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e F5AgA FA3A
U-74380Ge] A5 & dig A+

s} 2} F E(1,1'-dimethyl-4,4' -bipyridylium dichloride)& &3] Al&5H+& A%
Az SYgelE 188¢ £k jetmes FEROE AR, BoiHD

sl A 2H P ARE AF FSOE uid & W o4 Ayt

HAHE FFA 27] 52 Feoliut AR ok ¥ FAFEN &
et A BF(charcoal hemoperfusion) $°] AH-§& Fojtl =3 S A ZA
o] otEo] AFH 0T A|xFo|y 1 AHE AFo) wat nj$¢ gL
M2 FASIAQ 21-aminosteroidE ZE 3 HoEAQ A atste] o A
A2 A d Fakstel] o) ofrlsv AExE R JAstn A F HastE
7|(lipid peroxide radical)®t A2 -8 7)(oxygen free radicalA A F< 7]
AL T3 st #ZeE& vEA "

A 2tE &4tskAl 21-aminosteroid®] FFQ! U-74389GE TetFHE =2
AEHA FAstd] =49 Fride] e AF FAsGE A T2

JEL

i)



Hozx AdFe HEEL FAANY & =2 FUdsuzx sHd.

Ay 582 ¢l Wistar) BFHE AHS3E A2 FEFHEE 7120 HolA
e ¥ 2]1-aminosteroide U-74389GE Al&3 At

AdeE Rq%e ARV Hstd mHaHE &£FE AT ke T 20, 35
50mgel 37122 FqPL W, 20mge FAT ToAAME 0% ALTEES B
AL Bmg FATE 25%, S0mg FATL 100%9 AIEEE 2. o] 2
g ol &3t A4EH 24417 LD502 40mgeol At

U-74389Gel 32 B7] 98 AgdM 35mgkgd] HAFEE FA3
7 G23HE FoAFe 30%2 AlYE, SHFES U-74389GE FHE ¢
10%2] At &S YERRT

2407 AES AEFAE FAANA F 2 T, AR, dHEzHe dis AF
Atst AEE dolr 7] 98] TBARS(thiobarbituric acid reacting substance)
AALE A8 AR, U-74389G 59T ¢ TBARS#S a7 Aoj& B
o]z ¢ksith. BHIAE FojFe TBARS#HS ¥, A%, #dxzA oz
Tol vl gride AolE RAou 3 2AdAE Aol Holx st
Bt E Foof U-74380GE FAT TolMe 8F, A%, dzdMe 5
2t E Foo] Hla) {3 FAE BRI TxFH Ztol7b AT
oldel 2z IHFEN FTFHHE HFHE o8 2PE T, FsA

21-aminosteroid®] ¥ &< U-74380G= €, A% 9 #H Z2FAd A ez

L

ih3

X
rie

Eo| o% AF HUHE AAGtE THE ol ABES B2AD & AN
o £% Sestse] e xdh 893 218 ASA} 9t @A 4

AA PYHA A TH5Ae AAstAort U-74389GS] Folgw Tl
Yol tialME BTt B A7/ AaEolel ¥ Aoz Ararh

ddEe 2o AgFHE, NF A, &AadshA, U-74389G



el e S500A gLtstN
U-7438962| X|235 2o st ¢

< Ax ol X Al @& >
AM g sty
o & 3

setBREE AARCE 100 MFoX £3] AHEEHE AZAE bt
My 288E EE gelzdte AEELE AZE, sz o A3
Ae gdeBEe did AYH =& Al E A4 o7 Aol A3 A
FTA7E 5o} o] k&9 &S AFste gh(Klaassen, 1996). = F 7H
7t e AGHQ ALEA7L obd A S 5% wnte] A AT BujE L3}
o Ak A Sy ME 1970dd HaFSEV Rz FE2EH ¥
245%¢] 1E = AAT Buj=ln glo}, oIS vhd & W o] Al

