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C

VATA DT BT NUFHEERTHY, MO AT A iR E T 5 H
HWTRIHEND T EBF VU AT A4 (CAS No. 616-91-1) (Z2W\W T, faEHISN
W) e E A GBS 2 ORI A SE i L 7,

FEM I W =R BRI, RNENRE (T v R A X, B A ), BREE.
2MEENE (TR, Ty b, U RS X)), HEMEREME (T P RS X)),
BN - RN (7 MRS X)) AJEBEAEFEE (7 v NERRTHX) &
DRBEAETH D,

RNBRERBRICBW T, BOBREGEINTET BT AT AT A T K GRS T
RN T B F ML EN T AT A e MBLROREBECLTEF AL AT A
YELTEET I LE AL, REDCEP ~ITEEMRERE & LTttt sz,
T, VATAET R JBARE T2 R AR S, FiERIES S
WEFF L FE~ORMEAEZ T, REOCERFA~PFM I ND D, VAT A &
DIENBEBEIT-TCIHREZNDIEEZONTE, ZOZENLTE®EFILVAT AV
ERECEEBRMME L TERELESA, VAT A OEFEEOFHAEZ K& <
T2l BE2IC<L, B2 @E L CHHAMYEBEROTEF VAT A U %
ANPNBRNCERT 5 2 L3 v B 27,

BinmHRBR T, 7 F L 2T A4 2 AW in vitro (2B 518 )5 225K
75 FLE R M OVYs o R B 3 BRI ONT 1n vivo O /NG RBR 1T &M T o 72, In vivo
DYOARREHBRIIGETH 720, BBRT VA VIR RHALND Z b,
BMEREZEFMICAHNIZ L EFAEY EEX N, 202 s, TEF
WY ATA I, N o THEE R IBEHEEZ RISV EHET L,

di A F R, 1B TEME - RS AR ER N OVETE I A R E R B X, RBR o FE
HINRHED DR THRESEGR L o7z, STHBHAMEREMERR (7 v b)) (I
BT, 800 mgkg RE/HLL LOEEG TIIREOEBNLFALALNTZE DD,
ZOMOFFERBORSHERGICEBNT, BEICL2EEE IR, BRA
PEEOMEG T AN s EMEINTND, BRELEEBERIX., M
WA E (L3 27 A R 2B\ T, T v b 13 BERERD KGR O
fER 6, NOAEL X L-3 27 A VHE ChRmHETH 5 690 mg/kg AH/H
TbhY., SHIEENPAEITEDOENNWEHI I TS, 26D &Ek
BMZEBEL, 7TEFA VAT E, @I E L CTEEERHINLDRY
ZBWTIE, REICL 2\ ELZELCT. BRAAMELEGEEEZ RS20
ECHIET L T2,

UEoZ &, RMEZEEERIER - fEEEMAES X, 7TEFALRT
A0, AR E L CEEER SNSRI NT, BRMICEET L L
LD NDEFEEZEZZOBZNORNVIENRHLNTH D EE XTI,



. Al REIMF MY DME
. A&

SRl EE D KA B Gy € DA O F Ry DAk (ZR1)

. — &

Mt 7T'EFAVATA
¥4 : Acetylcysteine

. EF 4%

(2R)-2-Acetylamino-3-sulfanylpropanoic acid
IUPAC : (2R)-2-acetamido-3-sulfanylpropanoic acid
CAS (No. 616-91-1)

#4, : N-acetyl-L-cysteine
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7. EFRAEBMERUVERRRESE

(=M 1)

(=M 1)

(=M 1)

(ZHR 1)

TEFNACATA %, HEPICHERFZ2508M7 I/ BO—EThHD

6

VATA VDT I ) EETEFAMMELEV AT A v OFBEETHY, EKNT
IR TR T EF b SNV AT A v 7D, VAT A Ui, MiEETH D=
TP AL ARCEEOHILICKAETHDL X T OB E 72 51E 0, ERE
BHEI S VBB N L ADFRFICEHBEREHE ZH > TWL 7V E T A AT
LTI BTHD, VATA I, BEORBIRETEINNVE T4 2T
532007 I BBOFTRLGIBRKFLE2DLEINTNDEIN, KOBEIZL -
TSNS T NI ERmMoNTND, 2 LT, TEFALVAT A T



VAT A ERARTHEE Y ORGFEEEREGNEESN TS, TEF L RAT
A NTEERANTIIFB TR I T RAT AR D e (K1), BT
WINTHZETUVARATA U EMBTHIENTE D,

TEFNLCATA L, BARTIZAHERESS (WHKEA R OB ARKAIE) kO
B IEIS GRIRAD & LT, BRICBWTH AHESKS EHFIZE) & LT
KR, EiE&hTnag, £, KETIEREBMHPELME LTEEFEHINLTWY
Do FEHRMH E LTCIE. EU TV ATA V25 FNERDLVAFUNETOS
FEEXRIHEHAPRBDODONTWVDEN, TEFA VAT AV OFERPED 51T
WAHEIE RV, (1, 2, 3, 4, 5. 6, 7. 8. 9. 10)

Lofk. HIHEEMRXNESHENLT B F LY AT A U 2GRS & T 5 RN
[CANAC (v T v 7)) 22T, ik DORERDEDMDAELS DHike
EEHME L, B (Z LIV, HEEITHLLT BT AT AT A IZHOWT, &
WAL (B 22 7 A9 —%2K<,) MAEEIC 1.0 mg/kg KEH % HMN ERE L
TLEBHRIN & L COFMBIBEIZET 5 FEENTON T FBIEER 233 5) F
13 %5 S HOBEICESE, NOREZERIBENORNT ERHLNT
HDHHOE L THEREERKENEDLIWE (MEAWE)] ELTEDDLZ LI
DT, B EEEENTOEE N2 I T,
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0. ZRMITHR D5 LOBE

AP E TIX, WMEHRIIMEEEFEEHEREZHWT, TEFAL AT A
DEEVEITRD MR ZEHE LT,

R A WS PRI BRI R L7z,

1. KREHER

(1) KREREFER (/n vitro)

TEIFNATA LV VATA LV LVATA VAT N AT N L AT A
VEFLNT AT EEFNEN 2 g/100 mL o ¥ EE TR ER T H K SOL R R G
CIRA L., 37C., MeE i & 13 mL/4y T 6 BifilEs& L, Kb &M DL et % Mt
Lz, RBHABE TIZTWTNO/LED E R LTINS, O fiE FEIZIXZEN
BOLIL, 6KEHE, TEF LV ATA 0L 16%, VAT A F T5% 03 oy fift S
iz, REBEHBE®RTIZ., WTInhoflbame b 6 Rk £ T & A EoifiLH
v olz, (BZHE11)

(2) ARBRERER (/n vitro)

7 v b (McCollum-Wisconsin %, #ff) fFlgf&@ik! (2mL) ICT7&BF LT R
7 A > (10 umol/uL) Z#H0 (1 umol/assay X (% 2 umol/assay) L. “EFE T A
HATT 30 /&%, BBERTOBRIATA V& (VAT + T AF V)
EHETDEL BT ETFAVAT A, VAT AV ERVAF &= R—
su~v M7 74 —THRELE, BBEZ. SRINEICBT 2 AT 14 V&I,
ZEN 0.97 pmol XX 1.85 umol TH o7z, X—X—rua~ v 7T 7 ¢ —43Hf
DFER. TEFAVRATA VIEIREESNT . VAT A U ~ORBHL D THIH
Thote, EL. BALERERGET TR, VATAVRDLY AT U ~OERD
R RISIZIEE AV EEIT Lo Tz, (ZR12)

(3) KNEIREERER (/n vitro)

7 v b (Wistar &, K 140~160 g, KE) O MmHE & O, FTFIE L B g o 4
BRI T B F L AT A v (I OB IR EIE 0 10 pg/mL, Jifi ST g i
R 0 b pg/mL) ZIRIML, 37°CTH&EK ., HPLC I X W REALK K G D
TR B & R RERY I E L 72

i85 K OV . I SO B BRI IR L 7= T B F L v A7 A VIR IR
BB L, iz Eh 26.7, 15.8, 1.9 KN 1455 Tho7z, FEHX
VR EWEREY AT A v (F-CySH) K ONFEHZ v X7 Bk s 25 4~ (oxd-
CySH) (Z—imtEic#mL., o®%Ed Liz, TO@RICEIT 5 F-CySH @ -

Lt L7277 v hOMFBEHE FTHREY X — b L7, BBK (10%w/v) (X, 0.01IM VU >
M. 0.156M iV o AKX 0.045M b~ 7 x> v L& ET pHT4 fBER CTHIEIN
7=,

2 Jili, FFRE R OV glc. 0.1IM b U REEME®R (pH7.4) % 10 fFEG/WINZ CTEEY X — M
TR L T2,
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HZ, A, il AFRE R OV i CZF 4 16.8, 39.8, 10.4 LTV T70.5 53 TH Y |
oxd-CySH @ -J i 1L i 4%, fifi & OV i CZ 441 40.1, 62.6 L1 54.9 53 Th
-7,

CTOEIETT BTNV AT A & Z ORI O R 1T K OHEER M <
ENBY | X UNRTBEREET BT A AT A v (F-NAC) 1Xim4E& Of, F-
CySH I Lk OB I&ICEB W CTHEMEZE TH -7, 7=, F-CySH 2 oxd-
CySH IZfR# & it 2ro =, (BHR13)

