA R DAL T3V o AE— AN SETEH H , Fridk 7715 7% (a) 18
T B — B IH) s ERAR 2R MR 88— A 5 5 8 % = IR o A AR R HaBI &= 1 5
A2 Bl s (o) 38T 585 Ik [R) s 3RAF 00 R B A4 10 58— Il A o 5 e 40 ) 0 R ot
AFAE I HaBIR) 5 11 70 B 256 B4 i s A1 (e ) B BE B8 — IS8 — Il & A7 AE (R HaB T AR & o AL
TG 4, A5 FH A 1) B8R T A A1 () 49 A 28 B R0 9% 1 R SR AT B — AR A — Il AE o o A8 58 I [
Z A1 TR AR 50T, B AR & b A AR I HaB ) &5 ok 55— Il S AH B 3
INFE7ZRAAAT B RIRTT -

[0042] WS WYE T DhRRI 7V T AR IR T H AR B 67 TH RIC & 3T J5 UG  /E — 45
B, 5 RS P AEAE R HaBI) 5 S — R AL G v 2 R 25 3 I FR AR AAA R A BRI o A
Hoe SETE ], HaBI 3N -5 58— FE S AH bE 3 &2 /0 2910 %6 B i 22 2620 % .30 % 40 %
50% 8860 % 70% .80% .90 % 100 % 150 % 200 % BL 5 K ik Jy Ak 3k — b A& 0
& HaB5 55— oA bU B Ry ) A B FE AR B EG 0 59 AN A4 14T AAAR 2t R VR 97 - 46l i, A e
Tk 38 INE AR 5 AR BRER 5 — VR IT RIH EOR I R VBT .

[0043] A BH FAMRAETEAL AR IE 3= B ks (AAA ) % 7 B2 B BRRAAAR JRUSE (1) 77 723 o 78
—ANSLE A, B 72 A (a) A4 B A AR 4 AR -5 e % = AR I R A7 AE [ HaB
(R ) 9 A 2 B4 s (b ) 05 SR8 ot Hh A7 AE B HuBIR & 5 A (e ) B B BT I Wl AR o vh A7 A
(¥ HaBIY) A5 5 5 bR e A7 AE R HaBI I45 5 o DUCRE &t A7 AE (W HaBIY) & S AR E A EL B
AR BEFR 7~ Ik AN A (R AAATR) 7™ B P P B0V o B — S8 S 461 o, U ARE o o A7 72 R HaB
(1) & S ARHEPAH L G v1-27 2 2 PR AR FR AR AMABUNT AAA ) 55 3% P o 78 F e S 491 v, Ha BRI B AR
55 B iR bn ) A B B AR 22 2 24910 %6 BB ARG 2221220 %6 . 30 %6 140 % 50 %6 560 % 70 % 80 %6 BY,
90 % o E8 /N AR I i 48 78 A AAALK) 5 3% Pt BRAAA ) B RS T, T 38 AT B 7] B8 48 R AAATH)
FEAEBAAAR L™ EE A TR o MR R DS i o A2 7E (R HaBIK &, W] G0AR SCHT I s BB VR T 7/
[0044] 72 BH 1) ML 280 Sl 8] Hh , A B TG B804 I, A HE ] R A AT AR AL o 7 L 28 S A6
W, AN H 2m ] 4 I, AH /N T 290 . 5m 1 A] 2 65 A AT AE 2 Pk F USRS ARl AR )
I FBSAS ) P T e 8 1% o A ot P {8 FH 461 B 22 MirSc£R A A0 82, BTl S AR A B AN S 4 78 3%
EDTA {5 2 AL Y C A H e 26 A o [RIARE , 45t AT USCER JF:Ai A7 AE 2 Pk A g 9 /e
TR P A TR s /E-20°C TR AR JLJE HL B J5 56 7 2]-70°C B -80°C s BUFE M /E-7T0°CEL-80°C
AR FIFEATAE AL .