4

At BaEm ole dFelthAAF, 1998).
Ex 237Ae B8 d9y IR E 58 571 stwdly 55 2

Aol FA R A a7 AHe) R4

Y
i
ir
»
i)
1)
The
e
X
Siis
L
2

Wk & 2 SEEY AAE 54
93 o2 X PO AESE AYAA BF ZFERA o2 B}
FAHET S4S Dol He 2N 48 B9 F71H &8

& B3t olFo] Aed, T #H 2 A9 v A A A (microsome)ol A o]



Folxo] olwf HAHH FerIZ A dF T4 EAHS} ANZE Fu4g
2 DNA £33 58 AX &4& of7ltAl FHGoldfrank %, 1998).
sgFEe §5A 27 NE2E FHFEE EEAE AIAY 7 HAE
sl FHAA Eejzojay EAEE AHEE T, F5E FEQ AA EH
oz ZE3 olmA AE R FAFEY, AY EYIF(charcoal
hemoperfusion) 5-°©] %™ Goldfrank %, 1998).

et HEAZA L4HeZ It AU AL Y2 ©A 2¥He
2(F 7149 ASE dAHeR) g8 FEed distdg AHE AR Folu ¢
Foll uwtel Erbell cofsi Wi ohdEA Eusn  Avhk(Bateman, 1937
Bismuth &, 1990).

21-aminosteroid A A= ZFE 3 HEA X ZF F}4tsHiron-dependent lipid
peroxidation)2] A AMZ A Aol o) ofr|xe AEXT HIAE A
st A2 22132 7] (lipid peroxide radical)®] A A<t AHA F2l7] AA
o] 71HE& F3 #4438t 28-S YehWA B (Braughler 5, 1987).
AGE HFHFHE FEA 549 Frlde] He F AAgE L L A

ANHoZA 2EHS BEES FYAND + Avks HEE A%T g

ol

Al 21-aminosteroid®] Y=<l U-74339GE A Z oA Foiste] =& ik
gl A E S AFENFGOZA JAAEE #EAQEd 9o 7ME e HEFE

274 STk



0. N5 U gty

AE FEZ HFol 250-350 2¥9 H=El(wistar) BFE 2F ¢
Hole] zAFFEA HIE & YL H HSI:E 3t H2AHJE F
FE A3 A A¥TeR @ T 7 8utgl2 49 AF kg T 20mg,
3Hmg, S0mge FA4F 3T L2 UFAL U-74389Ge] A8&xHE 27 9
3 AYTLE 2T 4uield 4 ¥ 2 100elE U-74389G F49F, sHet
FE FoF, dHFES U-74380G AT Y 4702 YA

BFHeEs 7180l Holx &L WYH(Zeneca Agrochemicals, Fernhurst,
Haslemere, UK)& XA gs2 439 05%9 ‘4L A&
U-54389G(Ujohn Company, Kalamazoo, Ml, USA)E 10% intralipid 1mlo}
0.IN HCl 1ml & U-74389G 25mg& &31A1z &< 0.25mlo) F713 F ¢
FAE H7Hetd pH 6.8°] HEE 38to AR AT

e Fo WMoz AHHFEE EHCE 13 FA3AI, U-74389GE
10mg/kgel & FE 23 FogHen FAARE  U-74389GT& %719
12712 %, SetFE S U-74389G S T2 meFE Fo AT F9 12
ATt o Fog.

BHFHE FAZFE FH AF kg B 20mg, 35mg, S0mgl 2 2 A sty
T Z 8vtel 4 37 FAE F 74 T 24X AYEE FIa o] A
€ ol &3t 24A1%F LD50E AtEsteTh U-74380Gel &3E w7 9%
AgolMe gEHE FAFE 4S5 LDOET L £FoZ Hart <
o2 Ao,