(4) AABERAER (v b, BEHIRAKRS. BEEBROKBSERVEEHRARNE
5)

Ty b GEMAEH) 12 35S T v F I AT A v EREFRE (FIRNES
(50 mg/kg) . O L (100 mg/kg) K OFRENEYS (50 mg/kg)) L. il
R O EEZ TLC K OA— I V47T 7 4 —IC XV HIE L,

7 v FNOFRIRNEE S Tix, &5 30 2% ICIT Mo L, PR E &M
R E AT E L, BE 40~120 B o MR EE X, K& RS EiER
Semole, OGO MBERREDOHERIL, &5 48 K% £ THRNE S
CWEERBETHY ., TEFALIL AT AL NTEHCHICTHELE N LRSS Z &
MR ST, (B 11)

W HRH5RBICB T AP0 R AR 1ITR LT,

BHGBRBEN R CTHEPICHEM SN EZT B F LV AT A L OEIEITRFEE
ThO, TEFAVATA VOROEBESICBTA2RNITIEHFTHL EEZ LN
Teo o, HBh 96 Kl IC BT 2 PEEN O | 2 & O BUEMEDMEANIZ TR Y
THZENRBIh, (R 11)

Ty FORAOEEIZBNT, ML 7L S SHEELETEF LY ATA
CHCROBSTEME I, FOS 1 RFEZICmER IR REICEL, o
RIEHEME D 50% % S 7z, e B IE ML & G 4 FEf# £ Clc s IcIR T
L. ZD 44 i £ THRIRIIK T L, —FH, fiZ o ~"7EE S-SHEELET
YF Y AT A HKOBRETEEZ. X BT LZ, TLC 4 O 3.
BUNRTBEEREELIERDIEITEF L AT A4 v (REIK) Th o1z,

Fo. 7y FPORAKGIZBWN T, iEF o SH EOHBZpr Lzl 25,
Pt 2 Wi £ CTIEX X B SH AN L=, Z o8 B SH s
DEIBII DI o T=, (B 11)

REAEDOT FF NV AT A %, MR IZB W T, EIZ S-S #Ed
IZX > THIER O Y 7B LA LTS Z ERRB I,

11



K1 BSHEMT ETF NV AT A G 96 BiHl1R £ TOHEM &

&) fil B 5B K OV PE A e B (% 5 &)
# (mg/kg) IR S JR+3E
7 v b #RA (50) 38.55 3.39 41.94
W (50) 28.16 5.20 33.36
#& 1 (100) 17.26 3.00 20.26

(5) wREFERAER (Zy b, BEEEAQORSE)

Z v b (McCollum-Wisconsin &. M. 5 JC/BE) (2 35S Mk 7 & F Lo AT
A4 (8 mg/mL) ZHEKEAOKE (200mg 7E®F LV AT A kg) Lz, #
5.2 kO 24 1 #2 125 flAk 2 R T 2 & & b1, 24 FF s DR Z B EL L |
EHEMEZRIE Y v F L —va v h X=XV llET D E L b, 2=
—rm~< NS T 7 4—THHF LT,

OF:Xiil

FEAR ., MR & R BOHIEEOMIER R AR 2 1ZR Lz, &5 2 FF##% T
TR B M OB e 8 WO B TE PR S 2 B L e O CRIRS . i, MR . I
AL OBEDINETH > 7o, #& 5 24 BE 1% O TS IX & 5 2 REE# 12
s LT Lie (R E L TREIR 70%, AFIR 74%. BB 28% K& UMLK
56%3) 23, Aifi. MR, #5 A K OVK CIE& 5 2 REfE#4 & 24 FEf#E CIIR & 2 &
BIZAEC e o 7o R OB EEREITIHRGED 56% Th - 7=, (2 12)

3 B 12T 56% &I N TV, MO HBHTEENSBADREHET D L 46%E
mHEEZLND,
10
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# 2 T MBS EHBRTEFILLAT A UHEBRAOKE (200 mg/ke.
3.48X 106 cpm?) % DO FMk. Mk M OV RS M o 24k

HH ik 5 2 K% 5. 24 Wi

b i G P T T 5 T 1 e i S TR S G T

(cpm/mgP) (cpm) (cpm/mgP) (cpm)
Tk 74.4+6.8 122,400 23.3+3.4 30,400
JF Mk 71.2+4.6 425,500 18.8+1.5 109,500
Nz 28.5+0.9 1,700 20.6+0.5 1,000
Jiti 15.8+0.8 18,200 15.0+0.3 15,400
Yo ik 12.3+0.2 7,900 15.4+0.5 8,200
1% 10.2+£0.4 175,000 5.5+0.2 98,200
i A 3.5+0.2 302,800 2.6+0.2 229,700
Jibd 2.6+0.2 3,500 2.8+0.1 4,100
PR — — — 1,960,000

a : counts/min
b : AR MR E &, E¥E = SE (n=5)
- . {EIJ/Efci L/o

Qi h K E Y

15 2 RFR 2 & O 24 FFf % O RFIgfH S HIc . 35S ARk T B F i X
TAUVEO NN-UTEFLLATA T bihotz, &G 2 HE#% O
ARETIEVATA v, VAFURORTEBEFAVATA LV EVATA DY R
VT 4 FIRE DSBS NTR, TERRFMIL. ATA VKR RATF
ThdLEEZOLNT, 85 24 BFZRICE T 2 EEE LRV ETH > T2,
O &G 2 REf % O M CITRSHEMED 1/183~1/4 BT EF IV AT A Y HEH47IT
BEN, RHAIRR AT A R ET 2 2 ERR ST, Mgy
HOIZ AR TR E R 72 <. #5 2 BRI COMMICIZIESX v X7 E Mk
FRREDIIGFE L2 EBE DR, (B 12)

QRF R B!

JRON—=/N—=r < N7T77 4 —0gIc kD, BAEENOHEIND IR
ﬁﬁ%%ﬁﬁ%%%ﬁ\vz%y\vx%4/%\%m%&w&%ﬁ/\Lm
RIITNETFE 7V RNREVANVT 4 RETH DA BN H - 72,
JREZETHAI TR L CTHRBITE TSN o720, TERLDOEF VR
TAVBREOEERMBIECOL EEILONTZ, L 2 WEIXSTEES T
RO BERROEESHIEIC L DR TIIER DI EEMEBRIE L SN TEBY .,
M A2 XTI RETHoT, EBEBETIIVATA VBRITZHIES L TRy

RN yx?%V@@Tﬁiiﬁﬁf%é%fkmbﬂé EILEICT BT

W AT ANV EBEIN LD, JRIGEEG VA7 4 RBRLEGENLDTZD
11
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bbb,

BILALEIZ XD O AT A4 U R ORI TV E F A O LR D
ST ENL, TNHDTVANT 4 RIELAEWIZIRFIIIHFEELRVWEE XD
Nz, $oTTEBFAIVATA LV ORAFLEIZEID NS 2 WEDRF~D
PEHEDHE N9 DRI IR S e o 7o, (B 12)

(6) wNEFRERAER (Zv b, BEEEAKRSE)

7 v b (McCollum-Wisconsin %, M, UBREE . 5 PL/#E, PREEE . 70C) &7
EFNANVATAUXIE LV AT A v EHEEIRAORE (TE2F L RAT A 2
1,950 pumol/kg AEH L (AT 2L 7 U LEERE). 1,650 umol/kg &
B O(RPALTE RULVEERE), - A7 A > : 1,650 umol/kg K (i
BR)) L. ML ORF DR T v RY LAY O % T ~<7-,

TETFNANVATA OBRBRKROKRGORREEER SITRLE, TEFLI AT
A EEECITMPEREA L7 e RYVREIXDT 2ICHEML, M, ALk,
gzt W bbbl tdotz, BHRCTCOWEREAL 7 E FYLREZTK
SLEFB LR EEGATOKEL OMICEERZZI DR o7, MK TIEE
fbixAohienotz, B GREME) TixEmLzn, &EHX 5 IEORETH
D, FERENLAATHS, (B 12)

#3 Ty hMIBIFATEFILY AT A L HEERR OGO I T & OFEAR
iR L7 8 R U VIRE

S ik A7 & KU VR E (umol/g A% H & . pmol/mL fi%; ¥ %) = SE,

n=>5)

XFRREE(=T) | 1R | 2 RERE 4 FEfEI#E | 24 Wpft%
1 1.7£0.3 1.8+0.1 1.9+0.1 1.7%£0.1 1.2+0.2
Jiti 1.1%0.1 1.83%0.2 1.3+0.2 1.4%0.1 1.4%0.1
i A 0.8+0.2 1.0£0.2 | 0.8%0.2 1.1+0.2 0.8+0.1
T Mk 2.8+0.2 3.70.6 | 3.0t1.1 3.7+1.2 4.0+0.1
R Tk 2.3+0.6 1.0+0.6 | 1.9+0.3 1.2+0.4 1.1£0.3
LNk 2 5.0+0.3 5.4 4.8 4.7 3.2
Rl b 3.0 5.0 4.0 8.2 4.6

a:n=2 (FEEEEER)
b:5ICOEEE

L-v AT A VOHRBRKROEEOREEZR 4 1277 Lz, &5 1 K& Tidim
WEBEA L7 &8 RU LD 35%HININ L=y, AEREMTIE <, &5 4 FE% T
KEPRRE & RIARE & Tp o Tz,

