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WD 205 T I R 259 5 0K B T R B sk B EERI48 2 TR R

7. BURIESR 1R, P BTid 29 &l it N Tk (RIS AR AT s B 25 2
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8. MURIESR 1| [ i, Hodr i BT 46 B B 28 T I M0 M 3 g
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10. —5AbBRAE HI & 36T B I R A AW G A &, o BT va 7 46 -

(a) K ATEETE 2540 2 ik g A

(b) EBER (a) Z i, BAIF), 8k & ¥ BTk i A & W 4h 255 85

LI BRI SR 10 f A3, Forh BTk FF S e 25038 B < e, R 2 B2, % S M
i VA AR b E

12. BURIZESR 10 &, S Brid 5 A & e SR TE

13. — S ALBRAEFI & Fi007 B E TP R 294 & G &, R EAE T -

(a) %2 A B BT R EE, o TR I R A2 iR B 20 i A

(b) ¥ Tk 2y B4 2% B 3

14, BURIER 13 &, Tk 25 A G902 < TE

15, —SALBRAEHI & F T9097 B AT R 29L& 6 A, b Bnidk 28 3 4
B UL R AT R R, SRR SN EE, IN BT S, T AU RN, L RT
R PERIT R EF

16. BUFIER 15 [ 3%, Hoh prik 2 4l & S e .
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18. BURIE K 2,10, 13 87 15 (1 &, JoA 0 — AR SR DL E 2D 20 0. 05 % (IR A7 4E
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[0001] <5

[0002]  AXHITEESK 2002 4F 5 H 17 HERACHSE EIfE N FIE 60/381, 527 IR B, HASL
WA IEAR P EANSF

[0003]  EXFRIEUM W WA 9 1) 75 B

[0004] A & BH A F BUM B9S2 FE N HEAT 9, 35 1 B 2 T ARG B (NTH) P ] 524
RO1-44100, HL58688, HL55330 FI AT42365, BN A A& B BHA — 2 [AUF]

B G
[0005] A KRy IR o

B

[0006] % 4kfk (CO) ARAE MK I A FN . A1, A NRB E 2 —MEENES
5+ (Verma %, Science259 :381-384,1993) » . $&7R% W— S ALBRVE 2 i PN (1 s 280
e+ (Id.) FR By e 9 o3 i P15 R A2 /E A (Pozzoli %% ., Endocrinology
735 :2314-2317,1994) o A — 45 AL A (NO) — %, — AL B A2 ~F 4 WL A4 5t 57 (Utz 5%,
Biochem Pharmacol. 47 :195-201,1991 ;Christodoulides %&, Circulation 97 :2306-9,
1995) F HANsH] M/ it 5842 Mansouri 2%, Thromb Haemost. 48 :286-8, 1982) , {F— &b
e WA A — S8k Wos A BT S0R

[0007]  JHF & J& — PP A 24 FHF 0 RE I e o Tl 9 E W] 38 o I /s i 1 SR 98 R B8R R
INFERAE . FF 2 0300 R B4, 4 s 55, 410 ke 2 1 I RO 8, a0 Y, £ 80, N
A, CTRY, R R A S B RS R e i) (a0 B (isoniazid), R Z
I (methyldopa), X Z Bt 2 5 Wy (acetaminophen) , & ML fi] (amiodarone) F e iR $H T
(nitrofurantoin) ( i, The Merck Manual ofDiagnosis and Therapy, 17 i, 2 42 &=, % 4
).

[ooo8] K Hfjik

[0000] A BB 73 e T IXAE R RN 2525 CO ] BHIEJH 28 R R

[0010]  AHAVHE, A B JiG T, TR, B AR B R KBS 7. ik i ik s %
WA BB S BRI ERE (FUnsW oy B S B RN EE ), UG i%EE
HEARIGTT BE RO ER S 4 H &Y .

[0011] 254 A 4] T8 ik A SR AN AR SR R/ B A 4 24 BB 3 () 7 VR4 2 i
& BN I W, WON, S0, VS, A/ B 9, 2R AR e B — AN St 7 S, Bk
A GYETWNGG 258 AR — LT &, ik Al e ks 25 8% . 76
Ty SET T TR A S E RS 4 R IR o A5 D ST T, ik 25 A
GBI RIMNE S AT #EEE (extracorporeal membrane gas exchange device) B A T
s 2583 o 65— ST =0, Ik B 2 RE I+ (alcoholic) o

[0012]  Prik S W] L2 sh), AsldE N i, Brid &2 v LU AR FLah, A,
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BRI, TS WE A SR/ BRUOR B, A, BB B B, BR2E, B, 8, 0, 4R =E AL =E o R W]
DL 2 R R R 45 3L 808 ABA W e T BTk 2 Rl i B IR, ik R 2= 46 an, J& g
(U Ay, 88, AL, T8, AR/ BB R 28 i B (RS ) I (o an i ) s 2544
A (lan—Fh s 2 B LU 259 A a0k SR, BRI 24, Dl 6542 254, DLt i), Huk
PRI 259, e 01 254, UL K 3R 97 HIV @GR ATDS (1259 ) s B & Sre s (Flan
H & RBEER ) s/ BOMEFFEAR . Irid 25 &9 m] LR AT 2, 4 an < AR % X el
(S

[0013]  7E 55— 5Lt/ &, Prik ik e s 7 rid 3 2 /b UM RIT 2 — AR F K
Wik S HO-1 R 1 s fE R F AN A B4 HO-1 sk LU HO-1, AL %%, i
G, BRE N, BEREA, B, L (desferoxamine) BYAE T HE 25 WA S W4 251%
B W K CO MR  — e &6 ST BB I 2 M 259 i &

[0014]  FE5—SEHE T b, 8 (BRI RIER T ) AR HFAR (g e m F
AR MR, MUMIETER v, B/ SR G IR I B

[0015] 3T I, AR B ¥ S vy BB s 3 R 2 18 T v, A FR DA D IR (% e iR
A G BRI EF (FIAnS WA Ea 808 B R SRS &f — Sk =k
(R AR 525 4 BT I s U AT IR 25 48 OB T80 HA SR LB B 3 — S AL AR I 34
53, UL KCOR BT i 28 3 2 g T2 EE, TR BB T — b i i 2 2 LV T B E IR .

[0016]  AS B oy — T ¥ O & AT I T AR an RS AR I 7 7%, Bk 77 1B 6 4
B EHFA (KA S F AR SEBUN R ) 1ERE ik S & T EHFAR, A
TEREAT 120 BRAT, 18], B3 LA A B i 28 W N A2 DA ALK AR 2 AR 4R 1 mT e A ) 2 1) — 2
IR AE o B B CO L8l 28 FH TG 97 s IR K 2599 , 4] 4n A4 s AR 259 H i R i
[0017]  ARILW FIGIT BA S BARHTFAM / s8N ER SEW R (AL
PRI BRF AR / BN R FEOF 28 ) EE RN T7E . iR ik ass e Ba
BT B R TR/ BN B R R E R IS, S G 7 IiR BaE H R 2L
BRI 2SN S 25 TR B3

[0018] AU BHIEW W75 I 2 25 (9 an -2 259, 9 an e i, R 2 12, X &
Wk by, R B £ T ) 25 25 BB I 7V iR I i iR 2525 25% 165, FF
TE25 25 iR 2590 2 1, SR B8 DA B A B v 7 B ads 2R 5 () I % PR R4 ) — S A B 1 2454
HEWEIZEE .

[0019]  5j— 7, AR EHTRAL TS B - R4 CO RIS o PR B A KIS
PR R TT 8 B R IAR2E . WIIRBIAN, Pk B 4838 w7 A 3R BHZ SR T] LU S
KI5 (RUHEEYEZ4)) B an%T Sl My e & 45 25 B3 AR AE . CO MR LS &R
&, 585 MHENEATRSE, 88 55 AN KRS . CORMIEIREW P Ik E T LLZ 2 b
#70.025%, ltn & /041 0.05%,0.10%,0.50%,1.0%,2.0%,10%,50%, 5 90% .

[0020]  ASBHIEIE e CO 1R il 45 va T PP i R I 25 b & BTk 25t m] AR A
KPR T TR 9T7 A B S B R R E I N 715 ik 2590 ] LU AL
AT 2, A A s =4 co HEY).

[0021]  BRAE S A BRIE , ARSI ITA FEAFIRF 2 ARTE B A1 & SCHUAS & B B g 0 4 ) 34 25
TR N I8 P B ) —FF o 38 B BT ER R RHE T S il (05 H R BN S 1 5
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AUEP Rt R ] F AR A B SE BRI o BT AT 28 O HH R, & R R, SR, R e A S0 de
BRI Z25 SO A SCA AR S AEAS SO RN 255 o WEARAT e, DAASUE 45, A5 2L
B SAEWN AE . AR L, T A S AR 28], i AN 5 B VR D BR o

[0022] AU WA B AN ST S AR AE DL Ui iRk . Ak IR ERRAE, H
R A AU BH A3 ASUR SR A5 A Bl 2 ) L

R 1 152 AR

[0023] & 1 AL, H 275 T HO-1 By i/ U 4E J B T TNF-a /D-gal #1553 1y tH B
HMIFET . CoPP =4k JE bk ;ALT = IMIE N 2 IR 2L B s TNF = IR SR IE R+ a o 4551
WA 6-8 HU/NR / AHI{E +SD, *P < 0. 005,

[0024] [ 2 Z2AERE, H ERAMNEME CO B b T4 M T TNF-a i S it LA cGMP/p38 &
PG I 77 2R NF- x B i A AR 1 77 O B4 BB AR T, CO = — 5kt sAir = N
S INE =B ERFER 7+ @ ;BAY = BAY 11-7082 (i NF-x ByE4k ) ;Tx B=TxBa (i
1 NF-x B 3% 46 ) ;0DQ = 1H-(1,2,49)- & — M Wk JF (oxadiazolo)-(4,3-a) W I8 I
(quinoxalin) —1- M (UEHEME S HIRIMUEFNEIY) ) sLac—7 = pIEP-Lac—Z (IR EXT ) .
g L BN R DR AR ) = AN E R FLIEE £SDEP < 0.01) .

[0025] & 3 JEAEIE, BandMEPE CO Bk ARF4H ez 3] TNF-a / ik B 3 D (ActD) 5%
M IR BT . CO =—45AM0BK sAir =Z WS INF = INF-a /ActD. iR ERA =K
ATARIG I Z FLFIIIE £SD. *P < 0. 05,

[0026] & 4 AL, o Mg CO - EUH-4H Mo b NF-x B F3E AL N . CO = —% ALK sAir
=2 WA BAY = BAY 11-7082 ;CM =4 s Al iR &%) (TNF-a (500U/ml) , IL-1 B (100U/
ml), LA K TFN=6 (100U/ml)) o &5 7R A =M R8 E AL AIISME +SE. MXF 28
S *P < 0,001,

[0027] 5 AR NI IR B e B, B T AMJRTE CO 153 NF-x B % )£ LA J& DNA 25
A BRI, X 2 E i KA 2 A (EMSA) e 1. FP =JiF 8 (free) #EF (WA EA,
G DNA 454 ) STOTAL =WAPUARA R (supershift) [ NFx B i,

[0028] & 6A-6C =4 id e Yty (LUK p65 (K4 Motz 2 Ar ) 1SS AT 40 B f) 4ok e A
BoR THMNEYE CO FEUH 48 b NF-x B F3EALIE . 18 6A <25k T2 4. 15 6B
B T4 MR 7 YR-54) (TNF-a (500U/ml), IL-18 (100U/ml), BL A IFN-& (100U/ml)) K
4. Kl 6C :2FE T Co K4, KEIEMAE 6 MARKIME . HE/R 10um.