[0045] 43 Hfr e B AR &
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[0046] 77 L RS it 451 v , 43 A 2% B0, B v SO AH (i (HPLC) b B 40 9% 43 ik R 8,
B IR S 2 R B 2 A (ELLSA) B 7R & 6252 R 6 4 W i R R B & 5 R 49 B il o 7 LR S
Jit B, HPLCAS C A 2 B R A 2 A T 25 A C- 1 84T
(00471 FH-T 2R SCHTIA 732 70 (108 R0 et 70 A ok ) S TRl A9 o T 3R A7) 2 T A 5 28 ) L 2
BT B — 2B R WU MEVES AR, B FR8e s M Tk
T3 VE R BT AR B, R A AT A — B A F TR IUHLBI R, B il T s DA AT
R 75 bR I8 SR P AR — B 2 A T4k 5 T (reporter-means) (B4 R 4
AEA PP EN R EASPUEE O FE R ) KRR, ik ik S F B 44 2 A TR HB
R ol AT L[5 A= W5 G K A BT A ¥ T T
[0048] AR HIRAF &I E B AL EIRERM—mEZ N H RS, Ik e w8 a8 i
MV F R T EERARL R ph )RR DR AR A R SRR A A U R
(LR T 5 4b, *TATTMﬁ?ﬁ%&LL/LTH/TF)TLQH/\%%?%%ET”H% IERNE VN Cd
Vi B o R AT FE BN & T LRG3 0 E UL R/ B A R
[0049]  Fr 5 A5 =
[0050] 20 AW DMTAT A& I 77 SR S5 25 L mT 352 (0 357 R 77— S 4% 5 B A B
245 Frl ez b R 5 AT R AR AR R B B S [ MR SRR A i, RV
I —Rag A TR SSe A AW B Aa W IR B A EE HE AR
) S5 o
[0051]  FEARH bR 3erh, % 5 B 17 & R R DA RE R (7] 75 8 35 o SEIUE 85167 RO,
BB i 1 Je o [RIIG 1 4 S LA RS A 80 LN/ B 9D YR SRR 2D 4y
BEL LB 97 PR RE TR RN/ B R RE I B 5 5 N o 8 2 BA S B 1R K 25 SON YR YT A 238GF
B ek UL A T RS MR E A H A YR UL, A E R AR R AERT 5 MA R E L) Img
B2 100mg FH 5 /=3 i il Py Jﬁ%ﬁ%@%@ﬂﬁ?lmg/ kg AT . 5mg/ kg H . 15mg/ kg A T |
30mg/ kg {4 & . 100mg,/ kg 1A 5 0% 5 Fimg / kg 1A L o A 3 B il 5 £ 3 1 /N T e A8 L 58 K
FEZ11-20mg/ i FIBLO . 1mLF £ 5mL e FH P
[0052]  ARSCRHTHE/R 0T 4 A R #5508 12 A 2R DA R 7)1 B AR AN TR i i 4%, L m]
i AR E R AR 2S5 MR 5 o — ek, e 29 4 A T 48 1 Bt 3 5 (i, Bz 988 W DL
PR BRORE T ) V22 B (Al e ) 43 5 I, B /D LRI L0V R T 4252 R SR
5 it , LA iR b 4% 56k A%, H b5 n] b es T8N T . 28 B 5 ] R
EAAN B AL AR, (BB 10K EE S 2R Tl 5 2 R0 RN 7S 4 2 M BRIGIT I
HOWE B R IR — IR
[0053]  —fefeidi , & M (M 45 2 AR YT 77 2 LA 2 AR LR I 7 RN/ BT s Ak 1) = h b Tk
7o T3 S5 N AT 5 VR YT R SRR T B AL I PR 45 TR e ok
[0054] Y7 AFETR FIIETT o TR BRI 7 AT Ik T AN R) 5 352 AN B T e B ik e 5 3
EANBLZ AT A SEIW, o 1 P 2T [ B 435 B 2 A TR o R BN B L3, e A
F RN RN RN R S e RS RNE R B AR LR NS
[0055] gfﬁj
[0056] 2 T DA S dilke i BH A% S B 5 355 ) B J Al X e AR N 2 S B AT FH AR O B & ik
S FEASFT S LAATAT 75 207 H ey PR A R Y
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[0057] S A1 - AR IR AN P & — S AL A R TEAAATE B O AE

[0058] 7% SE{51HIE I e NOS A A I / VU S0 A= W00 M4 st 2= 76 AAA TR s 0 11 Rl DR M 4 o TR I, 22
1P S B PN R S I e S PR 0 A5 DAL V0 R T B B o e NOS B AR I 1) e 4o 3 ]
TEAMARI BRI TS

[0059] eI /= A —4A AL U (NO ™ ) >fe PRt b (SR8 S 1 42) (02" ) A BV T 4 (ROS) ANTE AL
P ZNOAr R (eNOS) {7 47 ML 41 i s TR AL B 5 o AR RIGAIE S E P 5 24 eNOSHH IR I &R
PIMERS (HaB) B = B, eNOSAE 1S Zh&E 2 1A M 7242027, TMHAENO 11, e NOS 4 i A Bk AT A5 P )2
ThEe Sk AL, 1S A HE T 1E o — b BE 05 1 eNOS % A% i A A8 Bk 245 1) B 2 9 T M B 3 77 2
FEIKE 11 (Ang 1)V > ° A0RTSCHTRN , Ang 1 1B IENADPHAR LHBA (4 81 I 3 A AR J5 HaB b
SR — A B S (DHFR) A3t SR A MR P 7 5 S P B = (8 eNOS AR K °

[0060]  Ang 1 17F L% 75 (451 e L R 200 Jk s A Al £ ) 1) R e ML EER o 1) o B2 Y,
e JH L 78 4 RAE O ALER RS AR FH 5 49 0 /88 i 406 - I NADPHAE A0 B 11 95k FROS A 11 2 i
PR E K A5 A 5 SR, eNOSI R A I A e Ang 1113 520 fh B2 B IE K ¥ 37 AL
H 20 BRI, AN B SR AR R FK eNOS A 75 BL 425 5 ML s X R ML EE o R GTP IR K f il 1
(GTPCH1) 878 J5 (¥ VU B AL MIME RS (HaB) B Z 5 3 /N I B R R R R IUE ™ ™ AR T, 5
IR Z IR MLAE (hph) = 1/NBR (FINO ™ A2 40 ) F PR FEATR 5 L DR io 420 A S0 A0 P M2 T R 55 1 7 67
5k 7E 5 C5TBLE /N 2258 > 104% i » Xthph—1/NEBEAT 3[4 43 B {8 FH L1 B B AL 4R AT
RAEF TR0 177 A 5 SRR (WD) B NG—AiF LK 2 R 7P 5 (L-NAME)
NO ™ 532 T 38 102 * () 7= 45 &, {HL-NAME % Jskhph—1 /N BRU K 021 7= A2 5 5 AT IR 7s eNOS ) i
fEVIEE o IR, hph—1/0N B3 T FAE AR AR 2R 22 G5 DA S0 AR BRI eNO'S /HaB sk 2 0o T ML & i Al
HIEH

[0061] Ay Y 6 2 AR ER (1) eNOSHE 75 MUK T Ang  L1AE ™ K v ML B33 K dfis 48 0 38 7y 1 )
T FR 2 BN, [IWT /N R AThph -1/ R BrEAng 11, FFHRFF1AR R I 56 R BN 557 R iEid
150y fik P 3 D 9 A ) S 389 0 (MBP ) 75 3 4L Fh 3938 o LA WT /N R IIMBP 4k 42 |+, 5
hph—1/]8 5 FIMBPFF 85 R [ , X 50 FE (13.9% sn="72) A3 . 37 B 44 HG 25 BoR Bl 38 1k il =
KR (AAA) « 2965 % I AETEhph— LN P2 AR AAA, VR TR NTI% (n=T2) o XFAAABFAT 3 —
B RAE H 7R Ang 11 hph—1/NER R 381 2 MEDHERER = FTeNOSIH f AR IR | vz L8
YB3 L JRE FNAAATE B 1F) S0l o A R T A L 3 I 28 1 F 5 B2 (FA) 1k 2 DHFRR IS BLDHFR(F) it 3
K SEA PR (5 EAng 111 hph—1/N R TAAATE B« 1% 28 3657 BT 1k 1 eNOSTR 7 i3k PR A A BEK
DA B R AIE A0 T 285 o 4 g B 1 I OMMP ) 335 A ki 1 e e D 0 8 R 5 W 4 L 9 4 ) of A
H IR JAE o R 13K 2 B1) R IAR R e NOSA ARV IEG / HaB B = 7E AAATE e mh g 1) e IR 1 A FH HL
22 11 4% 5FA . DHFREE [71] 7792 R A] B8 A %o e NOSAEAR BBk 1 H: e 6k 5 T F V8 30 EL AT 90 AAAYR
77 R —UEYE » IR AAAE M T TCIVA 3R A3 20 B 2007 (0 7™ B LB AT N2

