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2-bromo-thieno-triazolo-1,4diazepine 58 Th v | S, U, e, BEEE
EETAIEMAERRS [T uFy T A1 (CAS No.57801-81-7) 22T, LFEHhESE

(EMEA LA— & BWAERGEEERERORTEEE) %ﬁﬁu\‘tﬁnu{@%@mﬂﬁ
R LT,

S B LT SRR L, PSSR (vvx\ Fw by 4X YA, FROE B, BHE
B (P, SHBEER (VA Ty M A X UHXROYL), SRR (T
b A XRUEHL), BUBEEERE USERAMERR (02, 7 PEOWA), EFER
ARHRBREMEFENRE (T v b, v, BEEEERETH A,

HRROBRMSL, 75T 0REIC L2880, EEF ESIERL U EEERI

BEELTWe, BRI T 288, AR EEERIRD ohiehoi,

FERAMRRITRNT, Ty bOBEHCFRINSIEIE, 7 v hOMRCFIRRERERIE D o8
ERFEICBIT D REIEOEIMATED bR, T usF /S ANEEEEE Tt
WZ &, TR OWTEBAMERNET DHERELN TVRWI L RO » bloiWn
TREAERICOL, I LEEEHEEOREOEMBRD L TNEZ b, —AE
BEFEE (ADI) ORERNTMETHSD EEX b,

EEHEBROEEEE T IMEREOR/MENL, b MRT T 4 THERILEDIV &
/MERIE 0.0013 mg/kg fAE/R Tholeizdh, R E U CTESFESK 100 THRLEO.
013 pglke E/A 2 — REMFAR (ADD CRELL,
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H4, : Brotizolam

=1
IUPAC
4 2-7 B E-4(2- 7 ar T == A9 AFA-6H-1-F7-5,7,8,9a-F b T 7 H-
2= A1 b |
&4, : 2-Bromo-4-(2-chlorophenyl)-9-methyl-6H-1-thia-5,7,8,%atetraaza-
cyclopentale]azulene

(03]

CAS(No0.57801-81-7) )
Fdg : 2-7 14427 n e 7 = =A)9 A FN-6H-F / [8,2-][1,2,4]
M7 al43aL 40Ty
& : 2-Bromo-4+(2-chlorophenyl)-9-methyl-6H-thienol3,2-f1[1,2,4]
© triazolol4,3all1,4]diazepine '

4. H5FX
CisH10BrCINsS

5. oOF=E
203.69

6. st

-
—=_

7. BISROEE
FUFVTRE, FAY « S Ul g VA BB TR S 5\
IREDOHIFOF D HHE R E 172 2-bromo-thieno-triazolo-1,4diazepine FFEETH D, & b

; .



FAERES E UTIHEREAK - U TR SN TWAR, Bos L TR RIRSRE D0
‘BhER A E LTSN, ' '
DOPETHEL, FRERAE LT 1998 559 BITAGESN, 199946 A X fRFEShT
o WA, B BER Floe LTI BREE UTERE ke 4729 2ug LT OB EFRIRIICTE
FiaZLéEh. BRICHET 0 8T 5012 ARNXIRRICET B2 0lciE
BT 12 BEEIERERIERE E LT3,
£l 77 R (1987 4R 6 AERR). R4 (19889 AERE) . 7AALZ 2 F (1990
F10 AER). 1 F U7 (1988 £ 9 AERR) SH/EICRBNTHIA &R E=T, ik
EnTWA,

I. Z2HICRIBBROME
1. WX - 5340 - A8 - HhERER
(1) BE5HER (TR (BE2)

Chbb: NMRI R~ A (9IL/B) 2 UCEs7 s>/ 7 A% EEEN (0.3, 10,
200 mg/kg {KE) BeEdHD5VIIHRELT 0TV 7 % 4 BEFERA (0.3, 10, 200
mglke KE) HBE%. RBRD UCEMST 0F T Ak BEREORS Ui BodrEs
BRI TW S, 2B, FRBROBREEL~ 7 RAEAVi- 18 zfﬁﬁaﬁ%zw&ﬁ%ﬁ (&
HE 3) en—ﬂ%ﬁi:’“ﬁém_o

140 BT g 7 AOBEEKRS B X UGEER T 05/ 7 A 0.3, 10 meg @ 4 BERHE
B uCEST Y T AOBERR ST BT 5 IS RBEHEREL, S&ics
T DR EHFHEMED 2. 1-4. ¥ OFF = H o7, —F, HEH T 2T 5 A 200 mg TR
B 5 U735 ol PR KRR 1.0-1.6%ITfET L. Conx BLTRAUC HAEEAS
R, ZOERE LT, JEREC L ARINEOERTORERSEIC L 2 R3E
PR ER, L LAERG, CanBIUAUCIR UCEHS T Y T LOBRERB IV
TR T 0T T A 4 BERERSICED 5T, WThoOAERSWCHB O
PR LI, £, T il onT, iiREOFEBLIUCRERICLAERD LT

(Tye : 2.5-3.8 BEfD) . Wiz THEe)eHRi 380 bhiz, HPLC ok 5%
Hric kv, ¥C #5357 v/ 7 AOERE LUOYEHER T v T AORHREIZEb Y 72
EBRMEBEMWE LTREM A (AFAE0KEE) (22.2:30.7%) A5FRH biv. T DA
KRB D AT (179%). REWB (D7 ¥rrEokmi) (12.8%) B
USREALE (9.3-28%) 2558 LIz, 7ds, ZhoDREMITOTH bR EHE 30 Hic
O RBRHIRTWAZERDL, WTROAECBWTH T rF YT Ao B shd
TERTRENT, —F, FEERT nF YT LD 10 BLU200 ng RS UIZFRIR
. REANE B . EEEE (21.4-305%, T RFV T ADT VB

MK E SN b D L EZ BND) OB, ZhICfEWVREY B 8 L ORE
¥ D OEIGTRRA Ui=3s, 5 A OB E L3R oniehoiz, £, FHESR
FuFY S 5O 200 mg DRHEE CHEREEDEIS (5.3%) R Liz, Z0Z &hs

DRI O Ak ¢ 1~ UMEERBIE, DT, BHCERA TR, )
1



B, TR _;fow‘é 10 B3 X 0F 200 mg @ 4 BWREETRS T, F F 2 oA P450 L.ct ¥
BERRBEMNA UV VD HIREMEMS TR S,

(2) BEHER FESY ). (B8
Sprague-Dawley RHET & M2 UC ISR vF /' T A 0.5 meke B/ B 2 HEHS L8
7 B HRERE QRS LB OERBIRBS T~ O TN D, BEHR SR D Tna i3 1 FH T,
FD L ED Cuax 1% 18.6 ng/mL Th o7z, MFH5OMHEITISIBIRTHETH D . T
(B18) 1X10.5 BE Thote, 7 HFRERNIREBED Tmax iIHAMERREE 30 55T,
ZDEED Cuax i3 51.6 ng/mL, ThoTr, BT OOBERIIBREERERL Y °ﬁ'ﬁ%’f
o T DN EE Lz, .

%@ﬁiﬁuﬁ#@%ﬁ%m&? IEEH 1 BT TS L AL DM CREEER L. B

. . IR, Bl X ORI BB OSSR B, IR

Ebto 7 BEIRER N EAS ORBENILENY, BE R L R BT 1

BIECICBoRL 20, b OBE b HER S L FEE Tholk, 125 4Bk

B EHR SRR L T AN 3o e ASEERICIGE L. 185 48 BRI T o
TEREED V10 BT ERo7r, i, BEHMHCIOHERERE T3 Z LitiedoTz,

BRI 5% 48 Bl TORPHRIZRIY 7.6%. FEPEREZRIL 88.0% Th o7z, 7 AF
KEROTSICBIT AREEREE 48 BRI E TOR - ZFHEEEST, F42BRE550
5.8%F LU 83.9% T, BEHYS-& Hﬁ%ﬁ;ofr_o

‘ é@&’éﬁé 24 FFRE CORBH-PHRIERIL 84.0% LB . O 12 k5% 1 K
F GBI ER S s, SRR LI REH- £ Bl 080+ I8gmIc i 545 b #15.24
BRI R AP I RED 39.2% 2SEI i B &, IBRTIEERERIL 32.9% Tho7x,

Gy MuEF L3 & OFEE I in vive T 50.6%, 1n vitro T 77.7% CdhoT, & b
MES LOMIET V7 I L OFSEEIT, %4 494.0%8B L TR90.9% Ch o7z, |

HERE% 2-24 ReF 0P RERE & nETREO itk ishrhafiflicbliz-
T—ETHY, P15 ‘53?)07”&.