[0020] & 7 ALK, ERSMEME CO 75T IR 40 L ) fR 47 5 NF-x B O] iNOS RIEH
Ko CO=—%MMx ;Air == 7 ;BAY = BAY 11-7082 ;0M =4 X iR &) . TR
g8 Aok B YRR 1 = A E G LI IE £ SE. AHXT T8 M A< /BAY AL 148
JT &, *P << 0. 001,

[0030] & 8 i& Western EPUEIIE, Brntg Bl ETE T INF- a FHLL, 75 CO 4775 T ¥ 41 e
TR T INF-a , PR -4 e rh iNOS SR AR IEH & 5. INOS =m[iE R —F LA Gl
CO =—%5ALHK sAir = W25 INF = INF-a /ActD 5 B - WIEhER A =X & H . bz
ERARER =R

[0031] &9 A, Bon iNOS TG HEB A /N L (inos™) HIBT4H ML AN 32 £ CO 414 TNF- a

5



CN 1668314 B WO B 4/20 5T

S AET . CO =—% ALK ;Air = 3N A5 ;TNF = TNF-a /ActD sinos”’ =
iNOS Hll /N sL-NTO = L-No— (1- W20k 43 ) 2R —2HC1 » 25 5 B g VYR M AT 3K 56 1)
=AEELTEE £SE. AHXTTHE INF/ActD Fi CO/TNF/ActD— AL B4, P << 0. 01,
[0032] 10 AL, SoRFMEMEZE T 1) CO BHAE /N FLH TNF-a /D-Gal 5 F HI 4540 o ALT
= S AR L ;C0 =AM sAir =BT K. G RERN 18-20 HUNR Y
B £SDo AHXT T2 SACEE 40 L, P << 0. 001,

[0033] P& 11A-11H 2 A & 10 S A REAH , s AR PR 45 57 19 CO BH1E /)y B P TNF-a /D-Gal
FHIT . B TIAFT 1B <43 700Kk B /S BRI AT i 8 8 T 25 N 285U CO, FF FH 2 AR
(haematoxylin) FIEH4L (H&E) Yeff, B 11CH0 11D 4 TNF-a /D-Gal AbFHJi5 /) BT BTAE S
G 2R T E W AU CO, FfH HEE Hefi. ] 11E Fl 11F ¥ TNF-a /D-Gal Ab3H J5 /)5 BT
JHAE it i) 2 T 28 N A AU €O, FEAT LGS 8 LIRS I 75 AL 1K capase—3. 8] 116G AT 11H <4
TNF-a /D-Gal AbBE Ji5 /)> bR HEAE & 73 il 228 i T 25 N 2 SO €O, HLFH It 4800% 1 IR A v % B
B F 1 dUTP Sk R ImbridiZ (TUNEL) AT 44 6. P EGE Rk B/ 4 K/ AR
15-20 MU v / P RARER Y o FERIR 20 wme

[0034] & 12 /2 Western ENIERIK], Bon B EE T TNF-a /D-Gal Ff IR CO AbFH ) /) B
FFE7R iNOS & K38 0. BFAE M =B AN 5INOS™™ = iNOS BREAI /M L 5C0 =47,
LT sAir =2 PS5 INF = INF-a /D-Gal 5 B - Dl A =X BEH.

[0035]  ¥] 13A-13D & A ) 23 A, B/ B8 8 T TNF-a /D-Gal FFHIWR A CO AbBE K
ANERF 7R INOS BR E ARG . P 13A B8k T SR/ UK A . ] 13B < B R T
CO /MR e 8] 13C B2 E5 T TNF-a /D-Gal FIE WM/ IFFE . B 13D -
F T T TNF-a /D-Gal F1 CO F/N AT RES o B BT7R A 6 HUSZ sh )T 6-10 AN
PR/ IERE S I AR RS R HEROR 20w me

[0036] 14 JEFEE], B8 CO 7EHZ iINOS Thit / RIAR X & A Ry 1EH . L-NIL
= L-N6 (1- W2 L5 ) - #iad iR - S &Y (INOS WIIEFEME I ) 5Co =—% ALk ;
Air == NZS ;INF = INF-a /D-Gal., g5 R ERNK 6-8 ¥y / ARME £SD. AHXF
CO/TNF-a /D-Gal DL R =< A1 CO X f, #P << 0. 01,

[0037] || 15 /& Western ENEERT K, R A CO AL/ BRI IFAEAFAE BB 2 TNF-a /D-Gal
i34 SR HO-1 [ IERE . CO =—% 4k ;Air == =K ;TNF = TNF-a /D-Gal ; B - Il
FEEA=ARED. &M AR R .

[0038] & 16 /& Western ENIZEf B, R BH U SR T L-NIL 304 iNOS, CO AbFE /)y B AT AEAF
FEBER K TNF- a /D-Gal B34 7~ HO-1 [ERIAHE . CO =—%4bMk ;Air == S 5TNF
= INF-a /D-Gal ; B - PIEh & =X & T ;L-NIL = L-N6 (1- W45 ) - iz - —
A Y (INOS HEEEEIEI ) o BRI AL PRSI IS AR RS L

[0039] [ 17 2 4EK, Bor CO 5 1 HO-1 PHAE/N A INF- o 35 S I FHR4%G . ALT =il
THEN 2R ZIEH R Air = WS ;INF = TNF-a /D-Gal ;Sn =8 RNk (HO-1 il
Y)) sVP = V-PYRRO (AL ALK ) o S5 RKIRN 8-10 /M / AHIII(E £SD. AHX T CO/
TNF/D-Gal AbFEF/NERL, *P << 0. 05,

[0040] [ 18 2&AEK, Bon HO-1 (19 S B7 IEAKIE T iNOS y& PE 1) TNF- a i S AT 3 .
ALT = MG N 24 IR 2 FEFH AN sAir =% N2 ;INF = TNF-« /D-Gal ;L-NIL = L-N6 (1- I

6
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AL CHE) - MR - A SN (INOS RIEEEPEMEIY) ) sCoPP =4k Jnkupk (HO-1 1115
M) ;iNOS”™ = iNOS BREEKI/NEL. 45 Ban ok 6-8 FUNRL / AIE £SD. ARXS T Adr/
TNF H1 L-NIL/TNE, *P << 0. 001,

[0041] 19 2 AL, 5o HO-1 R I8 42 CO i IR ER (B b/ U 40 i el 1
TNF-a /D-gal [R5 300 IR MOBET: ) Pras ). BPAEAY (AL ) = MEFAEAY C57BL/6J /)
B, 23 5 PR 40 L shomx—17" C (AR ) = A\ HO-1 %R Bl AP 20 35 % P 40 i, 5CO = — 48 AL Air
=ZEHN T INF-a = INF-a /ActD. AHXT T CO AbFH it (I=E TNF-a /ActD AbZH i) 41 fig Fi
TNF-a /D-Gal AbFERI4H L, *P < 0. 01,

[o042] [ 20 21, B 2R HO-1 R 2 CO 3 S iRy EA (B b/ U4 et T
TNF-a /ActD i i HIL4EAET. ) PRI . BFAERY (BAE) = MEFAERY C57BL/6J /)
B2 B A4 shomx—17"C FAAE ) = M HO-1 5 20 5 (B IT40 B sSNAP =55 (s) - T7 A
B -N- Ok - F R NZ NOfIHAA) sAir == 5 ;TNF = TNF-a /ActD. AHAF THE INF-a /
ActD KEFEF 40 AT TNF- a /ActD AbFEt9 ] NO AL FRLE f 40 i, *P << 0. 01,

[0043] & 21 ALK, WoR iR T CO M/ WA CBRZ LM S I« ALT =17
N RAIEEREE Air =F TS APAP =X ZBREIEMY . 450 Bon ok 4-8 FUNEL / 441
Y{E +SD.

RZIAAE

[0044]  ASCRIE “—%ALr” (8 “C0”) b TS0, GRS, BUE R T K%
W T8k, AUHPARE “—SmAGY " 8B & S mAa &Y
TR 4525 838 F / 8ds B W 58 — SR KA BR A G . W iE= T
(practioner) HIIE{EH AR, RIEFTAE X 259 A S D, 40 an =<k, g, B3R
WARRITE .

[0045]  ASCRTE “HRE” M HRMIGTT” fa— BN Y (CRLHE Stk B 1t 25 25 DL S e
WIMBOESN L2 ) 52— EEUREN %0k, TR BEBORk EELG AR A H K
RO BAE S RS ST R AR . AR B BT A R ) S A SR 9 dn YR R B
G 2 AT B, IR 2R, B BGE FL e R 6T AR &

[0046]  FESARMINE LT, B E M CO M H EZ 0. 0000001 % F £y 0. 3% & & 2 [7], 4
1 0.0001 % 212 0. 25% &, YLk CO a2 /b2 0.001 %, 52> 0. 005%,0. 010 %,
0.02 %,0.025 %,0.03 %,0.04 %,0.05 %,0.06 %,0.08 %,0.10 %,0. 15 %,0. 20 %,
0.22%, 87 0.24% H &, PLk i) F AR, 4] 400.001 % 225 0.24%, 29 0. 005 % £ 2y
0.22%,%0.005%2270.05%, 27 0. 010% 2|27 0. 20%, 27 0. 02% 2|27 0. 15%, 27 0. 025%
F270.10%, 5047 0. 03% F 47 0. 08% , BLZ] 0. 04% F£) 0. 06% . IEKIAE CO IR KITE I
T, B EREAEL 0. 0001 FZ) 0. 0044g CO/100g HIE , W W12 /1> 0. 0001, 0. 0002, 0. 0004,
0. 0006, 0. 0008,0. 0010, 0. 0013,0. 0014, 0. 0015,0. 0016, 0. 0018,0. 0020, 0. 0021,0. 0022,
0. 0024, 0. 0026, 0. 0028, 0. 0030, 0. 0032, 0. 0035, 0. 0037,0. 0040, 5L 0. 0042g CO/100g /K%
Vo A3 TS B FE, B 1249 0. 0010 FJZ 0. 0030gC0/100g A4, 21 0. 0015 FZy 0. 0026¢
CO/100g YA, 5 2 0. 0018 2%y 0. 0024g CO/100g VA FNERIKTP= il B B AR AR 4 IV FH )
18 DU AT A FH X ey [ S ) =
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[0047]  ASUi A5 BT FHARTE “ & R AR 3 A< i ISR AR i 7 V20 AT Va7 i 3h 4, Bk
AN AW S BN o ZAREBEREEAR T I, Flan A, e R, HE, b
v 2R s K B A, IR, @ B 28 5, 0 A, 4R SR =R . ARSORIE “IR9T 7 2R
WEGZ BB I R A, S, TR B AA A i (i ) IR se )

