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I. M REAEESOME
1. FH &R
FHNIA AT T =L Th D, AEA| (100 g) TUITAHRAT T =R 3TgEaEND,

2. ThEE - B =M 1)
hEE « DRI, BOBIEBEOEK., BIEEOHEBEROK T R OEIBEEOE(LOBE T
5D,

3. Ai-HE &R
FEOBEEEOERIC 1 EUAE 1 kg U720 4 AT T =1 LT 4mg (~—A MUF|
&1L T10.7mg) %, 1 H 1028 HMZREICKRAEET 5, £O®REDBIBEDOHH
KO T RO EIEEOEL ORI M L C 1 [EAER 1 kg Y720 A A 7T — Lt L
Tlmg (=X MUEFIE L T2 7mg) %, 1 H 1[E28 HMEAREICRAKLT D,
AFHEFSE RIS & U A7 FEBIC B O TR HZS RIS E SN D Z L L 7o
TV, 1

4. FEIFE SR
ARBFNCIE, AR, EIRAL FERAL, A EA pHIFEA K OWIZAIDMER Sh T
Do 2

5. HAROBEE S 2)

FAT T =L, AV =—T DT AT ITN—T (BT A NTERIH) H3EA%E
L7z BB WHERITH 5,

HRSWSISIE, B AZ I, HA R UHDNEL ALV 50 BRI E
N ERROBERIII A ET 2 BRIREET D LIk > TlREZ 5, £ L THEBIWORK
HOBFRIZ BT, B S HY &2 i L, KA A2 2B D iATe HYK+Y—ATPase 237 1
oW 7 E LTERNT %, B R TIEA A 7T Y — TR A& 5% /NG SN S,
MIRIZ X > CTHOBEIEIT 7 2 h R 7 ox 2HET 5 2 Lo X HEeSWw
ZIRIINANHIT 5, BIZRT 2WIC/ERREIZH O E o TR, BZ56< ke
N EREEOHEIC KL D L& 2 Hd,

BOBEBIL. BT 7Ly RiEZPLETHHEOFERICBOCIFEICE R
BENRE SN TODIC D LT, BIfE, ENICBWTEOBIEEICZIEE « 21803
TR S EM IR S TR0,

AHHNF 2005 4= 11 H OREE T 24 DETTAR SN TR Y, AATIZ 2005 45 11 A
\ZELEIRFEABORFEN 2 SN TND, B, AT TV —L Ik hOEHEME LT
Hnbsntng,

1 AGRHEEETIL, BleoWnWT s A ERESN TS,

2 ARBFNOENIANZHONTIE, [BAZEZERONIZOWT) CE 1547 H 1 BN &M EE
ZESIE) (TS [BEOHMMPESENBIR SN, FEDOFITRGHGEE L TR FREZE b7
LTBENRHD] ZENnD, ARFHMEIX BRI 72 EL & FLE L TR0,
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I REHEICHRLIAMEOBE
1. £ MIHT L &M 2~4)

KK DOFHITH DA AT T — L, BpAEE & U CEBREICE O BIEEOR
R ONFREHIEAZ BRgE LTEA S TR Y, EMEA Tl 0.007 mgkg {R8E/H (2002
) O ADI D3EEE STV A, MRL O EITHERVWE L L T\5, £z, FDA
TIEIAAAHGRIZH Tz > TEADEFBICH bW E LT NOREMIZRED ST —
2 O 2RO TE ST MRL OFREIZL TV, 2B, AARICEBWTIE MRL LY
ADI DWTFILHERE SAL TR,

BIRIOR LTA A 77— VO F & OB Cld, AR A HECHER L7
B, BeiddRG 3 BRIITERIRA (0.005 nglg) Rill7e s Z &GRS TN D,

ABFNAEH S TODIIFIO 5 B AEHEFI L OVERA & L TER S TW o8
(X, BB EIESOTIINED 2 WIXRSIIIY & L TR LSBT S
THBY., BWAIE LTRSS TWADWEITENRIN, Akt LTERAIN TS
WEIXERGSRIM & L TEA S5, pH A & LT 3 FOWE M S,
ZDHHO 1 BTN & LTSN, 70 O 2 WEIZ OV CHEESRS IR
ELTHAENTWD, BIPAIE LTI 2WENMERSNTEY, 2055 1 WEITE
s & L C JECFA CRHMIE TR Y RV IZHOWTEEM E L TR STV 5,
PLED Z LN BARBFN G T D UIAIEE X, WEOMERNIRGL, BEfFO R A
OARBHN OB EREZEETH L, b FOBREICEEL 5250 LITEZ LR,

2. Bicwso&%et
(1) BRICHITHREMRAR &M 5~7)

HIZ7T7 Ly K (1580) HHWIAZ X —RT7 Ly NE (580) OFEE (3~12 i)
ZRAWTX—X Mo 1 H 1\ 71 BEOREAOEE (FA 77— LT, 0, 35 :
12 mg/kg IRH) FRBRDNFEME S V7o, —MIEIR, R, MIEFHIRRA, A b7 rORA .
FHR O, A TEY OB T S A, BGITRFT2EBIERO benoT b &
nCTna, (ZH5)

TAY =T 3 —F TR — AT (66~110 Hin, MEMES 12 86, 6 BE/RE) Z AW
~N—Z Mo 1 H 10191 AERAORE (FA 77— E LT, 0, HHE: 4, 3
T 12, 5 fEE 20 mgkg (RE/H) R E S, —BIER, A, ik
A, MIRA LRI, R PRI EfE S TV D, Blgdd, &5 7, 15,
29, 59 L N90 HIZIZFE LT=,

—fIEIRTIE, DB ORI 3 5 B 48 & B 5- B O HAEADGRO Bz, —
TE LT OERMAFED ST, BEGATRRT 2R IR S e -7z, ik
BORA K NI AEA LSRR ClE, 77 20, v s (M), 7ao4 K (),
I ER . MCHC, MRS OVEERIZR B B & B 5B DR BEAERDNEE Th > 7223,
—E LT FED b, HGITERRT 2B b7,

FIRClE, 5 MFERGREOME 1 JRIC IR VBB RGO Hillz, 3 f5&LL
BEGREDOIREICKTT 5 HEEOFIGOFEIX, SHBREL bR E oo 7203, 70N
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PHHAR A CIITEREFRIZRGED DN TR O, [EFHICHE A EF R Ok
TIERWEBZ DI, TN TR GITERT 2 E TR EEZ BT,
(& 6)

W77V RS (3~17 mlin, 425~546 kg, HE 3 SA/RE, WE 3 BA/RE) & AV T—
Z Rl 1 B 18121 AOREOEE (FA 77— e LT, 10 %8 : 40 mgkg K
) RN FEMES T, ER, RE, RO, IR LR, R
FHIRADN I ST, B EITERT 2B TRO b oTz, (BRT)

(2) BORSMICET ZHEERRR
@ ERBSMERRAER (B17 8)

P77 Ly FEOE (2~9 ilih, 390~545 kg, 38 BHE) & MV TARAID 28 HIH]
RO (KA 75— e LT, 4 mghkg (RE/H (A% . 1 mgke (KE/H (75
FEB1L)) BRSNS, BRI OB E R AL L,

PHREC 3 OBICAEHEERO b, 2 ETREOIMET, 1 ITREORE
LBW SN, WTNOEEESLRECERT S L0 TRV EEZ SR,

@ BESERRFER (BEBDRE) (2 9~14)

ABZH—=RT Ly R, IA—F—FK—A H$TF7T7 Ly R T/9—HFDE (6
~12 %S, 100~572 kg, 21 BE/#E) AW TARE|D 28 HEFHROEE (KA 75
V=)L e LT, 4mglkg IRE/H) BN S, IR P IS ICRRT 2 A ESH
ZBIIRD SN -T2, (BIR9)

J =B —R—A, BT Ty NEDR 2~T s, 387~519 kg, 21 8H/FE) Z HW
CTARIFID 28 HRENEGHE &S (A 7T = e LT, 4 mgkg (KE/H) RBRHE
M S A, TR IR GITER T 52 A EFLITED bnole, (ZH10)

JF =B = R—=A HTT Ly R, TL—VHOE (14 » H~18 i, 298~576 kg,
15 SE/RE) 2 W CARRFIO 28 A RBEFHE &G (A A 77— e LT, 4mgkg &
B/ H) BB Ef S v, BB IR SIERT 2 EESERIIRD bNRno Tz, (B
M 11)

7T 7O (3~5 ks, 371~423 kg, 15 SE/HRE) & MW CARFIO 28 H hEkekk
A5 (FATFZ7 ) — b LT, 4mgkg (KE/H) RBRNFEE S, 1R IS
ICHEKT 2EEFERITRAD SN hhoT-, (B 12)

TR A —F TR ADOE (4~7 Hli, 68~152kg, 19 SA/EE) % AV TARLA
D 28 HEEFHE Q3L (FAT T =L & LT, 4 mghkg (KE/H) KBRS FEH S,
IR R FIER T 52 A EFGUIRO biven o7, (B 13)



YIT7 Ly R, U—=LT7 Ty R IA—F—K—A, KR=— MHREDIE (4~28 %,
290~619 kg, 15 FE/EE) ZHAWVCAREID 28 ARLEFHREOKRE (A AT 7 — kL
T. 4mglkg E/H) RBRAVENRE S U, BB TR GITER T 52 A EFLRITEED S
Nnizmoio, (B 14)

Q@ ENEFINERIRHER (BEBOESR - B S 15~17)

BT 7Ly REDOE (2.5~9.7 i%#in. 381~556 kg, 15 HA/MAE) % AW TARGA| (4 mg/kg
REE/H) @ 28 H R & 5412 28 Hiflk & s (FA 77— e LT 1
mg/kg (AH/H) SRR S AL, JRERIF IR GICEER T 5 A EHRITZEO b
o7, (Bl 15)

YT T Ly R 7TV A My H— LT T wR%EDRE (1~11 i, 290~516 kg,
16 SE/EE) & FVCOARRA] (4 mg/kg (KE/H) @ 28 HhEGHR 0551412 28 H [
RO (AA 77—l LT, 1 mgkg (KE/H) RBRINFN v, EBRIIMPIc#E
HICRERNT28EFRIRO Lo T, (B 16)

P77y RHEDOE (1.5~7.4 mkifin, 411~610 kg, 15 F8/EF) % AV CTARRFA] (4 mg/kg
(RE/H) © 28 AR & 5% 28 HfffEikN&E (FA 77— e LT 1
mg/kg RE/H) FRERDN TR S AL, BB IR G-I 2 A EFHRITRO b n
o7z, (B 17)

. BMEECETMm

FRRO X, ABAIOTAITH LA AT T —nid, BAEIEN E L CES ol
%éﬂfk@tkﬁiﬁmkbf%ﬁ%éhfméﬁﬁ77/—wiﬁf@& %N
EMEA (23T ADI (0.007 mg/kg (KE/H) 23EEIILTW A, HARIZEBWTIERE
D EMSIL TN LS F AT T —Ld ADI DFEICHOWTRIRD & 350 5
i 9kt Uiz, ZORER, ABIOTHITH DA AT F > —n1o ADI X 0.007 mgkg
HRE/HEZRATHZENEY TH DL EBEZXOND, £, BIFENC OV TIE, ARG O
EARG OERUZ LA EIIRHE TEX 5 B2 6D,

LDz &6, ﬁ%ﬁ@@ﬂﬁﬁ%éhé@@ﬁ%wfﬁ\ﬁ%%@uftb@@
FRICHE A 2 D RetHIBHTE b0 EE X BN,
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E ®

HiE S WHEKTH LA A 75— L] (CAS No. 73590-58-6)1Z >\ T,
KRR AAEEZH O TR AR B BTN A i L7,

FEAG AL L2k X, EEE (v 2, v b, 4 X, EEUQE
M) &8 (B, 2 (v ALK T v ), @liaEHEE (7 b K
WA X)), BHEEE (X)), BEFEEELIAE (7 PEOA X)), 1 H#
REZEHE (7> M) fEFEE (VX)) st —BEEARETH S,
REBERENS, AT TV — NV EEICX %ﬁ’iﬁiﬁ@& TWFRLE NS L
F A REAECEDL —HOZEETEIZHICRD LN, BIEEICX T 5
WE AR OAERICE > THREMBEE 2R 2BREETRD SR
oto

BHEBREE/IEPIAERBRCIZ, vy NIZHEAIALVF /A4 FBRRBEDLR
N, BABFIIELRHEEA I =L L 1XE XL . KK oI
FOVMEMEEZRETDHI I LEEFARETOHDI EEXLNT,

SEHmEABRTEONT-EEEBEOR/IMEIZ. 4 X O 13 E # A&

MR D 0.5 mg/kg AEH/H Tho7=22n, LV EHBEAOTHERTE
DRAMHN/PHIIWNA XZH W 1EMEEFEEABRO 0.7 mg/kg (KEH/
AN LD@EYTHDEHMLEZ, R EZBIWLEL T, £2FE%% 100
Tk L7 0.007 mg/kg A#E/H % - HBERFAH&E (ADI) L& EL =,