(3) Eﬁ?ﬁ (Sy b, A XEXUHIL) (BE5) - .
Chbb: THOM 5 » M), ¥ —2/ Kk (M, 45 J&U\?jﬂﬁbb (f’E&ﬁTﬁ it 2 §8)
TUCERE T 0 F Y T AR BERR O B AV EIEARA (0.5 my/ke KE/H) 5 LEHO

ﬁ:p’ﬂ@ﬁ DOWTRHRERLNTWS, F. Ty MOOWTIIAEH- BRIz VT HEF

RHNTND,

WTNOREIZBWT S, ﬁm&‘é‘rf"ﬁ@?’mﬁ‘/ AN iﬂ;‘iﬁﬁwﬁﬂf;%&&%n— L.
Coax BE U Toax HEFNENT » FT 63 ng eq/mL 3LV 0.25 B, o X T 83 ng
eq/mL B L1, VLT3 16T ngegmL BLP 1K ThoT-, £, BAB L
USRS & b I MEETa s oM e R L, BOBE5CET5 Tre (¢
) 1T v bTOS R A X T2.3 K. L TCIE L3 &E, Tie (BHB) EhTHh

8



17.5 B, 20.8 REREIRS L OV 17.1 BRI THh o7, FHIRPIIRSIZEITS Tie (of8) 127 v
FC 0.4 B, A XTO0.8KRL. YA TCIE L1 BRI, Twe (B4 TIFFhEh 148 R
M. 184 BRI TN I8 9K TH o7,

TR LUETLORIRIRIT, BORETIEZ v FT83.6%. X T93.6%. /v
T 87.8%. BHIRAIIRE TIZTFNEH 88.56%. 82.6%BLU8T.0% Tholr, Ty hT-
IFBOEIERIER S . BOBLUBIRNEEE 6 FRICBWT 56% Thofz, —FH. A
ABICCEIT 5 BHEERITE 2 49-51%38 KU 28-34% Th o7z, VW ihofE
WRBWTh, 7uFY 7 ATERE 34 BRICESICHRE S N,

REWINERIZT v DT 89%, A X &P/ T 100% & REEZRL, WThoREoksy
Th BEF2RIESRRD iz,

FRH-APEEIERIT S » MoBWLTERSE 10 BRI E TR TEY . B5#% 1-2 &
Thbm<. 1FE#HED OPRESRITEIRNE S T 24.6%. BORE T 143% Tho
oo o, B5H 3 W E TICHARPIR S T 54.7%. #RE4£ 10 RTINS T
72.9%. BEARPIIR S T 84.8% A3 REH B X iz,

7 v FOREH PR, VB L0 XORPHEEHIZOWT, TLCIZ LY E<bh
TWa, 7v bOBEAR I LORPICHREMEOKSFERIEE A LR T,
B-TNY n=F—E TV —VANT 7 & —FI L DIKSERIE TLC _EOFALSL
WHEHEMEIIERD bhvehotn, —F, 4 XORBICIEREMES TLC L TR U258
R ORISR L OW o OIEREREMSRD bivi, -y o=F—E¥ )/
TV ANT 7 & —BIC X ANKGIEEE, e OREMIIELRZ 00, WTho
FEIZBWTD 2~3 O EERFAFRD b/,

WHHDZ v MCEERED (1 mgke 8/ B) #5 LizBoOMFE L URHF~D5
i, HEZ o PBIUYHRS » b (FHE 14, 20 8X0022 A) (ZBEERRO H 5 WO IIERN

(i : 2.8 mglkg A8/ A | R : 3.4 mg/kg (RE/R) 45 LICBEOERLSMIZOWT
SEA—NIVFT T 74— XVFABI TS, |

MR IUSAERiERE, WELHT » MW TRER 24 BT TRALh TN
B, I & FLH PR ORI I T TSR B, 5 24 BE CIoLPh b iE
ROPRETERD b, BE 48 BBV 7AW T TLC o L 55 %
TTolfiR, RGBT uF Y7 AORFITHY | RELBITHETH -7,

EHF— NI T 7 4 —FEREASRIL, Y bERAWTES 05, 1. 4. 88
SR 24 RIS O TWS, BOBLUEIRNIRE L LIRS X — %
FL, 85 0.5 BERICIENCSE~05mAED b, il Bl BEEBsL 08
FCEBEOSANGED bhi, . WThOBRERIBIZBW T, R —
MERAM 2R 5 Z LRGSR SN, &5 8 BE#ICITRIEEE R L OS5
AERD LIV, B, BIEBIUER~0sMmiThb T Thotn, TOMOIERS - Mk~
OFANTE A ERD SN h-oi, EHRE 14 B & 20 BDT v MBI ARSI,
T2 M 36 JURARAIRE: 15 43 RO 24 B CIIBE~0OBEI SR bk, EREHIC
B 2 BEREEOIRIER KOS ~OSFIRBRE ThHho 7, BE5 24 BEHETIL,
RRIRICHER 2 S BGHEEED B,

9



UC ¥ERT aFY T B0 AT FESEPTDN TS, TVMET VT I RBE
Ot MFE7 AT R & OFERITTNEN 738T%B LU 86-91% Th-ol, i, b
h g & DIEEHIT 89-95% Th -7, MHFCHBITSD UCHFHT 1T 7 A, £l
BTNT L LS UIRETHET 5 Z LSRR &,

(4) BEHE (v b 41X, FULBEEUER) (BEe6)
Chbb: THOM 7 v b (BF6 L) {Z UC 7 a7 A 10 mghkg R 0OE%E L

OREH FFHEEY . O - VRBLOT B 5P MRS 2 5) I UC BT v

S 510 mefkg ZEORE L EORPHREY, BEC VYR VT 47 BHE34. &
14 I UCER T uF YT A 0 5 mg NS LB oR a7 _ou\'c;ﬂf\
R TWVD,
ETORICBWT, 7uF /7 AdEsSifgshk, v b, 41X, ﬁzvisot
Uk MoBWT, FERBIREIIT 0 T 245 FOkk2 B8 5KER L E 20
BT RETHD - LRI TS, KB MEIEEShi & LOLIERIME
Thd, HESMECLY ., Ty FOEIB IV ADRYOREED UCE#HRT o
F T DPGBERIE SR, TOEITT v MOIBHPT 4%RH, FADRPTILI%
R THoT, A XL MOBWTIRE Bied2d 25 2B X b, RIA 2RV

Tk, B MR ARELEOBHNERIIRSBOBLE 1% ThH D Z L SHRRS L,

LTOETRD LNERENOT TR LEV S OIMHIA S LUREYB Thol,

LB REYNCRIT A EEREIIIRE A (&2 Z2T% B I TR 46%, BHRl) &R
BB (F42zZ43%BL=20%. BEEE) THY. b MIBIFA7uF Y 7 ADREIX
YL LIEFITEL L TWAZ AR &N, £, B FBIUYAOFRMEmITRE Y
ARTM A LAY B ORBRTIATh, BLE 41 BE082 Thote, 4 Xkt
DEEAHDINRDA LAPME (Wel06d) (&4 =43%B LU=220%, B <
HY. RPICKT3REY A LREM E ORRT 21 P ETholz, 2, Y E
G B ORBEETH Y, B B X7 AH VT CREY E 2EkT 5, Th
#. A XORFHERESNZRE B 350 oRH - BELER THAEM B bR S
A HOT, ZEEICEREO HIER N T B0 L DIIREIB THB L EL LTINS,
Sy FOTERBWMIE, 7oAt FoRUARRZESLTuFY S ALREBE (B
=14%3 X U=13%, BEH-FHEE) Thoie,

(5)&5&&(?@1\SVF\4R‘ﬁw‘¢B$UtH(%%n -

< UR, Ty b AR, PABICE MCUCEST 0TS A EEEOH DV
BRI S U R OB OV TUTO L 3 AL TV B,

Fw b, A XBITCPMZUCIERSET oF Y 7 A EBEROBRST 3 LHEEHLES

NI EhT: (Fy b :89%, A XBLUML : 100%),

Sy MBI TR UCIERSE T 0T/ F axTh FnEEEND (0.3, 10, 200 mg/ke
hE/) BELEEOREEL AUC, Cua DREICHEBE2FEEMEIRD b,

WO S nF YT AEw TR (03, 10, 200 mghks BE/R). v b (03, 05.
10, 200 mg/kg FE/A) . A X (0.5 mglkg #E/R) BLUY/ (0.5, 7, 10 mg/kg 4

10



H/B) ICENFNEREORS LD Thx BED Cuax 1. FNENL<TZT 05
FFEIR L TU86-71,539 ng/mL., 7 v FT0.25-1.0 FFES L 18 23-15,018 ng/mL, 4 X T
1-2 3B L U883 ng/mL, #/1C0.5-2 BRIS L OV 167-1,800 ngiml. Th-otr, Fiz,
v 7 A (10 mghkg KE/R)., 7> b (05 mgkg&E/A), 4 X (0.5 mp/ke KE/A)
BRUOWA (05, 7. 10 mgkg F&E/A) IZFNCHERR O&S UZBROSHIE3E
HAS L OWHSSHRYEREIL, #h P~ AT 0.8 BB L UN5.6 B, v FTO05 K
FRS LU 17.5 K, 4 X T 1.8 BFE B LUV 20.8 Bl $4Tid 0.5 mg 65T 1.0 B
BRUNL7.0 B, 7 mg H5-T 21 B GYEE3BA0%4) . 10 mg #5710 BRI (¥
KRR Thol, EREIC, BEERERINEE LIZBO ST RNk XU ERE
ik, 7>~ bT0.33 H#ﬁa%cto 14.8 B§fH], 4 X TO.9 BRI LN 184 e, 91 (0.5 -
mg #%5) T 1.25 BFEIHB LN 189 I ThH o7,

UC 7 n Ty 7 AR EREOB L UBIRNEE T3 L, WThoRERKE TLEe
HZIRL 509 5, FASMHIERS 30 %ICIBE EHHEEORD), iR, BiEs
FUEBICHRBENGRD O, BE 8 ERIIEIBEICEERAONDH, FET
IHERE, BB L UBIE G MESBH ST AITAE 2N,

OB IUBIRNREC L Y “CIEST vy 7 AiE— MMz @i 5, HE
v MoRET 5 EREEEB L. FREEN _i:tﬂ’*)%', & B~ DHIRITRE L 2B,
FIL7 v MOBO#RET 5 LRSI TIcRd S, P EBE M P L [
BROMRBERL, BONCHEET S Z L PRER I, WHACEHRNRETS L. B
RIS 4 B E TP P ICRB SN B, Eio, MEETEERITLI PR &
RIECHRHESRD b,