24 N TS AEY AE JANY F QL B¥FEF E A, T, AFY 3
FZX 2 & o]&3t9 TBARSY AHREAS 5Tt AF 415 F=E &
A5t



TBARSH & AtE Ohkawa®d € Wy oz 243t cH(Ohkawa 5

o8
1979). ol& 89%3lH 0.1M Tris-HCI(pH 74) ¢34 4 & 718l 22 g 7
A 3H(homogenization) A7l F #F %32 02mlE H3d 8% sodium
dodecyl sulfate(SDS) 0.2mi®} E&sld &38 At 08% 4,6-dihydroxy
-2-mercapto-pyrimidine(TBA, 2-thiobarbituric acid)®} 20% acetic acid(pH
358 727 04mi¥ H7Me F 100CFzA 1A ¢ 7tdsiag. @
TEERE HES FAXNNY F dAREE HE e BRI E
o £3#F=4 3% 53BmmelMe FRE=E UG ¥F =37
1,1,3,3-tetraethoxy propaneg AF£3l9 1, 24+ %32 o )& Bradford =
2 %3 Y& A shel(Bradford, 1976), TBARSS] ©9l: @¥d mg

2 nmol® E A5+,

il

Age WHTEFHAZ FASYPon SPSS 80 Ty o] &3}
ANOVAS® Mann-Whitney U test® E43tgr} pgrel 0.05 vlmtel

L
FAHCE FF Aoz Bos

o]
-+



I1I1. d &

detE RodBe AAE7) A% AFAM AF kg 7 20, 35 50mgel 3
712 S0z B W & Fo AFELS T¥1F Y 20mge F
o3 FoAE 8uty] BF AEst 0% AARES BT 35mg FAT
A= 2ukE]7b Al et 25%9) AlEE, 50mg FATE 100%9] AHREES R
gt o] BE o) gste] 2bEE 244137 LD50L 40mgol ATt

U-74389Ge] 35 BV 9% d43golA LD50EY HE kg @ 35mgol 3t
gHEE 5443 247 FHFE F4TLE 100 F 3utaizh At 30%
o} £ 591 HgFHES U-74380GE FAF TolAe 10uty F 1
vhe) 7} Abaled 10%9 AMHES YERWTH

2T U-74380 B, HBHE FoF F 24A3 ASE 7oie, et
FES U-74380G Fodd F AET 9uiele] 4FeAM 8F R =3
TBARS® ###e E13 2t U-74380G o7 5 ¥AolA 2 TBARS
Agael 0 FE 8 FE F oy & 2AdME dETH A
o] Ro|x %utt FdMe 1928 o] FJepFHE FoTe] TBARS
Zhe 9250722 WETY 72010569 vluste ou|QlE Aolg E T
BetE 5% U-74389GE TS dole 814104008 HIH}E F
o} Fofl ul& eojmd E 2t ARz HNNE 1¥49} o] metz
E B gz @e Z7Z 1611009, 143100202 HolE R
stebsE 9} U-74389G ST L 142+0.090.2 omjgles #AE BRIt H
zAd M= 2@59 o] HetIE FoAF, tiEZTe TBARSgel z#vz
222+0.15, 202+01022 xtolg BYn HeFHES U-74389G FoAT
1950242 §93 748 Bt 28y EFAE 2-30A BXo
FelFHE BT ol 1.02+100602 hERT 09710029 o]zt AN
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E1.8%, 23, A%, A 2444 4 9 TBARS#

g% s ok !
HET 7.20=056 0.97x0.02 1.43%0.02 202=x0.10
U-74389G FA # 0.95%0.11 1.37£0.19 1.99+0.39
St HE FoqF 9.2510.72° 1.02%+0.06 161£0.09°  222%0.15
gt JE +