. HERRBVMAERROBE
. B&

R Oy W6 BHL T B

. BRSO —EA
4« AAT T —
#:4, . Omeprazole

3. ¥4

IUPAC

H 4 : (RS) -5-Methoxy-2-{[ (4-methoxy-3,5-dimethyl-2-pyridyl) methyl]
-sulfinyl}benzimidazole

CAS (No. 73590-58-6)

#4 . 5-Methoxy-2-[[ (4-methoxy-3,5-dimethyl-2-pyridinyl) methyllsul
-finyll-1H-benzimidazole

4. 7FK
C17H19N303S

5. 9FE
345.42

6. #E

H.C CH; OCH,

7. HEOEE WD

FRATTS—F, ATV —F DT A NI I NA—F (BT A KNTFExH4)
MBI LT BBy LERTH 5,

—HOBIE W ISIL, EAZI v, AN U HHWVFTLATY VDT
B oy WA P E S B IR O BEIR IS A E T 2 A BICHA T 62 LI o TS
5o T L TCHBOWDORKLBEIZBWT, BEM»S HH2 i L, KA 40 %
B D iATe HYK*—ATPase 371 kv Ry 7L LCEEBNT 5, & R ClEA AT
V= iEE O & 5%, B S RIN S du, R X o TH OBERMRICE I T
0 hyRCTO@EEREST D LI HERSWEIRIITHFET 5,

5



EANcBWTe PHEEKME LTHEHS AL THD 2, BN TIE, 1991 I
BIRG . +1HEWEE. WEEEE. iRt RiE R, Zollinger-Ellison JiE & #
WZBET B ZhEE « D BRI O W THRRB I 7= 1. 2000 120 7 MR 3 28 D #ERFR 15
2002 iz~ Y any Z— .- vu V OREOMIICOWNTORIEE - ZhF A8 &K
mENhTWn5,

MBI DAAT T — v EEAETLHHANT, BEOFHIEEBRFEERLE LT
24 77 [E THAGR I N TWD (2005 4F 11 HBLE) 2, ERNTIEAR I TV,
BIZBITORICEARKIZAO SN TRV R, BF6H e NERKD
ERBFICIEEZLND,

FATZ = VRPN O - AR I, FAEILE THEEREORE K NHFIRE T
ThHO ., KEEPA XU RZEBT 2 HELOHEIZ, BEBEOBR TIX 4 mg/kg
RKE/H%Z 1 H 1028 BB OHKEG TH D2, BIEEOHEFR - B TiX 1~2
mg/kg (KHE/H % 28~30 HREIREOHK G Lo TWnD, FELE IO NTIEH, 4 X
V2% &T EUMBETIIHRET LB T W Effmi T v .1 B oR3ER
BN EINTWDS, 2B, KEELOA—RA T VT TTIEEITEHEY L 2
SN HBICET 5 R YE K OIRIEHI LR E STy,

S, AT T =N E2FEHETLRANOKBREBF M TONTZZ b, &
AFBRE LV EREEEORE I R D BB AN EFEN SN,

I REHKICHERIANROME
1. EYEEHER
(1) EPSHERE (E. EEEO - F7#IkA) (58 2)
M (RAX X — K7Ly RE2HKOY T 7 Ly Rl 450, 8~18 kil
3 BE/AE) Z=HAWT, HEIFEIRNEE (7 te — 272 25 mg/mL
FATT YV —v% 0.5 mglkg FEH) MOHEREO®RE (FAXA 77V —L—
A NHIE 1.76 g/8H) REBR A FEE L7-, BBRIX 14 BRRRORZRER & L,
MR M QR 2 BERFRICER B L, BB REIC DWW TRt Lz, ik, & 5.0,
FRARIN B G E % (1~2 0 LAN) . BRI B 5559 5. 10, 20, 30, 45, 60, 75,
90, 105, 120, 135, 150, 165, 180, 240, 300, 360, 480 %y t% 1 Fhit L 7=,
BERIL, &G, 5 8 FM% £ TIT 1 Bfm. KO 5 24, 48, 72 FF#
\CFHE S v, #ERT. &S5 2. 4. 6. 8, 24, 48, 72 EFHE DOJRIZHOWVWTIZE
TLC } O GC/MS Icfit &7z,
BN RE T A — X — OHEEME %2 FRAIRN & 5 L 7 8 BREh ) 6 81 5 84200 7
— A PR LIERERER IR L,
Flo. RPN 0 TLC ks R A2 3£ 2 12 LTz,

Uk A & F — Tl A2 WA EBP oA, 8 mL FICADE S E LTAHA ST =L 1.76¢g
(22%wiw) =&H

2 1O T — XX ME LSO TORIE R L TV ioiod, EYEREMITICITHV SR
o Tz,



x1 KPP T A —F—

eH VT TR
(mL/min/kg)

TE AR 8 T D o3 A A

(mL/kg)

e 1~ — A kB
MR R (%)

6.99~13.15
(P RfE : 7.67)

248.3~478.1
(FF e fif : 342.9)

4.1~12.7
(HF 9 fi : 10.5)

K2 RPICBET DErIRNEG% KO A &5 O TLC #i )

el G & 5
I [H AR N % 5 S YEE s
#1 | #52 | #81 | #11 | #36 | #77 | #1 | #52 | #81 | #11 | #36 | #77
BEH | +3 | — — — — — — — — — | NC| —
2 NC | NC “F + + + + NC + NC + +
3 NC | NC | NC + NC | NC
4 NC | NC + + + + + + NC + + +
6 NC | NC | NC + + + NC | NC | NC + NC | NC
7 + + + NC | NC | NC
8 NC | NC | NC + + + NC | NC | NC + + NC
24 + — + + + + + + + + + +
48 — — — — — — — — — — — —
72 — — — — — — — — —

+ Bk, — o BEME. NC: skIE4, O : GC/MS IZ#IR L2V 7

BRI 5%, A7 7Y — VEREIX, &5 24 FFEZICRILL 2R T,
6HAET 5 HH DL S iz, #52 OEMM TIIHR G T BB ISR I L 2R e A
AT T = VEREDRBD DT, 5 24 R ICE I L 72 R 2 6 13/
ENholz, BAKBEHOLT AT TV — LB IL, &5 24 BEREI#%ICER B
LT _RTCORBEHCBW TR Sz, 85 48 BiEI#% 21X, RN 5 &
O OESEOWNTRICBWTHETEMELE 2o T,
GC/MS T DfE R TLC o Ttk 2 R L7 REAEHI, A2 7TV — L HE

HIEEHEE S LD 2 I OME .

AAFNAAT T = VREYOREZ R LT,

(2) EpHERE (E. RELED) (8 3)
M (RX X —RK7 Ly RFE2QEEN OV 77 Ly Rl 4 56, 8~18 ik,
SEH/MRE) ZAVWT, 22%wiw A AT T — L ~X—2 +H 8mL »1H 1H21
AR EROKS (AT — e LT 1.76 g/F8/H) B AZ Eh L7, #%
BRENY) > DITBEGAT, BE&G 1, 2, 3, 4, 5 HRICR AR L, TLCIZX
DT LT, AAT TV —AREROERGHED 7 VT 7 AR WVRPA AT

3 A AT T — LTI WEEME ORI X DBt

7

ERaxv 277 =R E T 0-7




7V — VORI A2 BRE LT,

ARG 1 BRICERIRL 7T X TORRAEO TLC SHricisWnWT, F 277
V= VERRIRIIME Th o 7oy, okt b 2 BRUBEBICERRS W RIZEB WD
T xCTRERETh - =,

(3) EEHKRUMHEBROEYMFNAREOLE (K. EREEND) (58 4)

77y NEE (ML OEZHES 6 56, 6~9 miin., 6 SH/EE) & v Tt
BRLEAPICARAT TV — VX=X MEIOROHKS (K 4.5 mg/kg (K&E/H)
AR EE Lz, MRREEBRFFORG T 7 HEMRETE 3 O X5 ICEME
L7z, REBRE 1 A LORBRE 8 HICKHBEND ., BN (B 5a1. &
HE#%, &5 0.5, 1. 1.5, 2. 2.5, 3, 3.5, 4. 5. 6, 9 Frfijtk) cimiE%
BREIL, AATZ Y —LiEES HPLCIZ XV HIE LT,

# 3 WBRaEE

®E5 8 w5 | B
B e EAES
i R G (mg/kgKE/R) | R e
HEE 1 H
R (e mf . B H-AI 17 B
FTATST I — ) B ) ) -
1 N R [, #5% 5% 6 e il & ) 4.5 &o | 6
B 8 H
(R fEHER )
A 1 H
A (FEArE  faBHE R )
FAT T — I = B
2 HERE 8 H 4.5 &N 6 5H

N— 2 A o
(MofebF « B 5-m7 17 B

[H], % 5% 6 RF R #f & )

SEIMAEFR A A ST — VBEER R 4R LT,

AUC T, AT Z Y — NV EEBRERBICEEG LRIV EREICHRE LR
FH, AREICKE o7 (p<0.01), EWFHFRIHRO LM LT, R RFT
10.9 %, fERFFT 4.0% TH o7z,

F4 FHMIFERA AT T —VEE (ng/mL)

e G-t (KPR

0 0.5 1 1.5 2 2.5 3 3.5 4 5 6 9
i A I 0 88.63 | 119.84 126.22 119.97 | 118.47 | 111.21 | 94.09 | 83.96 | 63.42 | 52.27 | 27.55
B 0 | 128.98 | 126.04 105.60 82.36 44.76 32.07 | 21.57 | 15.61 9.25 7.44 0.65




(4) EPFHERE (. RELO - 7#FIKA) (58 5)

RBFERN =— (12 5k LA N, K 1058, ME95H) Z W T SHERRA AT Z Y
—/LD 7 HEOREE (1.0 mg/kg (KE/H) KOEIRNE S (0.5 mg/kg (KE/
H) BB A EhE L 7=, BRI (P& 5 & OV & &5 0.033, 0.125, 0.25, 0.5,
1. 2, 4, 8, 12, 24 FFE#% KON £ T 24 BfilfE) (2L, 1 HEOEL
BOWIL, oA, R A PR & 7 BRI SZOEFEMEICOWTHRFTLE, &
DI, AIEEMEMRICI T 2 BORTEHEIRE ZHE L, EIR L 2k Lz E
BT B D PRI S W T S T LTs,

# 5 HBREE

\ . e , 5 & . W& GHND
iEd AR B N 5 5-1% (melkg ) AR EE 2K LA o R

A | BEM/EE Y ELRE i IR N 0.5 3 24, 72, 168 Wi

B | HE/E ) EhRE 0 1.0 4 168 [

C L% 5 A e 1.0 4 1 KR

D HEL % 57 AT | 1.0 4 24 B

E L% 57 AT g 1.0 4 72 B

@ EYHE (BRIkAKE)

1 H B OFIRNE 5% 23 1T D M5 BN TE PR BT R SR £ I 2l IR
TUL. BT D Ty (BF6< off) 1T, MET 1.27 LT 1.78 IKfff], MET 3.45
Kl ChoTo, TAT TV =NV ROPZOREMO I VT T AFFEFITHESL
T B ST R B 1 G-t 24 RER DAPNIC B BR S (BUE R B) R & 72
> 72, AUCo¢ (3T 1.472 KO 1.654 ug 4 & -h/mL, M T 1.381 pug fHY4 & -
h/mL, *i3 2% AUCo- 1T HET 1.494 O 1.700 pg F82%4 & - h/mL, # T 1.381
ug fHY & - h/mL Toh o 70, MFEFEHIEEO 7 V7 F 0 23T 5.590 KT
4.894 mL/min/kg., T 6.062 mL/min/kg Tho7-, M EMEIL, HET 0.61
} 1% 0.76 Likg, T 1.81 L/kg Tdh - 7=,

T, 5200 EE 7T HEZOMBETESTEERREZHE LR, B2
B L6 HRICIIEFREIZEL TCWAD Z ER BRI,

7T HEEIRANE GZICE T D M A TG PEIR B IX 2 ER s Ic 2
KT L, Ao Ty (B35 BHH) 1, HET 80.17 LT 30.73 IffH, MET
X 1224 B CTH - 72, HEGBIERE O AUCo- © 13T 1.539 K O 1.893 pg 14
& - h/mL, #T 1.847 pg MY & -h/mL Th o 7=,

1 BAEWQ 7 AMEIRNEESZDOF AT T — L OEYERE T XA —F —%
F6IRLZ, 1HE®EELE THRIEBERGICEIDEZR IO ON -T2,




* 6

1 AEAO 7 BEERIRNE G HZOF AT T — )L OEYERE T A — F —

i IR PN ¢ G-
EEE | 7V 77 A (mL/min/kg) Ty B (HERE) AUC (nmol-h/L) *
1HH 7 H 1HH 7 H 4 1HH 7 H 4
101M — 17.6 — 0.52 — k% 1,330
102F 12.8 13.9 1.1 0.41 1,820 1,670
103M 12.6 18.3 0.88 0.42 1,850 1,280
Ty 12.7 16.6 0.99 0.45 1,840 1,430