[0048] AN SCATE “JF 587 a2 AS A O AN I AR T, 78 30 48 BB DU R9E 830 7 REAE 1Y
P o 2 0N R~ 0 455, 490 an 8 4%, W B AR I 28 00 5 I I gy, in R A, SR, TN, T
Y, G RFN P R I 58 0 5 10 R G 5 BUE R SR, 490 G R R 2 (A, S E, RO
Z B, X LW SNy, R, AR T ), fEg R (MW SRS ST R ). R
WFEFARAGEMHEEES . e SEUFRNAYAER (B, FEEHIR) 558
Il Feldman :Sleisenger&Gordtran’ s Gastrointestinal and Liver Disease, 8 -t hit,
i) 17 % (Liver Diseases Caused by Drugs, Anesthetics, and Toxins) ATiA, H 4 &
WHBEESCHEANSTE . XPSEH R, (HART, B2 ERNRZ 5, B2, fla
KB RS (B2 E 25 R 5 B i (g F o g M (sul famethoxazole) il
AR IE (trimethoprim)) s M1 & MEIE (sulfasalazine) ;7K1 B8 3K (salicylates) ;
XA g (disulfiram) ; B — "B b Jig B8 B ), ) 41, B5 T & 7K (acebutolol), $ir D& /K
(labetalol) FIZEFGIK/R (metoprolol)) ;4% 1f i FHAFF, 4] A K Ho~F (nifedipine), 4k

PR (verapamil) Rith /RS (diltiazem) s & KM EHE (retinoids) , i 41k &

fig (etretinate) ; | BRIW I 2y, 4] 410, B3 T (oxmetidine), LR T (ebrotidine),
POk T (cimetidine), fi JE 8 T (ranitidine), 538 M (omeprazole) Al i 5% 4
1" (famotidine) , AL # % (leukotriene) 52 1445 Hi 5, B 41 4L & M %5 (zafirlukast) ;
TUH G5 AZ 25800, 150 B0 A 1 AL PR I 2 5 0 0 B ), 51 ot I R A, e B 4 T 5 90 RBE M, A
fH R P 5 BB PR 9 25 405 451 T W e i 2 (thiazolidinediones) , 1 4 i % 51) fid Fi1 2
W& AU s F T30 97 02200 1 25400, ) i 22 I 254 (neurlepticagents) , FT AR 2
() 4n & PH YT (fluoxetine), TH % W] (paroxetine), J7 #775 #r (venlafaxine), {i M
Wi (trazodone), & KA (tolcapone), MIZ% LM (nefazodone), 22 iR 24 (4] 41 ff it 1H
(alpidem) , MEILIE (zolpidem) , FIA Al PG 7 (bentazepam)) , LL K JC & 254, 1t s Y
WA (tacrine) , BRI (dantrolenc) , FIEME (riluzole), BHLJENE (tizanidine)
MK L (alverine) ;32K [ |7 2K 5T K 24, 4] 40 ¥R 55 B IR (bromfenac) ;COX-2 i
Wil W) s G B2 BN N 42 Wi BB (cyproterone acetate) ; K 9 i K (leflunomide) ; $i il &5
), 4 a0 AE B PR (fialuridine) , 1 75 ¥ 8 (didanosine) , LU AR 5 (zalcitabine),
7 fth K 52 (stavudine), $z K K & (lamivudine), 5% £ K & (zidovudine), Bl % F
5 (abacavir) ; T 24, B G fib 5 8 55 F0 F i W 0%, 53 0 (recreational drug),
U1 A B, 2K B F 2 (phencyclidine), #1 5— F 48 3 —3,4— WP FF 22 — 460 06 40 JBR 2% ik
(methylenedioxymethamphetamine) ;L— K 4& Wt 1% B ; ] 5 b % (amodiaquine) ; ¥t
Bl (hycanthone) ; bk i 51| 5 41 W1 % %t (halothane), % % £ (enflurane) F1 5 3 Mk
(isoflurane) ;4EAEZ, B ANYEE 2R A s DL E AN / SRS 32, f91) 40 ntk s J W A= 00
(pyrrolizidine alkaloids), kK HHE*E B (Amanita phalloides) i H. B BRI KB 2L,
&% (aflatoxin) , fifi (arsenic) ,Bordeaux JR&4) (ARG K ) , LM 54K (vinyl
chloride monomer), VY5 L% (carbon tetrachloride), # (beryllium), — FF 2 A it
8
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W% (dimethylformamide), — A FE P Aif % (dimethylnitrosamine), methylenedianiline,
W, 5 Hi (chlordecone) (Kepone),2,3,7,8- Vi&l - & JFf (dibenzo)p— % (&) &
(dioxin) (TCDD), VU4 &%, UG £ 4%, 2, 4,5~ —AEFEFA A, 1,1, 1- =& L% B HF
25, LA R O “HLZ)”, AN R 2] Fr iy (eugenol) o

[0049] 2 KPR BRI o7, A R, B ANIE, AT/ BUsyE (B2 / BIRS &5 ) o X
JF 98 SR R HE R L, )40 The Merck Manual of Diagnosis andTherapy, 17 i, 2 42 &,
Ay, B A4 T B A Ay, B 40 T, FIER 4 30, HAWWN RS EAR T IEANSHE,
[0050] AL Jifi N 3L AR, B Pl ok AR A L R0 AR AT 7 VA W B SR 4R, 49 Gl
ik, PG G A 50 o ) I T R 2 SR A A I (ALT) 7K1, MR B IR (AP) ZK-F, FIAHAL
FACER VPR D fE

[0051] A& AT BEH IR 2 A MR JCEL AT A S B 52 26, 32 B PR A A8 H IRAEART JH 4% R IE
P ARG, gl CLIF AR TR PRIG T o “ B0 B8 7 AN B, 40 dn gl I 28 s B3 i L (1) B 2, B0
SR AR ST IR AR AR 95 AU A A S BT I 1) i 56 DR 3R A4 () o g B T I 1 25 ) i) AR
T o FALRIN B IR, B A8 o e D RS R i i B B R

[0052]  {EfTId B B2 W B 98 s I RAH S RARAT 00 , s 52 oA B (AT
5iZ 83 BRI BeMEE AR fE s R &= (I an ik B i 48, IEAE, BRI 2
o TR PR, 490 G R It 2 et SR E Ry ) AR, BRI I R A AR €0 452
ZEF . BE PR CO I BRI LA 10ppm 2 1000ppm, %140, 29 100ppm F|Z) 800ppm,
£y 150ppm FJ%J 600ppm, BZY 200ppm |2 500ppm. YL I EE 45, 4141, 29 30ppm, 50ppm,
75ppm, 100ppm, 125ppm, 200ppm, 250ppm, 500ppm, 750ppm, B2 1000ppm. ] — 48 A0 Bk [7] Wy
RS R . WA C0 41 1,2,4,6,8,10,12, 14,18 5% 20 K, 53 20 KL E, #iltn 1,
2,3,5 806 ™ H, Bl BRI PR B F S W A AT 5 SR . 7E45 € BIRELN , CO A 4 K ik
Breh 2, ai IR Wres 24, AN B R IN CO — IR (i F ik 2 CO) , BB BRI NS 23 /NI,
Bk 20, 15,12, 10,6,3 5% 2 /M RER, 805 1 /MIRER.,

[0053] LR pTid iR T R 259 () an Rl B b J7 B 9T ) AT V69T, Pk g ]
CATEZE 25 Pk 2592 w1, IR AT / 8ELLE AT CO (/< 4k co 4h-&4 ) BHTIRIT . fltm, v]
W CO (R Wy B 2L M 25 24 Tk B8 3%, ZS 25 iR 2501 0 3] 20 REDHFSG ( A 2 M2y

T, 7625 A2 R LAAT ), G0 T 45 T Brad 45 25 i 2 /0 29 30 43 8h, 2y 1,2, 3,5, 7 8L 10
N, BRZT 1,2,4,6,8,10, 12, 14,18 BF 20 KX, 83 20 KU b mIIEBULAN, AT 7EL 25Tk

YRIFIRD R CO A 25 ik B 3 . mIIEBILAL, I fELS 2T iR 259 f Fs CO 25 2 ik fB 3%, 91
WIPE FITil ¢ 25 5 ST 20T U, FRak ek Wtk BREF S5 25 1,2, 3,5, 7 8 10 /NI, B4 1, 2,5, 8,
10,20, 30,50 %60 K, A& HHh, 5 E 5 30 B i g A 75 2245 25 CO (191 =4 ik -2 1 24
V)M B AR R T BR B AN T B )

[0054]  Hl& SR AW

[0055]  COZL&4n] UL Sk — S A A &4, 7T T Ak B 1 77 v 0 B 46 <1k
(compressed gas) BUNET1AE (pressurized gas), W] BAFFT R RIFESRAT , FF o] 4746 T1E
PR S S ARAE IR A SRR 3% (vessel) Ho B, IEGEEOIN SR ] LA BTt
F R4 S A8 SR IE AT o A SCARTE“BE R [k, 1RIE A48 A SO & LB
(A RO AR B 9 5 v AL — A B 9 i SR B, WA BT e M i A &)

9
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TR AR (1, CO, He, NO, CO,, 0,5 N,) {E[Rl—248 N, Bk NO A1 0, ANBELRAFAE—EE )
ke PR, AR BIHITE AT H 2480 BRI R4S AT . a0, a4t & sl &
HEARRIE — ALK B2, LN Bl d 5 = A e RS TP R AR
Hr s IR LS A0 5 4 BV AR, R4 R BUER TS S A AR E LR
Gy /T

[0056]  ARPEA K B4 25 i ISR B8 SH 0% 212 79% EENE, 4 21% 2
21 100 % F 8 1AL 0. 0000001 % F 41 0. 3% EE (424 TF4) Lppb 5{ 0. 001ppm F| 4
3,000ppm) ) CO. LA AAGHTRARLA 9% ERE, A AELN 21%HEE, H €0
w2 0.0001% 329 0. 25% HE &, CO &Lk Z D2y 0.001%, Flan, 22 /0450.005%,
0.010 %,0.02 %,0. 025 %,0. 03 %,0. 04 %,0.05 %,0. 06 %,0.08 %,0. 10 %,0. 15 %,
0.20%,0.22%, 87 0. 24% E . CO ML TEFHEL 0. 005% 229 0. 24%, 29 0. 01 % 2|
270.22%,250.015% 22 0. 20%, £ 0. 08% 22 0. 20 %, F1Z7 0. 025 % 2|25 0. 1% FE &,
R BRSO, TR (a0 — R R ) T RAA ST 0.3% (flhn 1% 85
5 ) ) CO WEE IS AE CO A5