JiToORLT7 e RYVBEIIEE 1 KRZUNIC 2 f5& 2o, 4 K%
I RBE L RO LN VICE o T2, A TR GRI% THEZIT A B 720

12
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STy VATALOEKE 2 BB T, IFELA OB O AL 78 K Vg
EIXEAD L, Mg Ar7 ke RUJVEBEIXHEML -,

£4 Ty MIBITD Ly AT A k0GR LA K O R i iE 2 v
7k KU JVRE

HH % 2y 7t KU VR (umol/g FHA%E &, wmol/mL ik “F¥IE =
SE, n=5)

pogiiskisa 1 e 1% 2 W] 4 WEfE % 24 K¢ 1%
IIRTET 1.7+0.3 2.3+0.2 2.1+0.1 1.7+0.1 2.1+0.1
Jiti 1.1*0.1 2.2+0.1> | 2.0%+0.1b 0.9+0.2 1.7+0.1
i A 0.8+0.2 1.1+0.1 0.4+0.1 1.3+0.1 0.4+0.1
JIT ik = 2.840.2 2.9 1.2 2.9 2.1
R fik 2.3+0.6 1.1 1.0 2.2 1.6
I ik = 5.0+0.3 5.7 6.5 4.7 3.6

a:n=2 (GHEEEZKR)
b: xfHREE L OB A E 2% (P<0.01)

Ty RORBANLT & KU VIR OR R ZF 510K Ui, IREE L el LT,
TYFNLATA LV BEHE DO L-VATA VEGREORT O L7 KU LA
EMOREICEEEZIZA DN DT,

T MDTEFNLNTATAUHDLIWVIEF VAT A UROKEROMEEFED
MEICEDE, T F~DTEFAIATA URAOBERRNL-V AT A %O
5 24 RFREI DR ~DO g PEMIIm P E & b RFRE (FGEO 38% K& T 34%)
Tholz, (M 12)

#5 TYMNIBIFATEFAIL AT AU XITL-V AT A U ROKE 24 1
MORF R LT R JLERE

## (n=7) 5 B&|AALTE RV LEE
(umol/kg) (umol/kg/24 Kfi], FH)fH +
SE)
i TR 0.9%NaCl 46+4
TEFNATA 1,650 5817
Lo AT A o 1,650 54+2

(7) AREIRBRSAER (Svy b, REEORS)

Z v b (McCollum-Wisconsin . Mff) (27 TNV A7 4 % 68 HE XA
&5 (250, 500 mg/kg/H) L 7-ie, i, i, AFHE A OV gt o ik ode g = v
b RUNVEBEIISBRELRRE CH 72, 7. T OHEEIEIXHERE S ((6)
mNERERER (7 > b, HEROKEE)) LFRETH-T-, (2 12)
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(8) ANERERR (v b, HERUREROKRS)

7 v b (Wistar &, A 140~160g, #E, 6 JL/Ff) (T TNV AT A U &
B O#& 5 (100 mg/kg RE) ix 15 HE O &5 (100 mg/kg K&E/H)
L. MR BT OTEF LT RAT AL U RN AT A 2 a8 s f &
HPLC i X W lE L7z, IEH G CTiX 24 Frfil IR 28R HL L 7=,

AR O & 5% O T oSN iREORKH#HEBE LR 612, 7TEF LT
AT A OHE X 15 B MR 0 851 o i 5 & OV o o £ o B e
INTA—=Z—Z R TR LI,

HEROKEETIX, METhoRT7TE2F Ly 274 (T-NAC) EE X5 30

DRI EMEIZEL, ZO®%ED LT, &5 2 FFE% CldkmiEE O 1/10 & 72
0710 tmaxs Cmaxs te X OV AUC (FH A& 5K & KER GRFCEIT R -T2,

e o F-CySH B EE I3 5 30 & IZITXEGRID 12.3 {5720 . oxd-CySH
(52 ) EOXF NI EALNT 4 RiEGH AT 14> (P-CySH) (3.6 %)
IZHERBEINRIT R E oz, MRk O T-NAC B E I3& 5 30 n#&ICkEEE
ED . FOBBERLITHEHAD U (t12:4.2 ) . 5 S Kil# CldkmiEE O 1/4
Tholz, MHMFETOL AT A VRIBEIITEF ALY AT A VBED EHICHE
WHEII L 721, &5 2 BRI GRIOME & o7z, L OVERTIZT &
FNVATA NIHBRETERD TN, VAT A s 0.5~1 Rtk &2 v —
7L LTCHEMLE,

REROEE BN TS, 7TEF LI AT A o OMFER~OBITIZIELS, T-
NAC EEIX, &5 30 p k&S MEEZ R LT, ii Cix, BE#& 5 L [ IZ T-NAC
BEOEFRNA LN, FEE OB TIETEF AL AT A ViTHHTE 72
Mofo, Flo, B WTIE, BEEGIZHERV AT A4 VRIBEOKRTRA D
. M OB IRICB W TR, VAT A VRBEORZ RN LT,

TEFNATA VENEROKBRELZEE, MBEXOHICB T 2T 2F L
VATA R OREEHRBITHEBEIR LGOS G LIZEAEERLELN LR
oo T2, HEEOBBICBIT DY AT A URIEBE T —BECaEE RN E R
L7z, #5 8 HFMBRICEGRIOREIZR 7= &, KOS 15 HiRIZBIT 5
BERTOPEME FBEHEOHIEME ORICEN N2 b, TRF LY
AT A v EREWIC :w:%ar XrnweEEZ LN,

B HMT 24 FEf Z E IR PICHEIE S N RE 1 g Y720 O BRI & 1X
& 5B 1E 2 ElFaﬁ(D&Efﬁi ixﬂﬁﬁic‘:@ﬁa WZH BRI B T8, %mu
Brldxt B AR R ZITRO N hoTz, (B 13)
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#£6 Ty hNITETFALVVATA UEHRBRKROKE (100 mg/kg KEH)

D Lk D 25 AR iR L

=N

N

N e EE (ng/mL X% g)
ik | % I5F
[ F-NAC oxd-NAC P-NAC F-CySH oxd-CySH P-CySH
| o NDe NDe NDe 1.50+0.10¢ | 3.10+0.87¢ | 5.97+1.27¢
5% 1 0.25 | 8.00£1.41 | 1.75+0.87 | 2.93+1.08 | 8.92+1.212 | 8.04+2.06> | 5.93+1.70
0.5 16.1+1.4 | 6.16+1.21 | 9.87+3.71 18.5+2.92 16.1+1.42 21.3+11.8
1 8.82+1.04 | 2.01+0.46 | 6.03+2.33 17.3+0.92 12.2+1.72 17.6+4.9P
8 0.02+0.01 | 0.09+0.01 | 0.18+0.04 1.57+0.17 | 3.81+0.81 5.64+0.89
Jiti |0 NDe¢ NDe NDc 28.4+2.9¢ 18.7+3.6¢ 26.6+4.3¢
0.25 | 4.21£0.51 | 3.63+0.54 | 2.88+1.31 38.9+4.9 21.4+5.0 32.0+3.7
0.5 8.38+0.29 | 2.97+0.82 | 3.56+1.17 45.1+3.72 34.5+7.4b 42.3+8.5
1 5.25+0.67 | 2.05+0.91 | 5.54*2.53 | 44.4+3.22 32.1+7.1 42.3+5.5b
8 1.22+0.27 | 0.37+0.25 1.72+0.57 30.5+3.5 14.5+6.2 32.5+9.0
|0 ND¢ NDe ND¢ 21.0+3.2¢ 4.98+2.15¢ 34.7+2.8¢
figk | 0.25 ND ND ND 36.6+3.22 10.0+3.4 44.4+7.3
0.5 ND ND ND 57.3+2.82 33.7+8.12 24.9+5.5
1 ND ND ND 40.7+2.52 26.3+5.12 21.2+4.8b
8 ND ND ND 21.6+2.1 6.15+5.50 33.2+6.3
BFlo NDe NDe NDe 383+7¢ 8.54+7.37¢ | 62.4x17.1¢
figk | 0.25 ND ND ND 425+72 29.848.9 1.00+11.70b
0.5 ND ND ND 469+202 28.3+14.2 17.8+5.5
1 ND ND ND 468+162 40.1+11.8b 103+19
8 ND ND ND 398+9 25.8+8.2 20.0+17.7

i : ‘F¥EESE (n=6)
ND: i CT& o,

a,b: 0 R & OMICHEZE (a: p<0.01, b: p<0.05)
¢ : B (n=10)
F-NAC : X o R BT B F L AT A >, oxd-NAC : IEZ o X7 EWACL T v F L A
TA L, PPNAC: F U RNITETANLNT 4 RiEGMTEF AL AT A F-CySH : & "7
Bl AT A >, oxd-CySH : & L 8V EfLRly 27 A > P-CySH: 4 /X7 B Y AL

74 RFEER Y AT A v
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FT7T T MIBILZTEFAUAT A UOREB XX 15 AR O&ESE (100
mg/kg RE/H) % O MK Ol SR OFEE /N T X — X —