¥ISH A AT TV — LRI 515 E ATRE T & o 7o B R IR
¥ WBREM O 15 (M) OmMIERE T o T 4 — VIIWBRWE O~ E T E2WN LT
WCEEINTZZ L2 RTHRINMAEZ R LIZTDZFOT — X XLz,

Q@ EpmEgEe (BOKE)

1 B H OO 5% 0 MmO TEME Cnax (30 TH 5 1 BRI 12 1.000 Y
1.264 pg A4 &/mL, M TH 5 1 B IC 0.533 L0 0.792 pg Y B/mL Th
Sz, MEEFBEHEERE I Z OB L & 2 HEIC2EIIERTL, &5 24
RFRI #2120 4 Bl 1 B3R HBR A (B ASB) SR, At 3 13k H TR AT 3 oo
BEERLTZ, BT D Ty (BEHL aff) 1, HET 5.79 KO 2.59 W[,
T 8.09 &L 1r9.99 HE[H] T - 72, AUCo-¢ 1L/ T 2.093 % (1 3.037 ug A4 & -h/mL,
MECIE 1.904 KT 2.112 pg Y & -h/mL T, %35 AUCo- 131 T 2.159 &
W 3.111 pg fHY & - h/mL, HET 1.977 X 2.256 ug fHY & -h/mL Th - 7=,
A TEME D 7 ) 7 F o A 13T 8.446 K& 1) 5.384 mL/min/kg. M T 8.374
KON 7.361 mL/min/kg T o7, mwMAEMIL, HET 4.22 T 1.20 Likg, T
5.85 X 1* 6.35 L/kg T - 7=,

T, 5200 EE 7T B%OMETFESTEEREEZRE LR, B2
B 4 BRIITEFIREBIZSEL TWD Z ERNRBEINT,

7 H R O & 5% O MR ETEE Crax 13, HEREWD TS &5 0.56~1 I
#2121 T 0.930 &1 2.041 pg #82Y4 &/mL, T 1.181 % ¥ 0.866 pg #H 24 &/mL
MO Tz,

IEEAOTHMBRARGZDOF AT Z Y = VOEYERENT A —Z —2 KT
WL, THERGE THRKRGICIDERTIRD AR T,

7T 1HAEROTHBRAKRGHOA AT T ) — )L ORYENEE T A — HF —
0 #& 53

575 | Cmax (nmol/L) Tmax (FFFE) T2 B (FFfE]) | AUC (nmol-h/L)

1HHE | 7HM | 1BB | 7HM| 1BB| 7THM| 1HB| 7HM

201M 234 253 1 1.00 0.71 0.69 310 379
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202M 771 1,620 1 0.50 0.65 0.63 | 1,360 | 1,690
203F 263 454 1 0.50 0.91 0.45 498 432
204F 328 375 1 1.00 0.78 1.0 510 516
N 399 676 1 0.75 0.76 0.69 670 754
@ HEitit

RN G R OV D G2 O PRl R 2 & 8 1T/R Lo, e Git
3 B K ONPEHIERE R IS R & e B BT O b in o 7z,

BBV THE

7 8 ERARAN K OV O B H-1% 12 S 7= R A vE - (%)
P 5 f% ik N & 1
BE 5 101M 102F 103M 201M | 202M | 203F | 204F
BB #% M | 168 WEfH | 72 WER | 24 RERE 168 [
3 42.42 34.09 36.11 | 37.65 | 35.79 | 48.63 | 39.37
R 47.27 54.74 50.96 | 52.14 | 61.00 | 42.70 | 50.54
r— WY 0.984 0.635 1.633 | 0.606 | 1.025 | 0.774 | 3.015
&t 90.67 89.49 88.70 | 90.40 | 97.81 | 92.09 | 92.93
@ Hgam
7T HMEIRNE G 24, 72, 168 FF[E 1% O Rk oA TE R IR BTN IZ 33 T

ZIZE 4 0.152, 0.132, 0.065 ug fHY &/g Th o172,
Frf & & b

il & 0 AKX <

B figk oD 7 R R 1T A T

AR L7e, B 24 FER T O ) A NI B R & OY

Bl L VIR <, &5 72 LT 168 KFfE#& TIEZT X TOMEE A A 77V — ik
RO T,

7 HERE 8GR O 45 HLR OO O T MR IR R

&G TRHZE R b <,

ik T 4.575~7.762 ng fHY &/g., NIk T 2.792~3.885 ug tHY &/g. A THKI
0.2 ng tHY &/g Tholo, TOHRBKEITWD L, &G 24 KFEZIZIT T
T OB CREHS 1 REREIZOM L VK< (T 0.2~0.4 pg fHY E/g, B
T 0.08 g FHY &/g, AW T 0.02 ng Y &E/g) 720 | k&b 72, 168 Kfil#&

DK < 72 o 7o A #5168 RE[ 1% D 5 1% P i BE 13 Mg € 0.109~0.197
ng tHY /g, B THK 0.02~0.03 pg Y &/g L 720 . AN HOTEYEIR B IX 4
A 3 EEMNAY 0.01 pg AHY /g TRV IIMHEBRR (BERHE) RiETh o,
FHEME D AT 21T 70 < AR O TE PEIR B 1345 & BRI B W T
ik CIEFIZHMELL TV,

® REY

wEREI DR, ., k%A HPLC I IR LT R, MEESE G
Rt 7 a7 ¢ — L OBEE 72751 w@%h@#oto

JR. #, IR T 2B EREMEEZER 9 IR LT,
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#9 JR. #E. H#H o HPLC ##
e B E [\ E AL J
FATT = FEIRNEGO 1O LN LBE S NTZ,).
17 Rt J. Rt G, R C. WY H.
Rt E. (w1, R&#w D, RS#Y F
# BT A TS — L R H
FFlg : B ARSIV — . R J. Ry E.
R 1. 1t H, REtW F
R ik Rt I, B A AT — L, Rt F.
aa R H, (S E. R#Y 1
N BILAAATI Y — . REmJ. (REW E.
R 1. (it H, REW F
HERh : BREMA AT TV — v Rt I, R E,
R 1. (Y H, Y F

(5) EHMEICEITEZRAATSYV—IILORE (THRX, Ty bk, /X, EFR
UE) (=H6)
FAT T =V DOREFR~T A, Ty b, A X,
5o, FEMHEOMRHZ R 10 12 LT,

#* 10 S EVWRE O RGEH

ERMEROETRAE S TY

B fE ~ A 7 v bk q X = 5
PE= | JR | 55.5+8.5 | 43.3+4.7 | 38.0+2.8 #1 80 51.6
(%) 3 | 28.1+8.9 | 49.1+7.1 | 55.1+4.5 #1 20 40.36
KA PR — 0.1 A 0.1 A i 0 0
£ (%) (R)

FHAH D) K@ A | JEereXy | FHFeFuxs | eRady i AF AL
(JR) KW B | ARSI =N | FRATTS = | AT TS =) | AT T —
AT AR D
[N = A=V e
FAF T — ) | eRaxi il
BEALSNT | AAF TS — L
TR TR AT ARD
Ve SRy

FAT T =N DORHANF = TEWHER (v A, 7y b, £ XKTE H)

TEMICRILCLTHDEEZEZONTWVWD, TR, Ty B, XORFH/NF—
TENBOOLNTEZDIZEICENREThHoT-, T XRTCOFYE CTEMNLEZILID D
D, FATZ—=FUTO LYk b,
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RURAIFTS =)D 6 MiDOFEFFE e Faxo ik (Fo®% 7y o g
&)

A REIEOWNWT D O-T IVl (DB XA I X —)LERIT
DWW KER I DR = X T LA RR)

5-B U U AFNIKDOIENIFEE Rax o fbo#, o= 7 /L a— L
K9 VAR R Rk

@ ANKFY RPANLT 4 RIZEITLD D WVIEA VR F T R ALK TR

© ©® ©

T, B MBI DRFTOEER 2EBEONRBEWIT, U PUVERDO 5-AF L
Db Faxiifh (B Redxo 4 A7 7Y =) EZoRENRE LIRS
THANVKRUBTHY, A XX AORBRE EFETHoT2, 7 v MEHED
50 % O A XPEMEDK 70 %Z2 KT 5 7 SO FEAAB DN FE FRIIZFE S
NTW5, A XICBTH2EERPFREITFEEE Raxi b rrrso=FE
KTHY., 7y MZBWTIHENKe Fex b Zznick < B2 X0 BEE
THOLHIPWMBERITIHBYEICREO LN, T RIZEWNTIE, @M A (T2 7
TSV AJLIKR YY) FOREY B (AATT7 =127 4 K) NEERHD T
Holz, TNHIEFEE 30 LURNICE—27 LR, TNENA AT TS —LD
25~67 %M N 2~9 %NDRE L 725, W A O ITH 10 3 THDHDITH L
TREY BOFRIILILY ELS 2FFMU EOKK LA ZHET L8, 7 hED
b NTT7 HREBEBICERMEII R, A X 7TEMEEIRS L% THEZEN
RENEBICEILITR O oSN TV

2. ZBHEER (B) W 17.8
77 vy NS (3~T7 mkiin, HE - M - KB HE, 412~509 kg, 3 BA/AE. 1 54/
RHREE) ZHWT, ALKl 1 B 1[0 28 HE#E KR 0 # 5 (0. 4 mg/kg (KE/
A) Bk & FhE L7z,
RAEEEE 1, 3 KUY HZRICK 3L VA, IBG. B, gL OG>
WTCREZ BB L HPLC- & &A1 X 0 kN oM IC > W TG L 72,
REELS 1 BZO/NBIZBNT 3HIF 1B TAHAT T — AR Shizn

(0.028 pgl/g). T DOMITNVTNORRIZB W THEERA (0.005 pg/g) A
Thote, £z, R—EEOREN., Bigk O A O RHRES (0.002 pg/g) LA
FEERARBOMENHRHE SN, (BRT)

BT 7Ly NEE (3~14 silin, ML OEBHE, 463~545 kg, 3 BA/RE. 1 HA/
SFHEEE) AW, ARAIo 1 A 10 28 AREFEEOES (0, 4 mg/kg (KE/
H) #Bra 36 L 7o,

&S 1, 3 R UVh HEIZK SEHL V. IENG. BR. gL OG>
WTTHEEHZ BB L . HPLC-E &0 MTIEIC L W N OB BEMEIC S W TR L 7=,

WTNORERICEBNTH, ko4 A 77— TEERER (0.005 pgl/g)
K ThoTe, L2rL, &G 1 HEZEOEK 1 #l2o 0 AR (0.002

13



nglg) U ETHDBNEERMRMOMENRE Sz, (K S8)

3. SHEHEHE (R 9.10)

ICRZ~YTVAKLOSDZRT7 v FEHWTA AT T — LT H5K0, % T,
HEEN & 2 WIEEFIRNE G I L 2 2 EERREZER L7, TR ENOEWHE,
BEHRBEICERIT D LDsoldF 11 O LB Th D,

F1l ~UAKORT vy MIBITFAA AT T —LdD LDso

B ES T 1 L1 LDso (mglkg k)
e i
# A >4,000 >4,000
~ A ICR BT ~100 100
JE N >100 >100
i IR P >50 ~50
# K 2,210 2,638
7 v b SD BOF ~100 100
e N >100 >100
i IR Y >50 ~50

FHEFNIRAERED RIS, 7 A TIIHED 2,314 mg/kg ARELL E K
D> 3,333 mg/kg (KELL EC. 7 v b TIXHERED 1,339 mg/kg (KE DL E TR
Hiv, BREREBOKT, R TE, B/ T<EVERED D WVITFERERRE
DIERDFB O G ivlz, FITATIE, BAREORETH Ty A, Ty hEd
ICH R OUNERNICHEBRME OB EEX DN D IKEAGNLRBREAD D WVILRE
BORNEMNRAHZ LIV, Ty MITMEFRIZEG TEH2» 6§ T THiRR
JEERD 5 o ML72v LER B I, R IR T AR~ D4 FER DR AR D vz,

—J7. EMEA ® SUMMARY REPORT 2t~V AT v FEH WA AT
TV = oRAatEERBRE RS RRE SN TS, LDs (X, M~ T X TiX
1,620 mg/kg RE, M~ 7 2BV TIE 1,380 mgkg KETH 7=, 7=, I
7 v FTIEL 5,010 mg/kg AELLFTH Y, MEZ »~ FTiX 3,320 mg/kg AETH
STz, FEHNIEG 1 KN 2 HEZEURNIZRD v, SHEFEYMDOIZE A LI
BIERCThH o7, o mMEERIL, HIE T, (REL ORI T, KK
IREETdH - 77,

4. BRHESHHRER
(1) 13;BMEZEEEEAR (Sv ) (1D

SD %7 > b~ (5iliin, WEKES 16 PL/HE) &2 W 7os@fil#E 0 &5 (0, 8, 32,
125, 500 mg/kg IRE/H) (X 5 13 M 2B EREBR TR bz m T
RiZFR 120D Th-o T,
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ARERIIE Pl R GICERT 2R THNIRD 5o Tz,