[0062] Jyik

[0063]  Zh¥y.Ang 1 1% A 0 &

[0064]  3ETEB (Khoo) %5 A ™ 75 45 hph—1 /N B, (B T AECBATS 57t ) 5 CH7BL6 /N B 1] 22
> 10 I AT ZE R 4 B . RCHTBLO TS 5t I I 4H-& Fhph— /N AT 5238 o AF A & RN
B GE (FLI v (Durect) 2 &) [ 24 JEEWT fhph—1EEME /N R SavEAng 11(0.7mg/kg/K) o 1E
VAR SyE S TR) , 3 32 0 vk M I 1 o ZE R N 3B 3B 22 R 1L 0 FO 2k IR IR EH RS o
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W IR R SE A LS ISR, MR A4 A G MRS .

[0065]  fHEZNMIMF AR L X BN, & 1 e 3R AR L 42 IR G 7E TR G 48
LORIENZFE IR BRI : 00AMEN4 : 00PMEA 250-Hz HURE IR R JEAT W & o B R 1H P A MLk
VBB TSR RV SSE - S AT S 38 75 Fr I AT 8 AZ WU AAE JE K 27 SE B B P HE 4
5/ FHZFE 4 (the institutional animal care and usage committee at the
niversity of California Los Angeles)fth#E . = ZBKNOFIE E ALY P24 = 1 HE - E JiE
LRI E | 3= B HaBF5 2 1 5 A5CORH i I 5 A B2 DHFRER 1A (1) 85 [ Joa B 328 WU 58 05 i
BT A HRIAT" 00

[0066] A /INER T B K 73 B P R

[0067] W3R o, 4 58 8 T Bk A 1A 1 HLB6 f5 7E37°C T A 5L (0 . 6mg /mL ) 7 1£.20 73
B RSN GRS TR R LB N B 400 R & N R 4 BB O HRE AT &= A i
EIE 73 #r o

[0068]  FAM)ZE M55 AIDHFRIL ik

[0069]  HUHRIWT/IN R AThph— 1/ R IE LR LS 1145 5FA(15mg /kg/ K ) B fEAng 11HIVERT2R
F UG RERE — K R i ke 3 >k B BT RR v A2 40 2 4 (1) 6 T 18 J5 1) 6 77 o (9 DHF R 2% 38 % 4
(pcDNA3. 1-DHFR) 514 14K o £ 2 J& FaryAE I S S0 TE) 430K M /N BRI O, HLWSGER = 30 bk FH T 974
B4R JAAATE B« A B2 DHFRZR 1A F e NOSHEAR I 12k o A7 B AS 75 7 14K Sy i BA HA 1] 2%
SRR B B bk BT SOGR 30k T 5856 .

[0070]  Ji&g =SBk K /)N 4D 7 )

[0071]  HI S ets sh W pRive HLE TR iR b, Brid i B 45 i S AL I EECG ) 0 28 . 71
HLANSZIG PN IR T K BAZE RR O FAE400bpm 5 500 bpm 2 [8] , [FI B 48 20 4 78 43 BRI o A
R 265 FL8 MWIEHE 2265 Bk, B PR 5 A% 5 0t R it FH 281 JIs 308 X Jak | o g b 7 AR
(YEIRIRTT0, 4k 7 Je oe. ) B TRERS b AT 32 20 ik ) b m] AR AL o 48 A 22 8 (Dopp ler) Il &
oK %5 | 3= Bk b Bk Shi I A7 AE o 28I 8 i sl P b AT S 4 2 B Bk o 3 B D I B kAT AR
TR IR EAG IR B — BUE 7 o 10 5% B ELG HARAF BIPCTH FHL b T B S i F2 49 Ar o K
HE DR HEZE 257 7 B AT IR ARG B LD A R R -3 35 ARkt

[0072]  E R4 Gt

[0073] ¥4 /R Ey AR ] e AN et 0 35 ) 2 23 DA Sum U] o ek A FR R B A 25 o i AR
i ) FH s A FEE T £ AT HE B KA o T U0 7 7E98 . 5 CHL JEHE B 22 iR (10umo 1 /LATAR
BR.0.01% iR (Tween)20) HHRHI20 73 B R AT S B R o /EPBS+0. 1 % i (triton)
(PBS-T)Hh g bl i HAR TG ZE 5N HTPBS-TH )2 % 1E 5 L 2 1L B H BB 3 /N o SR 5
FEACT R 5 — Rk (Mac—3,BDIZ B (Pharmingen) , 2% TPBS-TH ) — &1 i 4
FE HIPBS-THe S 1/IN &, AE 2530 T AE SR MG o U1 5 — bk (BT AR % 4G (Alexa fluor)
488,2% FPBS-TH ) a1 & 2/ NI o 28 FIPBS-TWE 3¢ /NI S5 , M e P i 38 25 4 1) 2, | A0 —
H2RAE T R 7K o FHRS 2245 (Permount ) /i Bt U1 1y 3 18] 5 ) A 3L A8 A% (G R (Leica),
SPURIE) F1HE o A2 Rl BT A FE SR FAATMMPYE 12 43 #72