M| NT A—H T-NAC F-NAC oxd-NAC P-NAC
fik | — Bl | ffE | Bl | jiE | Bl | fiE | BE | O
M. | Cmax 32.6 | 30.7 | 16.1 | 13.0 | 6.61 | 9.55 | 9.87 | 8.13
# | (ng/mL)
tmax (hr) 0.50 | 0.50 | 0.50 | 0.50 | 0.50 | 0.50 | 0.50 | 0.50
ti2 (hr) 0.48 | 0.50 | 0.42 | 0.47 | 0.54 | 0.66 | 0.55 | 0.53
AUC (pg-| 34.0 | 33.9 | 17.2 | 17.0 | 6.37 | 5.16 | 10.4 | 11.8
hr/mL)
fili | Cmax 14.9 | 13.3 | 838 | 820 | 3.64 | 3.69 | 5.54 | 3.90
(ng/mL)
tmax (hr) 0.50 | 0.50 | 0.50 | 0.50 | 0.25 | 0.25 | 1.00 | 1.00
ti2 (hr) 4.21 | 4.19 | 3.85 | 2.38 | 3.04 | 2.35 | 5.14 —
AUC (ug-| 65.6 | 67.1 | 28.0 | 24.7 | 7.91 | 8.97 | 18.1 | 18.0
hr/mL)
il LA

(9) ARFRERAR (Zv b, BEEOKRSES)

M= >~ b (SD %, 44z 18~19 H, {AH 200 g, 6 IL/#f) (7 EBF LT X
TA BB OKEES (100 mg/kg fAE) L. M4, B, BEEXOEKRKFO
TEFN AT A RO IRE 2 1€ L7,

ERAERSITRLT,

MIEFTEF N AT A VIR ED tmax (£ 0.5 FEETH Y | FFERT » T
DIWEIZHB L TEK LS, ZORDOBERLESLNThHoTZ, REBEFT7TEF LR
T A VIR D tmax 1L 0.5 RF [ T & ORI A MIEFIRE D 37% Th - 72,
ZD%, WBEFR T ETF AL AT A VRBEZEA L, &5 8 KHZICII& &R
FED 17 720, RHMERMBEFIRED 6 5 ThHo72, FHEDLIER~DOBITITIHR
HWT, BRFTEFACRAT A VREEITEE 0.5 KFRZICHRSMEE R, £
DOWEEITRARMAERRED 18% Th -7z, &5 8 K% CTlikmiEE D 40%.,
AR MAEFRED 8 5 ThHoTz, MBEUOKRET AT A VREEIIRE 0.5
Frff e L O 2 IFf B IcEh sz~ L, &5 SHHEZEE THIRE TH -
oo FERNSOBITIZOLTNTHY, kEMEEZRLZES 0.5 KH%ZICEIT 5%
K F-NAC IEEIIRHARMIEFIRED 7.5% ThHh 72, (M 13)
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#8 WIET vy MIBITAT®EFAL VAT A U ZHEKEAOKSE (100 mg/kg

REE) I Ok

R i B2

A% E (pg/mL X% g)
F-NAC B-NAC F-CySH B-CySH
R4 ifn. 5% 0 ND ND 2.40+0.20 18.1+0.5
0.5 9.68+1.75 16.1+6.6 9.46+0.752 29.5+1.2a
1 7.64+1.66 9.33+3.57 10.8+1.62 24.0+5.6
2 2.77+0.77 3.83+2.43 4.85+0.632 16.0+2.6
8 0.14+0.05 0.09+0.07 1.48+0.26P 13.8+1.4b
ik 0 ND ND 15.8+2.9 23.9+5.4
0.5 4.74+1.20 4.78+2.70 43.2+5.02 24.948.5
1 2.90+0.59 5.74+1.65 39.8+3.92 27.9+8.4
2 2.24+0.84 5.23+0.44 31.9+5.9> 31.9+5.3
8 0.90+0.24 0.51+0.29 14.8+3.4 47.6+6.6P
g 1R 0 ND ND 21.2+1.0 10.4+1.6
0.5 2.54+0.48 2.07+1.33 32.6+4.60 9.36+6.48
1 1.36+0.23 1.98+1.09 33.8+4.0P 12.6+5.7
2 1.56+0.30 0.45+0.50 31.8+2.2a 19.4+6.1
8 1.35+0.36 0.52+0.31 37.4+3.4a 11.8+3.8
FEK 0 ND — 1.18+0.23 —
0.5 0.73+0.01 — 2.04+0.44 —
1 0.11+0.02 — 2.16+0.33P —
2 0.22+0.05 — 3.13+0.58P —
8 0.09+0.02 — 0.83+0.16 —
fill : ‘F¥fE =SE (n=6)
ND: i CT& 7o/
a,b: 0K & OMICHEZ (a:p<0.01, b: p<0.05)

B-NAC : oxd-NAC & P-NAC O fn
B-CySH : oxd-CySH & P-CySH O Fn

(10) ARBERAR (41X, BEEEOHRSES)
A XN BSERT BTN AT A 2 HEEIREOKRSE (100 mg/kg) L. i
KOEM) R ELZ TLC K OA— T 0777 40— X VHEIE LT,

PEt DFER 2R 91T R LT,

A4 XOHEBEROKEGTIX., MFENLSOWEKITESRTH T,

(=M 11)

TEFALIATA L OBEBEAOBGIZBITARIIIBGF THLEEZ LN,
F7o. BE 96 M BRICHBITAREEENS . ZEBOBETEENENICERE T 5

EEZLNT,

(M 11)
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#9 BSHEHBRTEFNLATA L 96 FEE % £ TOHEME
CUL7/EE RN Y YO PEM A ST RE B (%t 5 &)
& (mg/kg) PR E PR+3E
S X &0 (100) 25.69 10.12 35.81
(11) ARFEHAR (41X, BEEZORSRUVHERFRKRANES)
A X (MR, M) T 8TV AT AT LV AT A a2 RERO#EE

(1,650 umol/kg) L. MiEHilElE AL 7 RUALBERRNRFALTE RY L
BEEZFXZ, £/, TEFALVAT A U E2ERNES (1,650 pmol/kg) L.
Mg DAL 7 KU LR &2 F 7

Mg AL 7 e Y LBIE D RE T 10 1R LT

THYFNT AT A HEROKRERO 2L 7 RUJVBEL, X0 BRI
L. 1% 2 BT L BRI 20% B TH o, LV AT A L EET
5% 30 S OBEEIIBREAMOBE LV S 14%EETH Y . 5% 60 45120%
S5 BRTRE D K E LS B o 72,

TEFNLAT A ORERNES (3 3) TR, Kbk 16 5 K0 30 &
CHBEHOBB LT 2R B5E 2 BHTRENOKAECR -, (B
e 12)

#10 A RICBTFDTHEFILVAT A VHEEROKBEROMET AL 7
N U VIR EE

#t(n) 5B Z7 b KU L E (umol/100 mL., “¥H)fE +SE)
(umol/kg) pogiiskisa 30 4114 1 RFfE 4% 2 WREfE]

*f HRAE(4) 0.9%NaCl 131+4 117+5 120+6 122+8

TEFLYAT 1,650 106+8 123+4 128+7 133+ 72

1 > (6)

L-v A7 A 2 (4) 1,650 114+8 13018 118+13 125+14

a: ®EF1E ORI

fE# (P<0.05)

TEFNLLATA LT L AT A4 ROk hbs 24 B ORPALT7E R

UVIREDORERZFK 11
HlZBWT, RFPFALTZE RY LVIBEIZARE!

E RULVEEL B5ED 1.0~1.5%Th o7,
AXDTEFAIATA L HAEIWVE LV AT A RO EH%OREREZED

HIETIX., TEFAIATA L OBED T1%.

ZHAIN L 7205,

R LTz 7TV ATA VLN LV AT A O
PEt S N AL 7

VAT A DRRED 20% 03 % 5

% 24 BEfl £ TORPICHM S e, WT R obEwORER & b Phitt S 7z fin s

D RKEBGY

iﬂ*&ﬁ}lb@kiﬁf g?) D 71:_.0

18
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£ 11 A1 XZBFDITEFAVATA U F LV AT A CHEEEORS
24 BRI DR 2L 7 & R U LB

# (n) P& Z 7k R LR
(umol/kg) (umol/kg/24 W§fH, “EH#IME +=SE)

*f FREE(4) 0.9%NaCl 4+0.6

TEFNLT AT A (6) 1,650 28+4a

L-v A7 A 2 (4) 1,650 14+3b

a, b IEHELOMICE 2~ HEAE (a: P<0.01, b: P<0.05)

(12) ARFEHER (1 X, REEOKRS)

A X (B— 7 VFE, (fEMN 10kg, HE, 650) 27 8T A ATA Y (BFF
YHTEMIHKE) & 21 HREKERO&RE (50 mg/kg KE/H) L, mEFO7T7 &
FNIVATA VKRR AT A xatkibaft & HPLCIZ X v flE L7z,