FABIVT v b2 AWERERSHRBROER, 7‘ nFY T ACITERERB L UB
FREIIRO N ot £, Ty MTI 7 vy — A AW TEDARSEESRGE
DNTHIA R, BERBEEED OREhoT, —F, TUATIRTaF S I A% 4
HERERZEA (0.3, 10, 200 mgkg fKE/A) B5%, BAEDO UCERT 2T 7 A
R PR IRE UENC, 200 mg BE5RCOORITTENSTY b, BERANRE
=¥ ol

¥ UABIT HHBERDO (10 mgke A5/ H) #5% 6 A £ TORTHHMIERT 22.5%,
FEPPRIERIY 53.3% ChoTr, RERBIUMEAFIE 7 oOREHAEESNLED., B
HHROEZERGEWNIATEY A BIUREY B, TOMICAEY C BLUREY D »ME
BRI, KERABMELRS DR EN, JEHPIZBOT, WhoR5 b KB
bEO T N7 a BREERD/ B VEFREAES LRy b, miEFoEE
REIAA A TH Y, ZOMIZAHY B BIURE D A8 bhis,

Z.v MBI BEEREN 55 W33k (0.5 megke (46E/H) #E54% 7 BETORS
HEHERIL 5.3-6.0%., JEH-THRIESRIT 72.9-84.9%, ZHEHERIT 78.3-82.6% ChH V. R
HAOPEHIEE U CEEMETh o7, B, REMORi 7 — o SRR X

BERIIBD LN oT, BHPOFEREMIIT ==t FuaF i sy et o
F 7 2B LONREYB Th v  RE(UERIIEMER S bR Sz, IBH BT,
WO RE S KBMUED 74 7 o VEBREER U & H5WIEEEEL L TR S
e, MmEEFIZRIT 2 EEREWIL 2 BROSHBIEWE T, Z0OMICRE A, 5D
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B. &M C BIURED D et aihf,

A X HIEERRAOH D VIEEARA (0.5 mgke (AE/H) #5%# 8 A% ToR+BHElE
b4 51.5-49.3%., ZEAHRIERIT 42.3-33.5% TH o 7=, [RPITRIT 5 EEREIIAGEH A

(43%) BLURBEME (20%) THO . X LFIBEERS ORIz, Wit
DI S KRB LED 707 0 VEBREAERR/ HHVIIFBRSHEE L TR bh
Tro 728, REMOBRE R — AR EREIC L 2 ERIIRRD Lo T,

YIATKIT BEEIR O H BVITEARA (0.5, 7. 10 mgkg KE/A) BEHE 3 HDHN
&5 B ¥ TORTERIERT 28-69.2%, ZPHEIERITZ 23.3-569% Th o7z, RPDEENR
BTG A (468%) BIXUREWM B 26%) Thotr, 7uF VI ARYNGIE
IFrEaichit S, RE bk UTORRIE T 3RITBE P07, T AORFH
BLKEB bk 77 v VBRGERO HAVIEERERAEE LR bR, 2,
KA OPER 7 — ATRERRC L B ERIIBO BN ofs, £, 1 FHIRER
O (7mgke FKE/H) B THREF—idBHETH T,

BENTRT 37 0F Y 7 AOBRENC L 2TIESARSN TR, B> >
AT ENONRIC BRIFRRIIEZ R Ule, E2, WTLOFRIZEB TS AUC KEITRR
Bohieholc, 7T rF T AOMBEFREL 0.125-1.0 mg DAETIXIREEEO LR
2T A, 1.5 mg YL EORE T ERICH LAVRERIERD b, BEACRBNTT
B FV 7 LEBE S HECHTRI S, MBI FETRI AR L T0% Th- T,
MIEPD Tieid 4.3-7.3 R L EL<  REED 64.9%I3RTA D, 23.6%i3ZETH bR
Ehic, 7 BRIRE (1mg) #EFEBE T, WEPREB LU Tridth 2RSS
HiZ 19.2 ng/mL B3 L U8 8.6 Fffl, &5 H Tid 19.6 ng/mL BLU8.7 B L R—T
HY ., TEERRD bhishol, 7Y T MiEseicfBsh TRPEEESh,
5% 8 B E TR UED B BEIEIL 1% Thotz, TERFM THANREM A
BIXUORE B ix. ThTh 21%B L O 1% B RP~FE & hi-, WihoREmHLia
e LTRO oI, Ee, Ih oREOSHNEiIRE ko 2h & X3
WZ EARER ST,

BEEOBRERE TSy 2 EEH AW T ARRE (025 mg) #ELEL
&0 Tiztd 6.9-7.6 T, EEADEDHENCH T, BIEBFICHEEH D3
AR ERES (025mg) Ll XD Tl 6.09.8 HEThHolo, HIEFEDEEZEH

0.25 BER0.5 me) E L= & & D Tip \ISKIB/RIER (9.4-53.3 FEfE) 23586 b,
BEHINEL T ORI TERVEE LR ONE, i, FHEEBEDS LY FE%
THER ANTHARTRORBEN 2 L PSR SN, BEA. BREREBLUERERSED
WFRIZRWY TS REREIC & 5 ikl LUBERFH SRR bhiad o7,

(6) {7 GUE4) (BHE89)
UWC RS ms T L2 W4 38R @MES 12, 2RBLU3R) ITHIRA (10
uglkg) 5 UHEOEIL, S8 L UEEHCoWT, KkITRT 2 BEORBR CGRL
%1 %ﬁ:ﬁﬁﬁi 21835k (Phase 1 3 X Phase 2) biEiEhBY, UWCERT oF
VI AERWHS 18R (1) wERERNRS U BEofEHs L USEERRIZ OV TR

12 -



~_HRTND,
#2HBRITC T o F Y J AR WIS @R LUBR) ICHERERPHRE LIER
DERBIIRIZ OV TRENLR TN S,

D%F 1 538x

a. %5 1 fHERBR, Phase 1 : SEREIMATE 1-6 El £}

MCﬁ%7D?/7ﬁ%wﬂ¢lﬁ(HUuﬁ@%ﬁﬁ(wpg@)ﬂﬁbtﬁw
WHEHEMEORENYER L UM, miE, £k LU PIoBi 2BRBENHE DL
T3, TR ERIR LU B 144 E TIC19REE T EBRITR 5% 12-24
IR T, %Hﬁ%&(&mox&owmmwz@)wﬁﬁfﬁﬁén FHERIT
B D ENEIEE S,

HIRTEMEORENERITIR 5% 6 B BT 112% %2R L, 52D 25% 3% 51 144 ]
ETICRPICHRE S (24 BRI TiE 24%) . 86%IIFET I bRt hie,

BEEHIRA (10 pelkg) H5 L7BRomifrh ORBEHEEEL, &5 5 2% 16.4 2>
BIFE 1 BEEIHEITIL 8.6 ng eq/mL ETET L, X5iT, #8512 BEHLITIE 0.47 ng
eq/mL £ TIET L. £O®RITMHIRRAMN L ioofe, £MOBRMEMEIInIZED- NI
HATIED - Tobs, RIROEIREEM 2R LT, ' :

LI ARG EEIIIEE IR L . RIREEISS T A EINEDERITHOT
0.1% Th oz, BIHEHEED Cnax (0.58 ng eq/mL) HIFIEFLH-V 70 (0-9 BR)
THER SN, FhDE, L hoREEORERIERRER Chofr, AHBST
HHHAR. EEAB I UED 5 b, B ORTEENTRY S O FUEDE T Crnax
I% 1.73 ng eq/mL: Th-o7r,

b. & 218588k, Phase 2 : SRBREAIGE 7 HE .

1R TR WCIES T 0T 7 22034 1A R) I BEFHIRAN (10 pgke)
B L, D 6.6 BkicERE s, 2h, M Bk L OHEST e ehoRik
SHEEOBREIC OV THAALN TV, BRI SR L UNRS 6.5 BR%E T
DF 5 AT L, &5 6.5 BHIBICEESEI Wk, Bh, Of, B8, FFE,
RiE. BHE, 5, FER. 5t B (BEBXOKRT), BiE B8, alE, ik 5
A iR, RUEARER. Mg kOl E ., {84 OffkR KOS oW TIEE
ERRIE SN, £i-, 5% 6 Bl E ToOER, LHBIUBHIERENh, EED
AVIIEBROHEN TN,

M #EF ORBEEME OREN IR E 30 551417 km5mw@m;E51ﬁW%Tiuﬂl
ng eq/mL 7R U, #5 6.5 BT 1.22 ng eq/mL ETET Lz, £ o@ER
B 30 3817 11.00 ng eq/mL, 5 1 R4 TIL 8.25 ng eq/ml 77 L, 5 6.5
F#IiE 116 ngegml ETCET L, ZhbOfERIT, £ 1 HRROERLFRET
Holz,

i L OYERIRENIREH . IR KUBHOIETE S . BEEEEREREh TR
192.5, 16.9 B L Ub.3ngeqlg ThHhoTx,

KRELEOTHEC SV, 5 1HERBR Tk 5 0.25, 0.75, usz%ioa%ﬁ&;&
B Ui % AV Tl & 25 Th2h 5.91, 5.71, 2.97, 1.85 % X 180.59 ng/mL
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DREALED R Sz,

FFIES L OVEIeF DRSSV T HPLC 12 T Lic e 25, REMIA 55
WS B OfRESMITRH Shiphao =28, »}\%@sﬁwﬂ:ﬁ: (AT 22.5%., ST
21.5%) DEEREhT,