[0074]  Giit=2 i

[0075]  Ji# ik ANOVARAT ASIH] 36 97 21 2 T8 R bb 36 o 2 8 7 22 B, 43 P XS 485 =5 s D3k
(Dunnet post hoc test) . FP<<0.05W% E NG T2 EVE KT RrE 2 HE TR E

12
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IR 4 + SEM,

[0076] 451

[0077]  [alhph-1/NRHiiFEAng 1115 FAAATE A%

[0078]  [a]24 RS HEVEWT /MR (n=72) filhph-1/M (n=72)#i1¥FAng 11(0.7mg/kg/ K )14
Ko Z114% [ 5riEAng 11 Thph—1/NRAE 14K W SARFE T AMTEZE (B 1B) JEA775 & 1 ,65%
FEAEAAA, S RIRENTI% (BI1A-1B) AHLL 2R firyAng  TTHIWT/N R BUARIB T hph— 1/ iR
BIRFC T B A AAA (B 1A o I 350 20 ik P 228 0 75 v2: B WIMBP HL & Bilhph—1/N §R S WT/N B A
b 7E 2 2 s = (BD, 850K Ang 1149F; BE1C) o fEAng 1 15aryd HATH) , #5556 K , MBP7E T Ff
LR AR A 38 (WT: 101 =3-140 = 2mm Hg;hph—-1:112+3-140+2mm Hg; & 1C) . )5 ,MBP
FEhph—1/NGR P R B, T ELAEWT /NG P 4k 2 BT (1C) o

[0079]  Ang 114myF7Ehph—1/IN6R o 3 K HBAINO * [#) 5k = - 70l e NOSAZ AR 1B

[0080] X MmidAng 11HIWT/INER Alhph—1 /0N BT 70 88 1) 3= B bk AT HaB 2 5 18 1 RO
I 52 LA ENO T 102 (1 77 AR B L LRI S % HWT/N B AHLE s hph—1/N BRR IS
AR = BNk HaBAE PR FH 14 (B 2A) 5 Bk = Bk HaBAE 0 R A I R Ang 1 Ly i gk — 2D B AR
(1.940.2-1.0%+0. Ipmol/mg& [ /5 ; &I 2A) o Ang 11777t S 2 M B AW T /)N B (1 32 30 ik HaB
AR (5.120.2-3.82£0.4pmol /mg & [ 1) HAFVER I , FBNIKNO " 1 77 A I ik
THFEAng TIRIWT/N R AThph—1 /N ) 3X L8 A5 00 (] 2B) o EBKO2 " 1 7= AL B AEAEAEBANAT
FEL-NAMERS U 52 o hph—1 /N8 (9 S 02 (1) 7 A & RWT/INER W I A5 (81 2C, LB sham hph—15%F
sham WT) o /R L-NAMESE AR VG T WT/N SR A R 301 i e NOS AR B 1fi 38 m 02" 7= A2 & (1 2C) L {HL-
NAMEFEARHF Ang TLEIWT/NER 02" P A2 &, IX 5 M Ang 111 eNOSE AR B — 2, anJe i o
HIE" (E2C) o fEhph- 1N, L-NAMERRAR R VA IT /N R K02 774 &, IX HEAF /EAng 11
RERT eNOSTEIEZL T B AEAE I — B (B 20) « B 42, Ang 1 1H1¥E fFhph—1 /MR [ eNOSHE—
ARG, 13 32 L-NAME 584 30061 i 02 * A Sz 5 8 v 1 7 A B I B (1&120)

[0081]  FAZEHmiEAng 11HThph—1/N o2 P 2 DHFR 3 348 MTHABAE P R F 7 A 1k eNOS
A IR

[0082]  7EAng 11%iyE (0. 7mg/kg/ K ) HI 2R LHMHWT /N Fhph—1 /MR 28 11458 5FA(15mg/
kg/R) I HAEBEA T4 RBE TN AT IRIT o« 4 2 40 OA E Bk AL, 2 W78 45 )
TP R 24 i ) B8 1) 32 B0 Ik PR 3 I DHFRZR 3K o WIFT 2.7~ , hph— 17N BRGR I (1) P9 B2 DHFR 2R
15, X K Ang 1 LAy i i — A2 B A - FAYR YT 4 hph— LN BRI P B2 DHFRER A P 5 B 2R WT 7K ST
(F3A) o [ FEE L FAIR T PR IE F Ang  TTZEWT/NER Shph— /N B & 1 5 SO HBER =, 15 7
Y0 P HaB7K P 5 i T 28 (BI3B) o Ik Ak , FARR LB % Ang 1 1HIWT /N R Fhph— 1/ B 3 3
(%) eNOSZARY IBE , G ik L-NAMBREUBME O " 77 A B 58 4 TR B (J&I3C) o

[0083]  FAYRYF/EHTFAng 11 hph—1/NGR R LEAAAT B FEA L% 1E 5 4L

[0084]  SCT LA, {3 A 321 RAFATRIT 5 EAng 11 hph—1/hER, HIXEe5h P38 R
FEAEAAA AF 2 X 2B BRI G T2 0 T 7 LEAAA = AR [ A2 S 25 19 (P<<0. 0001 ) o 7E 56
ORFIEELAK , AF FHRE A (S LA 45MHz e B 2R I 4 R IR TTO R R Bl 75 R, 48 &R Je e ) I
IIE E BN F Ang 11573 S hph— N BIIR F 30K B 25K (0.37-1.96mm”) , 1X A&
WIFFAYATT Sk 1B (0.39-0. 52mm* s I 4AF4D) AR , ZEWT/NR 1, Ang 1135518 3 3hkok
AN e /AN (0. 530 66mm”) o Ak, FALE FERWT /NG (K Ang 11355 S 10 w80 ML 6 1 v FEE A
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R (B4E) , 3 HHGEPE (h5EAng 11 A0hph—1/N R AUMBP T [ (JEI4F) L ix Be B4 R B , 72 v E
Ang TIRIWT/INER HH , eNOSHR M5 JC 5 BOMBP 5y, X A T B A2 IR ANO ™ A ) ) FE 4 P AR B
B, M 7E R I OKFE B 1) eNOSAEAB L T hph—1 /B P , ROSR ek & 7= A= | A 7 Ji& Hh B AIRMBP
B MBP ] B ARG A% 38 e SR A7 FROSHIALEE A 5