[0057] W] A4k CO AW LT CO MR HIIFEE (atmosphere) o L IE H7KF1 CO
SRR @ an UL 77 0 A RIE S AR CO R BIIN R E HI AR, FF g ik
IS AR M AT IR 525 PR EN/NE (chamber) B ] P, 76 1%/ 55 800785 18] N T B8 46 CO <
REIAET . T IEHE, BT IR SRR B R T I A 122 AR WP 1] 252 B I I A P ok B s v AR B )
— AR T A PP [ B BN I AR A AL CO AR IR, AT 45 2R O IR
ME— & 55 T B W AKCP 1 Co N

[0058]  FRJEHT CO FZK -] 8 ik AR 453k U N () A An) 7 VA I S e o 3k o v A B HL Al
SRS, ASOAE A S TR PR (R 3 VB AN, B R, R Ik 5 MR R I FLA A T v
( W, ] 0 Sunderman 2%, Clin. Chem. 28 :2026-2032, 1982 ;Ingi %%, Neuron 16 :835-842,
1996) » W5 J7 7354 (sub-partsper million)CO 7K F ] 8 i 451 4, /< AH (21 F0 J5C5 1k
[F A 22 B . AN, ASATIR 2 40 W —ppm Y8 Bl Y (1) CO ZK 7 AT o A 20 A0S 1AL K 2%
(midinfraredgas sensor) 7¢ 4= 4 4 230 b #6 30) ( W. 451 &1, Morimoto %%, Am. J. Physiol.
Heart. Circ. Physiol 280 :H482-H488,2001) . CO &SI AMAAG I AT B £ Fh i Mk kUi
B

[0059] | AR &

[0060]  CO 25 -E Mt nT LIE K CO HAM . AR I8 i A< Ak L 20 IR A5 <A
TWRARI 7150 CO 454 B, Frik A&mT LUE T Prig i “ o, I B 467 - 2 T4
Sf1) CO ik, Ml H — A BT, BRI A CO R RI P 77 WKL I3 — =&t 1, €O <
AR EE" N (bubbled) " VAR, HRIE A CO LRI 75 WKL . WEAR T-245 8 /K
RS CO S B B I FRA T B o 75 55— S, 18 B AR T s v Uy B
4 (tubing) , ZEHERGALA T CO MIMEE (R A infRSMEAE G485 (extracorporeal
membrane oxygenator) II{Y#% ) HHIsiT. COF BudE AN AR AWk CO HED .

[o061]  fRW]HeHh, XA H T-5 | NiGsh ik W I AR &9, A4 5 | N shW ik i, I8
HNEZL Ny 3TC o

[0062] VA T] LLJE AT R AR N o AN AT AT 8 5 25 24 SR IRk (20, 461 2

10
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Oxford Textbook of Surgery,MorrisflMalt%,Oxford UniversityPress(1994)) .1,
BT IR A A2 KR o VR I S A9 B IR 3 2% P (1) 3R /K B (PBS) 5 Celsior™, Perfadex™,
MR (Collins) VAV, ¥yl IR HhVA VAL, AT HE A K (University of Wisconsin) (UW)
W (Oxford Textbook ofSurgery,Morris fiMalt %, Oxford University Press(1994)) .
TEA R I — AL 7 20, P U s IGWE (Ringer’ s solution) , 4, FLER #hAK
6 S, BT AT S NGB R LR . 78 5y — Sty 87, VR B 8 I 9, 48] 2
A,

[0063]  ATAR[E A VR AR AT I I SR B VAN 20152 0 1 CO e B . ml ik, W FH 48 e 4%
il 5 25 2 KB CO B TRHIE . PR IAE H H A 5 CO 2 M 3G 32 K10 SAEANIE TR T
(RIS TEAT DN 52 SRS TR B AT RGO A2 il o P VR VR 281 B 75 280 B IR R AR X 28K
o

[oo64] A CO A AWIBIT B

[0065] W] FH A4S L 0 R AEATT AR/ BB PR 25 25 G 5 i A H — AL A &)
BT . RN GV G 22 R, BUE OE B B R R . ARG SR
RESE—E AR R G Hhes 25 583 (] aniB ik NN/ B , DLACKE i 41 &) Jm i3t
er i B E M (i 2GR .

[o066]  FEGrhiFik CO

[0067] Ak CO -G W] R G Ihk 4y B E , HlUmS W o, BiE i 2 B R IEE . X
1A CO 41 & 4y 200 A Ik A B B S R N il P 4 24, A P CO AR 25 o e W i 38 8 2 () I Y Y o
BT HESERA G T P RS E Y (CO) IR EEA 3T CO BRI, 40 Af, KgFHEH (il
T IE TR ) R DR ARG A E RN R AN E R R . N B AR, AT BAR
A5, HARIIFE 5 2SR B A A 75 B2 0 S it s B 2 S 25 25 RN D2 IR 1 17 it
N [0 3R AT VR 2, Ty L A7 3 1R R 3 ] S 7 19 A ) T AS A2 Ay BIR o) B S SR IR 28 W 1
B . PR ESIR T IR U EE CO SIS R m R SR I BE R TT . AR IR K CO [ 2,
NSRS 25 2, BT iR 25 25 77 XA 0T 90 i I 6 B P s ek B RF stk . CO I AE 2 LLYA
7 1E I s PO 25 B 22 BUAE ) 2 RN I — BEN TR Y (B AN B N 2 24 ) Jdakes .
[0068]  LLR 28] ] X 45 25504k CO AL-G- It 7 i A2 iy s 4]

[0069] MREIEHL (ventilator)

[0070]  WIMYEEB 2K CO (Rl Z MUK ), Brik CO 53 s e S AA/ AN EREG
IR AARPRHERES (B30, 21% 0,,79% N2) o Frid S A& R 3AE R N IEYE (non-reactive) [,
AR B 7 i B I TRl e (83 10% ) o 7EB Berh, #fle 20 i ad ik
BRI, AR AT 2 H5EAMEHN TR E A (blender) WIRA, BRI K ppm WKL
(BHAZIL) o BB PP NSRS, PRI T AR 8 2 i &7 S R B R 7
TR . WL (RIPPIGE SR, MR E 5 ) SRS R 1 AN B
2 P i = AR B BB iRE AL (fail-safe mechamism) WiH/EIEE R LT
AR CO 7K AT I 5T LA Fa bR AT Bl < (1) &k i A m] 0 ik A L 8 - (COHb) ,
AT, (2) MRFIEALON BB WA (R IF H COo AIARYE AR (R4 BORICAIAR I CO ik . M1
A, BV 100 % B UEH COo CO AR AR 1T, I ERIR 2N — 34 # #4k,
J CO,, LA Z DB J HRAEIE o CO W] LMUEAT A1 0, 184, BLIRYT PRI IE CO A

11
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S 3R 5 AR AR

[0071]  [HEFI%E (Tent)

[0072] &4 CO B UARIR-E YN Lak 77 v 4, AT e v B8 I ) B sl e sl e N o TR
RS AT AR, Jf i ik ] Fp 4 BN 100% 19 0, BEAT 38 . 1T A 8 35 BB AL i 76 i =2
B BYE L BRI R CO 7K1, BTk B Bl B e L AT 7 1R Nt vk B2 1) €O

[0073] (@5 A#S (Portable inhaler)

[0074] i Hs CO W] 4k A N A 485 AW AN 2% FE RN 28 3 v & 1 55 1, 490 G A A AN B 16 52
RS2 R BPEIRYT « AR EERY CO BRI RS b o A v i 8 FOR A o — %
S 11 & B MR CO /Mgt (BIaET 5ke) , MATIRE 1+, BB R PR FRvE 7 S0k
BB €O,

[0075]  #Hfik N A THfi (Intravenous Artificial Lung)

[0076] Vil Aidik O, FIERR CO, N T (T iy b AR AS e ) R 280 nT AT
CO IR LXFEMANG, BN T —HRRHRIK T 7] R G162 P T FE (1) CO Bes Hoad ik
B R AL o PRI ] DL RN TR P SR 18 R L CO 3137 A s 1) 4 €05 36 JHF 1) =3 8
B (IR R BEAE I L R R AR ) » B AH TS R I TR) P 2 2 T IR FE 1 O ( DL
40, Hattler 2, Artif. Organs 18(11) :806-812(1994) ;1 Golob £&, ASAIO J.,47(5) :
432-437(2001) ).

[0077] IE#ESJE/M=E (Normobaric chamber)

[0078]  FEFLLCSGHLT, 75 E00G A BAR R R T CO. SRAE UL T 783 CO 25 At , Hirp
CO IR AN AT B 38 18 G RS, B 1K 18 i ] 52 IR S B AH AN 230 55 W3 Ak T 2 i
(ITE R o SER TR I, 2SS (B, 21 % 0,,79% N2) o0, 3548 F CO 4r Mo /3 Bk
it EMRIETE SR VF 8 B T 2 B R G AT A (T CO 17/ o

[0079] R VEERIEA A CO 41 EY)

[0080] AR BHIGWS Ko, nI = ARAL 1 CO -G WIM/KE M T Rt 1645 838, Bl an O
AR/ B B AR RN 9 G d i KN, K Y, IR P A/ BT o 4, YA CO
HAYD, W CO VLR PIRRMS RISV, & n] Dl 25 B R 80 B R i B mlIE s b Ak, #
CO Bl e A 4 (BT ) I nl v AN AR

[0081] A HHIEW K W FH BeAg i3 26 W] FH ) CO S AR & sl 74k CO ZH-&- i) 50 2 1) il 551
(i hn O BEBMERS , FLE , BB, BEFSE R ) o

[0082] f#H—% T o BT REES
[0083]
Gy o UVARAE YR I AU U R SRR SR AT v, BB R .
wn, RN s e, AR = AR I8 3N R I s A B A A (L A Oxford
Textbook of Surgery, Morris Fl Malt 4, Oxford University Press(1994)) ., ZZxEEI
BRI T V20T L T — 8 A &) BB n 25 B B

[0084] Ak CO -G tn] Jmilen 25 A F . AT I A6 4] 8 A4l AN 1)
AP IR AR LG 25 B W TV 2 o FISRA G —HE A G BRG 251F. J8Ak, 1
WIS A HEAAET CO 1) 3R /K, P CAE IR IR AT AR B N SR IR o ke ks R A A0
7] A TR A — AL ik A & W B2 25 S8 1 e A, iy 22 2 nT DLIE it 4
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AR —E AR 2L A W AE TP BE I B — 573 Sk 3547 ( WA U1 Oxford Textbook of Surgery,
Morris Fll Malt %%, Oxford University Press(1994)) .