14%0.40 98%0.06 42%009 95-0.24
U-74380G Foyy  o14T040 09 1422009 195=024

1 . @9 = nmol/mg proteine|® HFEF
- 2T v sl P<0.05
+ o BeIE BEoqF3 vlzZsld P<005

w Agde) 9RZ 24A 2He

Hatz FA A

M



8

ALGE (%)
B 8 8 8 8 3 8 8

3

o

A HAE FAF (mg/kg)

a8 1. 3EHAE FoFo mE 2427 AL E
GeHE FAHE t2A% 2 79 Aluge
UEH R E o] AHE olgdly AEw
2427t LD50 £ %2 40mgel .
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-y

x

TBARS2! (nmol/mg piot

OYET

®U-74389G ¥ o
ONnegH#E Rod F

o3} 3} E4+7-743896 R o T

g 2. @A Z 29 TBARS#
gelFE FoTFe] TBARSEHS dzF3
3 2o]lE B o(x : P<0.05),
FHFHE S U-74380GE 59% F9
TBARS# S #HeHE T3 {93
ztol & H YT+ : P<0.05). U-74380G
FoTe 4849 2L/FE FHHo| E7HF

st Tt
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TBARS2! (nmol/mg prot

25 1

3 N}
T T

(&)
[ !
(=]
HM

o
w
T

oxxT

eU-74389G X o F
O%e e R F

my} e E+U-74389G R o F

a9 3. 3 2FAA 4 9 TBARS#
geFHE FoTe TBARSHS Wz
&9 &t ,i]»O]E Bolz efgtx, setFHes)
U-74389 Fo3 79 TBARS#E
ot E —Erfrl I Fog zo]E Hol7
ok,
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25 r
- 2
[s]
a x
o +
g @
£
Mol r
wy
s nf
<L
m
=05
0
oWz
oU-74389G %o T
ONnESHE o 2

m el E+U-743896 R o T

a9 4. A% 24 ZF 9 TBARSE
st E Eo el TBARS#HS za#
Fog 2ol E RYov(x 1 P<O.0D),
Dt E 9 U-74389GE 548 o
TBARS# 2 A HE T F3} Fol3h
2po] & B P+ : P<0.05).
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25 ¢ x
% +

s 2 2

Q

(=]

E451

Q

£

£

71

w

a8

<

[an]

o5t

oWEF

eU-74389G R T
ONJAAE R F

@A E+U-743896 F A F

2g 5 H 23X 4 &9 TBARS#
setHE Fol7e TBARS#HS dHzvd
fog zols BALT(x @ P<0.05),
gl E o U-74389GE Fo 3% Fo
TBARS# S #etsE FoqZ 1 {93
2Fe) & R AT+ P<0.05).
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IVv. 11 &

oo A AEA, AAA, AxA, AFH ForR EHIG AzAE
Hdede setste toldE, dast HEZASTE, oS, A4 HE
3 A43 2HE FEE, 92F, FE8aA, olERN T UHT #
7)Aol ol olgid L HEHPoz ERFIAY dHgFEE v|AdAHY HF
d AzAZ 18823 wH vlo] @ Z A (methyl biologen)oldte M3
AAAZ FAAEAR, 19583 AMzxAZAHY ETeol EHA FFoNAM HE
Foro 2 AbEE 7] Al tH(Goldfrank %, 1998). 3FX|%F o] A A9l FAd
ate] 2eid & FEAT A7 aFHo o, oA vt AYH
wEF AL F R 9§ Abgol AMEA EA7E Hol o AMAY A&
A gkl $hth(Klaassen. 1996). €22 A% 1980¢d Frb7HA] wid 1,300%
7tepe] SIS FHE FHOE AT AITERATE TG o]F HEAY o
olFHE EF AAY A x AANE B FE FEAS d5E £
o A4 QAT F YEE e =XE HIdMey, dFWAE T TR
o ERAGH AAERA AT AMSER AP 5o A 2AE E

g

o AlgztF7r §233] FAasA™HCrome, 19860 HAAF o]

ojgto g W uE 3 QrHGoldfrank 5, 1998). $-2vhale]
U0 FEH F AEF Y FE x5V FUt

Slof gkoeu olo thE o]l WEF FHolew, HT FFIAldAE
A

_15._



segBRes 4374 B A9 JRE 53 F57L vbesd T 5
Mdze 28 329 g5y e oA § F33 &350 dee 48
T AFFe 7@ 5o TF7C AYEd B8 EEFHEE do9H
DEAIY ARAY Fo HAH =4S FusA 8 Goldfrank F, 1998).
dzac He 10-908 o £HEhn 23stn ol (Rose 5,
| =31 FE7 AA ZaAY Aoz HE HE AX
of 7ha A £4e Fof AF ZEFH o]2A o
satses A Z oA NADPHIEA #eddl o3 32} #HE7|(paraquat
radicall & @Atz FetFE7|= A2 EAste] #wE AshirsE oy
oli= Al 4 BYUEG. o9 e As-8de F7Y wgoz His