[0085]  FARH L4 Ang 11 Thph—17INBR 9 eNOSIR T 32 1 A A 5 R L 5 8 9%

[0086] gy A A AEAAAS™ AL JH A (1K) AN [R] i 8] s ARFAXT eNOSAEAB IR I 821 , 7E S 46 Ang 1 1%
HEEARFIES R REO" A & R T 3 ik HLAEAFAEBUAATAEL-NAMERT 47027 B H
F B EHRAT I o FEWT /NG H S XTG£ B 1) 3, eNOSRE By 12 30 (R 47 1 S Ang 1177
FarE o anEI5A T T 171 2 I 5 S I eNOSHA AR IR P () L-NAME UK PR O " 7 AR B AESEAR M EE 8K
FALAHLE 2R 5 Ang 1135 Sthph—1/INERU 1) eNOS ) AT 2E PR AR AR X o 4P 5B BT {27, L-NAME 7]
N B 02" 77 A EAE S8R 5 SR 4R PIr ML 82 21 (1) AHEL 3K o B 22 () 22, £ PRI ] A, FA
H—EOt A Hlhph—1 /N R 19 eNOSHE AR BCHS M  FE A AP SEI0 1 , R BILFAIRPE 1bhph—1/ R ) Ang
11953 () IS 51 98 i o 75 AR AS BB 4L et Fir 487 , FAYHFR T %7 Ang 11 hph—1/NER
Hh IR A0 RN A0 58 E 4 B 5 A (FE16A) o B AR U, FASE R 1 o 58 11 B 13 1) 1 0 R
PEER A A 4 I FR G AL » Qs A5 R0 9% -3 75 A (VVG) e B B 7w (BI6B) o X T4 i Ang 1111
ZINBR, 5 Y2V M W 2 L (S MMPO 76 P ) e Jo e S 1) — A 2 2RI 2 2 2 i, X
ZFNRIT e (El6C) o Jh M, FATE IR hph— /MR I FHAng 11955 5 OMMP 235 A6 FIMMPOYS
PTG, i HA A W/ FHAng 11955 OMMP 235 11 (&1 7)

[0087]  DHFRAE:PHYTVLAEHEAng 111 hph—1/)N % H e NOS AR IR 3 FH LEAAATE B¢

[0088] 415 Al BT 27~ » DHFRIE RV AE A i Ang 1 TIIWTZINBR (19 e NOS FE-BY B T A 45K
T IEDHFREE (R 7 i 72 7 2 LA s iR HeAE S Ang 11 hph—1/ B HR AEX T AAATE il 28 %
FEEMA L, R IHAng 1 15vE 2 8 HAE S AN E 1 A AIDHFRES JeWT /)N Bthph -1/
B o 75 B T L3S A4 PN 6 Yo 5 B DHFR K R IR B AA I » P R DHFR R IA . 2% 385 (FEI8A)°, FLIX/E
SEA Ik EAng 1 1% hph—1/NBR i eNOSAR AR IE 34 K (L-NAME ) T JE tW T4 BB (102« 77
A BB I A 2L (KEI8B) o i R IADHFR W #iryEAng 11 hph—1/NER 35 R 7= A2 AAA

[0089]  iTif

[0090] AT 97 (1) 5% T AR WL 1 VRAIE BH e NOSHR A I / HaB Bl = 7EAAATE 1 14 J R ke A P
FeNOSHHELIIIEIT I8 77 - fEeNOSTEREZR T AR AB I hph— 1/ 1, Ang 1 15VE TS FAAATE
Ji 5 eNOSH E— D AR I . R IS 1 4% SFAREAT 1697 A 2[RI i B 1k hph— 178 B eNOSfi
TS AAATE il o LU A , FAZE SR hph—1/NBR SWT/N R 1 fH Ang 1135 S (0078 F5. 9, I 22
H 38 T I B ML X Ang 11 R BE o 1% 6 7 3 2% BH e NOS AR XA 15 55 T T i AAA HL 4t
X eNOS A I SRS ] 75 ¥R 71X — L& e H A 23

[0091] L 7F ARAAAH 4x B PR 55 = 0 oG D0 B S AL R B B ™ 2 kA, 45 B 71
PR DSBS 7 3015 I AAARTE T EBNIIK A RSN, LA X 48 4 SL ) 0 5
IEPIERR L4 EAng 11 /N BRI AAATE J% 7 T A5 288, AELAE NS b 28077 RV S i L 52
AP LRI AE 5 AEE 1530 A 48 A B2 8 40 M BB VR 2 5 AAA ) R LI AT A
A T FR A o 3K A2 T IR AE SR SAR 2R 4T A AR R 1T e NOS AT 1 A8 A 238K, A T 3 B80™ B 1f 78
FIFFNAAATE o AAATRT'S S AR CEE S LT 7E AR BT R I o 55 4b , 75 2 A AR AR eNOS
[ /0N 5% 00 2 38 1) 395 T 2B R 2R A0 T 76 A S AAA T I U082 3] 1) TR 6 , 40,455 A1 JEE S AE A MMP 3
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AL 5T A (L6 N7 ) o e 4R, AMA S T 3RS, AT BORRBE , il I iX Ly Ang 11 hph-
VN 14 % FE TR FTE ] (B 1B) o (HAVE R I A2 , AR AR R A e NOS I a0 A R 3k A=
WD, TG 7 7 G 4800 S R & 1 AR H ' ROS AT B8 FMEAAATE 1) B B4 AKAE JFS S A 54
M 552 = G T (A BRI B I Bk 2k /N R Bt 2 eNOS S5 3 1 R AAATE B (LR A2 R ARA5 %, 25
9% "% % (HAFE R, U O AR AR-B = /N 70 L 28 M2 B eNOSTR M B 0 Bk =
eNOSHI /N R R BBENO ™ 7= A H 2 17 4B B S8 AL RZ I AN o AR T, 3 /8 B AR 72 A2 eNOSfi
L, N H B = ThEEeNOSER [ T - 8 2 » X B B4 38 01 138 28 4 1) e NO'S i A8 TR AR gt 14
NO* /ROSHRAT M AENO " = A E R A G W IR ZIMIE S T AAATE B . AT A 00 113 1H P 7 411 i
£ 2 52 3EAAATE B S A0 AR b B e A