—fIRIE DB ER TIX, 32 mg/kg RN/ H LU 5-1E O MEE TR R o PE
EHRGEBZBIC-BEOHEARESR, 71— /ﬂﬁb{?&m}m@ﬁ: LRVl
7o, F7o. 125 mg/kg K/ H UL LGB O MERE C#& 5B % 12—\ 0 RF0R
RN BTz,

RE TIX, 500 mg/kg (AHE/HHGHET, HEXEEG 1 EEZENG, HIIHRE 4

WO FEERT £ TEINIH N3R5z,

BHELOHKAKETIE, RECERTLIZEBETRO N1,

JR¥A TiE., 125 mg/kg %E/Hui&“@ﬁi@ﬂﬁ#&f&55 1 % Jo OV C %
513 MR IR OREEARBO b,

MK FH A TlX, 500 mg/kg RE/H &G R OMMET RBC., Hb & Ht
DX T, T MCV, MCH X OFFEER LR DK T, i T MCHC DX F 237
b, 125 mg/kg (RE/H UL LG RO TR RMEK LR O EH-PFR O 5
i,

MR A L7 R A TlE, 125 mg/kg AE/H DL B 58 O & O 500 mg/kg
KE/HEGEHEOM T T.Chol X'V VIEE® EABZED LLT-, £7=. 500
mg/kg RE/H & HHOMEME CEEOIK TR O b,

IREF R A K NFHR CTIE, HEICERT 2ZEBITRO bR oT,

AR EE TIX, 8mg/kg KEH/AU LRGHOMETHEOLEEIOHIM, 1T
H oMt X VL EEOEIMNRD vz, 32 mg/kg (KE/H L LR GREOHET
JH gk D #e ok K VLB R O, M TEMOLEZEOMMMAE O bz, 125
mg/kg IRE/H LU LG FEOMECTREIROLLEEO M, o st & O EEO
FEON M R R K OVl oD bE EE 2 o BN, T oD H ek M OV BE EE B oD HE N 23 FR
b HNTZ, 500 mg/kg AT/ B 85 8E 0 MEIE MR o #eh K ONEE R O D |
T R R O fsed e OV EE R OSEINNFR S b Tz,

Joi BRAL AR =M A TlE . 8 mg/kg (RE/H UL B 58 O I & O 32 mg/kg (K
/BLL L GREOMETH O FEM oW BEA Ot "o b, £/, 8
mg/kg RE/H DL E 5 BEOMERE CH EREIRKIC ECL MO IMNATED i,
HEEOHMLFERFIZRD LN TS Z b, MHPTA RN VRBED RS
NEEL TS LRI, BIETIE 32 mg/kg KE/H UL BB S HED XL
N 125 mg/kg R/ H LA EFG-BEOMECRME B ORI, 125 mg/kg &
H/H L EEGREOMERE CIRMENICHAOR SR ELNRD b, BIET
I%. 8 mg/kg R/ H LA £ 5-F o M e C BROR R Al A o iR e VB Ak 2338
biviz,

AKRBRIZIHBWT, 8 mg/kg AWE/H L LBRGHOMMETH OLLEROBN,
H R fE I 1 ELC F R o B h0 . BB o Bk A5 R0 L o il K ) OVEAERA L. HECH
O = Bl 3 WA JEORE D e Al . HECE ORI EE OB O b e Z Lo
5. NOAEL |Zk 54, LOAEL 1%, ML & 8 mg/kg (K&E/H TH D &

1 KEILEREOZEALERELE VY, UL FEEE
15



R b,

12 13 WM AEEERR (7 v N TR N EE A
& 57
(mg/kg K&/ H) He &
500 o S EEHY N A Al o S EEHY 4 Al
- RBC. Hb X' Ht ®{K - RBC. Hb X' Ht ®{& F
- MCV, MCH K OffgEkit® o |- MCHC O{K T
KT « T.Chol X 'Y Vg &E D L&
c BROIKT - BROIKT
- R DMkt K OV B E O |- IR Ok & OV E & o
IR R D s e OY BE B2 & o0 B 0
125 ULk - PO ARk e R RPN RN =
- JROJR*E a1k - JRO IR Al
- MR AR M ER EE R D b - < R L O o thE | o ¥,
+ T.Chol X 'Y V FE » L& JHF ik D et Je ON L B £ oD HE N
- BlEOLEREOIN, MoMxt |- BigEoRME LR oHFHE
K OV EE & o HE N HE NI O Sh R S
- JRABE NICHB B ORE mkYE
32 ULk - JRAE A PR O HE - JRTE A PR O HE
o 3 M o> NELE Rk EE B o P oD NEL NG A T )
« TIL— 3 v T REENME « TIL— 2 v T REEME
- Pt HE - i
o JHF ik o A ot Ko OV EE EE B oD HE N - B g e E & o B
- Bl o JRAE R o B - B O TR 5 s FEORL O 4 e MEAE
8 LI E - HOLLEEDOHEN - B OHaxt K OV E B o HE
- B O T W ERL O 4 et L |- BRI ECL e o ¥ 0
- HIEARAEIK (C ECL #l g o HE - B oD BRI A HE I oD I K K OV
- B D BRI A RE B oD i R K OV ikl
Bkl

(2) SvAMEZMSHEER (v k) (R 12)
SD%T7 v b (2 Hih, MHES 50 PU/EE) 2 AW -siflf o5 (0, 13.8,

43.1,

138, 414 mg/kg KE/H) |

EMRIIE 13D B ThHhoi,

BRI ) S B G IS IR B SE T I

XD 3y AR E MR

1B TR b

D BRI,

— IR TIX, 5% 1 » H T 138 N 414 mg/kg (AE/B &K G-RFED
BTz P G-I B U 7= BIPIS fE S IEE DGR O b7,

REEOHEARE T, REICERNT 2 ZETRO oNR0ho T,
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MR B A K NI AL B9 Tk, 13.8 mg/kg (AE/H DL iR ERE D
I MCHC K O'Hb K F. 138 mg/kg K E/H UL EFRGREOHETT R U 7 4
O, MET TP O#EM, 7a7 4 FOKTE®AIG LD T, 414 mgl/kg
REE/H B GREOMERET Glu IR E O T, HETix PCV XU RBC OfX T 2378
HivTe,

RIVE T TCIE. 138 mg/kg (KHE/H UL L& G REOMERET T3 DD, 414
mg/kg K E/HFHGREO T TSH OHEMNRRD iz,

figids B 7 ClX. 43.1 mg/kg (RE/H UL ER G REOMECHURIR O L E & O,
138 mg/kg R/ H UL & 5B O W TR RO MR L VL EEO M, H T
R o e ek My ONLE EE B o BN, MR o b B & oA . TR o ek K OV
HEDORED ., FIRROMSEROINNRD Sil-, 414 mg/kg KE/H &5
BEOHECHUR AR O K O BB O, iR O #ax B E OB TR
D%t e N EREORAD DR 5N,

Joi BRAEL AR MR A CUE L H O EIE 0 W R O R MR AL DS RIS T R ToO&
HREOME KL O 43.1 mg/kg RE/H LA E& 5RO I %Eé Lm\to 414 mg/kg
R/ H B 5-8E O MEREE B TR O ZFEHE DB D A, - BRE R %O Rk
B2 DA EHEE DS E S N A ERRRD b,

AT W T, 13.8 mg/kg (RE/H UL L& G-REOWE CT'H @ 3=/l e 75 We kL
O EEME{L, T MCHC X O Hb K F RO 6z Z &6, NOAEL %
ko9, LOAEL X, M s ¢ 13.8 mg/kg (AEH/H THDH EEZ BT,

#13 3y AMMEArEHEERER (7 v ) TROLNZEHIER A

57
(mg/kg KE/H) e &
414 * Glu IR E DK T - GluREDK T
- PCV X O RBC D& F - JF Nk o et B OF B E & oo i
- TSH D #4n - Ji AR D ZE A
- R O EE OB FUIRR
D% o ON b H B o> B N
- g iR D ZE A
138 UL I MU T LD - TP o #4n
« T3 O 774 FOKT
« BB O HE e K OV EE 2 o BN - AIG LK
- iR o> b E & o - T3 DD
o JH i oD # et Je OV EE EE 2 oD HE N o B i D Hef Je OVEE EE B oD HE N
o it iR 0> et Mo O BE EE B oo R
o HUIR IR o it ot B oD BN
43.1 UL I - B O EME W R O R |- FIRRO L E RO
13.8 LI E - MCHC &X' Hb KT - B O TR 5y W FERL O 4 B MR
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(3) I3 EAMESUSEEER (1 X) (=K 13)

E— 7 VR (6 7 A, MERER 4 VC/BE) 2 AV osgfilie o &5 (0, 0.5, 5,
50 mg/kg RE/H) (2 X2 13 BB AMERFRMERER CRO b= HF i Rix#E
14DERBY Thote, o, K20 13 HFREREAZHNCET THE L
MEZIT - 72,

5 mg/kg (KE/H B G REOME 1 B3 B 5 44 B %% IZBIGIRERIZ X 5 IGPAZEIC &
DT L, TOMICEGIZERT DL ESZAONDEEHIBO N
7~

—fRIRIEDBIER TIX, 5 mg/kg IRE/H &K EREOMEME TG 1~2 8 B £ (21
IR EADE BT R OEMRNE O H5v7-, 50 mgkg KE/HEERHOK S
1~2 Wff 72 ICHMERE C L A S HBRAT. BOR Y72 ME M} VR R . M C P T 73 78
Hivlz, BEHEMRI IR GIEICEF RO oo T,

FRELOCEBEEICEBIIAON 5T,

K ETIL, 5 mgkg KB/ AHGEHEOMTHRE 2, 7. 8, 10, 11 HZIC,
50 mg/kg (AE/A G REOKET, 5 1~4, 7. 9. 12, 13 ABICAHERED
MO LN, AEEFEERO N T, 5 L OBEMEIIARATH - 7,

R, MEFHOHRETIE, RE5ICERTLIEEBIIRD N> T,

MEALFHBRAE TIE, 50 mg/kg (IKRE/H & 5 EEOMEME TR S 5~13 %I
T.Chol A H E 72BN\ LENMET D580 b vz, Z O bIiXBIE M 7 3
BIIFIE F LIz s, BEMRBARBELREEE I N,

e E & CIE, 0.5 mg/kg RE/H UL LS EEOME. 50 mg/kg (K /A % 51
OED'E THEEOBEMMBRD iz, 0.5 mgkg KAE/HEGHOFEED
ZAILE B L QYR B PR AE CRE LR o T, EF®EHHANO LT
bHLAHENDZEND, HEICERTLIEECTIIRVWEEZ LN,

FFClX., 5 mg/kg (AHE/H UL B GREORECTH OIEKR, HEME TH O R BR3E
BED IR K OGS OB OB AR D b=, £7-. 50 mg/kg K iE/H #% 5 &
DO THDIE KRB D BT,

i ERALAR A M A TIX. 5 mg/kg (KE/B DL B ERE O MM T HIKIRICEB T
% EAIE O P BRI O BRI O BAENE OB AE . IR B O b 1 FE kL
FRE oD B R JES K [ A R IS OVE AU O TR IE K OV E IR N 3R 5
Nz, 2T IEREMBETEREORERT R CIIRO N2 LB HE
BEHREREILTHD EEZ DN,

AKRERICIB W T, 5 me/kg RE/H LL G REOMRE T L A D X BT, @M,
B ORI EE O JEJE K ORI S o s, B IR o Efia oA HIEEH O
JR R L D BRAE MR D 28 PEEE BT . IR JES 0 0D 4 1 EDRT A I oD HH B, I TS S el [
B OVERE N ORI MR, ETHORRARD LN &5, NOAEL
%, HEREE © 0.5 mg/kg KEH/H TH D E&E X BV,
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14 13 HEMEAMEEERER (1 X) CTRO LN EmERN A
B 5Bt
(mg/kg RE/H) R &
50 - IR - RER, VR
- T.Chol @ AN 72\ L BN 1) - T.Chol @ AN 72\ L BN 18]
- HOWEREOHN
- HOEK
5LL 1 - KAD AT, IEH: < T (BIGIRERIC K 2 G PH 2E
- BOMEK S D VIELE O kS 50mg/kg (RHE/H & 5 BE % R <)
D NEJE & b R K o B n c XADEBIT, ET
- JEE R 0D T M0 oD D - O R IR BE oD IR & kG R g %
o JIRJEC R o> JiR S A o kAR M o Sk D EEHN
AL B KR O 3 AL o
« TSR D AT A VR R A oD B | - M JES S oD JiR A B 0D HICTE M oD 28
- RIS BB A IOV FE A e
V7 R M OV E A e 12 11 o JRJES R 0D ff [ PR FERT A AR o> B
< BRIEECRE B E A g IO E AMED
T N8 e OV JiE A48 i 12 11
0.5 MR L MR L

(4) SyARBEIMSHRE (/1 X) (1K 14)
E— 7 VR (9~13 » Hiin, MERES 2 JC/EE)
5.5, 27.6. 138 mg/kg KHE/H)

BHEFTRIIR 15D LB Thol,
—HCIRRB DO BLZE TIX. 5.5 mg/kg (AHE/H U EREGEHETIEL2ARBO N TEY
138 mg/kg {Z’KE/B &gﬁ@&’g‘?(ﬁ 1 F;JVCW%)%< ulﬂ:ﬂ[ﬂif))m &b %ﬂf;o