O%F 2 Wk
WO T oF /T AW3l4d 25 QPBIUSS) KWI2EEEz2E 0 BLT
12 ) . BRRAY (10 pglkg) 5L & &OFNEBRBIZSW TR~ TV, 2[H -
B OBRNIRSE, WA 1 29) 224 BRic, WA 18 B9) 172 iR
FLUT,
WA 1R 28) TiIRE# 36 H#F‘iiﬂ_ﬁjz%ﬁri@ TO% S ENR X4, %cD 3 15
5T%IIZERIC, 13% IR ICHEI S, P ~OPEHE 0.1% LB THolr, WL
£ 18 3%) THk5% 84 WAE CITHEHEED T9%HBER S, F05 5 63%1%
FHNT (36 R E T 59% A3HEE) | 15% RIS HE v, FH R ~08HITT 0.1%
- EHETHhHoT, ' '

WHAF1EE 29) IZHE (O FRE) BIRAES Uk & & O mEPORESHTE MG,
#5557 D 80.9 ng eg/mL 2> b5 3 Bl (T 354 0.5 BRI TH D LHEAD
Wi 3.1 ng eq/ml ETIRT L, &5 12 REE TIX 0.5 ngeg/mlL & 72572, 2[EE (12
R OBEEORIGHEIEER, #5855 5% T 152 ng eg/mL 771, &5 16 B
% (T35 1 TH 5 LHEAD) TIX 1.0 ng eq/mL FTCET LA, #5208

‘ ﬁsﬁf’é 21X 0.6 ng eg/ml, L7 o7, WA 180 33) ICHREMRANRSEOMTF O
HOREREIL., 85 50%0 23.9 ng eq/mL A3 B3R5 2 BiE (T 13dB54% 115 &
HEHD (213 5.0 ngeg/mL FTERT L, &5 12 WlIE CiX 1.0 ngegmL & 72o7, 2 [H]
H (12 KR OREROBBEREMEERD., 5 5 457 T 27.0 ng eq/ml Z7RL, &5
15 BEfE#E T 8.7 ng eq/mL E TR T Uk (T 13554 1 BfTH D LHER), 0,
#2524 BRI Tt 1.1 ng eqg/mL & e (Tye 12354 5 IFRITH B & HEHD) , IS4
200 QRBIU3Y) ORBUHEEEL. 1 RO%E 1 R T L=l 18

(12) DR EEEIL T,

WA 28 QBLUBR) L UCEHT v T L% 2|, FRNIRS LIBOd,
HAPREL, 25 0.1% S B TH o7, 2 BEHORE 0-9 BEHICERES =gt
FOREEIL. 22 TO0.1 ng egmL, 3% T0.7ng egmL Th-olz, FHPOREITS
WTh, B1RBROE 1 HERROWIAF 15 1) OFEIELILTWE

WA 2T UCIERN T v F Y 7 0% 2EL BIRANRE LI L &0 24 IE 28)
BLO2F R 8R) Olib. L. TR, B, &, B8, BBl (B LUET),
2, JBHIS L OB ORBEHEEEIC DWW TR~ & Z A, FHEESOITE A L1
BRHRARE CHo7, BT 2 BRO&RS 24 R T 9.7 ng eg/mL (0.8%), #&
5 72 BT 12.0 ng eg/mL (O T%) DEBETARER I,

JJ\J:ODZ%?:\“%UJEE'E#B\ 14075%%7H?V7A%M¥L4=3§E (1%, 28BLVBY)
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WEIRPY (10 pglkg) #5952 &, BUHEEIAEICI S Z L SpER &, £
EHEHRIIIZET (57-86%) Th b . ZAMENHICHEEEND Z EBE L bhi-, —
- B REHEHILETh o (15-25%). THLORERL. RlcEREShES v b (&
R - 86%., RYBEE : 6%) BLUWL (FEFHEE - 59%. RPHEE : 28%) OREK
BRE-ETLIHOThHoT (B3R 10,11), o WO T HBETEEORERS
L 24 BRI E TR S hu,
fERns bAEICHREE S, AR 3 BEICEIRIIRE Lz & & D Ty il 0.5-1 K
Thol, ZHODFRIL. Ty b (T : 0.3 FE). A X (T : 0.9 B BIUY
NV (Tye : L3 WE) ZRAVWEEORBER L —ELTWD &R 12), 2mRoREx
P LD BV (1), FRMERP~OBEREZER D IASIR SN TR,
WFLA 8 BRI T P ORBENEEEIMELS . b3 0.1% Th D Z & RS &,
HH R OHCH. IESERICEEEORSEEARD b 18), _
WELA 3 BRICHIRNIR S 6.6 FefEit: (19). &5 24 IR (29) BLURE 128
Mg BR) WKERLELEOMRCRIT2RER., ¥h¥h 169 ng eq/ml (2.6%).
9.7 ng eq/mL (0.8%) BLU12.0 ngeg/mL: (0.7%) H-oiz, BlEHOREIIE6.5
B C 5.3 ng eq/ml Z7x L, $25 24 B LN 72 BRI ClikRHHRRARES & /2o 7s,
ZOFER LY EPF~OPEMIE L | RP~OFHIIEN - LR LT o7, Fik,
i CI3dR s 72 BRBZICBOW T 0 1% T 7T 2 F /I AR LUV B AWIEF0REY
DOEBRMERSNZ, (BES8)

o WEA GEAD) IKMCIERRT v YT AN (2 ngke) #5565, 24, 12K
FZICE SEED B IMIK, LS L UYES - IBes (Mg, B4, Aelh. B, 18, FF
B ZEmL., &RET07T oy 7 AREZRE U, BT MO8 2
BV, G 7 H5TRIZ Cunax (2.83 ng eq/mL) 25388 b, 5 3 KEEIZIZ1E 0.53 ng eq/mL
ETRERY (Twit 12KHE) L, TOREESHRED TR LIRS 36 RFH#IZIE
0.01 ng eq/mL, = THA Ui (Tietd 5 B, HHTOBRBEILELS . FIEHELL 7 Bl

T Cumax (0.08 ng eq/mL) A58 51, 47 BERIHBITITMRHIRA £ TR Ui, £584%k -
e i) 2BRBIIECHFE (5 6.5 Wil - 3.54 ng eg/inL., 24 Wl © 1.24ng
eq/mL. 72 KeffltZ : 0.56 ngeq/ml) BXUEE (&5 6.5 FFEEL : 1.12ng eq/mL., 24
R : 0.13 ng eqg/ml., 72 BFEITZ : 0.02 ng eq/ml) TERH BRI, FFETHHIRE 72
R & CHLRBENIED b, Tweix30 5 Thotz, £, EHRISEIRY O
BEOBENED O (35 6.5 B : 33.61 ng eq/ml, 24 B : 3.94 ng eg/mL.
72 BB 1 0.01 ngeq/ml) , 7 uF Y T ADEEYRKRIZET TH D Z LATER SN
Teo FHPE L OMSHAT ORI ThORIZR T bHE Ch ok, (BIR9)

- (7) RBEER (4) (B5813,14,15,16)

HETHE (K9 6 o A, 3180 12 SPV-708 (F a2 FY' 5 A 0.2 mg/mlL 2K %{E 100
ke H7VEAER 1.O0mL (H3Rks & LT02meg, DTRL) BLU2 &8 2.0mL
(FZIRSr & LT 04mg, ATRIC) & UCASFFRAIC 1 B 1013 BRERRS L.
Bokde -2 B, 1, 2, 3BX U5 ARICEH 3N OEER - B s LT e
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S AORRHIREEB A U, B 1ICRT X 5 CRKIRE 1 AR
HIRFAm L 207z, (B 13)

£1 Tury 71—\%]&5&‘@#&%6??%%&? 3FIT E{I :pglg.

B EER

= OB 2HFAE | 1BB | 2HBE

iG] <0.001 | <0.001 —

Jifi <0.001 |<0.001 —

- Bl : <0.001 | <0.001 ~

| ®RE ey <0.001 | <0.001 -

/N <0.001 | <0.001 —

iik7:3 <0.001 - | <0.001 —

iG] <0.001 |<0.001 —

g <0.001 |<0.001 —

L | B <0.001 | <0.001 —
e T 0.001* | <0.001 | <0001

/N _ <0.001 [<0.001 -

ik <0.001 |<0.001 —

- (k) 34l 2 BIASHEH R - = EERT

[Fl CRBR % B2 SHETF (9 6 A6, 31 8D % vy Ul SN - RBRBRORRIL,

- R2ICRT L ICEREIRE 1 BRIZBWTL, b\—s**;n@%ﬂcﬂm&ﬁjrf&ﬁﬁeﬁa ot

(BE 14)
K2 TuFVT ARARSHOBBNEEEE 3FIT BT : pglg
: ErEER
=B 25EIE | 1HE | 2HE
A <0.001 |<0.001 —
e 0001 , |<0.001 | <0.001
0.003*
e | B 0.002** | <0.001 | <0.001
HERA | 0.002** {<0.001 |<0.001
N 0.002%* | <0.001 |<0.001
Wik 0.001** | <0.001 | <0.001
B <0.001 | <0.001 -
JFHE: <0.001 |<0.001 | — =
| ERHE <0.001 | <0.001 -
25 ey 0.001* | <0.001 -
/NG <0.001 | <0.001 —
- i <0.001 | <0.001 —
*13 3 {ﬂEP 1 B CRRHIRBASRRS. ik 361 2 I CRIEBFRREN — . FEEed
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WL (2~6 FiEs, 3 EE/¥) 12 SPV-708 24K 100 kg Hi=V EHERH 1.0mL B L