FEREZFR 12 LOFE 13 1R LT,

W5 21 HOMMBET 7T EvF Lo AT 4 URIEBE X, ®5B%GAE &L T, D
LIEEALTHIM L7223, tmaxs Cmax. tye X OV AUC ICH EZEIXA LT, MAEH
VATA UREBELRGREMAE SRR L T EAEETLEON o, BE
A, 85 1R ToMER T2 F LI AT A URIEREIL, &5 8 AND
K TFEMZ R Uiz, GBI H & i LT E 12 BB 2% 5 1 %o ¥
VRIBEYANT 4 REEARITEF ALY AT 4 (P-NAC) FAEICIKL ., £
7o, #5521 BIZBIT 285 3 K% O F-NAC & O P-NAC 23 F B2 & W E %
RLEN, TORABENALNIRL IroTz, BEMA &5 21 HomiES
DT EFNVATA U RORBDOREHERICIZTEAEEN LS, TEF LY
AT A DERBEIXALONRN-T-, (B 13)
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F£12 AXXZTEBFAVATA % 21 AR O S (50 mg/kg (KE/H)
RED MAEF OKRHWIEE (ug/mL)

B 5| #5 R

BR 15 | 1% I

% B | M F-NAC oxd-NAC P-NAC F-CySH oxd-CySH P-CySH

%

0H 0 ND ND ND 0.81+0.17 | 2.72+0.71 | 7.99+1.15
0.5 11.844.2 | 4.2841.05 | 7.74+1.53 | 3.1840.62 | 5.90+1.27 | 6.17+1.43
1 15.6£3.0 | 6.83+1.24 | 9.87+1.28 | 5.7640.52 | 8.90+1.61 | 9.16+1.19
2 12.842.2 | 6.02+1.49 | 7.18+1.99 | 6.71+0.66 10.5+1.0 12.042.0
3 1.2840.30 | 2.49+0.45 | 4.64+0.73 | 2.32+0.34 | 5.19+1.63 | 6.98+1.29
4 0.68+0.29 | 0.79+0.25 | 3.76+1.50 | 1.49+0.18 | 2.20+0.84 | 5.24+1.02
5 0.71+0.39 | 0.2120.05 | 0.70+0.55 | 1.38+0.13 | 1.72+0.86 | 4.91+0.79

4 H 1 17.844.7 | 6.65+1.24 | 9.13+2.11 | 5.51+1.02 | 6.33+1.23 10.742.0

8 H 1 12.942.5 | 5.54+1.05 | 9.17+1.11 | 4.44+0.61 10.8+2.2 12.542.0

12H |1 9.27+3.83 | 5.32+1.60 | 6.30+0.95> | 3.30+0.69% | 10.7+2.9 12.0+1.4

150 |1 11.741.8 | 6.53+1.60 | 6.39+1.04 | 6.70+1.13 | 6.0241.98 | 14.8+2.1b

18H |1 10.942.3 | 5.0840.69 | 8.09+1.95 | 5.25+0.83 | 7.91+1.34 10.3+1.7

21H |0 ND ND ND 0.92+0.29 | 4.08+1.04 | 6.07+1.34
0.5 3.25+2.18 | 2.07+0.50 | 4.39+1.17 | 1.75+0.56 | 6.48+2.23 | 7.27+1.70
1 7.2143.64 | 5.67+2.47 | 8.15+1.34 | 3.67+0.86 | 7.62+1.50 | 9.99+2.50
2 11.8+2.4 | 6.66+1.14 | 7.89+1.17 | 6.30£1.13 | 4.10+1.132 | 14.1+2.0
3 7.0542.10b | 3.9140.45 | 7.33+0.81% | 4.93+0.83> | 3.70+1.71 12.0+2.4
4 0.86+0.19 | 0.56£0.47 | 2.78+0.50 | 2.03+0.28 | 2.73+0.67 | 5.55+1.19
5 0.23+0.04 | 0.96£0.43 | 0.60+0.25 | 1.63+0.12 | 1.70+0.55 | 8.46+1.09

i : V¥ =SE (n=6)

ND: B TE 2o 72,

a, b: &5 0HEDOMICAEZ (a: p<0.01, b: p<0.05)

#13 A XZTEBFNAVVATA % 21 HERO# G (50 mg/kg {KE/H)
KD AR O X R ENE AT XA —F —

M| NTA—H— T-NAC F-NAC
L #4550 H #4521 A #50H 5 21 R
M | Cmax (ug/mL) 34.9+£3.2 29.56%+2.9 20.6%x2.1 15.6E2.5
B | tmax (1) 1.08+0.20 1.83+0.31 | 1.00£0.22 | 1.75+0.36
tz  (hr) 0.29£0.03 0.25+£0.03 1.23%£0.40 1.70£0.68
AUC 76.8+5.6 73.3+5.2 33.9£2.9 29.9+£5.8
(pg-hr/mL)
fill : V¥ £SE (n=6)
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(13) ANEERAR (FE. EHKRS)

W% (Ross Z2#ifE (Cornish X Plymouth Rock), 40 Hiin, 6) 27 &
FIL AT A % 5 HEEM#ES (100 mg/kg filk/H) L. IKNEIEE & 5~ 7=,
FERAER 14 L OF 15 128 LT,

MEFT7EF N AT A 3 8S 05 BE NSRRI ATREL 220 | RG5BHA
12 FF B ICE®R LLic 2 ) | k&5 2~4 B % I € &R A (0.30 pg/mL)
K & 7o o=, (BM14)

#£14 BT EFALAT A % 5 HEREEEHKS (100 mg/kg il k) o
B G- BMRE (B GBI 0~9 FEf#%) ka2 mEEh 7T L X7
A VENRENT A — F —

HH (E# 1 £SD. n=6)
WS =98] (IRq ) 1.04+0.53
TR (RFRE) 3.30+1.43
tmax (RFfH]) 2.47+0.45
Cmax (pg/mL) 2.26+0.91
AUCo-e (pg-h/mL) 19.24+4.25

#1565 BT ETFNVVATA % 5 HHREESE (100 mg/kg filkh) RO
MR 72 F Ly 274 OB (ug/mL)

B (h) 0.5 1 2 3 4 6 9
(¥ E £+ | 0.50+ 2.10+ 2.63+ | 2.21+ 2.18+ 2.12+ | 0.95+
SD. n=6) 0.20 1.55 1.03 1.20 1.01 1.84 0.43
R (h) 12 14 24 120 122 124 126
(E¥E+ | 229+ | 1.87= | 2.11% | 1.59%= | 1.09%= | <LOQ | <LOQ
SD. n=6) 1.08 0.95 0.70 1.11 0.79
R (h) 132 144 152 168 174
(E#HE + | <LO0Q | <LO0Q | <L0OQ | <LOQ | <LOQ
SD. n=6)

<LOQ : E&RA (0.30 pg/mL) K

(14) AREERER (B, EEERE)

% (New Hampshire x Columbian ZZ4fE, 8 Hin, A 93+0.43g. K. 3
PIX4 XHE/EE) T BF VAT A% 9 HEREBEES (0, 13.47. 26.94,
40.41, 53.88 g/kg ik} ; A7 A Y E L L TO, 10, 20, 30, 40 g/kg £
B L. KNENEZ T ~T,

MHRAEFR 16T LT,

21

23



MmAEHEEET & F L 27 A PRI A H & 58 T 240 pmol/L F THYM L
ey, MAEHERES AT A X B L Lo Tz, (BR15)

F£16 BT EFNALIRAT A % 9 MR GO E & O 5 d &) he

Y
~OE B

BHE (AT A UMY, i W B S B (wmol/L, n=3 X 3)
glkg, n=3X4) CySH CySH-CySH NAC
0 557.9 47.0b 0.0¢
10 440.7 63.02b 92.0b
20 411.5 67.92 189.0a
30 483.8 53.0a:b 212.12
40 472.3 55.1ab 239.62
pooled SEM 54.0 6.3 16.2

a~c: FFORGFHEICHEREZD Y (p<0.05)

(15) ARFHEHER (E ., EOKE)

TEHFNTRT A L, BMERE SR OM DR B~ ORI R AT ' R
T 72 HEOMERELTCHNLATEY KO #&E (200~400 mg/ A)
T tmax 1L 1~2 FE], Cmax (% 0.35~4 mg/mL & S TW5b, FDOEYFEFH
REIX 6~10%F2 % C, FIHBE DMK S (XM FIZ =T D AT OELE N TOBHEWERIL S
MHEETORBMICEIDZEEZON TV, EECmET 7T EF AL RAT A
EF NI BEEDANT 4 REES LI ERER L OMREm E L CHEEL., BIkN
B hG- Tl G5 4 BRI X R H L OB R 50%ICET 5, Bl Tos
77 A% 0.19~0.211 L/h/kg TH Y 2HMED 7 U T 7 2 2D T0%IXE g LL 4+
DR THY, FELRIMYE IXEERBRECHL LI N TS, (HH16)

<{KNEHRERBR D £ & D >

EBREMICBTATEFAL AT A o OROFEEGEOENEIIER R TIIWIL &
OB IC B T 2R RS CORREIIHE T, FH%E Tl 7 v F ks n
VATA L ERY HBEAORBREILT ETFAVAT A LTERT LI LT
R B OFER ~ERMBE S LTttt z, £72, H~0RGIZTENTE
FOWEKITZENST-ZEn0, TEFAVRAT A v O ~DEYE O A HENE
ITIERWEE X T,

VAT A NIT X A T H R AR S, MEgRESS 7L 2
FAE~ODEAMEN ZZ T, REVCEFT~FM N0, KNTOU T
A VEET-EBICRENS EB LN, (ZH1T)

ZDZEMBTEFNTVAT A U EFEGBICEEHNIN E LTS LIESGE.
VATA L OEFEEOHEAERECET ZLEIB XIS, B A U B
W RO T2 F NV AT A4 U APBRENCERT D Z LidhnweE T,
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2. HBEBHER