[0092]  Ang 11%7F 1% Fthph—1/N B LR A BRIE A, IR AT 7EWT /N B A B A 22 2101
SR , 7Ehph—1/NER P, 7E 556 K Ang 1 14E f5 , MU R AR M R B, B2 55 1 1 RIS BTl
BT E A 2 R EWT/NER P, IR A6 38 N Ang 115y i A5 oh A B 5+ R C A B Ad
eNOSHHMH L 1 22 [ FABEAT VAT [FI B B2 9 YR T-Ang 1 18VERIWT /NG (10 1L _E T+ S hph—17)8
BRI T B 5 3R B eNOSAR MBI 2 51X I AU S  AEWTEI BB UL T 5 FHAng 1135 % [1JeNOS
fig AP A T e Ik B AEGNO ™ A= A7) R FH 2 i 3 80 I e o NO ™ AR A R A 1k P AT P BB it Bfchph—1
ANBRAEFEZE T B IR 35N DL & X Ang LLETE AT 46 R S B (BT 1C) o firidAng 1117 hph-1
/IN BRI () B S T B AL T U5 T e NOSAEAB I , (B I LR AT A e o« PT BB R AR K1 3
ik 988 52 ) T 2 732 5 DAL T S A 0L P o 4 fAe IS 3800t L 1 1 % 2 8 24 1 EL AR T T HL A i
S B A 7 5K AR FINO * [ B SR S5 ROS I 7 AE 2 T8) I P-4 o g9, I AR (L R B R N &
v 0L B0 ) I P L 2 7 5 O o 8 4 3 Tt e NO'S ) FE- A1 BB 375 o4k e NOS Y5 o 40 £ S T 488 i o %
Wi (vasocontractility) AL o %5 FERIWT/N SR M B2 Ang 11y i 7= AR 7 4 g i, 5
B AAATE J» TiThph—1/N R 72 AL AAATE 1% ARS8 I e v I s, Pk 25040 5 8 1 s 5 AEAAA
77 A 1 s e TR DR 2 1ELEG T 2 e ol R ) 2 R o — 3505 %

[0093] 1R H E )&, FER eNOSIERTEAng 1 1f{hph—1/)8 5 A i3k 1k b Ag AR BG , (ELAEWT /)N
P A 2 (B16) 51X 5B FATR YT 56 & IE B9 hph— 1/ B 38 3 HEDHFR B = — B ((3A) .
IXEEHHEHR 7R A B2 DHFRER = 75 /T eNOSHR B B AT AAATE B 1) X B8 FH - DHFRAE IfIL % 24 g
1M AE A 52 40 Fh R0 s SR M, R N 2 DHFR=F -5 32 3l ik HaB AINO * AE 420 1) FH 14 AH 5% (B 3A
)1,50

[0094] S wiHF 50 . S 7 MMP (5 B JEMMP -2 FIMMP—9) J£ AAAP= A [ 3 & 53 (player
)30 FE SRR AT, W5 B LY R AR S EAng 11 hph— 1304 b (K35 38 38 i (B 7B AN TC)
1% 55 S e B 0 ¢ 45 AR B UT G o A7 BRI A2, MMP—235 PR 7E I R 72 AL AAATK BV EAng 11ROWT
BN AR AN o 3R AL 2R BH SR MMMP 2955 £ AS 2 DA SEBAAA T A oA A3 VE BN A , (N AE#Ti Ang
11 HThph=1/)N B3 A R BMMP -3 PR 38 1o 116 A 5 3% 26 B W 1) B Wk 4 e e £ (E16C) = 2 3 25 i
FhirEAng TLRIWTEIH o X B8 2 T 5 AAAHH FIMMP -9 K5 — 5 iy [ W5k 41 B 1) 50 i W 2 45
—50 B IR B R A Ang 11%07E T EWTEIY) - Shoh -1 14 & (K 3 Sk hMMP-2(1 7
AN, AR A T B S A ST LA S O SR P i S 0 SR L R 1 A2 St A 4T
AT 1 [ 40 T MMP—Q ) 389 00 2 2 2 AAAFIT DA 5 14T

[0095]  Jx S5 45 G0 H7 P 1 2 B e NOS B MBS Bk / HaB B = YEAAATE 1% A 1 R DR VR 1 9 HL 3R
T4 10 $ 5FA JDHFRIE R 732 AT AT B8 41 Kt e NOS R BC (1) He e %o 55 AT 76 3697 AAA T ELA 28 4k
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fRImTRe .

[0096] & ik

[0097]  sEH 1+ BT 42 I 1 2 28 SCHlK 51 SCI 52 B 53R ml 7 = (Gao) AN, 2012, & L&
(Hypertension)59:158-166+1+k 2,

[0098] s {32 .« dck AR BRRH 1E IR 3 B ik 8d 2 1

(00991 RS BIAIE B Ab 78 F AR P £ ml a5 e i 20 93 HaB 7K - AT eNOS R4 B K P 1B A
Ang 11f¥apoEBkJe /N 7= A AAA L SEBI 1 2RI B s BoRFAZESvEAng 111 hph—1 B4k
T S BRAAAT= A2 75 TH A 2 AE L SE I, 78 55— AAARE Y b USRI I8 96 97 1 2 ZR FAT R 3
E R BN H e AL fhAh , ARSI T FAAS 15 38 1 HaB Fle NOS Y H- A B R 2 3 HL AR 31
o