. U2 fEE#E20 mL & LT, BomLERICETRHIRNC 3 BRTEmERE U, Wi
Bk 1 B BEEET1E GHR) . RiEiRE 12, 24, 36, 48, 60 B LA 72 BRI, M
TEEDE 1 mBEERT L GHR), SikE 15, 304, 1. 2, 6 BLU 12 BEEEIC
HEFHARD AT, T uFY T AR RS SRR LTz, 3 IRV TIEIH
TiX, FREBEBLU 2 58 L bITRKRE 24 FH £ TR RN T
boTle, RAWLBOTEMBICI T, Bis 1 BRICITVOTh bR ERSR

Eipoln, (B8R 15)

£3 ToFVT rARERESOANPERERE 0 B pgg

B 5ai 12 Bl 24 FRE 36 HE[E]
HHE <0.001 <0.001 <0.001 —
2{EE <0.001 <0.001 | <0.001 —
x4 T u T AER ORI EIRE BT : pglg
AT 15 43 304y 1 BFfH 2 ¥
wHHE <0.001 | 0.001,0.002,0.002 0.001* <0.001 <0.001
2 & <0.001 | 0.002,0.003,0.003 | 0.001, 0.002, <0.001 " <0.001
: 0.002

Rl LRABR CRERODWIA (4 T, SBHEE) ZRVWTERINIREFEROBRIL,
RO LRGITTT LD ITHH T, FREHB LU 2 SRR bICERERS 12 %
TEREPRHIBFRH Thofz, MKW TIL, HREHB LU ERHTENE
NS 30 7B LU 1 KIMBICIIREIRI AT & 2 o7, (B 16)

*5 TuaFy T AEREREH O PRERE BT - pglg
5Hi 12 B 24 B '
THE <0.001 <0.001 | . <0.001
2{5E <0.001 <(.001 <0.001
36 PFHLAREIISRHEE
%6 T rFYTAEHOmET R R BT @ pglg
. ¥5A1 15 4 30 43 18R | 26 R
WHE <0.001 0.001 <0.001 <0.001 - -
21’%‘.% <0.001 0.003, 0.002,0.002 [ 0.002, 0.002* <0.001 <(),001
—EEREET *3 il 1 G CRH R A 6 R IR E T
2., SR

(1) SHEBHERER (YHX) (B8 17,18,19) A '
Chbi: NMRI Z7 A /w02 (Mg 10 I/ED) i/ wd ) 7 A EEsaHED
(6,000,8,000. 10,000 mg/kg KE/ H) 5 Lz & & O LDso HulEE L %12 10,000 melkg
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FEL EChHolz, FETHIIL 8,000 mgkg FeE5EEORE 3 1 10,000 mg/kg #5EFDME 1
FI TR N, BT LA 1/3 B0 BBENITHARORER TRz Sh T,
7o, 2B BT BIBE RIS beh ol b oo, 1 FIOREN-FEMmAEED &
e, wE 23 Bl L OME 1 B CIIBKARRD b, SHERESIF GRS EET S &
Bbh 2B TR d bhihoTs,

I L HEELE LT, £flicky \TE@?&LE%@@% LB i 5 VO EEEIRAS

Bb oo, 5% 4 BETIESERICERR Uiz, 28, ZivbOEROZEICHER]
%&J:Wi%m 3 b Riot, (B8 17,19) '

m&xm%vﬁz(ﬁﬁ%5@%3E?U%fﬁA%EE%WW(&ZOmﬂgw
T/H) B5 LR, BRI BV, LDso i3S 12 20 mg/kg EEL ETH-
oo B L DEEL LT, EF. BEEBHORIB L UEEEHMTIRD b,
BHIZIIEIE L, SR CIiRisiSbimid bhihrote, (B 18)

ICR-JCL &~ x (MR 5 P0FD) o7 oy I AL EEERA (0. 1,000 mgkg
EE/R) B LR, BEERETS ST, LD iXHERE S BIZ 1,000 meke FELE
Thot, T L OHEBL LT, S, BR. ARESHOMS B LUKRHERSTIR
HENFER, BE 2 HRICRAMREE L, SV ThoRSEHcisn T b
ﬁ?bﬁ mbbhi, (B 18)

(2) SHSHER (Sv ) (B0 18,20)

SD-JCL%T v b (MEER 5 DU w7 ua~/ T A& BEREIRN (0. 16 (MDA .
20 mg/kg (KE/R) RE Uiz L & O LDy i3l L 11 20 mg/kg (RELL ETh-oTz, FE
Tl 20 mg BESBEDOME 2 5 TR b, 1 BITEERPRE 5 %I, Blo 1 flidis
6 MR T ERE MRS T UV B L W BB L,

B KDL LT, ML JOMEIRDSERD s, 5% 6 RELIA

WEIE Uis, £, MHELICEAROBIENEED biv, ST, FBEHls L UEHE -
SRR SR b o e, (B 18)

SD-JCL %7 v b (MRS 5 IUEs) (o7 uF V' 7 A2 BEREEEA (0. 1,000 meke

{KE/H) |5 L& X0 LDs L H 17 1,000 mg/kg BAELL ETh o7, 52
121,000 mg BEEEOHE 1 BICIRTAERS i, SR CI B ERESED Sk, R
RIZIHEBRHE O A BIEER S b, ) '

N X R LT, SRR IUMER, AT, BREDHORD, REZNR
HLIED, 5 2~3 BRICEE Uk, FESLIHCRE 7 B GEEFRD D
. T OHREIHERRIC BIEESED bk, BOHEKEIIEEETR U, SHEAET
Bl GO PR SR CHLIEEASRD bz, (B8 18)

SD-JCL %7 v b (M4 10 IB) 17 0 F>/'5 b & BERAKHE D (7,000 mg/kg (A7)
85 U & S 1 51C3h bh., LD il > 12 7,000 mg/kg KB ET
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BHol, B TIERBENICREESTE STz, B2 EERi iz
ol

ST & AL LT, MRS 5 55 bEE. 5 10 HRICOTED,
5 1 RHERICIERML, &5 3 REBICIEECIIRTRRTE A L, MBI
T SRR 21770 > Tz, BEIEEICIERE LTV edd, #Eo 3 BRI
fav. F0 55 1 FIRFL Lz, ok, MR Zh b OERITEREE 48 Bl X Tic
HEIELE, (25 20)

(3) RESHEEER (1) (B1819)
A X (M 2 FE/EE, BH65H) 1o/ uF Y T A HEERRORS Uiz & & D LDy ilfkE
& BT 2,000 mgkg FEL ETHo7z, FEPICRSHEEL LT, &5 1-28 FFRRICL
e L UWHRE O, EERFSFED b, 5% 48 R TICEIR, 5% iE
B3 LOVEHEDSSRY Bk, #5 2~4 ARICIEETEOKER S UEREORE R EER
mobhi,

(4) SEEHEEE (U9 (28 19)
3 (HEEE 2 JEE, FH4W) T mFy 7A%$@%’<mﬁ%§w_& 300 LDso it
HEE H12 2,000 mgkg KEL ETh o, W L HEFEE LT, BEGH. s
rugmgaRn bk, :

(5) USSR (VL) EE21)
H=7 AW (S 1) ZAV3%EER0 (0.083, 0.25, 1. 4mg/ke {FE/R)
BEI L A AMENRRICEVO TERD b2 R, iuTUDL D Chot, 2B, &
EidMEEA 1 EIo L. SREE 7 BER T o7,
AHEREAR P HIEERD bivieh o,
R EERRARIREIZR T, 0.063 mg B S BEOMERE CRERLUV - HEFTRORD, &
ZROWEREDIRT 2R T80 e, iz, B BOOETR L OERTEOE
VTR HEERR LRD b, 0.25 BLUN mg BEF TR, AFERR X OB
RITEVOBENASTR D b, SR I OEBRLOREBL -7, ThEDEROBRE
3B L ORI R A SRR AR B, 4 mg BEREOERE L UREIL 1 mg ¥
EELELIL TR, S5 RICERTENGRD b, EFEREBRERERD bhi,
2, %ﬁ%ﬁﬁm T 5145 24 BT E T \_Iﬁl@b: 2 b,

3. HEHHEEFER
(1) 4 BFEIEHEEER (Sv b)) (BE19)
v b (MRS 20 TC/RE, B AR OERE 30 IT) % AV V24RO (0.3, 10, 400 mg/kg
{KE/B) TEIZBT 5 4 AEOESEEMRRICBWV TR b EHRT R LU T o
- D TCholn, Ein. MR L RREROHRES 10 iXEERLE U, REETH 6 B/
DERELREZTo T,
AFBHE PRI CHNIERD b e o7z,
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—ARAYRERAIEINEIES I, 10 mg LA R GEECHER IR LB BHELRY 67}%71;.

EEEETIE. 400 mg REFHOME THEIFTRO bz, '

IRACSHRE TIE, 400 mg #258£ T Tcho OR{EARED LV,

EREETIL, 400 mg BERCFEROBENRD b, EHEME ;@fgm
B o,

rﬁﬁ%Hﬁﬁﬁfi ﬁﬁ%ﬁbfﬁﬁuﬁﬁﬁék%z%ﬂéﬁ%ﬁ D LR
Do, .

AZRE2 D NOAEL i 0. Smg/kg HE/R & %Z BT,

(2) 5 FEAMEERR (S k) (B 20,22)

SD-JCL &7 » b (MR 15 PL/AY) &MV csasieEn (0.5, 100, 1,000 melke {zls
/A, EFREO 0.5 mgke IHEEBRBETH S 0.005 mgkg (O 100 fERITHY) B
SizBiT 5 5 AR OEESAEHFRBRICBW TR bR RIXU T Om Y Tho 7,
Fiz, R L EAERICT TN EMERES 10 E%ﬂuzrlﬁlﬁﬁk L., &5K&T# 6
BEROBE L REEToT.