TEFNANVAT A ORERBEERHIEL STV R0,

FERBIIEMS N THRWS, KANBIERBRL Y 72T L AT 14 O
WE~OBREOMREETENEEZ BN,

RN [E 3 T (EMA) X, TEF LV AT A L DT — X SRR
BHEOHBICAEEZ RS2V E LT, MRL OREIIAELLTWVWS, (=R
1. 18, 19)
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3. EEMHEHAR

TEFILL AT A DB ENE

£17 TEFNALI AT A D& MERBRRR

B RA R 1TITR LT,

AR 4 PSS M= (CES Z
in  |BImERER | Salmonella 313, 625, 1,250, [EYET 20
vitro |z Eh typhimurium 2,500, 5,000
TA98, TA100, ug/plate (£S9, 7
TA1535, TA1537, LA rvFaX— g
Escherichia coli )
WP2uvrA
S. typhimurium 5. 15.8. 50, 158, | fafk 21
TA98, TA100, 500, 1580, 5,000
TA1535, TA1537. |ug/plate (£S9, 7
E. coli WP2uvrA L — ~E)
YR B2 ER | Fry A =—X,"LA (408, 816, 1,632 2 22
Bk & — i F ok A ug/mL (£S9)
(CHL/IU) (6 RFfRALEE, AL
#& T 18 RFRI AR AR AE
%)
408, 816, 1,632
pug/mL (=S9)
(24 FpfEjue, Aupg
T HRAEARIER)
in a Ay MRAE |[HETZ > b (Wistar). |250 mg/kg {K&E/H T | 29k 23
vivo | < ZEE R > DR ME Y > oNER (21 B O RS
PR ER |~ 7 R (Swiss). [200 mg/kg KH/H T | Bk 24
Bk =it 15 A& A &5 a
<BEGE 1>
oAy MRBR  |HET >~ b (Wistar). |10 mg/kg (KE/H T | &Mk 25
<zEZBGRs> |k, M. T 14 0 ERENE 5
/N R R <7 > b (Wistar)., |[F.E ey Al I
<BEZEER > |EHM
/N A R e~ A (Balb/c). [200, 400, 800 i 26
5 it b Bz i i mg/kg KE/H T T H
& O 5

+S9 : HHE MR AFE TR OHEHFET
a: RBRT YA ORI, EWFHZLEICREM DB EE2 NS,

n vitro DMEZ AW EIRERERAB L ONTF v 4 =— XL A X —iliH

1 HEOREDEET—X L L,
5 1Bz, BENESDEZDEET —X L L=,
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kA z Az gk RERBROM R ITVThbRETH -T2, £, in vivo
D~ 7 A DM LA 2 W/ R O R I TH - 72, in vivo D
Lt R BERBROBRCHIER L LNTZN, RBRT VA VIR HRALND Z

ED . BRI GEMEICERENH D EE X B, AR
ZEREAEY EBER LN,
IO EnL, BmEZeEESNEEL - R R

FANICE o TR E R BRItz RS RV EE T,

4. 2HESHHAER
TEFNAT A L O2MEFERBERE 18 IR LT,

#£18 TEHFILI AT A OAME MR R

ﬁ/ N7
A

FEIZ W B

HAESIT. T EFAATA

&) EPREN P 51 LDso Z M
(mg/kg 1K)
~ A &0 A~ 7,888 11
(7,362~8,452)
A >3,000 27
1t >3,000 28
1t >3,000
1t 3,575
# RN A 1,170 11
<BEEE> (1,070~1,260)
A 4,080
(3,340~4,350)
I3 1,200 28
(R pH1.5)
1t 1,500
(R pH1.5)
Mt 3,725
(¥ % pHT7.0)
1 4,252
(% pHT.0)
AR A T~ >4,000 11
A~ 3,000 27
A >6,000
A >2,500 28
(FrAE1R)

6 NG LUNDOEGREDIDEZEER L LT,
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Vi3 5,100
Mt 5,434
Mt 6,000
# RN R H 1,140 11
<ZEEE 6> (1,080~1,210)
A 2,250
(2,130~2,390)
Vi3 2,550 28
(¥ #% pHT7.0)
Vi3 2,675
(FA#E pHT7.0)
HE ey 1 <500
<BEBEE 6> (¥ pH1.7)
Vi3 2,000
(W pH17.0)
Vi3 >2,500
(¥ pHT.0)
A # RN A H] 1,156 28
<BEZGR 6> (¥ pHT.0)
A 1,390
(¥ pHT.0)
A X & A A >7,000 mg/JC 11
A 1,000 27
A >1,000 28
#ARA A HA 664
<BEEE 6> A~ 700
& Jee ! 700 27
<BEBEHE 6>

5. BARAMEMEHAR

(1) 4 BAMEAUHEERR (Sy k) <SFEH>

F vk (SD F#. MERES 10 PL/BE) ICT7 B F LS AT A v & 4 B8RO EE
(0. 500, 1,000, 2,000 mg/kg AEH/H) T 25BN FE T,

— IR AR R, WEEAR TR IR AR A I VB A RE R A
7'a ks e L O R B E RS R G ORI A S N o Tz, (B 11)

TRBROFEMBARNHATHDL LB EFR L L,
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(2) SEHMEBEAMEMERR (Sv k) <SFEH>
7/bUﬁm@ﬁ)m?ﬁ%wyx%4y%8ﬁ%ﬁmﬁﬁ9um\mm
400, 800, 1,600 mg/kg fAH/H) L. —MIREEOBIL, (KEHE, MK FHIKR
E&mﬁ&%%@ﬁ(%O&wme@&g%Em&5ﬁ>ﬁ%méhko
f@f®&%ﬁ%j&vrE%@@ﬁtﬁ%wﬁ%bb\&mng&gwéyaﬁw
1,600 mg/kg RHE/HEHGHICBWTREOERLFN A DN, —BIRE,
KE, ~~ kﬁ Uy ME, AR, B ERE % OV E k5 @i*ﬁz%u/zf
A UEGIZE DB IIA LN o7, 800 mg/kg (AHE/H & T 1,600 mg/kg 1K
E/H&ﬁﬁi BT 2 AR M OV BAR AR F R & TIX A LIZ A D o T,
(2 H& 28)

(3) 2 EMBEAHSHEHAER (Svybh) <SFEH>

Z v b (SD &, MEMES 24 VE/BE) (T B F NV AT A4 % 12 BER O &S
(0. 250, 500, 1,000 mg/kg AH/H) T 52BN FE T,

— IR, AR R, WEEAR TR A, IR TR A, TN VB RE R A
7' b e e R K OV R BEE R R G- O BT A b o 1o, (B 11)

(4) SEMEAMHEESRE (1 X) <SEEH">

AX (E—ZNFE, QL) 1T B F AT 2T 4 0% 8 MK AO#EE (0. 80,
160, 320 mg/kg AE/H) L., —ikiE, RENE., &, MIKFRA,
MK AL FRIRAE, REA, BERERAE LK OREFZRRAD i S i,
—fRRE, WAE, B E, WRFIORAE, KA FRRAE, REELOE
BEREICEGICLIEEBIIALN -T2, 160 mg/kg KE/HESREIZE W
T, ALT @ EH ERFIRO WIR AL & 5 vz 23 BFig o 95 B A = 00 R 1
BWTEALIZ 2 <. 320 mg/kg {ZIKE/EI&“Efﬁﬁlﬁ%@ﬁﬁﬁﬁwffohiﬁbw)k?’:
W, TEFNANIATA LV EGICLLIHELZAR R I o7, (ZH28)

<HAaMEEERBREOF &>
fFAEHEERBRIT, RBROFEMAARHATHL LN ETESEER LT,
(2) 8 3 i fi 2 iﬂ B (7> b) IZBWT, 800 mg/kg KE/H UL Eo#
EREDOEEBLFALNAONTZHDOD, ZOMORBRTIX, 7TEF LI RAT
4‘/03%%)%%&5&::]8%(%%%2@i%k%hiﬁ#of:é:i&ﬁbémfb\é
W E TL-v A7 A VHEBE | IBW T, BRREeLZ8aE,. 7 v h 13
EEER O &S RBRICBW T, 11,000 mg/kg (KE/HEERICBWTRD L
FUTZ IR 2 2 2R 7 B D B 0 BE T 2 W I R i o0 5 B AR Rk 2 0 R A I OV

8§ MEBROFEMMBAHTHDL Z b BERE LT,
91ﬁﬁ b HEH I, 100 mg/kg AE/H & GHIX, 2 HM&E 5%, 1,600mg/kg ARHEH/
R EZEINES N,
wﬁ%@ﬁ%ﬁﬁ%f@é:&#%%%%ﬂ&bko
1 RROFMBRHTHD Z L hHBEGREE L,
27

29



METVT IR E XTI BEOEARBD LILTWRWT & JFlEO /NE
U oD BRI AR R e O AR et BE B 0 I S W Tl a2 b & & 2 72 =
EMB, NOAEL # KARBOKEHETH D 1,000mg/kg KEH/H (L-v A7 A
VIR OKTI & LT, Loy AT A UHUE2T 690 mglkg REE/H) &I L7,
ELTWD, (ZR1T