[oo85]  ifn 21 Z Al —1, Hop A0 G W DL R Py (R I R A B Y

[0086]  AXSCIE Y e bl [R]— STk 1) 25 241 5 5 R A ML 41 3 46U —1 (HO-1) o 431 it
HO-1 W LAE S8 80 5 B R KRB RN 3o ASORIE “55 57 $8 40 A 5 g b 2 1 11
WIS PE (B anEE 2 ) B, 38 gy B AR iR sk A 2R, 4 sRah i 4n e b Bk e e
HO-1 (A= B4 I o

[0087]  HO-1 W] Jd et A & A AT 0 0 AR 0 VR AR SR R N5 3o 91 4 HO-1 1 7™ A2 ] 3
SRR Z (hemin) , kRO, S0 R nMRES T B APARIMLZEE (non—heme) i3]
AR E SR, M T, R, — S AR, COCl,, W& 2 AR 5T 3 2135 § HOo-1 K ik
(Otterbein %%, Am. J. Physiol. Lung CellMol. Physiol. 279 :L1029-L1037, 2000 ;Choi %%,
Am. J. Respir. Cell Mol.Biol. 15:9-19, 1996 ;Maines, Annu. Rev. Pharmacol. Toxicol. 37 :
517-554, 1997 ; #1 Tenhunen %%, J. Lab. Clin. Med. 75 :410-421,1970) . ZF SEE ALY
PRI R 4] FE 5 5 HO-1, BTl il A S A B sl AL &, B D H IRFE B 4, UV 4R
5 A4 oF 2 (Choi %%, Am. J. Respir. Cell Mol.Biol. 15 :9-19, 1996 ;Maines, Annu. Rev.
Pharmacol. Toxicol. 37 :517-554, 1997 ;and Keyse 2%, Proc. Natl. Acad. Sci. USA 86 :
99-103,1989) . “H{% HO-1 B PRIV A SV 718 O T BB A1 B 5 KN 75 3 HO-1 1Y
WA L5 G, B AnAEfT R i, 4 40 NO, SUs BRI AT 3%, Bk I N ubk, A/ sledgh B
Wtk o

[oo88]  IH i FEEAIFL#% n] 3G I 4n b HO-1 (ERIE . AN SORIE“ SRR $Ril i Shs 45 25 55 K]
(Bl A2 ) 3E e B g s A 2N, s B S V4 e b ) s B AR O 22, Tk dE
0 HO-1 BBk e » HO-1 BBk EE AL B 2 AR IR — Wiy (It /B, K ERES )
M S5 AMUATART G e e o T IE 0 R Y R 3 1 (B an Bl s 75 58 3 ) B4 2V 5+
MEsh+ (Bl T4 R FLUE Ea B3 Fel TR B EB B3 1) K
BFIE . Fmhd HO-1 skt A IE B R RVA T 8ok (9 i 4 3o 55, IR =g, IR A Bl 25
(AAV) , TG i es (BN s e ) , ARz shBidinss (HIV) , DB /ME T (ninute virus
of mice), ZRIH S e, VLB 75, SRARZ i as -1 2L, A8 ) Wt DR, W\ sl
NIHRE 25 A 8 5 B R B o SR, g5 HO-1 BR2 Bk 88 B K JURL B0 A4 R 1 A 1)
AR EE 1 DNA T2, A TR SR b BT 20, sl T iURioks i B U85 24

[0089]  th4b, SN HO-1 £ (A Al ik AU CL AN R ATART 77 vk e 2 24 B o AN HO-1
Al B2, VR LIAE B PR T BRI HO-1 7 VA A 78 B e . BITiR HO-1 B (1]
LERR RN, I/ e A il B 9 TAT RS 82 ( WA, Becker—Hapak 2%, Methods
24 :247-256,2001) FITER IR EF

[0090] Wkl AL, HO-1 HIFEATARE ol iR 4T 21, RS2, Bk, F / sREkEE B ml 55—
SRR G 25 85, VB EBURTT IF 2 . Ak, A% W Fof bkt B LLAMR R S5 6 4
¥ B 28k (desferoxamine) (DFO) , BAT bl 1, Ml / Bl BREREE B, 45 2 8 . AR
I Je ] M AL AT AT X A8 =) B At e (A0 B fE 43 308 ) ) DABIIE / G5 P i iU A%
Ro LIRAEFTY IR 45 25, Blanse OO, HEk o, RIS N, BUE 4R 251

[0001] A% B 7 v b m] AR I AE 28 29 G )5, ¥ CO BTN AR &4 ()
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FET CO HIAL A9, 0 D' RS0 B RS il CO HIAL &4 ) » 49 1 55 —%f (dimanganese
decacarbonyl) , =¥IE " GUET (IT) 54k, & Ee (B4, £ 400-600mg/ kg 2 [A], 14
W1 500mg/ kg 158 ) » th AT DAAEA A& B 5 v o A A B S M 41 4 (1 DL B Ak CO Y 4T 8
XA/

[0092] W] LALAEART 75 K25 24 i Bk AFAT 49 5, 4] G o 1 i, 35Uk P, BR B K A 25 2
IR AW R S SRS 2 A, JE T LU A48 2.

[0093] A IS MIBIEHE CO SATAT IS S ANATT I R T kB &G 45 25 ik
B RIGTT / PRI 15 LB D 45 25 B0m 254 % B TR B RE RN / B o — TR Ek L
EHUREHIFIS TR B R/ SO B E AT R, Bl W .

[0094] DA SEifs] v B T AR & BH B — 384, ol SIS it 49 AN I 3R DA AT AT 7 T PR il AR
iH

[0095]  sZJfEfs] 1 —4F AL BRI SS BT 45 2

[0096]1 W

[0097] % C57BL/6] (Charles Rivers Laboratories, Bar Harbor, ME),8-12 J& K/
inos” /NERAEFER R BI4IE (16 Pittisburgh KIS / %547 ) AR RS,
[0098] 2P ATF R PR AL

[0099]  H TNF-a /D-gal (435124 0. 31 g/8mg/ /M, IR ) 4525 2 4/ il IRPE A 5%
1, — 26/ ER 4% 52 CO (250ppm) , PP NO 14 0,- SRR 1- (nibmgie —1-35) %04 -1-48
-1,2-diolate (0,~vinyll-(pyrrolidin-1-yl)diazen—-1-ium—1,2-diolate) (V-PYRRO ;
10mg/kg 2 NS (s.c.), Alexis Biochem. , San Diego, CA) B4k ANk (CoPP, 5mg/kg,
JEREN (i.p.), Frontier Scientific, Logan, UT) . &N, IABER, 4525 iNOS L-N6—(1— W
RIELHR ) - WE R - A 544 (L-NIL ;5mg/kg, JEIE A, AlexisBiochemicals) 8§ HO-1
NI JE IR (Snpp 550 wmol/kg, R, FrontierScientific) . MEEMN, 2524 (500mg/
kg, FERE N ) X 22 JE®Y (Sigma Chem. Co. ;St Louis, MO) .

[o100]  JHF4H %7

[o101]  /NELJEACHF4IHEE B C57BL/6J,mmk3”, inos” (PEFEHEE) 8K hmox—17 /ML, Wi Kim
SR (J.Biol. Chem. 272 :1402-1411(1997)) o WeER G 1-3 A% FH A48 e .

[o102] 5S4 MAET: / T

[0103] 40 B A TNF-a (10ng/ml) A1 Ji % 2z -D(Act-D ;200ng/ml, SigmaChemical
Co. St. Louis, MO) 4b¥E LA SANMIFET. TNF-a /ActD 4bFE 04 5 7R 78 JE AR T4 e b vl i35
ST, SR TS (L, B0 Kim 2% (J. Biol. Chem. 272 :1402-1411(1997)) . 1# H
CO, NO HE/A& S (s) — EAHZE -N- SR — T & i (SNAP 5250-750 1 M) i / BRI & F8 2 i 255
RALE T4, TNF-a /ActD ZbBE 12 /NS, PR 4 i, 45 g 4e 6, DUTaTd (1d.)
MHE G AAE )0 LB, 45 25 INOS B REPE AR SN I, L-No-(1- W ZE &L ) &%
g —2HC1 (LNTO ;1-2mM ;Calbiochem, San Diego, CA) »

[o104]  FERRIEAE / Uk

[0105]  7E—2BSEIG, M IRPIEE 00k (10pfu/ L) % Tk Ba FNHI4 (Hellerbrand
%%, Hepatology, 27 :1285-1295(1998)) 8% B — F-FLHE EFRE AT BRI L B 2 7E TNF-a /ActD
A FEHT 12 /NI NF-x B3 A6 R 8 ' 35 B 4108 20 73 B VP A, 1 Chow 55 T i& (J. Biol.
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Chem. 274 :10689-10692 (1999) ) » 15 <, %= s Ut B, FIH Lipofectin™ (Invitrogen,
Carlsbad, CA) # 40 Jfd F NF-x B 52 /& #4) i 1K (pGL3-kappa B ()t 2% W, 100ng/ {L ; Hl
pIEP-Lac-z0. 5 u g/ L) IH 4y MIHHOCREGHEY) 70 (reporter assay) HF4T iNOS
IV, i Lowenstein 28Tk (Proc. Natl. Acad. Sci. U. S. A90 :9730-9734 (1993)) . fii &
W R 4R L A NOS JE Bl TR IEVIAIEE K (pXP2 ;1w g/ L) F pIEP-LacZ (0.5 1 g/
fL) WHATIER Y,

[o106] G EBHRIEY) 47

[0107] G b3k FH GRS G I 40 M, FRAESRE S ST 24 /IS FH 25 Mol ocs SLEAT b 2. %
T E B TE (DUEE AR, AU EAFR GG 6 /NS, B O E B #1850 &
(Promega,Madison, WI) Fl Berthold &OGIFBEATINGE » 25 FERR 4% G i Rk BE AT
K IE o

[o108]  HLIKAZAE 23 HT

[0109]  {EALFE 5 AYH SR E A fAZ . A H] [ 6 —“P]-ATP #%1dXUE DNA NF-x B 3LAH 7
%) (GGGGACTTTCCC(SEQ 1D NO :1)) ;Santa CruzBiotechnology,Santa Cruz,CA), JFF1 5mg
S E A FARR . — 2RI 2 TEDT p65/RelA PR EHT p50 (Santa Cruz Biotech) (3T
EAEAER A N AT I, LUME VRS A7 8 (supershift) o HLIKAI #5347 (EMSA) U1 Taylor
2 (J.Biol. Chem. 273 :15148-15156 (1998) ) FiRHE4T .

[o110] G REERIE o Hr

[o111]  Sf 8% 7% J% B S K ) b (1) 5 AR 48 e 1 AT Western B0 5 73 #, F) H DA R
Yo B P 4K :iNOS (TransductionLaboratories, Lexingtong, Kentucky ;1 :1000) ,
HO-1 (Calbiochem, 1 :2000) , 8¢ B - Iz H (Sigma Chemical ;1 :5000) . 2K H 40 fud% 755K
B 30 u g B ER A AL 100w g B FRES AL HEAT SDS-PAGE.