2] 7] (superoxide free radical)7} A F 1 o]& TA] Haber-Weiss cycle

olN

[——
O
hay]
o
>
b
Mz
10
o}

3} Fenton reaction® 3 3=F4A H#2 7](hydroxyl free radicalE& A4
A ®th olet & f2]7](free radical)7t A A Tz 9 DNA
e BYe B8 HE &4 2YBTHGoldfrank 5, 1998).

A2 FElvle] AT A BFEFEoE FETI7E BolE W AR 23
& A3 ~E ¥ X(oxidative stress)E @A Hed o felvie A4
& 23 &4 fostd WS oA dFHAIIE 2o R ¢
Atk FEl7le ASHE FE gL #HEA 2P AEELS

A

=4, 44 2529 57, HEF T

)

P

[
s

A7b Qo E3 HY-AH/F &4 (ischemic-reperfusion injury)ell A A

2

Fel7le dAe A RE AN AE &4E Fode AR dHA
A H(Halliwell &, 1992).

FE7iel Z3 &4 F URELS A Adsel 7A@ AE Fakste
A ERAA 5 Hel EX3 ZAF Ateldl fAste= AEd IF

(methylene group) &2 HE F4 A& FEF2IZA Az ZAfHoE

._16_



MEZE A2 Fa717F g4 AF HASE(lipid peoxide) & A& 3
= 2 3}Ae E(lipid hydroperoxide)E& WHEA Et}l wgo] &5 W v
b ¥ EF<Q malonaldehyde(MDA)7} A S ol& 2AHFozA A4
FE 71 9% Z3F &4 HAXE H§AE = dd(Dillard®} Tappel, 1971:
Hochstein® Jain, 1981: Nielsen, 1981: Slatter, 1984).

TBARSHAte A Z #43E A ¥E F 71F (F ol&= & why
oz AYAe  FAAEQ] MDAZE dAT ZAGHE 2 7)ol A

TBA(thidbarbituric acid)7} 81§35l HMEFAE PAsts AL o|L3=

O

g ool Hate AAANE E oo g 2 &4 HEE F digstE Ao
2 B 3xE3 tH(Jarero, 1978: Gutteridge2} Halliwell, 1990).

HepHES] HEARZA dAHoZ AV AW AL g1 &R APHe
2 3 b8 kB g A7t Iy FAd, HeAe HelFE 23 v
2] Al A (polvamine, D-propranolol %), #HEZ %o etsle uw&Ezv)
(cvclophosphamide, D-propranolol %), #HAd#3t9] <A A (corticosteroid,
immunosuppresive agents, fibrinolytic agents, radiotherapy )7} A}& A
= Folu Aol mak Aol did wl qUdA Rusln e 2ot
(Bateman, 1987: Bismuth &, 1990). =3 S & 3HE 49 F¢ 7)xe A

LG S8

s F714 89 9 22 A FEr) AAE EHez i

—_

& 2 (superoxide dismutase %), fel7] A AA(N-acetyleystein 5), H

tlo

ZeEolEst A 71E %FE(deferoxamine 5)9) & ol s I3 % I8 Fo
CHBernard, 1991: Bolli, 1991: Halliwell %, 1992: Fantinii® Yoshioka,
1993).

HZ N2 FAAQ 21-aminosteroidol tF AT &AHT o)
21-aminosteroid M Al & 2& ZdolEs} A7l HoEA A HAatstel] of

g AA #Ago] Aty A FHdsEe AAL i K7 AA 59

_175



714 E3 a3 8L eyt n ¥ 3153 ch(Braughler 5, 1987).

W F2 ZEEIo=Y FF IEE|FC|EY HA4E BolA ¥ HAY

Agol olg 42ZTH AnY WH HAo) L] ssn RIHD
olth(Hall %, 1988: McLaughlin® Frank, 1994: Shenkar®} Abraham,
1995).