AP PICREIIIRED b ok, ‘

- R ERAERELE TIE, 0.5 mg BEFRCARIKEOELIXA b NRh o7, 100
mg CA LR SHETIRE 10~15 %0 b EERIESEID bivie, S5 100 mg RERET
X4 K, 1,000 mg WERFETIL 4~7 KRG L2, IREEEER S IO THRE |
LY BEETRIZIIFERE & bICHRII 2 B & e o e, Ee. WAL
5.2 8 B BEENELTRT X 512721 . 1,000 mg @ﬁﬁ‘ﬁ%&iﬁsﬁﬁ'% 3~4 B FEJ
2FVVTEE L BREFBHOTUENR® b,

FESTIE. 1,000 mg EHEROHE CHREENCAERIEESTED b,

$EATEN Y 100 mg BERELL EOMETHIAMEIR A3 bivie, 1,000 g EEREOMEEET
PEIEEEE 1 BB REBH b,

KR 100 mg #REFL EOMER XU 1000 mg BRSO TREE 1 B8
DERD LN, TO®RITIREICERE U FENIFRD bk -o Tz,

MFEEARRE T, 100 mg H#5FOMCHRMBEORBL . 1,000 mg #E5FHOETH
mEkoRA>, Tk Hb 8. RBC. Ht B L UFEEREORL, SEEFFREo®E |
AR Bz, BIERECRE, 1,000 mg #2583 Ol € RBC \Z/R3SIREMSTRD BV,
ZFOAMOIE BIZT OV TR & OMICEEZEFRD bhvieho Tz,

BRI ERE & 1,000 mg #EFETER SN, 1,000 mg HEHOMRECHIE
K RERE OB, M CHBERREOBDIINTh  EN R FEEESRD b, i,
1000mg HEHOHE CTERORRKRIC L HEERBMSRD b T3, LiL, EiEH
FIETERZIL, ZhODEIAEEEIFED b -Tl,

MEAALERE TR, 0.5 mg PLEDMET 7 o — 2 DERERA bABRREHEIED b
Niehd, FET —F L U CHREOEMEDP -2l LI X250 THIZ Zhbd

2 ARERITBIT A A a—ROYETF—#119.1+0.7mmoll, BT &% 8.4%0.8 mmol]l THhoi-,
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HER S LTIV EE L b, $7, 1,000 mg Effﬁéaaﬂiﬁﬁ'c T VAT
~—/v®%ﬁﬁf;.ﬂ,{§ﬁ> BBz, £, TR vLABIOF R W-MJrﬂﬁ i5:3
TIXGPT., BF Y, FAT IV, AN AORERBMEBLAP, 7uF( K
DIEENRD O, FOM, EHEETIINWE S50 E CTEEER A LN, VT
NWHRBEH L OETD T T o7,
R CIL. 1000mg WEHOHORHERIETICEMEE T L. 280F 7 Kk
T+ ++ 2R UESEERRR TR, WIhoRSEHTHH S VREIIRED R
T, '
JEEREE TiL. 1,000 mg FeEREOERE CHIROMES - HREOEE & HiFEL LT
- RO - LEROBMEASED b, TR BROLEROREN, HTILE
NH O - KEROFERENI D O, FEFRKETRICBWTHLIFERCRE
TerEiEATRD b,
. REMERARRTRR L NI OB T AR I, RS EET s &
EZ ONAFLIEFED bbb o,
AFRFRD NOAEL 1% 0.5 mgkg RE/H L E 2 bz,

@*

(3) I3 EHEESEER (Sv b (B8 19)
T v b (RS 20 DURE, & ERIHERES 30 IT) %V /- iREH (0.3, 10. 400 mglkg -
{KE/H) REIZBT 5 13 BEOHESERERIZE TR b B RIZE T O
Y Thotz, Eie, XEEEE L S HEROMRES 10 DCrIEHEEEL L, 5K TR 68
RO L BB R T -7, -
AR, REWKEET 2 LB ONAECHFIIRD Lo Ts,
— B IEARESEERCIY, 400 mg WEFHOMHE T, &5 9 BE»LiEth 3 Lt
- VRIS R TR ERSHEOHERIERD b e R, 2 b ORREIEEE R L
REZMLB L OREHEIL. Wihvh 400 mg #EFFOMEE TEENTRD b,
MFELFARE Tk, 400 mg FFE5HT AP OEER J U Tcho DEENRFED bz
2B, Wb EESRTICEE L,
lGesE BT, 400 mg 5 TIHFEEOENEID b=, EHESR Pz EE L,
RERSEORE T, BEKEETALEL NI EFIIFRD LN b7,
A3RE2D NOAEL i 10mg/kg K&/ £ EZ b,

(4) 13 AMEEESERR (L) (BE249)

THSFN (S STRAD BBVVoEnED (0, 1. 10, 100 mgke RE/H)
Sz X5 13 HEOHAMEFEEERBRIc BV GRD DN FERT RIILI T O@EY Th-oT,
28, BEERIEA S LT, BliC 100 mg #58 (MEHES 350 ZRREL. 13 HEORE
R THRIZ 5 BRIOEEIR 2R TR U RICHIRT _ﬁtl,zt.o

AR HIR Jﬁt{ﬂii 2D E:I’Lfoamo 7o,

DV HBEHEESHREREVS CITELY) .
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R EI’J?&E%H‘@J— EETIE, 1 mg MU HREHCERRE. 10 mg M HRESRETIIE
BE{E M. TR DHVMET, EEVTHICAE S HROERENERY b, EROBEI
FEFEFRREAS A BT, 100 mg BREGFETIHARRR NV F Y U7 L 2 TSGR O
FEEASERD b, EIER G, THIEIC X3 EERRMEERE 2 RN bk,

FEE T, REFEOSHIICBW-TEEBNECRENFRD bz, EHEHES
WERZR Uiz, BEERLIUCEKEDRIEI TR Ty, BEERfOEE
IR Ch o7,

MFAEHERIRE T, 100 mg &“—@Ei*r:;szv*?A@ifﬂﬁ# 28] afnm» EIG=E: 1
ISR EE L,

BEEE T, 100 mg SR CHIREBOBESRD b, FEmTicEs
L, - '

MRS, ARER. TN, MAAFROREE. ROEE, REE. IRREARE, SRBLT

ERRRORE, BRMEOREI LB LS LN DAL RREIRD LR
iESY :
ﬂiﬁt%ﬂi NOAEL iRk 5T, LOARL 1X Img/ke 48/B riER Lz,

(5) 4 BNESMLEEHE ((X) (3% (BE22)

V7R (HERES 3 LA MV EIRA (0. 0.05, 0.1, 0.3 mg/ks (F8/H) &
HizBIT 5 4 BROESHEERERICEWTERD bW BT RIBUTOm@ ) ThoT,
i, PUBGL 5 BERL Y L. MMBRHCIARRIR S . BISHIRERTIT 10% 7 V= —L
mEE RS U,

AR THIIERD bR o7,

— AR ERRREIREIZR CiL. 0.05 mg 5L E CEE/EENGENEED Bmtyb:
FERIIBSTDIPICERR L, 1 REELANICIER Ui, 288, NEROFBRIIRFROBR L
LR U, TAEITEEES L U8 0.05 mg P HR B CIEEOTEARD b, 0.1

- BEU0.3 mg REFMEDE 1 FITIXTRIERE L, _
FEEOZRIER L LT, BREIEEICOVWTHRE 2 BB L4 B 5% 3 BEE T
FRBEN TS, WThORREIZBWO T, 0.05 mg PUEBSHE CHERERIC L H 55E
BNOTUHED A B, EROERER X USRI T A EEBESR D b v,

HE, HEE, MHEFRRE. IREFARE. RRE. IRFSRE. BHER,. -
HkRIs L USREES R RRERIC %&%&%gmﬁmh K58 LRI b Rdo
=,

£ T SBESIEEIRRO S

B AER # 5 B(mg/kg F8/R) {EFMEE (mgke E/A)

So b |48E  |00310,400 |03
ides i .
EHRR Gewt
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5 ¥R ) 0, 0.5, 100, 1000 0.5

ik
i - BETEOEMER., AR,
TRImERER O

13 J8# 0, 0.3, 10, 400 10

et .