[o112] A% / Ak

[0113]  JyiFATAH LA G 20 AL 2 7 F I e 7E 2% 1) 2 58 b, JF- Bl 5 7E AL P
B BHEX AT UL R (T HeKIE ) , FFH IR ARSI AL (H&E) HEAT Heth. JFD) i
AT & (Promega) MR i Ui BHEEAT TUNEL FVH4L caspase-3 #efi. F T iNOS F 4l
WA NI A H 5% =EIyE (& 0. 2% 413G A A ) &l BEG, BATIA U 48 = A
Bt iNOS HT/A (TransductionLaboratories, 1 :300) —EAwmiE 1 /NI, R G AT ¥R H —
Thifk (5 Alexa—488 (Molecular Probes,FEugene,OR) {85t ) BEATHII (probe) . 40Ut
FH Hoechst el gett, FIF] Olympus Provus BRI EIG . 559 b I BT40 ot Tkt
AL S B b, an AT BT M, HREE7E 2% M2 B P (& 0. 1% Triton X-100)
P o BN IR S T R AR AL, R R 2 BT —p65/RelA ik (Santa Cruz
Biotechnology ;1 :350) .

[0114]  CO %5

[o115] iRz ik T CO (U AZ 250ppm) o 8 5 2, 4P I 1% 11 C0 57 (1% 21%
A0 EABNEFR G IATIRES, RE UL 12/ 73 iR S N 3. 70 £13 3
RN ET . B CO ML (Interscan, Chatsworth, CA) FR&LIlE frid /)2 Fh i) €O 7K
Fo i CO KF—EARFFAE 250ppme 275 E0R N EUE T2 87 D ET .

[o116]  HO-1 B 1b-JF454%
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[0117] 8587 HO-1 2 EP Stk . S5R Bon T. Lo Bah stk (5meg/ke, 5
W) Za ZiENE CBTBL/6T /M. 24 /IS, B TNF—a /D-gal (4354 0. 31 g/8mg/ /N, I8
LN ) 2525/ o (EZ5 245 TNF-a /D-gal8 /B I 5 /) BRMLYE T 2 R 2 FE 6 A I (ALT) 7K
o HO-1 35 S 07 L R4, 4 e iy i3 ALT AP Fr7R o

[o118]  A}EHME CO £R4AT-41 i

[0119] AT T ANJRPE CO & HAEMRSNT LA At T g R B R T 2 FEl 3. 435K
2 FT s I /N RO e 5 €O (250ppm) LRI | /MBS (BTA B (e n v T Ak 2 e
[f)), 2R N TNF-a /Act-D (4378 10ng/200ng/ml) o 7ESEE o i — DR 4l o fR 5 72
CO /o 12 /PG, 40 Kim 25 7R (J. Biol. Chem. 272 :1402-1411(1997)) Il 52 41 Mo 447 17
F I B SE I OB 4 B AT LOpfu/ 4 B i 5 3k [R) PRl it 44, 2R )5 BN\ INF-a /Act-D,
Wi J5 A & e B e A7 ) o M55 0 T S ERIMLERE AT p3SMAPK [#)4E A R R i 8 A gk AT
i9E. A TEAT cOMP [R4E FH 1 NF-x B IMEH, 43 AT I S BRIMLEE (sGC) 1l
W) 1H-(1,2,4) 9% Mk If - (4, 3-a) MENRME —1- i (0DQ ;Calbiochem ;2-10 1 M) 5 NF-« B
1P BAY11-7082 (10 u M) AbPRIFAIM. FHPrdR S AL FE 40 M 1 /M, SR J5 F Co TiiAb 34
L/ o SRJE NN INF-a /ActD FFAE 12 /NI JEIE Frk 48 A= 47 J7 o 4 cOMP A2 51,
NF-x BiEXF CO WU IR E AR %, E T C0 REUS A #E T COMHLL, 41 M
FETZRH B (P << 0.01).

[0120] A 3R1T Kl 3 Fros S, Kok B AR R U1 R 0 A48 i ) Co AT TNF-a /
ActD 1 _EIRIEAT b3

01211 AR/ B, K BURT AT 40 fe 22 22 1 CO Pk TNF-a 5 ST FF4n A -1
FNFIASHAG T cOMP 1A B, 3K 72 BT M & IR EML B 142 0DQ ASBEI e CO & fit i
e (18 2) . B4, CO AbFELE SB203580 (3-30 1 M, Calbiochem) (p38MAPK ¥4k [ 126 %
PESDEI ) LLA p38 Sk RS ( 76k E mkk3” N4 ) (R SR ) A7
TR, M40 pET: . Bk, CO BIVE AR T cOMP/p38MAPK 3R 4%, FEIXLEsEbHh, 4t
Mo H] CO TALEE 1 /NI, AR JE#F TNF-a /Act-D A FREE . Wik CO ERFEM A INF-a J5
a6, MR E R & (BERRE7R)

[0122]  NF-x B 7E CO {4 i4E A

[0123]  HH5L T CO 155 SR 4 B fR 41 FH 2 5 O T NF-x B &1 4,5 Fl 6A-6C TR
[RIEAR VLR, CO 355 /N BRUH-4H e b NF-x B 4% ) 7. UL & DNA &5 -G (11380, i1 NF-x B O
R EY) A It (EMSA) BT, UL K S5 et Re1A/p65 1% By Ar it 43 il 5 (R A

[0124]  SH3RAT K 4 0 EERE , X NF-x BiEAL R PPAL 2RI A 40 Chow %% (J. Biol. Chem. 274 :
10689-10692 (1999) ) Fik ¥y 't =R B M) 73 Hr Bk AT 1) T 5 2, I 40 M A NF- x BARIED)
T E2 A pIEP-Lac—z FL6 4% 24 /NN, SR 5 I BAY 11-7082 (10 u M) 8%3E {4 (vehicle) .
WA B ARIE 1 /N A CO(250ppm) Ab#E . HOBZERE M ( UMEE B IR 2 A U) 72
H T CO sk MR 7RG 4 (CW) 6 /NN J i, 12 40 0 PR 7345 ) Ft TNF= @ (500U/m1) ,
IL-18 (100U/m1) , A1 TFN=6 (100U/m1) £, I HI1E NF-x B iR AL RIBH PR . 45 AR 4%
PR AW AT IE -

[0125] A %iA5 Kl 5 B, I H EMSA € CO (250ppm) ALFH IR 48 i 1 ¥ NF- x B DNA 45
o TFREBINF-x B &5 (&) BEINRIEn, HARIAE 1 /i (JKIE 1,4,7) I8{E. BEG
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X EEEUEAT B AL 43 BT, LA T pb0 B (IKiE 2,5, 8) FIHL p6b HIPLiA (IkiE 3,6,
9) BEAFP NF-x B 1k,

[0126] 4343 Kl 6A-6C HIEHE , 4 A4 i 2 55 T €O (250ppm) — /M AT Sz YL £
DLW E % p65 EAL . EHE B RTE CMCFHAEBR XS B ) FT CO AbBE 40 i b NF-x B [14% 5 fvr
(Fe s a4 M F Sk BR T NF-x B [ 5547 ), 5 AR LL 7R 2 AL B 40 f b A s
CHe W AN A I AT Sk ) o NF—x B D0 38 g TE 2 S 30 v PE A Pk 41 e & T CO BB
LN SIS RIS . IR TIRAY) (OM) AL & A8 AL B2 AR R BH S 5 DL R s KR
P)E R ARE B SLVPAS CO BRI ) o JEUAR - 4H M b i % Yo AN B 2, T JLAROE )3
PEAEH W2 (SXTRAHEL *p << 0.001) o IXEEELHE 45 & FH Pk e Yo (L DL B EMSA 25 30 FF T
CO 55 NF—x B [3E B3804 B s vl 3 70 S EUE MR R R ISX — W Ao A VS NF-x BYE
MR K CON SR E R FTaE, R 1k Ba ({595 53R R R Tl NF-x B 547 3¢ A
BAY11-7082 (1-10mM, Calbiochem) ] NF-x B [if4k . CO HI/RF %M i # ] NF-x B
(IR A T A8 Y B

[0127]  NF-x B {KHi[#) iNOS KIALE CO fR¥1EH F /EH

[0128]  HH5T T CO A TR H-40 B (R PR 72 45 75 2 iNOS IRk BL & NO A e pITidi &5 2R
FKNEE 7,8 F1 9 Hh,

[0120] A 3RAG K 7 o (2R, B FH B O6 R BEH IE ) SE 58 40 Lowenstein S8 TR (Proc.
Natl. Acad. Sci. U. S. A 90 :9730-9734(1993)) *f iNOS ) & & @k 47 vF fh. i 5 <, M
iNOS J& BJ) - #t 18 ) #4) 3t 7K A1 pIEP-LacZ FL %6 44 I 40 i, 4R J % I ik 40 i %% 55 T BAY
11-7082 (10mM) Bz, 4 oAl BAY —[RIfRIE 1 /DN 5 2R T C0 (250ppm) o A1 bl e
JeEBEEME (DMEESBARE A U)o 4IHR-RAY (O 0L E30) FAERE S INOS Rk
(7 B M6 B I AR % e e s R SRS IE 45 R

[0130] A 3RAF Kl 8 I %dE , FIH i EPEH AR VEAG INOS SR I RE . ) 5 2, fEAF fEER
Bk CO(250ppm) HIZAT T, A TNF—a /Act—D AbF3 FFF4i o i 40 f 32 B 6-8 /it o %o B 4
J FH R ) 3 AR B CO AR B R 8 T, TNF-a 5 3 INOS [ R IE A, M H TNF-a 7
{FLE CO I AL 41 i W7n X iNOS B (A M5 S I B 5 &

[0131]1  WER1FE 9 BIBE, M inos ™ BREFAERY C5TBL/6T /N LA 43 B/ UH-4E L, I bt 5
F L-NIO (1mM) FRALHLETIRZN ML | /MBS LAAEZS 25 CO BT iNOS. %k 8E T CO M —
AN TRAR B, SR 5 [ EL TR I INF-a /Act-D, ¥Rl f5 fFdE4T CO Bz . 7R iNOS (1)
FIBH R B IDHI K4 fot, Co WA MBIy ER (12 /i fa il i 45 b SRR %
(crystal violetexclusion) FTiPAL ) »

[0132]  7F INOS HOGRBEHREY LI T, 4 2k T 0 RS MR (K 7).
P URCK 4 N PR VR 5 4 FH AR I AT 2 2 e o R BE 6 B, AR A AR HESR PR CO RN
55 INOS FRIA 1K) NF- x B A1 — 35, 78 F BAYL1-7082 Ab 3 (1] JH-4H e o A ¢ 214 38 V03 1
A (B 7)o hsh, 5 8AFTE TNF-a HLL, 78 CO AZFERT, AT TNF—a [ 5 R 1 7= A= 1
iNOS ZR 30 (P 8) . FIHISk @ iNOS kR /ML (inos™) 4N MR 48 PE iNOS
FPHIH) L-NTO (1mM, Calbiochem) AbBE YA /N 40 B, HI9E ABFST T 7EGRZ iNOS 75 1
[I4HF R, CO SR 5B 1L TNF- a i SN MAET .. CO ANBERT 115 Z iNOS & P A AT 40 i A 22
TNF-a i M T, i Hoe B A A48 i G O EH (B 9) o i 5 22, iIX L85
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7R, CO F5 % NF-x B (g AL AT INOS 1K LA 1= -4l e 7E AR ST o

[0133]  WR NI CO By 1 JH 5 vt

[0134]  FERRK M FAE ] TNF- o /D-gal BERIEFST TR CO 2SR B . 4535
7RAEE] 10 AT L1A-11H .