{ENGERE 3T N

HE{DIL N 'I—l\

%‘78\&) roj’bfciﬁ)’) 7':_0

ﬁxf%f~wm R TR, &5 24 K ZICE
Luu &b %ﬂfiz})/ﬁ 71:_0
MR F A Cl

&=

Wi O s (00 1,
WXk D 3y Al AN REERBR TR LN

BN CHRFHIR A TIiE, &SRR 5 281

FL2ARAT T =D

%, 138 mg/kg KAEH/A & GHOME T PCV, ET TP 0T

MWD N D Lz, £72. TP b T 72N 27.6 mg/kg (K&E/H LL E

B 5.1 0O M T3
fM&@T3

AL 55 oI A3 o A
Fmﬁifi 5N 5 2R

D b v,
oW TlL,
A LT,

138 mg/kg (REH/H £ 5-# T 5 83~84 H%IZ T3

D BRI,

I BEAE Ak )RR A T 5.5 mglkg (A H/ H LU EFR G OMERE THO 7 FH K

*gﬂﬁo)%fﬁﬁz)) Aty &) %ﬂfk_o

o Ak ix

mu &) %ﬂffﬁ)o 712_0

O TIEE /N EOERE

XarbooThY, BE

ARBRIZ BT 5.6 mg/kg RE/H LA B 5-FEOMEMETio 9 072 B ERE O
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FifE, MECIERMENEO bz 2 Evn . NOAEL (X, #lE L H12 1 mg/kg 1K
H/HThHDEEZLNT,

#1563y AMMAMEHEERAR (1 X) TROLNLHEMNA

e it
(mg/kg RE/H) e g
138 - TP O o F 072 b - PCV O o 72 b
- MAEH T3 BRE DR (MEREARET)
27.6 UL E - ME A - TP OO T 0272
5.5 ULk < DD ERG K D ZE + e f-
< DD B RS D ZE
1 mMEFT R e L mMET R e L

(5) SvyAHEAMSHHER (1 X, EEHRER) (2 15)

E— 7 VR (T A, MERER 2 PS/RE) 2 Vv 758l 0 % 5 (0, 138 mglkg
KE/H) I[2X5 3 » AR ANEERBR CROONTZFEMET AT T LB
D CThotz, £/, 3 AMBIEREZRIIER T TR EREZIT- T2,

— R OBIZE TIL, B EHETIIRGEZOEMOBEENEIN L, T F & Ok
N IREE L it U CHEB B SN, £/, B85 1 » AN OKTHE
TABRANCIREARD biv, FAEEOBEHOERESE & L THIA L,
BElETIT., —REOE( LM 1 BT, 5 56~63 HIZhb TR iEE
O DBERD T,

REE NERBR T, #5ICERTIEEBIIRD LN ho T,

MR FHE TIx, BEHOMMET PCV, Hb i, 1T RBC b
WD MR BTz,

JEFRERETIX, BEICERT2EEBIIBO N5 T,

J75 BRAL AR 2 B0 R A T, &% 50 0 ME T R o0 B JES KL I 0D ZEHE MR AL 3 R
HoNTEN, ZOBETIEEH NSO THEORE 0L RNRBOLND —F
THEMII I B ICRFEES N TV, B/ EOREIISREECLOERE O b
e, BEHTIVHBICRED O, U o RERERO [ I ERIR T A R 5 [
HRBICEEDNEAMED 5 WVIXRBEICRO bz, £72. BEIC X 53R
FANHE 1 6] TR B v,

[EIERE IV B 5B U 72— IR 18 R OV I R 5 B AR 2 B 1 (11 23 38
L, HEHENRECBOCEMEOZLTER2ICEE LZL DD,
W CHREEE A T8 D o3 D A Bl K OVIE CREEETZ il 13 7% 47 L T\ i,
AT W T, 138 mg/kg (RE/H UL L& GREOMERE ClRM- | ¥k, 5550
DOIEE), PCV kO Hb O b 72l BIEMBEOZEMEEZ(, M CIXEeE
EOWRAY . RBC O3 072 A, M CITEEAREIZE T DU U RERFERD
FI BRI, RIS X AN ED b2 L5 NOAEL i3k 5
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o T,

# 16 3 » AHMEAMEREERER (X, BERR) TROLEMERT R

B 58
I i
(mfke (kE/A) % %
138 CIEM- IREE. BAE O RE)

- EORD (kR EAL

L7 1 f)

+ PCV. Hb O RBC ® b § »7p

ek

o 1 JESRE IR 0D ZEfE M2 A
- HOMBEEAERBIZCB T DY X

BR[| i BRI

< ME R PRER . EEHE O IR E)

« PCV O Hb @ b )7l

o JECRE 5 oD ZEAE M 2L

- BOMEEAREIZBIT S Y 3

ERERO A MmERRM, LRI X
% W BRI ik

© TR R OV (MRS )
- B/ANE O g (MEREARDT)

138 ([RI1EHE)

- B OREBEE AJE O 30 e B

A B OB B8 T2 B O 5 A7

- B ORI E A g O IR R HEL

5. EUSHERUENAERR

(1) 1 FHEMHEsERERE (/X)) (&H 16, 17)

E— VR (8~13 » A i, MEMES 5 VE/RE) 2 AWz gmdil & 085 (0, 0.7,
5.5, 28 mg/kg (KE/H) 12X 5 1 FMIEMHRHMERER TRO L BERT LI
F1TOLEY ThHoTz, £7-. 28 mg/kg KE/HEGEIZHOWT 4 » HMH
EHEZICER T TREZIT- 72,

— IR AE O BIEE Tl 28 mg/kg (KE/H B 5B TR M- o HEIE [ 23589 5

iz,

RE, HEHE, BERE, DEXEKCERFFEHRE T, B5ICERT 5 EE
TR N ho T,
Mg AL FHIR A TlX, 28 mg/kg RE/H & 58 O MERE T ALT O 70 8
IME T 28580 BAvie s, EE I A IR T Lz,

PRI TlX.28 ma/kg (K H/H & GO 5 38 1% O N O # 5 51 1% (4%
B TR OMBETRORERICEED EARNRBD LT,

MEFHIRE L ORI EE CIX, B5ICERT I EEBIIRO N T2,
H R TlE, 5.5 mg/kg K/ B DL _E £ 55 0 e Ik T B K5 o IR E A O B BE T ik
WO LN, B, BEEOLITIEERICBWTHEEL TV,

Ji5 BRAL AR 2O M A TlE, 28 mg/kg (A E/ B # 5 RE O MEIE CH ECKRIZ BT 5

TR OERENRD iz, £7-.

5.5 mg/kg IKNE/H UL BB GHEOMERETH

K D JEJENE D BEEETE R 338 S iz, AR RE O MEREIC W TEME O Z AL
[TFED B2 o 7o 3. BRI O JEENE O BEEETE pl K OV A & O BRAEL 13 57%
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L7z, (B} 16)

FATT = VOEMBEEIZLY R E T A N CEE RISV
UWMED ECL M@ oEmnHEsnTnad Z ens, KRERICBWTHE
O ECL Mz T T BN Iz, TOME. 28 mg/kg KE/H £ 58
THEMKEOBMmEY -V ECLMREOAEREMARDO N, 4 7 H
M ORIEIME %, ECL MlRBUIRE D LA, *HREE L ORIZITEKA &
LTAHEBEENRED N, (B 17)

AFRBRICEB VT, 5.5 mg/kg K E/H DL E & 58 o ik < B kLI o JEE M o 8%

BIER AR SN2 v, NOAEL 1%, MKt & $1C 0.7 mg/kg (KHE/H T
borEtEZONTZ, (2 16)

# 17 1FEMEEFEERE (/X)) TR EEETR

R B
(mg/kg RE/A) e i
28 |- ALT o R R AU T ALT 0 W 72 RN
- ROVBIEOBIED |5 ROBRBIEORED 5
CHERIEICEY 5 EMROERE |- FERBIC ST 5 0 K

RO W (A7)
- ECH I 0 AT TR S 7 0 ECL MO K10 (HERE & 71)

5.5 UL - RGO B R O I BE T Ak - G IEE oD B R O B BE T AR
0.7 BMEAT R L BMERT R L
28 ([EEHE) |- BAEOIEENE OBEET L D 5% |- BRI O JEE 2 O 8 58 T ik D 5%
1 1+
- H ORI E A g O RRAEA L - H O REE A JE O RRAEA L

- H RO B AT - ) ECL AUk o M (MERE 2 21

(2) 104 AMBEBHESHE/RENAMRER (Y ) © (B8 18, 19)

SD %7 v b~ (MR 60 VC/RE) A2 V7 smlfk 0 #% 5 (0, 13.8, 43.2, 138.2
mg/kg RE/H) (2K 5 104 38 2 M ME/FE S A MERER TR0 Lo m T A
IR 18D LBV TH T,

AR Y, 138.2 mg/kg AREH/HEGHOMETHERAEFFEORD DR
b,

—IREOBIETIX, REICERTLIEEBIRO N2 -T2,

RETIEL, 138.2 mg/kg (RE/A R GHEORETHR G 13, 26, 52 KO 78 1%
AR FR D iz, 43.2 mg/kg RE/B B EHEOME, 138.2 mg/kg (AHE/H #%
HBREOMETIT, 5 52 H N 78 B ICIRENRD S,

BHEE T, 43.2 mg/kg RE/H UL LR GHEOHE T, &51% 4 H £ TORE
éﬁ:iﬁ)i‘ﬁgﬁubf\_o

RO R E T, B ICRRT 5 BEERD bhknot,
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L3R 51 K QML i AR AL A R A i, 138.2 me/kg (A &/ H #% 5-# 0 I T Ht.
RBC 75 13 LN T8 MHZICHEIZIK TN L7z, £72, 138.2 mg/kg (AH/H #&
HREOME ClIk 5 52 %2 Ht, RBC Y Hb 23, #5- 78 1% 12 3 i /Ml #k
MAEEBEIZIKT L,

IR TlZ, G5 ICERTL2ANE (BE) ROEE Rk, £moBHE
KR Mo etk HLRAL . B RIE X BB 2RO b, REREAM
IZFE T LB ik, ER/NMEO IR L X QG I O FE i 2358 D B, &8k
HEATHEEEEICHEEST LI LD EEZ 2 ONT,

g s B ClX., 13.8 mg/kg RE/H LA L& 5B O MERETH O faxt KON E &
HIAN L 72, 138.2 mg/kg (AHE/ R & 5-#F 0O MEIE C gk o e kb Mo OV bG8 o> #
M. 43.2 mg/kgREHE/BH GO CHIBOLLEEOWEMBE O bz, £72,
138.2 mg/kg REH/H & GHOMETIX, BIEOMT Lk OV ERE, Oifo b EE
DOYEMMBFEO bivlz, 138.2 mg/kg RE/H & GHORETIL, FRE 7 LR/
RO K O RO IMMNR D ST,

B R M A CIX. 13.8 mg/kg RE/H DL B G REDOME 56 5l (KHEZ
ALEFL 13/60. 19/60. 24/60). 43.2 mg/kg (KE/H UL F#GREOIE 7 5 (%1
ZFNZFh 1/60, 6/60) THOIFEREMED NS WHM (ECL M) 0@k &k
IR ECLile O BV TF 2 A4 RRROLNT=, BLUIN~D I NVTF ) A4 ROHR
BRI hoT-, TOMDEDOFEEIL., IBEM BN E EE
FEME DO EETE . BEAAR O Ak, E M AE O ZEHE K& OVHE I & PN 45 8 M JEk 3
s HCTdH o 7=, FFIE Tl 138.2 mg/kg A/ H #% 5 O M TH & v 7= AF o
O REGEIERE RIS X REEICEE R TE o720, KRB OGS REEIC BT 2 341X
WET— X LB L THELI Doz, £72. 13.8 mg/kg (KE/H L B
E 0D JHE Tl VA P R SRR 0 B N > D W /N EE RO R OV S B oD A
JE K D BEFE R VR EE O HE NN Z D & vz,

AERIZHB W T, 13.8 mg/kg (AE/H LA LG RO M CHBmAT R (HoE
JE), B oMkt L O EEO BN, WEMAEEOFT R (REME 8RO E
s — R OB EE T B, BERIIL O Rk, AN O ZEHE . AR PN A e MR R
B, /INEE AL K OV MR O BF R AIE K 00 B BE M OVER FE 0 B8 n) | e i B
e B (8 O 4R ECL Ma OB M NI VT 7 A R FHO b i 1k
IR EE IR DO H AR O b= Z E D, NOAEL i3k 549" LOAEL (3,
ML 13.8 mg/kg RE/HThHDHEEZ LN,