ZoZ b, HAaEFEERBROMEE KRNI E (L-v 27 A g
) OFHMIEZRAMICHREL, BRREERZE SR - fEEEMREES T, A
MR EBR O NOAEL OHWHI TE o723, TR F I AT A I3 EHE
e LTClEEFEHAINIRYICEBWT, EICL2HAMEFEEEZAE TN E
I L7,

6. IEMEMY - ENAMRAR
(1) 28 ERMIIBHSMHRR (Sy b)) <SZFEH">
Z v b (SD H#. MEMER 20 DL/BE) ICT7 B F LV 2T 4 & 28 B O &S
(0. 250, 500, 1,000 mg/kg AH/H) T 52BN FE T,
— IR AR R, WA RO A, IR AR A IR VB AR R A
7'a ke R L O R B E R SR G O BT A S e o Tz, (B 11)

(2) 12 BREEHSE/BNAEER (Sy b)) <SEEH">
Ty MNITREFNANVATA &2 120 AMEOHKRSE (&K 1,000 mg/kg K/
HET) T 2EMEEEZENAMERBRN £ SN,
BeHICBET DR NP AMETA LN 2o T, (BH29, 30)

(3) 1ISMHAMIEMHEEHE (Sy b)) <SEFEH">

F v b (MERESR 30 JL/RE) ICT BF LT AT A % 18 A RBEEEE (0.
250, 500, 1,000 mg/kg KEH/H) L., —MKEBOBLE, KRERE., HEEERE.
MR PRI A, iR AL PRI A, as B &N E ., AR AR A K OV BR A % 7 1Y
FR A 23 FEhts S 7z,

—fIREE, A E, BRE, AR, MIKFORE LR OMKE AL FRREICT
TFNVATAVEBIZEDEBIIAON Do T2, #5 53 M % & OB
THED 1,000 mg/kg AE/HEGREICBW T, BIEEEOHEMA LA L=, B
gk o> P IR AR e OV B R 2 W A 0 QNS iR A LRI I B W T, BB IR 2
RLCHEEREOARN AN o7l TRF A AT A YD K EHE
Mz XA EN B bEEZ LN, (B 28)

12 .1,000-L- 3 A7 A HEERME — KR D 5y F & (176.63) XL-v A7 A D5y F &
(121.16) =690
1B RBROFMBAHTHLZ ENBBEER L LT,
U RBROFMBAHTHLZ ENBBEER L LT,
B RBROFMBAHTHDLZ ENBBEER L LT,
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(4) 52 ERMIIBHSHERR (/X)) <SZFBEH">

A X (=7 VFE, MRS 2 VC/BE) [T BT AL AT A % 52 B D&
5. (0, 50, 100, 300 mg/kg KHE/H) T 5 BRNFE I 7z,

— R RE . AR, BRSO A MR IR A TR R OV B RE AR A
7 b wr e R K OV BEE R SR G- O BT A b0 T2, (B 11)

<|8EEME - BORAERBROE LD >

B NE « BRAMERBRIL, KBROFEMABAHATHLZ LR TESEEE
ol n, Ty b 12 A BB AMERBR TR B AMEITA DN
&#otkﬁ%éMTméﬂﬁ;7/b@Bﬁﬂ%&iﬂ BB W T
e HED 1,000 mg/kg RE/BRBAEGIZBNT, B#EICIH2ERZETALN
Rirol T EDREINTWVWD

WIMYEE N E TL-v A7 A4 VB I8V T, BMERLZASE,. 7 B
108 HH A AR G BRICEB N T IRRBRICBITL2EZMH T TL- AT A VERBIE
DT v MTBIT 5580 A% mhwgiwiwk#MﬁLthkLTW\éo@ﬂ@1ﬂ
ZOZ b, BN D AMERER ORI K ORI R E (L-> A7 A
VIRFRE ) ORI AR ARICHIE L., BRAEELZESIEE - MR EHERHEAES
1. BB O NOAEL OHEHITERho7al, THF IV AT A 0T
BRI e L CHlEFEAEISNSBVICBWT, BEICL 2 B4R 4 T3,
TR TN AT A AATFEN APEZ IR ECHI LT,

7. EREFEESHERR

(1) £EEHEHR (v D) <BZFEH'>

T v b (GRHEAW, I 12 VE/FE) ICT B F AV AT A v aFKO#ES (0, 250,
500, 1,000 mg/kg RE/H) L., BIEGE~ OB LT N7, #HBRWEIL, REH
WIAT 15 A M OEEAF oM (1 PEZ L2 2 PE) & OAE I R ic& 5 L
77

250 mg/kg RE/A &G TR GOREILA LN > 72, 500 mg/kg AH
/H K 001,000 mg/kg R/ A B GHE T DT DR EAREDOIR T 234 5 iz,
BERICKTE LRVEBChom 2D, BECLZEBTERANEEZEZLD
nic, (M 11)

(2) RESHRER (Sv +Q) <sEZEH">

T b GRERA, M, 25 VC/EE) 2T B F LY AT A &R 6~15 HE T
O, Fo#ES5 (0. 500, 1,000, 2,000 mg/kg KE/H) 4 5 AT AR E2 R
i L 7=,

16 RBROFEMAAATHL L NHLBEERE LT,

T RBROFEMBRATH D 0B EBERE LTz,

18 RBROFEMBRATH DB EBERE LTz,
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WTNOBREGTECEBNTYH, HEICHEE LT REEITIAON 2T, (B
M 11)

(8) AEHREEHHE (v Q) <BSEEH">

Z v b GREAR, GERME, 20 VC/BE) 27 BF N AT A 2 4E0R 15 H )
HoM% 21 HECToOM, &O&5 (0, 250, 500, 1,000 mg/kg {KE/H) L.
JEEM D O E M E TOREY R NIEEHY ~DEEL T,

ik, I, WEROREEICERGEOEEBIIA LN, (B 11)

(4) BHAEBHRBR (VHFD) <BEEH>

v X (., R OVEHARH) T EF AT AT A U EIIR 6~16 HE TO
M. KENBG (500 melkg (RIR/H) % %R A BB A S L7

PGB LSRR A b oz, (B 29, 30)

(5) RAESHHER (YYXQ) <3EZEH">

UHX (X FrT oy R, M, ﬁ%ﬁ1myﬁ FG-HE 12 JL/EE) 27k
FNATA a2k 6~16 HE TOM., #O&5 (0. 500 mg/kg AHE/H)
L7z, SFPREEICIZKHE m2mumfmﬁa%5ztoﬁ%29a Jie W23 i HE =
o, BRI ORISR, RIBERELOFRICOW TR AT, s REE L g
LT, EEHICBWTHE A, BEAE, FENEFRICET R, GF
IZOWNWTIX, BERENAAHEET 2L, BEHET4EALN, HEFORFIHEIK
MXTREET 6L, BERET2IEALNTEN, TNENT BEF NV AT A &
HELlEZ itk aEMEECIRVWEEZLNT, (B3R 28)

(6) RESHRER (OHXQ) <E&EH?*>
v (FEARBH, M, 15 PL/BE) T BF AL AT A U HIFE6~18 AL TD
M., #&o&S5 (0. 250, 500, 1,000 mg/kg KE/H) L. 3&4EMERER %2 FE
L,
WTNOEGHICEBWNTYH, BEICEE LETGEEIIALNL 2o Tz, (&
M 11)

< AERERAFERBROE LD >

BT AEEERBT, RROFEMAARPETHLIZ LN TSEER LR
ST, Ty FOEMEERBR CEREHER G ICBWTEEIC L 2 EEET
NI MNo T LAFNT T v P RO T B F 05 A MERER Cld 52 L

W RBROFEMA AP THL LB ER L LT,
20 HHEEN1IHETHLZEAVHBHENRESNTVINAHATHDL Z b, BEER
L L7,
2 FehfgE WEHH., BMELROCHVEPRENTHLZLNEBEBEER L LT,
2 WBROFHEMPAHTHD ZENBEEZER L LT,
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TETFHIE A DN eho o2 ERME SN TWD, 72 (ANEEERBR LV |
7y FTCIREEY LRI RIESER AN OO, FEFEERBR TIIBE
WEMEIZET &L o T,

DO EMND, AT AETFBERBORME L MEANBERBROMEEEZRAIC
MR L B EeZE B IE- k5 B PR A 2 1 ARG F A B R © NOAEL
DHBIETE R o2, TEFALRATF A IFEEIRMY & L Cilif S
NAHRVICEBNT, #EICXIDAEEBAEFEEELELCT, 7TEFALIRT A I
BTG PEIT 22 N & e L 7=,

8. ENCZET SR

JiB#EEABICR L, TEF A AT A &2 2B AO&KYS (200 mg/[A], 1 H
2E) LTH, EYOERBIIFEALERALNhoT2Z b, TEFAVRAT
A3 MCRAREIND LT CICRERYIEIER R ZZ T 5720, ik
WTORAZShEPENEEZEZ N, TEFA VAT AV OREROKEEIZ X
D, MIEHF AT A4 VRECHEER ERIFISEZ SN2, fEfh 7
NEAF A BEOAER EERAON, (B 16)

KRR FN E L CT B F ALV AT A VR ANK G, 1 E B0 7T 'F
VATA VT R UL 20 wiv% e LT 1~4 mL) ZH LS AO T2 EIE
X (2,634 $i23)  Bisg 5 (G8 A= (LLF R U)5.88%) | Ly« M- - & (2.51%) .
KB SCPAZE (0.76%) | MHEETR (0.68%) . MWk AE (0.61%) . B 3E % (0.53%)
Tholz, (M 3)