[0100]  fif FAE A ZURAT AR (Al ze t )12 IR M 3315 HkapoE &k 2 /N R firiEAng 11(1000ng/
kg/min)ik4 & . fEAng 1 1HE FT IR HAEBEA 4 R0 BA A 190 Bk 45 10 Tkl B o2 1l )
FATEL(15mg/kg/R) AAIFHEERIE, 26 A& A IEH LR HEAng 111 apoE#i /N,
FH241(92.3% ) F=AEAAME L) R HFAIRTT , AT R AR FRERI24 R 4 R (16.7%) .
T E LRI E 1 3 B KGR A A 7 A B W RapoBSi e /N R 8 Ang 11 AT i 3N
2.670.154%, X SFAM =M EIL. 7520, 0165 (55 H An=6) . %] J ik e NOSHEAH Bk
TG T I L-NAMB RS S AL 7= AR B AT T & . Z8Ang 11AREE [ apoB sk 2k /N il R K38
T eNOSZhfE 2K i, HH L-NAMEBUS M B S (7 AR B 3 N2 . 2220 268 , MapoE B 2R /MBS 7
1.17£0. 0665 HE 2 T 1) eNOSTE B A B K 0 5 TBUK « FHFABEATIBYT KSR 1 eNOST 88 , 33
L-NAMESIUZ PR AL 10 -1 . 22 £ 0 AR5 AR AL, X FE 7R 8 2K H eNOSI A =4 & . 1K
SRR B , 22 LI FAYR YT ARSIV Ang 11 [ apoE &2 /INBR (1) 55 — AAAE Y h [ ARAAA KR A2 22 )7
AR A R TR A 33— 20 R B, FARR X PR 37 FH 22203 4 VA R T eNOS D B I P &R
[0101]  SEIGB It

[0102]  SG-T- LA 9% , [AlapoE &k 2 MEVE BN M i Ang 1 1IS4 ], 1X O A8 SCHR H B7R 7E90-
100 % 54 ] FE = A2 AAA o 3] — L B 25 TR B A P AR DR o A2 Sy B AR 1R 22 TR
FEEIAR M TNAAA T o AEATE 25 RN, WOHR Kk B 010 3 8 ik IF AT H 2 2 B A2 5 A
PLVEA AAAR 25 FER I ) FeNOSTHAE IR 45 -

[0103]  #4 & Ang 11(1000ng/kg/min)BLEEFINEFE AR (FTEEER, 20048 ) 2 NN Bh4)
o 18 BV G T A N Il % VR & A FA(15me ke /R ) 1 7€ HA TR} BB M Rk o £ TC TR AL BT
Jei MBSO B ATI 3 Bl K I 375 Vi i 485 4 L 21 J HLAE TS S AL AT i Bk — Sh AU 4R I vk
FE (250, 1mL) o

[0104]  FEAng 1 1%y HidE Ik 75 R R (4R (Vevo) 770, 4R Je v ) kAR R 22 e I
DUAAARR) 7= A o AT =5 B kA 1] b ol AR S T et 22 08 4000 ofe 45 3] 3 K Bl i () 47 AE o et A
S B Bk 3 BT R ST AL R AEEF Zh ) 2 (R 3= sk i) — B0E A7 B fa BT i
RIS 26 & E 3K/ AEAng 1 Ui fa & AT IR &, IF HAEAng 1157 (H
TR HE D) BT EAT PR IR D & o AAATE XA I E Bk OR 22050 % 3 HLAH 5 75 SE 50 U s AL A
S ESCER o B R 2 IR 3 50 kRTS8 BT T~ SR SR I 24K B0 EAT 744K 25 SR VAN It
BT (R AAAR A 22

[0105] {3 FH4H 2327 R4 M4k 2 43 B (B AMMP R 155 ) S YEANF A% SoF AAATK AR 47 1 A 20k
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W BEAT FUSCER 2 3K I U1 8 2 23 22 40 i DA I = ) K 1) 487 ] A4k o 2 23 [ 58 T FR
o AT, 3 B DA SumB) o AT AR HEH&E St Mg A = . (Mason’ s trichrome)3efh
FIVVGHL At

[0106]  MMPIE VEA 38 A& AAAF= AL bR 28 2 — o DR b, MMPSG P2 s e R 2 v B T 4
T P 8 TV AR I B o T S AU, e 3 B bk SR T2k B By BH S (¥ SDS-PAGEHE S |- o 7EH
VK5, I AE3TCTN MG B IR B I A I T INARAE o R MMP Y A 5 e 1T BH R o 8 J R FH
PRt B i (Coomassie blue) Yt AT T AR AL o

[0107]  fn 4 B BT iR FIHPLC R 48 MU & HaBAKCT o {7 8ok 0, I = & 2 BRAIDT T2 /% 3 50 ik
RE O, 8 H 22 52 W P B MR Sk, HLAEHPLC 2245 (Bt (Shimadzu) ) 40258 Ja A1) 5 Sl A6 )
et I HaBAN H A A P o

[0108] I8 /£ 47 FE B AN A7 AEL-NAME R i HI i+ Jie 4z (ESR, >k H A1 & ¢ (Bruker) )
A P A AN BRI BN IRRE S P eNOSHI ThREAR 24 o 78 Ho rh eNOSAR BE [ 1E 8 4
5 U e NOSHI i FAIL-NAMEXS 38 s S A 207 A &, R e NOS I i 72 AENOSKR 5 R 8 2 AL 40
SR, 76 H: 1 eNOS TE AE 7 A2 S A M KT e NOS TR AR I 5% A8 1 5 ¥ JINL-NAME B AIG b S A0 4 7
A AP AR R IR A AR LT R T YRR e NOSTE B 32 Bh bk 1K) 3 B BEAT K B 1P
o