# 18 104 EEEVEFEEFESAERER (T ) OTRDOLALHEENR

57
(mg/kg fRE/H) e B
138.2 - B ORI - R ERE
- Ht. RBC & F - Ht, RBC. Hb K O/ Mk o
o JF Nk O et Je O B EE B oD HE N KT
- FUORIR S B R IMER O Je OV | - I IR o i B
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HEO N - I gk o> e st EE B oD HE N
- B Rz/ME O BB AL - BN O et KON B = O HE
o JF Rk 0D ff- T M A0 B B G S o H9 N | - O i oD b EE oD #E N
o JHF 0 e o e 9 A i
43.2 UL |k - (R ERE - RRIME OB RAL
- BEE R OH N - FFlig o> He S oo H
- 15 [ 15 D 5 i - B (b, R o BRCR/ M
- B OM M ECL M O ak o | VR B B diak | 22 k)
RN NTF I A4 R
- BhE Rk, Ko BERIR
Ba etk MR L, B &R, &
R k)
13.8 LL E - HoRE - HoRE

- H O ek K O e & oo N
< NEE AL K OV E B oD T i

JE R D B8 BE Ke OV EE 0D 39N

CEEE TR TE O B BEE O

55 D B BEFE 1k
B LIRS R
WERT )

HEE i D T 7 B
el B PN G P

- H O ek K O B oD HE N
- H O4F M ECL M a o 1@ 112 5l M

rnF A KR

» M D 47 e P 00 e 48 F1 3 oD 1

INTE P K TV B D T e
AR oD B Ko OV FE oD S50
cMEEAME @R o H R E Ok

R 0D S BT L BE S B oD 3 R
LI OO ZEHE A PN A R
ki)

(8) 104 AFEHSH/ENAMEER (Sv ) @ (B8 20~22)
SD %7 v N (M 50 Pu/fE) = AW -sffil# 0 &5 (0, 1.7, 3.4, 13.8 mg/kg

{AHE/H)

XD 104 BRI A
199D LB Tholz, 0B,
M3 oRE (LLF 5206

MR TR b~
0 XN 13.8mg/kg (KE/H 2G5 L 52 %2 &
AxtERE, 2 EEAER) ¢ RER2BEENLL T BRE

PEAT AL I3 5%

5% 52 WHAT O B (U\T 52 1A [l 15 #F) @SH%JEDDL@&%%{TOKO

—HRREBOBIZE TIL, HEIZERT S

Bz 8
k=3 &EIB

mu &5 Eﬂhfﬁiﬂo 712_0

AR TIE.13.8 mg/kg N E/H &5 AF TG 52 H O E NI LT,

AETIE

. 13.8 mg/kg KE/A & GHEO &KL 13 #1% .
EREHOKRS 52 Bk
1% 5 HY M O R AR AL 2RO A T R GR35 s 203

2D Lz,

3.4 mg/kg {KE/H LA

RO AL

Tz HANY »ORFETIL, 13.8 mg/kg RE/H &G THEMBRED b,

BRI, B BT S

ﬁ(*ﬁﬂ%@ﬂarz})mh&)%ﬂfuo
i es B & ClX. 3.4 mg/kg (KEH/H UL LR GRECTH OMxt kN EEN I L

7=, B2 B EIERE TIX
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BN LT,

Joi B R A 12 38 T D FEIE MR D W T i M OV i T 51T
BT 2B IO ONT ., 3.4 mg/kg (KFE/H UL LG L O 52 & H &4
THODOIEE i/ﬁﬁ/ﬁki FLOMRE N ORRHENE A S - K OV e o
AL OB MAFR O bz, 72, 1.7mg/kg (KE/H L L& 58 L O 52 38
A B TIEE COMEMEME OB RO MAFE O bz, HEHE fﬂl:
SDWTIE, 1.7, 3.4, 13.8 mg/kg KE/HFZ GO Z N E 1 1/50, 4/50, 12/50
THO ECLMICANVTF ) A4 RaefT 2P biizns 52 1 & H &
KON 52 MEIERETIERO oo Tz,

AT W T, 1.7 mg/kg K&/ H LA E&55ECTH O 4SR5 M IR 08 T2 Bk o
i, o ECLMaIZALVTF /2 A4 RBPRBONT-Z 26, NOAEL i3k
519, LOAEL 1%, M T 1.7 mg/kg (AE/A THDH EEZ BN,

#19 104 #HEMHEEREIAERER (T ) OTRDLALHEMENR

e bR

(mg/kg {KE/H) B
13.8 - HBEEE ORI
c HA Y BEEORIN
3.4 Lk < ARE O
- HESE O B R

< H Dkt K OV RN HE N
< B ORI R
« HIRE N O RRHENE IR b PE Y B K O 3 A o -l M Ak oo 5 N

1.7 Lk B O G ERME R 0 i T Bk o HE AN

- HoO ECLMRIcANVTF 2 A R

13.8 (52 & | « B OEEM kM E
F&#E) - RRE N O RRMENE S A B O B D e 1 AL o 1Y
n

« H O I ERVEHE R 03 FE Ek 0 BN

13.8 (52 WAl | - 13.8 mg/kg (KHEH/H & 51 & i LU CH Okt L O E & 28
EHE) W

(4) 104 EMBEBYESE/RENAMRE (Sv k) @ (S 23, 24)

SD % 7 » b (M 30~50 VL/#E) & FH 7o sl il % 0 % 5-(0,1.7,.3.4,13.8 mg/kg
RE/H) 2L D 104 LF'HEJ BN AMERBRIC L D IMIETRO T A Y R
FE & B R L T, 72k, 13.8 mg/kg AE/A S5 L.
5 52 W% N5 52 FEJﬁaﬁ7 T ARELE AT O (LLTREIER) 280 LR
AT o7,

HA Y T, 1.7 O 13.8 mg/kg KB/ ARG CTHRE 5 Lt 27
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H#%IZ, 13.8 mg/kg (AHE/H &G RETIEHRYG 106 HEICH EHE OB IR RO
%2@7‘_0 EIERECIT, B85 55 MBICEHEOHMMAED S, &5 106
HZITIHIR T Lz,

ﬁ@f L. 13.8 mg/kg RE/H £ 5-H#E & O'EIE # T H RS E O B /E @%é##
STPRRE & el LT L 72, MIEREO KK & FRFICITEMIEOEREIZZE D 5
Nxhole, TOMODE OFT LTI, MEORF b, i s & Ok 2353
Do,

lE#s EE ClX, &5 104 HBZICHBWT 3.4 mg/kg (KE/B UL L& GRETH O
MaxtEE O, 13.8 mg/kg KE/H K G5-HE CTHEEOHIMNMNRD %mto

i B O T R 514 5 £ TII A RMEMIE OB ERIIER D B AL
Mmoi=, 13.8 mg/kg KE/H K GREOK G 27 B2 ISR IR 08 Bk
DIEERITHIMMB RO bvlc, £z, &5 55 % LK OH G 106 ###% TlIardH
PR O 8 T B B AR TFIE OB A FE O S v, #5106 1% TiX 1.7, 3.4,
13.8 mg/kg KE/HHEGREOZ N T 12/20 ], 17/19 ], 15/15 ] D 461
PEMERE OB FR D BT,

HNF ) A4 REHATLHMEEN 13.8 megkg KE/AFRERHET /15 A6, =
DOMEETIE 2 SOOI LT ) 4 REZHALTWHERN, Wb/ &
<, 2095 1 DIRIEFIT/NHNS Lo TN, {mﬁai%ﬂ%ﬁ’ﬂﬁ/\@%ﬁ;ﬁ@@?ﬁ%
RUTE. BV TF 7 A RORE THE~DILN Y T ILRO oo iz,

ABRIZB W, 1.7 mgkg (RE/HLL ERGREOMETH A R Y U REOHN,
IFERVERM AL OB N RO Hii= 2 x5, NOAEL Ik 513, LOAEL
X, T 1.7mg/kg AE/HTHDEEZ LN, (F 20)

7 20 104 @EFEMEFEEENAUERER (F v ) Q@TROLIIEMEI AL
%51

(mg/kg {KHE/H) g
13.8 - BRI o B

- HOEZEOHEM

- BOFEEMBO VT 7 A4 K

3.4 Yk - B RGBT 0D g L i Jak

- H O B & O H N

1.7 L c HARY CBEOHMN (3.4mg/kg IAE/BEGREERL)

- B ORI O B AL

« H ORI O Fa

- GF SRR R oD 3 T AR

13.8 ([EEHEE) | - H A NV VREOHMN

- RO R (R & BRI ER L)

- BRI o i FHAL

- BRI D i
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(5) TEHEEESE/EILAERE (41 X) (B8 25)

B — 27 VK (12.56~13.5 » Hiin, MERESS 8 DL/BE) & M v 7o il #k 0 & 5 (0,
0.17 mg/kg KE/H) (12X 2D 7THEMIEN AR ZFEE L7,

—fRAE, (KE., BEE. EIBE. DEXTA., IRBZORE, HHERE.
MRFHMRAE, KA LFENRE, LORBRE TR, 5 ICREKT 28T
RO NIRRT,

MAEHR A AT T — )V OERETIL, WL OEIEIZ XD EERIC L > T Thax
23 1~2 Kl G 4~6 KFHICIER 55 Z E RO b ensy, 7T FER oA
AT T LV ER ENRNEIRE IO B A B % 5 LD EIL R o Ty

MAEH A MY VBETIX, EETAN) VEEICHLRFAEEST A MY
VIBEICOWTHRGRELAIBEOB THEEITRO NI, TEM OB EH
Mz L CEMbOEMIEERO b oT,

BB 5 FRICERMSINTZHBOWRR TIZ. A AT T Y — L EEREIC
BWT, 5% 400 7TERITE 50% 0 H 25 (MBH}—@ LD BT,

BHE#AERTIE, G ICERT 2 BN EZEIX ab%%mi F 7o, AR
e D% BT &ﬁﬁkﬁﬁﬁwﬁf%mm&%ﬂ WD LI o T,

HRPT R Tk, B 5 _tlﬂ“éﬂﬂkﬁ@aﬁ%@%% IO LT, %‘25 z
BRT2ZEMITRD N hole, BB EETIE, BEICERT 528X
OB o T,

I FLAL AR 2 AR A CU, i RIC I L TR0 B L D Tl &~ DN PE 28 (b A3 38
D OHNTEN, B, BHEEG LK OEEEG IOV T Lt 2 A, &E
BELRTRBEORBICEEHREVIRO N o2, BOBKIZTHONT, ¥
IR LB 3Bl aniznrot, &5/ & xR M Ca R/ L o
BEICEIIRD LT, BN WMIOBER, Bk L OEE S 8 4
I ho T,

ARBRIZBWT, R EHTHBROYWHENRO SN2 &5, LOAEL X
0.17mg/lkg KE/HTH DL EEZOLNT-,

6. £EALEFEHR
FDA @ 3 sl e O ey FRE R S EfE S TV D

(1) 1HRARERR (Sv ) (B35 26)
@ EEAR CRIEDHRERR (BI1H) (v k)

SD %7 v b (MERES 24 PL/RF) Z2 JH 7o am il #é 0 42 5- (0. 3.2, 32, 320 mg/kg
RE/A) X 2B E1T o7, KETIE 6 Ml & ZRCAT 9 W, AR
KO RZEFRATH £ TRE 21T - 72, METIE 13 @l & &BLAT 2 B, 5
FCIA T M VS R ARNZ AL 7 H £ TR G- 2470, B4R 20 HiZh Rz mA L
=

BBV TIE, 320 mg/kg (RE/H &G OMERET S MEOWREE, 55 H +
OEBEIINES, BTG 3, 7T KON 10 BRI, M TR G BIHE O F I E
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EOJDRFRD Hivlz, AIEEIT~DOF BT O N7,

R TIE, AL OREBICHT DR EBITALNT, SR, NEK VB BRAE
DFERTELE AL OEROFBBHE, FORBICRGOEEIIRD L2
-7,

ARERIZIB VT, 320 mg/kg AHE/H B GRHEOBH Y T —@mMEO I, K&
W, FEEORALNRBD b2 &5, NOAEL X, #H#® T 32
meg/kg KHE/H . R T 320 mg/kg AHEH/A THDHEEZHNT-,

@ HBERBRHAKESHE (BFIH) (v k)

SD %7 w b (M 36 VL/BE) # HWTHEIE 7 BH2v5 17 BIZHEIRE 0 #% 5 (0,
3.2, 32, 320 mg/kg KE/H) ZAT\, 44 20 BIZKHEOREIY DK 2/3 %2
W EGIR L TRIBIZOW TN, BEI®MOK 1/3 I oW TITARARDH I E,
B(Fy) 1X£E% 10 FETHEEL, IOICHEBENO Fi M2 2Bl S H A 5E A~
DB AT,

REEIY) T, 320 mg/kg RE/H &G Tk OfmEE, &5 HFR P OKE
W . G5 AENC B E OB BT b v,

JRIRTIX, AFROCREBEICHT 2HEBITRD ONT, AR, AlEL OB SR
BEOMRTHLA L ONERORBHE, FORBIIERGORZEIIRD LR
molz, Fir ROE%DOBE., (TEHLROAEMEREDOERICHEEEIRD L
W™ o T,

ARABRIZHB VT, 320 mg/kg KHE/H & GHORNEHY T —@mEORIE, KE
HINE, EEEOHLRNBO LN &S, NOAEL L. ###® T 32
mg/kg AE/H., BIELOF R TiX 320 mg/kg (KE/HTHD EEZ DN,