TENTI 7z BEBRFEOIRETIE, TEFAT AT A & LTH]
12 140 mg/kg, =D 4 Bif# 225 70 mg/kg & 4 B2 17 B O & 59
He THRNT IV 72 ViBEERNS 8 BHIUNICT F ALY AT A UG %
Bidh U7 BE CIXEEFEE O RBLHE K<, H5HGE CORMNIEL I
HIZHONTHFIEF O BUBEE A EICHEMN Lo, @ &E R 16~20 FEF LI #E
& 20~24 FFILINBECIIABEEZITR D b2 o7z, (ZH31)

TERNY I 72 EEERFPFEICHTH2RBEICENT, &b KR AIE
FITEN & TR CTh o7z, JEWIZ, 7B T I/ 7z PHEEREERIND
b ole, TEFAVRATA & 1 ED RGBS (1,283 #i]) T
. MEO ER MR, miE, N, PR REE, BER . K. BEK OV
TLUAX—DIERER 2 OFHMERNHESINLTHDER, WTNORIER DA
LY BB FIEo7-, (B 16, 29)

28 KRB DNHEE « DR K OHE - HETHEH S ZER S & T,
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I. EREEEZICS T2 EOHBE

1. JECFAIZH T B L
TEFNIATAEZREAHY~DREITHONTOFEIELZR STV TRV,

ANAEREGLE L THEASNTEY WHOILLATERNT R/ 7 = RO

%l & L T Essential Medicines (FR{ES Al : 10 mL @ 7 > 7L 200 mg/mL,

R H&EEH D 10%, 20%) ICHEESN TS, (B 5)

2. BRMIZEH I+ 5

TEFNLNATA @Ik ET D LRI S, BET L2 L13R
<, BHEEBIZEALEALGNRY, ZOEOEEE~OEGIZID NDORR
B KT T Z EiE e L, MRL & E D %44+ (List of 'substances not
subject to maximum residue levels) & SN TW5a, (M1, 32, 33)

3. ¥kEIZH T EEEH

TEFN AT A TEEHRINY & L COREL, AT STV 0nDs,
KETITANDEZRM R OREMBENLE L TEEFEHAINTWS, FDA TiEH
1B, RBEMPELE LTOREHIZOVWTHFENL TS, (B3R 1. 7. 34,
35)

4. S UFENLLNRBEREMBRICE (+ 5 5F(

THEFNATA U, LV AT AV EOP LV AT U 2GRk Bmmbhgiho%
EMEEFML, L-v AT A4 CORHEMO 13 mg/kg RE/HIZE S X, AT,
1HYS720 R K1,200mg DT BF L AT A2, HDHVE 900 mg D L-2 &
TAVXIFI L AF 2B RLTH, AEREEITIRVWEMLZ, LrLR
MOEEELZBE CTERT 2L, BERPBNLIGEREL R LT, %
7o, BERELELTOTEHEFALRATA U EDOHFRHITERLT IS A68EERD D
TOHRE L2 e LTWD, £, 2RO FHICHG X RV S HLEL T
%, (ZHi36)
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V. BREEEZETE

BRI E L THERAENDE T EF LY AT A 2O T, B EEEEET
fili & 5566 L 7=,

TEFALCATA VI ANRHERLECHYHEELGLE LTEHAINLTEY
KETIEREMBEMRE L THEASR TS,

ENEIERBRICBWN T, EREBY~OTEF LI RAT A o OKAOEETIL,
WU K OB R T OMRBMMIS T RE T, FMBE T 7 FibEny 27
A e MR OBBEILTEFALL AT A LTERETLZ LT L,
JRIG OVFE R~ TR & L CHRit S iz, 72, B~oEHIIBNTHT
TFNYATA L OEKITEP T, THOOENIFERROK 1L, B
REBITERS N TWRWR, TEFILU AT A VU REED S ~DFRE D
AREMEITIERWE E X O, T2, WT B F M bENTZv AT A FT7 2 R
R T Z R EERICHH S, RBRESC 7V E T4~ BRLER %
ZF. REOEFA~PHREINDTZD, KNTOYV AT A VREIX—EICHRZN
HEEZEZONTE, ZTOZENLTEFINTVATA U EZEITEEHRMY & LT
B LIZSE, VATA COEFEEOHFHIMEZ RECETZ LIEEZ I /&
LA E U CRBHRIN B RO T EF AL AT A 2 ANBRICERT 5 2 &0
kB ZT,

BinmHRR ClIX, 7 F L 2T A4 2 AW in vitro (2B 518 )5 225K
728 BB N Ve o R R RN FE i SN EETh o2, Fo. in vivo D/ R
BRClIfzMETh o7, invivo DYEAEKRBFEHRBROBER THENA LN, R
BT A L ORENG, EMFRRSEICEMEH L B, BmEREE
BIMIZAND Z EFAEE EEXZ N, 2O b, ANk > THIELE
b BIEEEE RS e EHE LT,

di AP E R, 1B RENE - RS AMERER N OVEFE S A MR Tk, R o
HHARHED D ETNRSEEE L o7, S HE AR MERR (7> 1)
IZFB W T, 800 mg/kg RE/H LU LOEE TIIWREOEEHLFMLALNTZH DD,
ZTOMOXFERBRE ClEKEHAREICBVWTYH, BEICKDEEE IR, BRA
MR OMEFEERA DN oz tHEEINTWD, BMEEZESIT. I
WA E (L3 A7 A R 2B WT, T v b 13 BEERERDIHGEREO
fER 6, NOAEL X L-3 A7 A VHE ChRmHETH 5 690 mg/kg KHEH/H
Tholcl L, FLBDBPAUEETRODNWVWEHIBHIL TS, ZhboDZ &%
BAEWICEEBL, TEF ALV AT A AR E L CEFEFERASNSIRY
ZBWTIE, REICEL 2\ EEZELCT. BRAAMELEGEEEZ RS20
&R L T2

UbEoZ &, RMEZEEERIER - fBEEMFAES X, 7TEFALRT
A0, AR E L CEEER SNSRI NT, BRMICEET L L
LV NDREEZELR I BZNDORWVWI ERHLNTHDL EE T,
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<HI#R - REEFIEIF>

W 7 oy

ALT Alanine aminotransferase : 7 7 =7/ 7 VA7
7 —F

AUC Area Under the blood concentration time Curve) : ML
U FE — IR FAT R T i F

Cax Maximum drug concentration : fxm i (5%) FiEE

CySH Cysteine : ' A7 A

EU European Union : FRJNE &

F-CySH non protein free CySH : FE & XV B ilFEEE S A7 A

FDA Food and Drug Administration : > [E & 5 3K 5 &

F-NAC non protein free NAC : 3E ¥ > /7 EilERET £ F L2 A
TA v

HPLC High-performance liquid chromatography : & ik & 7
n~ N7 74—

JECFA FAO/WHO Joint Expert Committee on Food Additives:
FAO/WHO & [F& My 5% =%

LDso 50% Leathal Dose : -5t E 4t &

MRL Maximum Residue Limit : fx K78 FEUE(E

NAC N-acetyl-L-cysteine : 7 & F /LT AT 1

NOAEL No-Observed-Adverse-Effect Level : #5 &

oxd-CySH non protein oxidized form CySH : FE % o /)7 BE {7
VAT A

oxd-NAC non protein oxidized fonn NAC : JE¥ /X7 Bl 7
TFNTRATA

P-CySH protein disulfide bound CySH : # > XV EH T AV 7 4
KRR AT A

P-NAC protein disulfide bound NAC : ¥ > X7 EF T AN T 4 K
AT 2T N AT A

t1/2 Half-life : {01

TLC Thin-layer chromatography : #@ /7 n~ s 77 7 ¢ —

tmax Maximum drug concentration time : fcr i (5F) HiE
JE ) 2 IR ]

T-NAC total NAC : 87 BF NV AT A

WHO World Health Organization : S £% fd 4% B
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<ZHE>

1

10
11

12

13

14

15

16

17

18

19

REEEMRA St - BRI e EE ARG GABREEEOPE) FEA
#)
EHEA A Ea—FR—L : TEFAIATA N 17.6% [H D]
2024 £ 3 H T (55 5 )
IR A v F B a—d— b s Aa T 4 U PR 20% 2023 45 11 A 8GT
(%5 6 i)
A ERMIRMASCE . ST A% 2023 4F 6 HkET (55 21 i)
WHO: Model List of Essential Medicines — 23rd List (2023)
EMA: List of nationally authorised medicinal products. Active
substance(s): acetylcysteine. EMA/235059/2024
WRPEZER A - BRI E € F A &R (230K 12) FDA release
draft guidance on enforcement discretion for certain NAC products
WRPEZERR A S - R RNt e A M &R (25 3CHK 4) EU : Register
of Feed Additives pursuant to Regulation (EC) No 1831/2003. 2022. 06.
21
WREEEMRA S - BRI EEEEER (B2E X 5) EU .
COMMISSION IMPLEMENTING REGULATION (EU) No 1006/2013 of
18 October 2013 concerning the authorisation of L-cystine as a feed
additive for all animal species. Official Journal of the European Union.
Acetadote® (acetylcysteine) Injection/PACKAGE INSERT
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