AR FUGEOHER, (KEOKE. BEEOE
i, AP D{EfE. Tcho OFEE. FFEED
Hahn

FA | 138 0,1, 10, 100 —
WS -
AR BBV, EEENEORE

4. SHEEEERELURENAMEER
(1) 12 » AESESEREER (YL (B8 19) _
TR (MEEEE 4 BED) FMAVEEREIED (0. 1. 7. 50 mgkg FE/R) &5
283 12 » ABOBEENREBRC B TR DN EHRT I TO®Y Thots,
m&ﬂﬂ%ﬁtﬁ WZFETHIEERY bRz,
— AR BRI T, 7 mg DR EEE TR, EESGE. IR L UNEIRSS
R o, FEROBER L UNERRR I AZEBEMEIFRD b, 50 mg TREHE T
?x‘%» 4 B REHEBIEOTTENRD b, £, BWERE LT, 7 mg SR
S CIEM:, 50 mg B 55 TrIzessthdh 2 VIR OSRE M FHRIERMESFRD b,
FERL T, 7Tmg PR CEREMNEORENTD bhis,
BEERITMEST TR0, BEIIERE Tho T, '
TREBRR AR I3, 50 mg W EHED 4 FITRIBEE~OEHBERED bk,
AFER D NOAEL i lmg/ke 8/ L &2 b,

(2) 18 » ARBHESERER (Sv b)) (B 25)

. Chbb: THOM %7 » b (& 25 IED) ZAV7-REE (0, 0. 3. 10, 400 mg/ke
(KB H ., (SRR TEERARD 10 ERICHY) B5ICE5 18 » A MoBHER
BRICISOTERD DI SR RIS T 0@ Y Th-Ts,

ARERHARE Pk REEED 11 41, 0.3 mg #5E£D 3 Hl, 10 mg FeEFD 4 4, 400 mg
BEHFHD 24 BIZIETHRD biv, FEIIEAREMREIC L2 oz, ik
DRFEFTA S A EHT, 400 mg BEFEOECFHIMNT, BEBL LY VI8E
ECERT2 - BREOEC LA 60 Tho Tz,

—ARALEERERBER T, RIREEEOZ L OBV T, DJEJIUD&’J% u’\Z/l/
SR L B L E X b AN S ZIBEATRY bk, 400 mg RS EOMRECI, 5 3
ﬂyb>BW7‘£¢%}:@%ﬁ> 2D bR, T OOEREERS 10 Blcidls Lz,

. BE 2T B DR T £ THRREBOBELIED bk,

{ZISEKH:M 10 mg R EEEOMHE CIERERMEDIRE ZEENFED b, 400 mg

R 5T, HEECRENEOKESRD b, Fi, 5 8 AUMBCHL 2K
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TERH b, 1523 @uﬁ%riﬁ&ﬁtﬂéﬁug@ﬂ]ﬁaﬂma R b,

BEEEIEET ICfE S FBIZ R L. 10 mg FrESRECIIBEE RN, 400 mg &5
BT O a5 bk,

BAER IUORBEICIL, 85 \_Bﬁﬁfréﬂt IFH LR d 0Tz,

IEEEAVRA TIE, 400 mg RESFCRYIRESIZEE L7220 bive, MR
MERD &2 BB GRS 65 ., HETIIRE 25 @b ohiz, £/, MCH
3B LU'MCHC DBEEE/RMEEH, MEBITIWTIRE 25 BL VB b, BMEEOE
FERNEEAME TS 25 AL DB b, Fho. BFHRROTERE DEEEE S _
FUTHED Y LBk ERHE TR S 6 B, METIHRE 13 8L 0, MROBRE2{KE
BHECHEE 25, TS 2R VEb b,

EEERAEITIV T, 400 mg FEF TR 5ICEE LI bR b, i
HERZB T, Teho DFEEREE, AP OB S R{E{E, BUN OEEB LI Lra—X
DEE ) >—BHEDEENRD b, £, BTN Y U AOREREEIFRD bt
il

BRI, 4 FICREOERSEOFTABA LTV, TOMICEDICEET S &E
RSy (Y 3 | A '

ROBIIED- T, _

JERREE T, 400 mg BeSRoifE CREBOBEEREER L OERROKED,
TREOTEMEME, L, Fits JUMOKE, MTIREOBEEEKEN D Oh
7=y

FAEER RIS TR, 400 mg BREFFOIEREZ ISV T, o miEiEr s iRk
DIEERA DS U VIFEES L OB CSEEADNBO b, $in, ok
HIREOR A X BREERES 18 HITRD b, T0 b 10 FiTEELREfTH T,

A5880D NOAEL (X 10 mg/kg KE/B &F % bhvis, ‘

(3) 18 7 BRESASAMRER (T9R) (BE23)

Chbi: NMRI = 7 A (GHIREE « S 100 P, IR ER X O AERE | dEReg 50 0L,
SRR - MEMER 80 T, 31560 L) AV VZIREE (0. 0.3, 10, 200 mg/kg {KE/H)
BEIZLED 18 » ABORBAMRBRIT BV TERD S-SRI TO®@EY Th-o

7 '

FECHIZRNT, BYHREICEET 23S bhahoTe,

—RRABEFENREE T, REHIREE L TR SR OB TR b vV A ERTEE
OEFFRFED O, FICHETHRWEERREDL O, £, 10mg Ml R EROREDH:
Bl C, EREOIREICERT 5 &35 1 SR AEROBAERRY bhk,

REEE. £R5EOMEH T LI EEIRD b, M TH D I,

R CH P REESR L, BCEIBERTR L,

EokEik, 10 mg UL ERSEEOMERETH T AR {EENTRED b,

MEZEFRETIE, FHCEETAIRIRD ool
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EEBREE T, 200 mg EH CIFEEOERENRD b,

BBTIL, 10 mg DLEREFHORE TR O T RE~EEOIIRE L UBEBEE DI
b b, '

. RSSO CIL. 10 mg BEFELI 0T bR ORI BT AP
R & UTIEREEOEBEE, IBEICEETAER & U CEMRE i) 2RREEH S
UNEONE AEOTREE, ML b, Fie, I, BERERCRT A BRI
B BRI 38T 2 B ERIE DA b, 200 mg HEEETIE, BEBLORTRIC
REAE LT RAIMED B\ R AR 2R 8 17 BiE8d bivie,

558/560 TG (2 BUEERBRAPITITHRE) 133ET b L < 13488308 IR B a2 iR
EINR, BABEMEEOHEE,. BEOBEER L URARHOWTRICBWTHER
HiC L AREIERD Do T,

FREBRICRBWT, HBRYEREICEET 2RBAEEED bhie)hodz,

BT NOAEL ik 519, LOAEL i1 0.3mg/ke A8E/H ¢ & 2 bhi,

(4) 2 FREEHSAESRE (Sv k) (S8 26)

Chbb: THOM (Wistar) 7w b CoHEBRE - MERES 100 [T, RS LU HEEE
ERER- 50 UT, FAEEE : MRS 80 IL. 3 560 L) AV /=EEE (0, 0.3, 10. 200 mg/kg
{SH/R) BEIZ LB 2 ERORMS AMERERIZHBU TS mbb %i’bf_ﬁ:r&?ﬁ%muT@ﬁ NG
HoT,

FEL-ERIT 200 mg FSFFHECIOIIREE L W BRRENAFED b,

—fR R EEFRAE IR T, 200 mg BEBEOMEET T UIZBEROMR), BT
LW LOREOREN, MO BEIRER X UROAEIRELED b,

CERER N, MEEERIC 0.3 BX TN 10 meg MEH TRIES R L, —F. 200 mg &5
BT EE R L, BICE L Th o,

BREEET 10 mg B 5HEOUECHEER L, 200 mg #E5HT iﬂi@iﬁ u&fﬁ%T Lz,

FBKEN 10 mg REFHOM CEEEZ R LI,

IMFEFHRETIE, BnEEOBRED 10 mg DRSO 4 i, 2RE5HOM 9
FICERH bz, Fio, MEHE SRS TR U BRI ERERD
B, FORAEMEET 200 mg 5 CEI o7, AEMIIMENEOZSV Tl 5 THEH:
REZ L=, 200 mg BEFRCOWTIIERDRE L OESE L RR SN,

PRI OB T, 200 mg RSB TIHRIRI L OMEOBIAFEI-IZET RO
PR Bz, —7F, EHERENFICIL. 200 mg FSEEOMERNHGE U TaEilaE. i,
g S ORI AR S, S, MERLONERTR.E LT, HTRIRRD
K& & LABOE. FEbtE LURIATEROE ., B2 5 BPhEOTE (FBE
Z{b) A, ETIHMBOXE X 2ABOEL, BEEERROAERENRD bk,

C OFEEREERE T, BEEREE L LT, 200 mg BE5EEOHE T RN RIS RE,
IR OEM Y LoNER LT EICRE 2 RSB OB A T E SR ENA A S
N, FRFETRE, EEEMRE L LT, Mo RRBRICRIT 5 an 4 FofEEsE
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{b. Ehatish. FEHEERR, Rin LRI UYE AAMBERL, B0 Y Ry 374,
E & LTHECR T DWRAETERSRICBI D RENE BRik, BRBA. (KRB,
AR, REIRR) BLUEE (BRI LR OUE BRI, EhtoRsE L2

U BERD) BEEED b,

A NOAEL iX 10 mg/kg RE/B ThH-o7x,

*® 8 BB LURRMERO R

T 2B | Bhamgkg FE/R) || WEMER (mekg AE/R)

19 12 ;- B 0,1,7,50 1
: B _
HER ' C | S EENRH, ERB LOER, 2
. WriEdk (R |
Swvb |18 B 0, 0.3, 10, 400 10
' B

s FETENENN, BREEANE, B, E

: . BINEOERE. HEEORD, Kk
mEkoEE,. MCH - MCHC o#2E
A, IFPEROBE, Y > EROEfE.
i/ RO MERE, Teho DE,
AP DOKfE, BUN DiEfE, 74 =—
ADEE OBt ORE, HRrEE
OIEME (R, EERR) . MoV 8
BiE, BRER

HE: U AOEE M, BESER
OIEHE (B DI B, ).
A

bt - B DIEE e, R
DA ()

<R {18 » A 0, 0.3, 10. 200 —
FASAAE :
B : BRI OIRE
(R AAEIFED BTV
v b | 24/ 0, 0.3, 10, 200 10
| FEAAAE . _
HER B, REOEME, EEHREOEE.,
U o BRBE, ROETLER, B -
B L OO R, IR

HanAf FOEFEEMEL, BHRIE
e, FEEEERR, B LR T
FAMER, o RE o~ sE
HE . E-SEIOh, 855F. REIEM. Al
AFARROPT R oosEin, IR
B, IR AT R DGEMEES X
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USEREEZE L
M : BRI - oA EER. Rt
BV VoNE - EREE (FE)