[0135]  A%iA5 K 10 %k, H CO (250ppm) FAL B/ — /M, 2R 5 ) TNF-a /D-gal (73
W4 0.3 1 g/8mg/ /NERL N ) ALFE, 552 TNF-a /D-gal AT, /MBI B CO B e /N
W, 9 B 6-8 /N fE 2 B LI 1 ALT. A #2551 CO BIME UL T, FF 32 v tHILAE 6-8 /)N
P, T IR AR SMEEARY h  RF40 BRE TodE . CO AR /N R IME ALT L 2R T 2531
N ILYE ALT K 74 %

[0136]  NFRAFIE 11A-11H %L, FEAAE BB = CO (250ppm) FY444 T, STHLH TNF-a /
D-gal Ab3E 8 /NI /N BRI AT UL, FF AT DU B0 - R ARG AT AL (HEE) , 75 4L
caspase—3 ( WILL MR EE G 7 ) » UL A, TUNEL SHPE 40 M ( Jun 3o (4 43 (A o e 68 43 57 P
N GATRAET ARG ) o AR I R E (. BT CO BE PR T TNF-a /D-gal % FHIATF
Pt (a0 H&E Je TR ) o ZRiEE T CO 1/ BRI 2 7R TUNEL BHPE 40 e /b, B ik
caspase—3 HJGL A8 /D, IF A IE T 1458 (architecture) . % TNF-a /D-gal fIEE T
AR BRI B 7R B B KT JORE , JK i, HR I DL R S ) 2k

[0137]  BiRiTie I RHNRZ A (LPS, RN FEER ) B TNF SRIESE . 7R 48iE S
W, 2525 LPS/D-gal FEUMIE ALT ZK-F WX FE ) 20+/-510/ml F+& 3> 10001U/m1 ( 41
452 LPS/D—gal8 /NNt JE BTl ) o 7EH 250ppm CO TRALFH K] /N i, ALT (T i FRAK T 75%
N 250+/=751U0/ml o hyift— 20 Ui B AEZ AT rho 2 21 CO A8, I I3 A 2% -6, FF
RILIEIR CO 145 W 2= S A B g B A28 -6 BRI T 65% (BUdRRE7R) .
XN B TR R 2L 2005 32 548 TNF- o /D-gal AEFR /N BUKAEL. ARALFR AT CO
APR /N (JG LPS/D-gal) WA AR #4125 , 1 FH 28R LPS/D-gal AbBE )/ i 27 B
A R HE K I, HE I, e A R, DL R IE S TS RIS R R AR REAR . [z, €O
PR LPS/D-gal AEFE(#) /N LK AT AT CO BL A, TNF-a /D-gal ALFR /N S AT 2 BIAR S ( 7L
FEARTR] o ZERREFRED) (KM, I, W P4 iR ) A L PSR AR . Hgh AR R,
H 2785 KA FA CO(JE LPS/D-gal) AbHHF/N R A IRAEL. &2, i LPS/D-gal i3
BOMERT 0 R I UESE T A TNF/D-gal AL FEAT 1 A H0H

[0138]  iNOS £ CO FlPs 4 F B O 4 /E A rh i1

[0139] I FH iz BN R AR S e AL 5T T TNF-« /D—gal 4B S5, ZFx T CO 1/ R
[IAFH iNOS 48 (IR A B B . BhAh, BIFSE T 00 AR inos™ /N LB IEFE I iNOS
FPHIY) L-NIL (10mg/ kg, JEE N ;TP /A2 2y ) ARBEREF AR /N B, DARfE INOS R 21
HADaelEH . 4R 87r 4K 12, 13A-13D, Hil 14,

[o140] A4 12 IZARE, 25 <k €O (250ppm) AbPRAE!: C57BL/6J /Nl — /NN, 28 5
252 INF-a /D-gal (43414 0. 31 g/8mg/ /IR sHEIEN ) o 6 /NI 5, ISCER I LA i 9 2 BT E
FPAG INOS ik, S5 E iNOS FIEAEA R INF-a /D-gal AbFEE/N P4 (modestly)
B, {EAE ] TNF- o /D-gal A1 CO ALFE /N L B S0 . A FUIIRAE , inos™ /DR EAA
Kk INOS .

[0141] 4343 Kl 13A-13D B, XN DI R 34T INOS RIA Sz de . JHYI A 13 B
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{EAEBER Z CO I FH TNF—a /D-gal AbZR /N, B A %A H TNF-a /D-gal AbZH )75 <1 CO
X Sk H B ER T CO FRRA 2 INF-a /D-gal AbFH#)/N LI 7R INOS RIBFEFEHI N o
SRIM, PE B T CO JFHEAZ TNF-a /D-gal Ab BRI/ I HOUL 88 21 ik 2 1A B 8 KR 38 hn
( RN AR EOGOLNIE N ) o« BRI IK BoR e A7 AF 5 .

[o142]  HFRAFE 14 HISE, A inos™ 8UH] L-NIL (iNOS fIZEEEEII I (L-NIL ;5mg/
kg, TP, BEP /TR 25 ) ARBE T AR /N R, ZEGRZ INOS Y ME 25, Kl CO 5 1
PRI IC% . L-NIL 7E45 25 CO RPN /DIT4A 2. Bl TIUAL 2 CO A3 374 (250ppm) — /)
i, 2R )5 H TNF-a /D-gal Zb3. Gz INOS Thig / RIAME&MET, CO ANBERT LA Z 4%
(hnaf I I ALT ATZH 2300 BP0 IR RE ) .

[0143]  [RIL, W] UL N CO X TNF— a5 S (1) 52 08 (1) AR 47 2508 A T iNOS 357 o

[0144]  HO-1 £ CO Bjj 1k 2 PERT 3238 e £ 3 78 F A 14

[0145]  BJF5% T CO Al NO & il i HO—1 AR R ATL il Sl 7 Bl S ke P 3 s i R4 R o %K
58T 15,16,17, il 18,

[o146]  h3RA15 I 15 M Bdn, R4 % 9% Bk DLW SR 7 A7 7E BBk =2 CO (250ppm) B 2 52
TNF-a /D-gal 4b3 [/ B R HO-1 (3R IE. fEAFES B = TNF-a /D-gal HI4AF T,
CO— AbBE )/ R /s HO-1 ik B @38

[0147]  SHVPAL iNOS XJ TNF-a /D-gal— 15 S/ HO-1 ZEFF R R (B En T 16),
¥ L-NIL (5mg/kg, I ) 7E45 257N, 2 /NS HE CO (250ppm) TIUAL IR, F-7E 16 Ji5 5 19 /N i
AbPE—R o XTHR/DN RS2 L-NIL HRF T RN A . ERE 16 1, CO 3 hna ik ab 21 1)
NP HO-1 [ 3RAK, {HAE iNOS SZ Il A RETS TR I8 . BRI L-NIL AbBEXT HO-1 3R
& BA /MR o

[0148]  AAGES CO- 175 3 1 HO-1 (¥ B F B 17) R HEAE R, ZEH CO b 2E 5 /N
R > F SnPP (50pmol/kg, KK ), HO-1 RYIEEEMEANHIY, 2525/ Mo W e, ¥ VPYRRO (VP) ,
NO ffAk (10mg/kg, F¢ N ) 45 25/Nlo VP eI Bt 4 E ek NO IR BT ST VP 45
2y Ja— /N BB R T CO — /NI, SR 45 24 TNF-a /D—gal (L b3C) . 7€ 6-8 /M5
T2 M ALT 7KF . VEE CO ASBEXTEL A HO-1 35 M 1 BH T [ Zh A B AR50 . 24 VP £E 2 /)
I RTEE 25, FEAE LSS R NI 45 25— VR, JEXF G SR BE AR VR T, G 8 /N i 0 5 F ot 355
ALT FT7R o

[0149]  H 34T K 18 %, BF 4B CH7BL/6J /N L-NIL (R 7K A, 4. 5mM) Fiikb 2 24
/NEF, 4 Stenger 25 (J. Exp. Med. 183 :1501-1514(1996)) Pk, B 544 CoPP 22 24 3% e /N B
Flinos” /NRLe L-NIL 7E8 A I b — ELARERAE Ao SRR inos™ /NRBEAZ IEH
IR o 4524 CoPP 24 /NI J5 , 44 TNF-a /D-gal 2524, HAE 6-8 /NI Ja Il e M3 ALT. ¥
B 18, TR TAFAE iNOS, HO-1 (19155 SR EAE T4 1EH .

[0150]  FEAFAEBGRK TNF-a /D-gal FIZcAE T, > H FH CO Ab BRI/ B B EUA) 1) %o 5%
EN5 & 7s HO-1 [ B (18] 15) o ¥ INOS P fil4 L-NIL I AN aX ey g TRy 1EH (&
17), P T HO-1 (¥ i (P 16) o RillsE HO-1 XFF CO Mk AR /E il & & 1R =
B 55 RNk —1X (SnPP, 50 1 mol/kg, JZ I, Frontier Scientific) ¥ H{E HO-1 vif Ik i 2k £&
MEAIHIY) . SnPP &2 FRAIZAE A b CO MR ER (Bl 17) o FEBRZ TNF-a /D-gal 452
SnPP & A ATATA FEal Ay R (R ER ) . XL F4R/R, HO-1 [ BT CO 11
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RPN IRE L,

[0151] ¥l s 4n AR 4P 46 F B NO B8, HO—1 i b 2 75 2 T B 1, 243 2% NO itk
V=PYRRO/NO 4bBE/IN i o 1 IAFAE T rhACH, 5 BUH-48 Bl NO. V-PYRRO/NO tH. 71452 LPS/
D-gal 8¢ TNF-a /D-gal Jafeft{r4r. #/BEHLAL, JFH TNF-a /D-gal (45 8% SnPP)
Ab T LLVPAl HO-1 BI/E o V-PYYRO/NO A fRFEA (AnifiF ALT Jrar4fr ) o {H SnPP yHER T
1% NO IR By 1 AT R BE O (B 17) o AL, ABLF- CO— B8R NO- J& Bl I AR VE F 22 /D373
T HO-1.