U-74389G) Rodu s §3& ATut st Toggozs 3
AR7E 7Y dEste BRelv B Fo4x stEsitdn RaHz Q)

(Awasthi %, 1998: Fukuma %, 1999). 9% AFY 1 15-3mgkgd

o]

RS

g 2ko] wWo] Melrl}(Lehmann 5, 1996 Remmers 5, 1996), HiX& 24
2 89 1§ Fo 2 80mg/kg7tA AHE¥ d = A Zhang T, 1995).

U-74380GE HZUE 59 3¢ ¥ £3& Fosiof stk U74380GeE
pH 4004l a7t 94 ¢tenmz A4 fujd &31& A7 ¥ pHE
FTHoZ 9F7] fE 4FAE ELsted, o2 Xzt o) Tt g
olzx &ZHo| AAA Ht} o9} L ojFZ B dYPoME 10mg/kegs &

2 MYslgm o] &L AEFol AZE3AS Ujohn Company’t B33

2 Sof oW Bz FoiA oFBe] AR o|&Eo| 10% BEol
2oe He e He fFolg ¥ 4 Aok

Melchiorri && #HE& ©|&3std HFHE FTHA BEAEDL] Aga e of
3 Rng AYolM SAFHE FFE 8/ T2 tE2A 9 PRz
Fo e wW LD50+ 79mg/kgel A THMelchiorri &, 1996). & A8 © ©&
Az # 3 uteld 2L &%FE FoAF Z3 ZF 12212 el Abgste], 5t
GHE FA4ZFE 2R A P& AREAT FAFHE BFES 20, 35



50mg/kgE EA o FAQF ZAI LD50= 35mg/kgol A 50mg/kg Alel
o ALSS ¢ F AT, HE FQFE g AP To] HUAR 2HZE
LD50< 40mg/kg °©lAt}.

wgbA Azbes U-74389Ge] X883 E 27 A8 dddA9 AgFHE &
g AEd LDORYE HAW FEIHE FEI JUEHE F Ue
35mg/kgE 8H ok

T3 LD302 AHEAIZIE 4B o 244 £2 AstH=dl, Melchiorri 5
o] Hm3gt wlol o3t o] A7t ojFo LAFE AL AF7] BTN F

BHQ Aol X ¥ A 23 &go] IF JlF FHel AAY 7}

olr

3

2le] H3olA BXo] &A4rstal 21-aminosteroid®] ¥EF<Q U-74389GE
g3, A% 2 #H 2 gdeFE Qg A HAAsE AR &
2 Ho] AGES Z2aAZ F A, sdSEd dis Avp 43 B
T #EA e A FHAA YFHYL AL TheAE AAEAT 2
vt o] A€ 2 7HA AFdH Ak AA, AHFHE FAFE A
A% AYolM dEFY 7 AAT U-74380Ge) A=2aAHE 27 4%

FEEY A7 A2 HE & F dd A 2 dFdA

=
= stetstes U-74389GE EF 23Uz Felstyly] g Hgze
2380 A + Aoke Aoloh AA, AW FUsE AAFOEA AYE
2 F2AL FE QAW FeARE F2 APUUACE AW Fistslel

o0& 71de] e steAdel Ate Helt o F IR AAHE
SetFEe] A3-2dY FIH £3 wgo] AE Iy wel NADPH
Ho2 Axe B3 T2 AHH 759 42 s A
2 Ave Aol (Rose 5, 1976).