® AEMRUVERIAMAKSHER (BLIH) (Fv k)

SD &7 > b (M 36 PE/#E) Z W TR 17 H 2> 55580 21 H 1% £ ToRifil ik
n#5 (0. 3.2, 32, 320 mg/kg IKE/H) %17\, BASESE, B (Fy)
(TAE% 108 £ TEEF Lz, & OICFEBENOMERE D REY 2 il & A~ 0
AW, IR 20 AIC P12 EOB L C Fo B2 L1,

REEI T, 320 mglkg KT/ A & G REOM E B OB G EEIC Bk
VR, TR AR e B B P AR B0 . AR OR 20 P REAE R 0O b VR
b7z,

Fi REMOAEBRORE, Sk, BRECEGICEET 2 BEIZRD SN
o, FiOAEMIZbBEGORBIRO LT, Fo MROAEFKROEEICH &
HoORBIBE SN 2T,

AHBRICEH VT, 320 mglkg (KE/H# 5 HEO R T @M O W, KE
B, B RO AR b L2, NOAEL . #Ei4 T 32
mg/kg KE/A . F1 WL O Fo lA T 320 mg/kg (AHE/A ThH D L E 2 bNT-,
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(2) EFBHERR (DYF) (3827

—V = RRRUA MUY X (M, 10~14 JL/E) 2 HW TR 6 H
n6 18 H £ Tl n&s (0. 6.9, 27.6, 69.1, 138.2 mg/kg (AEH/H) %
1TV, ik 29 HICH EUIB L C, lBIRICx 282/ 7=, 7k, 138.2
mg/kg RE/H &G TIIXROVEARBEEO - OME 14 HUBEOEGIIHIEL
7~

FEY) CTlL. 1388.2 mg/kg RE/H KGO G 2 H£IZ 7/10 il TRAK AR
K OOKEDE LWL RO b, &5 PIXEEORD BB b,
27.6 mg/kg AE/A UL LR G CTREUHE T OBEEN A Lo, BEET
% DIFNR 19~28 HIZ I BEEIC L~ L 7=,

ARG 5T 69.1 mg/kg RE/H DL B 58T L, 138.2 mg/kg {AH/H #
BRETIIREFECTENEM LUz, BERICEB T 545F. WIRE NE K TE O3
BAE, BREROBRBMHEEICER GBI OB THEEIIRD bR
N T,

ABRIZEB VT, 27.6 mg/kg (KE/H L LB GHOREIY TEEREO D
69.1 mg/kg A HE/H UL ER GO CRIBE ROV PRBO b2 &b,
NOAEL (%, H#¥% T 6.9 mg/kg KAE/H, IR T 27.6 mg/kg (AE/HTHD
EEZDONT, HEEEITRD N -T2,

7. BE=EEEER (=M 28~34)
FAT T =NV DBELEMSICET DKED in vitro, in vivo i B D5 R 2 R
21, 22 12F & DT,

#* 21  in vitro %k
R PO & (EES
BT 2R BBk | Salmonella typhimurium 1. 10, 100, 500, 1,000, | [
(=M 28, 29) TA98., TA100. TA1535, | 2,500, 5,000, 10,000
TA1537, TA1538 ug/plate (£S9)
IFZERE RS | S. typhimurium 3.18, 9.55. 31.8. 95.5, | &t
(Z M 29) TA98. TA100. TA1535. | 318, 955, 3,180, 9,550
TA1537., TA1538 ng/plate (+=S9)
IR R BB | S. typhimurium 50, 100. 500. 1,000, 2
(&M 29) TA98, TA100., TA1535. | 5,000 pg/plate (=S9)
TA1537
FEscherichia coli WP2 uvrA
IR ZEIR A A ER | S typhimurium 156, 313. 625, 1,250, =3es
(ZH29) TA98., TA100, TA1535. | 2,500, 5,000 pg/plate (=
TA1537 S9)
E.coli WP2 uvrA
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AT 28 SR 28 B R 18.8, 75, 200, 300, 400 | &%
(&0 29, 3) L5178Y/TK+ <~ 7 A U > /Y mg/L (—S9)
g A e 4.69, 18.8, 75, 150,
200 . 300 mg/L (+S9)
ASERIN TS b kU oSER 86.4, 172.7. 345.4 mg/L | [&
(ZH29) 48h
PSSR [NV RVPAS 4 172.7,345.4,.690.8 mg/L | [&k
(& 29) 72h
CREREN W T Beag b R U LNER 0.25. 0.5, 1.0 m mol/LL | [&k
(ZH 31) (—S9) 48h
0.5, 1.0, 2.0 m mol/L
(—S89) 72h
0.25. 0.5, 1.0 m mol/L
(+89) 72h
DNA &2 75 = LR 10, 18, 33,56, 100 mg/L | &Mt
(2R 32) 7 v b EE R
/IR b kU oSER 0.78. 1.56. 3.125., 6.25, | [afk
(& 32) 12.5 mg/L
/IR MR EEE b TR 10, 18, 33, 56 mg/L Bo P v
(2 32) W& T > TR 10, 18, 33, 56, 100 mg/L | Bk 2
/MR b MU R IEERM I | 0.34, 0.69, 1, 1.73, 2. | Bk
(&M 33) (MCL-5) 3.45. 5. 5.18 pg/mL
bbb U X ZEERM O | 1. 5, 20, 25, 50, 100 | [tk Y
(AHH-1) pg/mL
B U R ZEERM O | 1. 5, 20, 25, 50, 100 | Btk Y
(MCL-5) pg/mL

1) : 2 AD K F—H kO E#EIFMILIC W TMMERBR ATV, —F Tk 18 mg/L THE
ZHV . IR ENE
2) :33mg/L THEADHY

3) : 1.73 ug/mL THEZH Y

4) : 100 pg/mL THEZEH Y

5) : 100 pg/mL THEZ=H D

3% 22 in vivo Bk

i BR PO M= (RS

/R R ~ U A FHiME (CD-1) 500. 2,750, 5,000 mg/kg| [&M:
(B 29, 34)

/R ~ U A FHiA (NMRI) 79.4, 397.2. 794.2 mg/kg [att
(ZH29) (24h, 48h. 72h)
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AN ~ U ZFHA (NMRI) 34.5, 69.1, 138.2 mg/kg &k
(2 29) (24h, 48h)

/IR ~ U AEHEHE (Sle:ddY) | 500, 1,000, 2,000 mg/kg | k&
(& 29)

/N R 7y MiF#MRE, 7 v FE#EZ| 500, 1000 mg/kg B 6
(2 32) Y M R 1 BR

CRER N M T ~ U A FHiAE (NMRI) 1,036 mg/kg Pk
(& 29) (6h. 24h. 48h)

Lo, (R 2 5 3R ~ U AEHiAE (CD-1) 110, 367. 1,100 mg/kg | k&dk
(% H 29) (6h, 24h. 48h)

TH Y EHRAER | SD 7 v b 140.8. 1,056, 3,169 mg/kg| [&Mt:
(Z W 29)

6) : HAAFEIBR A L72 7 v b IZ 1,000 mg/kg B4 L, AFC/MBBEE D ERICHEED Y, HHl
Tl 1,000 mg/kg $& 5 CT/IEHE X 2B IC LR/ LA EEITLR L,

LFLD X ST, in vitro D1 w92 IRAE BBk . AidE SR 28 a R . Ye iR B
B, DNABERBE CIZWInbEETH 7=, MERBRO —TIXEETH
STz, F£l2. Invivo D~ A& AW /NERER, R BB Bt &
TIFOIER 24T > TR O /NERER TO BB ToH - 7=, In vivo TG L7z Gk
FERIT. BHEHOATHY, AT —NLVOER-EMEEEBETH EFHEE,
FATT = NEREECERNICEE T 2RI EATCEEEZELbN5,
TDZEMNDL, FAAT T IFTAEERIC L o THBERBEE 2 2B mEEIT RV
LboEEZBEND,

8. —REBEHKE (=M 35)
(1) FIEAEICHTHER (Sy b, TOR, 99X, RORUVA X)
7w b (K. 10 PB/8E) 2V &S (1, 10, 100 mg/kg (KH)
IZBWT, EFEROBRNER S NEZNEFIIROLNEhoTz, ¥ T R
(M, % RBRRMEIC 10 PE/8E) Vv o#&5 (1. 10, 100 mg/kg A#E)
RERICBWT, BIRER), fshiE, BRETRI, S8R &K OCPUEEER IR O 5
nWixmoi, £z, 7y b (B, £ BREEIC 6~10 VL/HE) ZHWV7of o
5 (1., 10, 100 mg/kg K E) RBRICBWT, B X L7V —FRIEH. HLT R
ENT 4 AERA KOG RS TR O o Tz, TOM, v (HE,
5 VL/HE) ORIR., 2 OFRESCH (MERES 3 PL/fE) K OVIKEE (e, 3 DB/HE) .
IHITA X (B, 3VL/HE) OMIKICHEWT, ThE D mE &b & (10 mg/kg
RE, #IRN) THUIEHEZRS 2o Tz,
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(2) FIg - FRF|RIZHT HEA (A X, 2. Y FRUEILEY R)
LT DA X (B, 3 PU/BE) =AW=k S5 (0.3, 1. 3. 10 mg/kg
RE) R, BN Ox = (B, 3PL/RE) ZH W= EIRN&E 5 (1, 3, 10 mg/kg
REE) ARBR. BEREE T O X (HE, 3UC/EE) RO Z v b (HE, 10 IL/EE) %= A
WZR o b (1, 10, 100 mg/kg (AH) ABROWWTIZIB VT HFER  F5ER
FRICKT DO NREEITRO N> T,

S E ~0RE (106, 105, 104g/mL) [ZBWTE/LE > b (., 3P/
#) OfFH LA T 104g/mL O A THMHEZE JIHAER & EEZREER N & b
ICHREICRD bz, 4 X (. 3 VE/BE) OfHEIREFIIRTIX, 104g/mL @
F T KCL U 12k L CH 2 o sifR/EA RS589 bz,

PLEDHKER NS A AT T — VIR R ERICKT L TIEE A EEAZR
IpnEEhTwna,

(3) BEEMRBRRARVESHERICHT S/ER (o, 99X, 41X, S
RUEILEY M)

x 3 (M, 3PC/EE) ZHWEFRIRN&ZE S (1, 3. 10 mg/kg KE) HBRICE
WTC, 7TEBFLaY U R AZ I K DBBERIG, & 612 A A 8 Al
BRAE D BEKAPLI X DB T 2 1ER RO ooz, 7 KL
U N KD FIE R O E S ~1% 10 mg/kg R B #% 5 T 5 E K& O g m) &
B BSOS O IHE A A R8O Bz, HOMRERITRD b ho iz,

fEALEETIT oY (FE, 5 UC/EE) TO 2%8 MR K O X (e, 3 UC/HE) TD
100 mg/kg KEOKZE OK G L THIEHITRD SN0 o7z,

EAE Y b (HE, 5 UL/E) OfHEIG LR HLAE. 7> b (. 5 VL/#)
OB E L OREE SR Tk, £ A 77—/ (106, 105, 104g/mL)
DOEAIZE D, 104g/mL TOAENENDOT =& M I 2D IUHE DB IZH)
fl & &Nz, MHEKEOWMENILT v 7T /) — O EA R g B ERIC X -
TEEINRhoTlz, 7y b (FE. 5 VL/EE) ORERRMARRE il AR A 6 LTI,
F AT T =)L 104g/mL THHALNRIERITER O bin ol

(4) HIEBRRIZHTHER (VYF, IVARTT Y F)

vy (KL 3 L/iE) Of§HIEIEG O B BER) TiEA A 77 Y — /L0 104g/mL
TP EEOMBIERNRBD o, v¥x (HE. 5 /) OERA
e EE) TR &M E (10mg/kg AH) OFIRNKEG TSI L2722 /EHIE
D BT Do,

~ U A (fE, 10 IL/#E) O/NERAREIERRE (FIRP) . 7 > b (HE, 8 IL/#¥)
DG EWNKRTIFREIER (RN A TRER) 12X, ThEnA A7 7Y =10
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M & (10, 100 mg/kg (AEH) 2B W T HIEMITRD b enoTz,

7w b (W, 6B/ ZHWIEEHIRANES (1, 3. 10 mg/kg FH) (2B
DMyt kT B (e, 5 VL/EE) ZHWiziEk#& G (10 3. 10 mg/kg
AH) ICBT2MERDWTIINTRAOREICLDIZBIIRO N1,

(5) HILBRRUVEMESBRIZHTSER (Tv H)

7w b (e, 6 UC/E) ZHAW=f&nks (1, 10, 100 mg/kg RE) BT
IZ. 10 X 100 mg/kg TRE. JRF Na', Cl 2 W K'OBRE DA E /2
WMAZZRD T, pHICE(LIZED b ho T,