[0152]  HH T 46 5, CO FINO S5 HO-1 y& Mk AR 1k INF- o — 55 S (1K) 40 R 20T,
WF9T T HO-1 A SRR d Ve A R 75 2 iNOS 35 . FA inos” /MR, it 45 25 CoPP i S
HO-1. 24 /NG (HO-1 ik &4 ), 7N INF-a /D-gal, 375 6-8 /NG v R G« BTk
gE L BN HO-1 195 S REANKME T INOS & P 1y B 2 B 1B R 4% , S 30MyE ALT PR > 50%
(K 18) . axsbst BE A A L-NIL ESE. & L-NIL (4. 5mM) P4 ZK FIAL B/ BRL 24 /)
I o 1275 I NOS i1 . X RN RS2 IEH K. Bl S, # CoPP 4525 L% 3 HO-1 &
ks FHAE 24 /BT H INF-a /D-gal B/ idle SR T-NIL 1697 AUz R b 5
A T B . T 8252 CoPP (5 IR L-NIL) [shi) b i B4 35 nl 15 20 7k (1
18) .

[0153] #5311 HO-1 KA 42 CO B NO 35 F IIXT TNF-a /ActD- 53 I 40 J 0 T 1K T
BifE BT . R o T’ 19 81 20,

[0154]  M3RAFIE 19 KI%HE, A HO-1 #R 5, (hmox—17") FNEF/EAL (C57BL/6J) [FBS4) L+
a3 /N 40, F O (250ppm) FALEE 1 /Ny, FFH TNF-a /ActD AT AL, BRI e
HEAE 7. CO BT ARY EF AL A F40 ML, B A BEARP M hmox—17" /N Bl 23 B AR A 40 e

[0155]  AERTEIE] 20 (%E, A HO-1 # L (hmox—17") MIEFAER (C57BL/6J) [R5 40 il
A3 B /N S48 L, i NO 44 SNAP (500 w M) FRALFE 1 /NS INF-a /ActD HEATALFE .,
ZRAE S SNAP LR35 Z AR A (1] T 40 i . SNAP B 55 57 1 57 A 284 400 e (g & O T, (RN 1L B
1M hmox=17"" /1N B, R 23 B8 1 440 o R IR BT (0 B SR AR 1

[0156] 41 ik, A/ AL BE IR B AL BRI FR T TNF—a /ActD (1) hmox—1"" 41 ffo i TR AR A H
PRAN MO AE T, 1 CO- B NO- Ab BE 1 B A= B 40 fg 7E TNF-a /ActD (7 7ERT 52 B4R (&l 19 F
20) . CO I NO 575 FAF 47 V8 B 76 B Z Th g 78 HO-1 (hmox—17") (40 fu b3z 2k . B, {1
HO-1 ZE B R 2L R 4P E 5 INOS TEo%, 3R BH HO-1 Bk IL— Bk & Pl A0 7= ) v] 7E 1245
Aoy Bon g MR E R

[0157] W\ CO TR &f LB M i S T &

[0158]  HHFT T RIS CO A5 T A L BL 2 kMY (APAP) — i RIMIF K« Fl Bon Tl 21,
[0159]  A#iAT Kl 21 HIZHE, 4525 APAP (500mg/ kg, IEIE P ) —/INIFATER 4 /NI, e
C57BL/6J /N Fil 2% 5 T CO (250ppm) o Bl J5 7EFEAN SEES I FE ol /N BRUERAFAE CO o 4525 APAP
20 /NI W GE IME ALT ZKFo X R/ B2 APAP, FFIRFEAE . %7 BRI 21
2524 CO ATl R A J 4 /iNF o CO BH Bk /DX B (i i ALT 52 s (622444 Xf
1754137, X REAHEL p < 0.01) .

[0160]  FriR {535 2HAELS 25 APAP 1 0 CO TAbEE I3 h MR B —HF o IR L08R
CFE T CO LRI RAH S DL 6T &, Horp gy al e R TR 5 TR

20



CN 1668314 B WO B 19/20 T

[o161]  BLSZ ] istig 1 45 5 B R, 78 CO % SR 1 IF32 3] TNF- a /D-gal 1& R 45
o AR EE ) CO R By ik TNF-a /D-gal— S BR A PEIT K, 3 okt HO-1 F11 iNOS ks
H VAT AR AR B A8 o

[0162]  ANSZHBPTIR, AT g CO A T W LR 3 I8 ik v 4k NF—x B, JLAE A7 7E 28 M ) e 4 A
T, FECINOS 1 B DL RS ) NO AR . BR TS INOS AR, L NF-x B AR K BT
T/ R EERAE T4 T FEH CO BEAT 1 /i i Tt sk 3 g sk F2 v DL e Y TNF— @ Ab 38 iy
A0 ML ET, AFE NF-x B (B B354k, HrT LR IR 2% (priming) [—#%. CO X
NF-x B [yE AL ] BEH 7 HH T2k B btk (W1 MER ) 1 NPESERE S (species) AEBUHIEE
FEWI . — A/ IR BEAEAS NF-k B KU DT T-RE R 0L . IX P BB B Fh i) R — 2]
RS INOS FHZ JE I NO A= NO S35 HO-1 i, gtk SR 4r 0% . HO-1 i fndm
RN AT REAE B 2o T A0 55, sl B 5 =Rl =) o AT — s 2 Al :CO, IHERZ / HAL
28k / BE A R SEI R TR — E25 25N CO I, AL PR AR ) CO A
A RE IR T HO-1 87, 2R1M0, CO 5 HO-1 [ =11 45 & s R it IX 2L H e P =] R
A XK.

[0163]  7E LRI, FEIRIRAH IS £ Wiz 268 (APAP) 5 S R BB 14525 CO, 1%
FER KT 1R) R 5 AR 2T 2 10 R AR 280G SR, 4524 APAP (500mg/ke, JEIE N ) 4
NIRRT CO SRR 62% (18 21) » 7E1% APAP— i SR AL o, /N B
1E APAP 2525 2—4 /PN JE U7 T IR BIREIR, FHAE 24-48 /N JE HERAE T . BRI, 75 43
Y6545 25 CO. 55 APAP BEAY AR — 30 H 2 H i AR we A BRABEAY rh i 5 2, o 2.5 /)8
AR s J5 , R 95 (resuscitation) IEFEAHIRN CO ¥GI7 B FF U 7= AR T334 0 AR 4 4
(24 /NN IYE ALT B> 65%, p < 0.01 ;n = 6-10/ 41 ) .

[0164] 2, R EEH INF-a ST 3E AT G AL, vESE DL R 858 - 8 5,
W CO A7 A aZ B AR (I 98 s L0k, CO IR AR IR F 75 258 — S0k 20 NO AR 238 =,
NO Z2 /b apidad Ho-1 bif @ r A s &4 s B PY, HO-1 ¥ B JoRs iNOS/NO w1, Bk
FEIEERHI S (obligate) FREzEIw]EALVEH.

[0165]  =C : A O

[o166] L SZjifsl ik T FH T Ab B W oA S I 98 I S8 1R 07 58 o SR e 1) 3R T
TR, R, 0/ BULE B () T % Tk F ARG AL AR ZhZibe ks B fg A
SCATRAT AT 77 & AT KR B i ) T A TR R, SR AR TR O R DU HE AT 408
SR

[0167] JRITEEE

[o168]  F] CO v S35 I AL M2 Wi oA S A 28 (49 4n bl g B3 S e A/ BRI TP X s 1)
5 B RIFEG . Pk g vl p B A AR 207 2 M. i, CLZn] A 3R A i
VRS IN PR R AT I 1R 2 W, 4 ARSI LTS ALT 7K T 1 S 56 ARG 0 28 22 15 Bl e e 2
R, AT AT 205 ) RYSRat . Shah, B mT AR 3s 25 38 193 Se A X AE 2 W
(BlinEE G Erg a2 HE ) . TR BB R TIAIKE A 250-500ppm
[#] CO —/NINF o IXFIRYT AT AL 30 K, Bl BRIITIA B FH PO W o A f BG4 R
i 2

[o169]  HREAE 7k

S
5|
7
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[0170]  JHFHEAA[R) b B

[0171]  SREUFF B 7 61, s RN B — %4k Bk (250ppm) AL BRAE A — /. 25 2540
HH 7] R A 10ppm 2] 1000ppm, B[R] — /NI 2175 /N, 8038 WITUE AT BEAR B AE T (]
) AR BNZ A B B O I N TR FEAN B B . T AR, EATIR AT 5 RS F 34T b
W, B2, FEAEMIET A AT A B

[0172] X THEAZIY (BIansE ) FIAVE AR SR I 15 L, 4075 BT FAHXT K- ik
N B — S8 AL EE I (A B4, W i = AR i AR M 20 B AN E R B A B 1 AEAT )
Fizhee. flan, a74E A &+ 500ppm (4401, 1000ppm 8% 5 /&, E 283k 10, 000ppm, 47 51 2 5 B
[ ) IR

(01731 AR R AR

[0174]  MAARSRECHDART, W AR BTS20 AR A4 4 P IRE R, 180 G 22 b s/ Joont He 2dF
ATIPPEBREYE . B 2 0 A — AL VB RN R S VB e I 4 R R AE — AL TR IR PR 5
o A AR AR ) S AR, P RE T BT 2220 10 3 Bh, A L /NI, TN B
EQPRRBIR A2, TV VRORE AT BRI a2 1 — S B X B I (3053 ) B4 e

[0175]  HFIITERSL (ex vivo) AbFE

[0176] 4 IF AARAREH 5 20 H RS HE 25 52 A 3K B I TR] P 5 RTR HL R A7 A0 AL 3 — S AR 1)
A XA IE R R AE B8 — AR A B R AT, B0 1 i 3R e R
AT o T IR 0 tH B0 ARG AR S AN 22 sh Ak I8, R A3 R A s i BT ) — A i U A
(514, 10, 000ppm) 81 T4 — AR LA .

[0177]  ALFEATFAZ 4k

[0178]  FH—5AMBR AL PR Z AR R fERAE T AR AR F AR IR AT 220 30 4B IHin b B, wl ik
H, W] CAFAESZ RN FREEE 28 B AT 2220 30 4B . R FEEE A /b 30 38, i an— /et T]
4 10ppm 2| 3000ppm ) — SR E i IR AN [F] I 18], 4510 4045 5 B s8N i, FF AR AE 24K
MR G EOR 2 2 9, BTk S8 mT AR = OS2 10 FPEIERTI (breath hold) Hrll A4
W1 3000ppm ¥R A I — 48 ATk . T E b, ] LUK FH R AR I AT AN A2 YR IR 1) 7 =K ) iy B0
G 1 368 SR ARG R B AR, S R IR 1) o B AR I 20 3R IR B AT 4 3 R A I8 b 45 25—
FAER . T, AR AL EEAN RN S B SN AL 5 A /KT B B ] BE4S T BRI R
I AT R S S R

[0179] AU BHHEIR T —LeSjli 77 58 o (H N BRAR ] 04T 22 PG 1T AN 25 A 2 BH IR RS fh A
Ta . PR, s SE 7 SEARAEAUR B SK K5 A
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