aneg gAeFHE F5A U-74389Ge] 943 AMEE d8iME o933
Fobio] i3 B B2 A7V IyPEojor & Aoz Algsd.
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v.d B

ol el ZuolA HeFHE FEE HAFAE ol & APE T3t AitsA
21-aminosteroid®] Y& U-74389Ge ¥ @, A% 2 #H 2 A et
Eo 2|3 AW HAE JAde AHE v AIYES BRS¢
ARx, FHEC e} F3A7 A3 Bud si=AV g A
Al QAR AR e AE AASE T 2eu U-74389Ge] Y EH AEE
AWM e FdFa Sy die Bk B2 A7t Jgsojol & R o
2 Atz

A

E—-}
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A% AzA 1 32HF E(Paraquat). 593 128-130, 1998
%, °]9%: Paraquat T5F AES 178 AT 4 o2 A
=983 893-97, 1997
Awasthi S, Gvurasics A, Knight SA, Welty SE, Smith CV: Protein

o

o
ox

oR
S

oxidation biomarkers in hyperoxic lung injury in rats! effects of
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Toxicol 6:57-62, 1987 ‘
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injury. Am J Med 91(suppl 3C):54-59, 1991
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Abstract

The Effect of Antioxidant, U-74389G
on Paraquat Intoxicated Rat
Jin Ho Oh

Department of Medicine
The Graduate School, Yonsei University
(Directed by Professor Jin Sik Min)

Annually hundreds of people’s death is reported due to suicidal abuse
and accidental intoxication of Paraquat, known as Gramoxone or
Paraquo(brand name). The clinical symptom of intoxication is
manifestated by necrosis of skin or conjunctiva from direct contact and
corrosion of oral, gastrointestinal mucosa as well as involving the
respiratory tract causing acute respiratory failure. Paraguat also induces
systemic intoxication like hepatotoxicity and renal failure and lung injury
in multiple ways resulting in respiratory failure. The pathogenesis of
paraguat intoxication is cyclic oxidation and reduction in the tissues. The
free radicals formed from this reaction induces cellular injury through
lipid peroxidaton, protein degeneration and DNA fragmentation. Initial
treatment involoves ingestion of Fulier’'s earth or activated charcoal,
diuretics and hemodialysis and chorcoal hemoperfusion. And many
antidotes are under experiment, but the results are variably reported. 21
- aminostesoid, a new antioxidont is a strong suppressor of lipid

peroxidation. It inhibits cellular necrosis and eradicates lipid peroxide and



scavenges free radical. The author therefore, tried to verify if the
laboratory mortality improved by suppressing lipid peroxidation with the
antioxidant, 21-aminosteroid(U-74389G) in paraquat intoxicated rat model.
We wused wistar rats, paraguat without any substrate as undiluted
solution, and U-74389G as the antioxidant, 21-aminosteroid. In order to
decide the amount of paraquat to be used in the experiment, the
paraquat was injected intraperitoneally in three different amounts. The
group injected 20mg/kg showed 0% mortality, 35mg/kg receiving group
showed 25% mortality and none survived from 50mg/kg receiving group
therefore showed 100% mortality. Calculated from this data, LD50 with
24hr was 40mg/kg.

In the experiment using U-74389G, the group injected only 35mg/kg of
paraquat showed 30% mortality, and 1026 mortality in the group injected
both paraquat and U-74389G.

In search for the lipid peroxidation, TBARS test was done with plasma,
liver, kidney and Ilung tissue from sacrificed rats. The U-74389G
receiving group did not show any significant difference with the control
group. The TBARS results of paraquat receiving group showed
differences compared to the control group in plasma, kidney and lung.
But there was no significant differences in the liver tissue. The results
from paraquat and U-74389G receiving group showed significant
differences compared to the paraquat only receiving group in plasma,
kidney and lung tissue, but there was no differences in the liver.
According to these results, the mortality with U-74389G as the

antioxidant, was reduced through the suppression effect of lipid peroxide

_26_.



in the plasma, kidney and lung tissues. Currently there are no definite
antioxidant known to treat paraquat intoxicaition, therefore, U-74389G
could be a promising drug for the future, but the amount and infusion

route is vet to be studied and determined in the future.

Kev Words : paraquat, lipid peroxidation, antioxidant, U-74389G
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