[0109]  SEI3: {f Jyhph—1 /)R FlapoE sk 25 /N R K AAAAE b i W A A HaB 7K~

[0110] AL BIHIE BIHBK - 7] FHYEAAAE VIR0 o FEE B 78, Xbhph—1/)8 ) A4 Y3 Ang
L1 FJapoE s 2K /N 1 55— 58 RAAAR Y 9 35 EAT T WF A o fEapoE &2 /N B A, 43 FHHPLCI
B HBERAE FENK T, HaBAKCEHE B Ang 11573 M A% (4.86£0.32%2.72+0. 26pmol /
mg, %% H An=6), 3 HHEL T 5FAMIEN(6.60£0.62pmol/mg,n=6) . >4 M LK | &
HaBI , WL B 25U #45 (3,31 £0.13.1.87%0.11.5.80+0.30pmo1/mg , 43 Bl X 2T 1451 |
Ang 11.FA, & n=6).[FFELEhph—1/NGR 0, HuBIK) =Bk A S I 1.87£0.25.0.99
+0.11.3.00+0.64, H I 2% /K>FH1.374+0.05.0.92+0.06F12.36+0. 25pmo1 /mg (43 5|
T Ang 11 M1Ang11/FA, % H An=23) . ¥ 524 H B £ s 23 T E9A-BFIL1H .
[0111] Ak, X TrapoEk 2k /N B BA AR Thph— 1R 35, L5 5 = Bl hkHaBK - Z 18] (¥ Ze ik
FHIC IR ZN0 . 861FIR2 , 3 B R VR M 8 [ ) 2R 1 5% 2R o TP VR I8 22 ) ) 2R PR 5% Rl HL A 2
D] 9 3% 4 oV DU & =300 1 A HaBAR 0 R MR B /MR 2R 1 T3 ¥ 5 AR 350 T FL A AA ™ A= b
ANA] /b B 5E A H T R BE £ I T 10A-BH

[0112] I SR 45 5 7~ B AR A HaBAE 0 R PR 5 AAATE BORE 9% , 1T K B O HaB A 0 1) 1 5
AAAT= A I BE I AHOC o e A1 32 B Tk HaBAE R A2 fbAE T R 45 31 S i o ik 2, 3% 6 B0 405 2 BH 17
PRHaBAK P 7] FHEAAAT A [ AR bR e M LA 697 D i S o

[0113]  sKIG it

[0114]  MHivEAng 111 apoEfk 2k B4 Mhph—1 )W S MR & o &5 JE N BE R B Pid J2
A KUSC R 20 . ImL I o G0 b SC BT REIA A3 FHHPLCOR I & HILBUAE it o Ha B R B

(01151 S&HHFL 1 fn b ST FI R FARD 78 2 75 20t HaBAEAG BRI 4 20 23 79 25 v (%) m] 81
PE o B AN FEFAR AR B IE Y7 4T Ang 11 fapoESk 2k /NG B hph—1/NBR, 35T 1 A L 28 L 3 Aiig
JE 1 A [ B ) 534 FFTHPLCIN & 17 2R A1 32 B ik HaB 5 & o 187 3% e B 48 5 AAATK 77 A2 A5G DAKS 28
VE R A AR AT T HaB I S2 B ek 2 20T 5 AAARK BEL L SEBE I 8872 T v Ang 11 apoE &k
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Je/INER 7 HEAAATR B34 ], H ALK SEIN [H] 2, I PR A ZAHBACT 5L B FEAR, (HE I FATE
ST 2R E (K19-10) .

[0116]  sEHi4. 4 4% 5M FR RS it Ang 11 )apoEfk 2k /N ) eNOS Dy 58 A1 = B IkNOAE
YR TR

(01171 ARSLHIRIE M FALEVR R eNOSEBE J7 I iy JEE A R o [ /IR i Ang 113548 (n=6) , i
fEAng 11SERT 2R ELAE BN AT BA ) B8 LA 15mg/ ke / R4 11697 AT A (n=6) . ib £
FE—HARIRIT I apoE B R NR (n=6)  FEFELL T, eNOSHIG L -NAME i FC 13 i/ 4
WA & TG 7R eNOSHI I/ MIEABIES / T REFE AT o Ang 1 14y W =2 i 3G N L-NAME Rk 4
A 8, b e A BRI 28 B SPASE TR o e 2, IX S B4 FR 7R PATE I 1k
2 3B KE PR HaB /K1 R 52 eNOS T R J7 I i B2 AT 28, a9 AT 10 il /s, HLIE i ix 6471
H,FARR B SV Ang  11AJapoEgR /N R (V2 A AT 22 BLAAARE Y ) JE IAAA (& 11) o & 13—
FCHBAIE H JE L FATR YT TR VK R eNOS T BE 1 52 25 S ot 3k — AL £ 250 (NO) AE R i 1

[0118] 3 .BHKJEAEapoE Bk /N F ) R A %

[0119]

AAA AAA B ISt RER
apoE+Ang 11 24 2 26 92.3%
apoE+Ang II+FA 4 20 24 16.7%

[0120] i id i+ e 2L 4% (ESR) 2 st HL gk $ 1 b 0 = 3= 30 ik A= 4 ] R A i — S8 AL 2
(NO) H H 2 . 5FAfEHiEAng 11 apoE &k 28 /N K eNOS 5E A BB IR R I — B (E12) , @
TEFATR YT 9 8 25 0 32 B ik — S Ak 2 (NO) AR P R F I o 1 P (T 12A) SR 7R NOFI AR R EE SR
i~ B (B 12B) 278 F B HKNOAK -1 73 2H AR (n=6) o IX L H 4 i3t — 20 ST RFHLBIIE 4/ 1ML
KACER TR bR EAMNE 3 KHBIKE (EI9FN10) AHS , i HLIE 5 AAA R A2 28 (1) B AR (&
11) BA K2 eNOS Tl e AINOAE V4] F M ) edeadt (B 1201 3) AH G o

[0121] R4 bCpy T, RAEARSCT T U0 B B HHA T 48K B B B AR SE it ], {3 ] A
FE A it 15 % R B 40 KSR 61 P i T A &8 PR o DR S AR DR BH AN 52 [ BB SO 32 3R
FLLAMEOATAT R il o

18
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