7 v b (M, 5PC/BE) & W7z in vitroikBR (106, 105, 104g/mL) O
HFEAE IR 7 M QMR 7' o B BhESE)NC ) L CTiE. 104g/mL T & b Izl fE
HARHB LI, ZOERITEETE TEIEhole, LML, FFEEIET v b (M,
5VC/EE) ZHWEEIRN&E S (1. 3. 10 mg/kg (AE) (2B D AEKAL B2 O
HENEISNIC/ER IR D b o7z,

(6) MERRIZHT HER (TDR, T FRUDHYX)

~ A (M, 10 PE/EE) ZH W O#&E (1, 10, 100 mg/kg K&E) 2 X
KR, Ty b (BE. 7~10 DB/8E) ZH W ob (1, 10, 100 mg/kg
RE) IV MEEBIZOWTHILNTZDS, HEICXDZ2EEIIRD LN
Moz, UH X (. 3IL/EE) 2 AWz i/ MREEERER T35 (106, 105,
104 g/mL) ZERK L7z BIIRB o oo T,

(7) EOHOER (5 FRUEDHF)

Z v~ (HE, 3IL/EE) ZHWER&KO&SE (1, 10, 100 mg/kg KHE) 12X 5
H T = RRIE, Ty s (3 VL/RE) & W 7= RN S (0.3, 1, 10 mg/kg
KE) 12k LT XL PCARSIZOWTHANS N, BEI1C L 52533
Do oTe, YR (KL 5 IE/ME) ~D RS (0.02, 0.2, 2 %) &
BRClx. JRETRRERERIZR D b Rino T,

9. EFIZHEITAHMRIZDOLT (M 10, 36. 37, 38)
(1) EADTATSY—ILEHE®E (2 36)

Ho SR BT O EWE G CTHRBE LN R0 o T EHE O WM/ IE K R
FNA AT T — V% 20 mg/ B, ¥ 6.5 FM (FiPH 1.4~11.2 ) &5 %217
o7, BFE 2304 CEHER 635, 70l ERA2ED 36 %) ®9HH, 158
LW BEROBFERNBDOONIZN, ~)axsZ—. . val oEbgs Ly
PEEBRETRERBEIIRD NN -T2, TXTOERFEITIREL LITEFN
bk ETHIEEYIToT-, £, BHEEHOFEMBEEIL, ~V 2
Ny H— - nl) OBEEOEERETENLEN 4.7T%HR0.7%THY ., F
FRE/BEOHRERIEL CWIZEBOBRE TCEICRD b, R4 E
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DOM/INERRBER L. TA S5 — VOB EHBFIH%Z T~ a Ny 72— .
oY BERE T 3% 29 %IZHIIN L, EEYERE TIL 3 %5 11 %I
L7z, MiGHARY AMEEHE GBS 1 B TOEMAEEIN TS, L75>
L. BFEKA® D WIZEREEZRO T, BHEHOELRIL., &imo B
HMansboThdEBEbhl, LieRnos T, nﬁif@ﬁf77/~w&
Hix, WM EROIEFICEN TCEERIGEIETH D Likim s,

(2) EFICBIFZAATSV—ILOBBSWHEE (3 10)

fEHNICK L TARAT T Y — &L (10 mg/N) L7=ZfSR. HBRoWwo
A RO BN NFEHFIINCHE BRI Cldenrote, 2, BEAN (B
M) IR LTAH AT T —10, 5, 10, 20 mg/ A% 5 HE#%5 L. BEHW

OZENEIRF T A N Y PR B & ik i 1% 6 IF [ M O 24 RFRTIZIE L 72, 5 mg/
ANBEEEBETIE, MR TR N VRBEICEERMIAOCHBRSWE — 7R & I
XL OZX 2o T2, 20mg/ NG RETITH 6207 EFRRRO 5T,

5mg/ N\EGHEICB W TR T A MY VIRBEOZANRED 57, 10 mg/
ANBEGRICBW THER B OWEENRE D Lo &5, NOAEL
I% 5mg/ N (&AHE 60kg & L T 0.083mg/kg AHE/H) & bhT-,

(3) EMIZHEIFHBHLF/ A FIZDOWLT (=W 10, 37. 38, 39)

FATT =Dk NHEEGOEKBOBEOEREIZBNT, T AT TV —
LNOEMBEETIZ, B PTIZMBET A M) VEED EH & ZHICHE S ECL M
FaDOBIERITFRO LD, BREM~OERESCE D VTF ) 4 ROFRAD G
PEIZRWEEBEZ N EEINTEY, AFFEZOBHTICBWTE, BV K
NZEDOMONEBEEREORERNEIMT L2 i3 hnweEE2ohbEEINT
W5,

— 05, AN BNWTA AT T — V% 40 mg/ HOMHET 4 FEMRA L.
WRBG IR A BE S TWiz B (&, 56 mk) ICBWTHEDOIALVTF /A
RORRBOLNIZEDIEFN 1 Fla L AR T AL LTHREESNLTEY, #
W ELEZONDN, LV EMSBRHNPIMLELOEHRD SNLTWVD

I EmEEZEM
1. EHFEMNEZEICTONT
(1) ERMEEHER

AR OWTIZ, 7y MRS X2 AW 138 [H & 84 H o
BN ER SN TS, HLBEWEREETROONHEEETA X2 HW
7213 M M 2 mEERBRICB T 25 ORIET~DOREETH Y . NOAEL X
0.5 mg/kg KEH/H Th o7,
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(2) BESHE/RVAERER

BRI O T, A XZHWE 1TERMORBRAFEm I TV 5D,
5.5 mg/kg KE/H &G HECHBBEOEEEOBER R NRD vz, T OR
BR C15 54172 NOAEL (% 0. 7 mg/kg K&E/H TH - 7=,

BN AERBRICOWVWTIE, 7y FEHAWE 3 EBEAOA X2 v
1R BN EmRmS N TND,

7 v e AR O WM FROBRA TIL, B I8N ECL AL o i
MWETHLINVTF /A RE2AT2lENRBO LN, E70lFTA Y iR
FEOREREMBPRBO N, BBOWHERTHLIA AT T Y —1ET Y
FNOBIZBITDHANT 7 A ROBEEFITONTIE, T TICEZOHRELRDH
5, BROWHEROR G 22577 v N TRk, BBoWEEICL S ki
REHARNY CMEE D ZOWRENFRET D & H O ECL MAanBEHHE L.
E##EGICI Y ECLHEOBEKIZCEY , S HIIEINVTF /A RBRRET D
LEZLNTWE kDT v FE AW EEREEFENAERBRICBWNTY,
ECL MR DML RO NTF 7 4 RREAELZHETOMF AT A MY VIRED
WMAHERINTEY, TNETOWRELREKOWT TCHEOINVTF 7 A4 R
WimLiz Bz iz,

A XzEH W 7T ERIEEEEE DS AR TIX, mMEFO T AT b
JVIZEBIT A G T, FEMEME O AR L OEEEE(E RO Do
oo B, BEHTHBOWHENRD N2 0H, Z 0RO LOAEL
1% 0.17 mg/kg KE/H ThH > 7=,

(3) £ERESHHRER
AERRAFBMEICOWTIZ. 7 v P2 AW FDA © 3 HiRBR &K T X% [
AV ! Tﬂ:/ uit%‘ﬁrbaabmézhfu\é FRA T T = oONTIE, HE O
i% ICBIIROONT, HAEELRDO LN hoT, TN ORERT
Ehtm%ﬁwNmmLm U X2 WA R ER O BB I kT
669mMgWEMT%oto

(4) BEinEHERAR

BARFEVEIZ DWW TIL., In vitro (2B D18 IR 2SR BB . miidE 22 o828 BLR
B, YR RERE. DNABERE O WT LR ITED %‘f?}?)otz’)) INEZ
RERO — LG R CH -T2, £72. Invivo IZBIT D~ 2D FHEMIED
IR, R R REBR AT v Y ‘]ﬁﬁ?ﬁ%ﬁ@b\fﬂ%%%ii@ﬁ%o
el 7y FOMBE AW /ERBROLGETH -T2, LrL, @mHEH
DHBGHETHY . AT T = VOERBMEEZERET D LT AT T — LG
BETCTARNIZEE T oA EEITEHA TE L EEZ 2 b5,

UEDZENS A RAT T = VITAERITE > THEME L 72 5 Binm ML
BRNbDEEZEZBND,

llll

\
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2.

3.

—BERFARE (ADI) OHREIZDOWLT
FAT T = OoNTIE, Ty MIEILVTF A4 FREO LN TWDHN,
wnﬁwb(F@%&%@“iLmEAW@#f@uwu& Eo. BRI E o TH
BMEE 2wtz s, BEEEEENAMEEZ RS2V EE X
Hiv, ADI 2R ET 5 Z & N FAH T&’oéo o, 7y P TROLNTEHE IV
F 4 RiZoWnWTix, BBOWHEEICLS kB Z2EmTA MY VILGEIC KLY
ECLMDOBEK., S HIIEINLVTF ) A ROBEEICEDL EEZLRLTWD,

L7=MNoT, BEESWHEIC LS8 A MY UIfED & ECL M O & I A%
~NEEDL EHDOEEIZOWTIL, ADI &ﬁ#étb@ﬁ%kbfa& SRV
HEL RMAEFR TR MY VREEZEREE Lz M2EBIT 5 NOAEL 0.083
mgkg KE/HEZRHAT 20 Y THDHEEZLNDS, 2O NOAEL IZZ 4
RE L U CEEZE 10 295 & ADI 1 0.0083 mg/kg RE/H EHEH SN
2o
— T UL EHBOWEEICLS —#HOEE L IIEZ N VWEEEE S
AT A XD 13 B A2 MEEMERER Tl NOAEL 0.5 mg/kg K&E/H, £ XD 1
M F M BR T1X NOAEL 0.7 mg/kg KB/ H XSG LNTWVWD, 20D 95 B,
13@%ﬁ%ﬁﬂrﬁ%i&@%%ﬂ%%%f%é_k\&Umgﬁﬁwﬁm
DRENWZEEZET HEADI 2R ET H72HO NOAEL & LT, 1 4E[E
MBEMERBRIZE T 5 0.7mg/kg KRE/HEZERHATLIOREY THL EEZ LN
%, @O NOAEL |ZZ2fff s L CHZE 10, {EAZ 10 © 100 2@ H 3 % &
ADI (% 0.007 mg/kg {AHE/H L HH I 5,

b Xy IcBEHENTZ_2>DODADI D> b, IVERWETHDLA XD 14
e MR BR 2Bl L7-0.00Tmg/keg AE/HAZADI & L CHHAT L Z &
NEYThHhdEEZLND,

BRBEZEFEM=DOT

LEXY, AT T— VOB MEEZEINMICHOWNTIL, ADI & L T®&
DEEZBRAT 2 ZENBEY LEEZOND,

A FZ Y —) 0.007 mg/kg (AE/H
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<H#M1: REEFHEH>

I 4 B
A/G TNTIv/ a7
ADI — A EIGrA &
ALT TI7=0T7I ) 7o AT =T —8
ATPase adenosine triphosphatase, 77 /v F U 7 4 A7 7 ¥ —+F
AUC iy P A g JEE — R D ot R T T
Crmax I i
ECL Enterochromaffin-like, Ji=>7nvn /o n~7>7 1
ELISA % 4 S I E 1k
EMEA WICOMY (22 355 i 7
FPIA H O A O 50 2 I E 15
GC/MS TR v~ b7 77 0 —IEESHREE
Glu Ta— A
Hb ~NEZ ey (k)
Ht ~~ 27Uy ME
HPLC mHEE s e~ N T T 4 —
LDso IS &
LOAEL e/ EEVE R
MCH B iR AL BR A 1 £ 3R
MCHC S ¥ R o BR i
MCV B R 1. Bk A5 AR
NOAEL T 7 R
PCA B SHRET 7 4 7% — ik
PCV ifn H i BR 2 AR
RBC 7R i BR L
T2 TH 2 R 809
T3 I —F¥ A=
T4 A =1 S
T.Chol BalL x7Fm—)
TLC HEgsru~ 77 40—
Tmax H 1 T B 2 By )
TSH SR N g
TP T A
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<HL2: ATV ERBMEVOBE>

OCH,

R
R: R; R'
= N
‘ TL/Mx
~
N S N/ R’
| H

]

]

X5
R’s R’s Rs Rs X1 X2 R4

FAT T — v OCHs | H CHs CHs 0o H
Ry A OCHs | H CH3s CHs o o H
H168/66 (4 A Z >V — /L A)NK V)
R B OCHs | H CHs CHs H
H168/22 (4 AF TV — L AL T 1 F)
R C OCHs | H CHs |CH20H | O H
H195/80 (E Fu¥ o477V —))
KR#4 D OCHs | H CHs COOH 0 H
H193/48 (# /v 7K v 1)
K#Y E OCHs | H CHs CHz2 OH H
H195/69 (b FuFf oA X 7Ty —u
AT 4 K)
K#Y F OCHs | H CHs CHz2 OH | O 0 H
H195/77
R#Y G OH H CHs CHs o H
H215/02
R# H OCHs | H CHs CHs H
H153/95 (v v B N-NH)
R 1 OH H CHs CHs H
H182/68
R J OCHs | H CHs COOH H
H193/48R
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