5. EEEAEHRER
R ESEENFER DDV IZFDA O 3 BB R SN TV 5,

(1) MRS RIHENREHR GEIE) (Sv b)) & 19,27

SD %5 v b (RS 20 PO ZFV-IREHED (0. 0.05, 2.5, 100 mg/ke
A&/, 1 ;0. 0.05, 2.5, 50 mglkg FE/H) BEICL2BEBITBVTERD bV E
MBI T ORY Thote, FRWHEOBSIL, BIIZhaT 60 B bESRTZ
U, MECHZTERT 14 B2 bR 7 B £ TORITV. ThEh BRI TRED
SR 21 BicEE Lis, ' '

BeGITBAE LTI R b o T,

—REVREEHAEIRBIER TIL, 2.5 mg RSO TREYIRICOL, FERIIHVE
%%T@"fﬂﬁﬂ}- Hiv. BARETIHRS 20~60 5% LEFRED 3~4 KA b

. TOERS, FFRRE & bICREHIR PR CER L T o7,

1‘21@_% ki, BETIE 100 mg B 5B CEBREMEIERD b, BT 50 mg jﬁ#ﬁ%ﬁ
TEEHIBHE TR OME 8~9 B OFEERINCEBREEN A b, dHE21 AiC
SRR L FRREE CEE L,

R CIIEERB IS ST I 50 mg B ER CREHIER THRIZER
REERFRD B,

AR 100 me REFOHE TR SHIBORIID 2 ﬁﬁaﬁ . MECIY 50 mg B EEF TR
BRI 1 EICH B ERS b,

JBREETH, FRTEETEIERD NI,

FIRCIL, ML bICEMB ST 3 L E X DR AEENIRD bR T,

WThoOBREEHICEW TS, RBR, HESE, BiE, AR Tk B4 -
TR, ZECIRIRED . BRIEEEICREIIRD bhEhoTc, 50 mg TEHETI
TeROB B ECEENRD b,

FRERIC I A BB O— M5 NOAEL ik & b 12 0.05 mg/kg A&/ H .
AEFEIZRS B NOAEL (3T 100 mg/kg 48/ H. HETIX 50 mgkg £8/A. FEICK
9% NOAEL }Z 2.5 mglkg AE/R L E X b, (BFE27)

o b (MEHER 20 DR FAVWEEERED (0. 1, 2. 10 mgkg A&E/R) BEICL
SRRV TR NI RIZE T ORY Thol, HBRMEOREL, Bia
BeRT 9 RE. MEIATERRT 2 BEADORTT 2o 7,
HEO—ARINEE, R, HRER L UHEOVW-ThizsN T ME%%’EL:J: BEEIT
D BNhot, Fi2, BRICEWTLEEEES X USRS bheh ol
FRERO NOAEL 12, HEMB L UREE B 10 mglkg ﬁi@ BiEZ DN, &
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H19)

RO WRATR IR SER CGE1f) (Zo )
BhiE B %5 Elmg/kg {kE/H) R (mgke #H/R)

Z b IRRT R OE | HE;0,0.05,2.5 100 | S8 : 0.05
BRAIEA i 0,0.05, 2.5, 50 ATH - 4100, ##50
BEER RE . 25

el . 59V B
T BRIRO BV
0,1,2 10 FE - 10
: BR
BEIZLIHEXRD DN
7=
(BETFAEIIZRD bhARd - 7)

(2) HFEVAHESEE GIE (v k) (588 27,28,29)

SDRT v b (ME37TIWAR) ZMAVVEmEEO (0. 0.05. 2.5, 250 mg/kg AE/H)
HBEIZ L DB BO TR DNZBHET R T O\ Y Tho . SR E OB 5
FHET Bhb 17 HETORTY, 21 BIZ 25 ICEFTER L CTRIR (F,) ~DF %ﬁ%
BE L. B OBERCOWCIIERSHEEEHER (Fr,) 2HLE OHE LTEE3R
FELITEVERE Uiz, BELAORITRBEOR B DMERES 2 IRk - fE L, 1158

ECRE U UHERIICR 4 HHAURIR (F2) ARE L, RILEKR 2 -BEM (F,) 13,
Bt 1 BRI 2R CHEUS—E & [ UHED & 2Bl S8, IEERENICIEIR (P 2HE
L7z,

ABEBRTIT, 250 mg R EROREM 2 UL (14 B I ERICEEIc L5 &
2 b AEEOREE L UVEMESICHEEENEO bz, 16l : S FERD 24
AT, FTERICBRETRICL D LEX b HREEIGIROBRTEIRED biLk,) 588
BT, W HIEMIC K AEEER TN E X bh,

P, HEMIO—fR e BRI EER i, 2.5 mg G RECIR GBI 1~2 BRI, 53
VWSS b BIICRRD b, 250 mg RS TIHRES 10~30 H &L EFHRIRD 3~4
R B3, Z ORESESHEIIR B R R B A I oN TEL ieott, MENETHIC
I bhiz, HBEELIE. 250 mg WREFHTREMFICEEREESRL, REWN
RTRICITBEDE TR0 B, BRSBREE CIIOMERBERE THRERRA I
i Uiz, 250 mg ISR GRS P BRI R EEER U, SRS
BRUT, BASIHRETIL, 250 mg BEEED 7 Fllciy ORI S REHC A 1
RILE u‘_o .

- P JRRTIL. 250 mg 5T hﬁsﬁiogtoﬂatﬂ@{bﬂéﬁ TRERMEERA LN,
.14 ﬁia*‘ﬂ':‘o IO L ORTIFE N A BT LR U, 4 BIOFTERE S (ERE.
Mo RE, KEEER LOOEZNE 16 P58 L, -
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F1, 5048 G, 250 mg BEFETIRD & 5 Z2FTRAL b, &% 1 BOFERDE
BICHEREERS bz, WA RO ENTEICHEMNL, AFROIHE
Y B L UMRR BRI A B BIENFRD b v/, BEALE L., BETROBIIEY 11 B
g CORKEICEIMIEINED b, F, OARREICOWTIL, KBRER L UYHER:
BICHEIERD B o Fo A8, B, 2PRER L U EIRIRF)SIIE BT b
7s ,
Wat{IgIE (F,) BIOWERE (Fi,) (T EREcEET3 L E1 005
R b o, ' _

AREOFENY (F,) 12345 NOAEL 13 0.05 mghke KE/A. ki (F,) ikt
3% NOAEL X, 25 mghkgE/A &5 % bz, (BE27)

Chbb: THOM Z « + (20 /8% ZHVWMEEEED (0. 1.5, 3. 30 mgkg RE/
H) BEIC X 2EAHRERICIV TR BN RIZU T OB Y Thol, HER
PYEORE, HR6 A5 156 HETORTV., R 21 BIZFEGIR LT 2/3 B0k
IRITEHReEIs, &0 o U3 fiIFEREIcgt Ui,

KT RE LB id A B o 7,

HEDO—RRRBEREREE G, RECEELZERERBED o, BE
Z{ECH 30 mg WEF TS 10 HEICAEREESED LR, RBE TRIZIX
FEHEMERZTRD b, TR TIL. EpREICEET 5 EE 2 bhAFEIRD b
yIEeoY

FRIR~DEERIZD b ieh-oT,

ARBROBEMDIZHT S NOAEL 11 3 mghkeg KE/ALEX bh, BIRICHTS
NOAEL 1% 30 mgikg (K5H/ A L& % biiz, EHEREIGED bhRho7, (B 28)

"SDF#T v b (M 15 IUE) 2RAVEEHIERD (0. 10, 30, 250, 500 mgkg @E/
A B X AETHEREICRBO R b BT RIZEIT 0@ Thote, #R
WEOEEL, R B 5 17 B TORHTY, R 21 BICHENR U CRIRO#E
BTl oTz, S
BEWI OB RERIERBE T, 10 mg DL ERERTERES 10~30 S RICEEH
R b, 3~4 B Lz, 2B, SO L UEEL. BSEEEERD
TLEREH B VTR L, . BRI BWTEERENED b, SEEL T
10 mg PR EBCEEREERSA L, 250 mg Ul ERSB TR EK T RICEEE:
ETRED LN, BRI SWTYH 10 me ML ERGFCEEREENRD b, 250
mg L BB T L YV EETho 7, EKET 10 me M RER CHELEEIRD
S, SHECH. EWIREICERET 2 L& X b A BEIIED bR T,
FEVRBRER T, 250 mg B 5EELL ECRRIEEDHE AT, 500 mg B5H CRE 1A
WRFEL (RTRRIZEED) MEMASRRY bindz, AFRBETIIERS 500 mg R5HD 3
FICERD b, PIBEIE CIIREMRAAIAS 250 mg HE5# 0 2 61, 500 mg F5EHO 1
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BICERYD LVZIED, 500 mg 5 CIIMROTHRE SESE Sh, BRAR T

© 30 mg BLEREEET 14 EOHBSESARIC_EA L, 250 mg YL 5B TRAIMED

B HEBEENERIC LR L. BBEENRD bhis, B
ARBROBEWICHT 5 NOAEL ik 5, LOAEL iX 10mg/keg FE/H EEX |

b, —K., BRI LT, 30 mg REFHLL LT 14 frE oHBEED LRPRD

Bz &b, NOAEL i 10 mghke (AE/R ¢ E 2 b=, (B 29)

#10 FERAREGZER (%H”E’i‘i) (Zv )
BhTE Y 5B mg/kg KB/ H) JEEEttEE (mg/kg HFE/R)

Sv | WEWEE | 0,005, 25 250 B8 - 0.05
BeE5RER BBIE .25

£ . 55V A

() : REOKE, M oEED
&AE, 14 B K UNHEOREHE LoD
FEWERE O 5., FECROEM
BIRER) . SELE YD BB L UREH
SLDEIE, TR T DEE, ﬁ@@i%
o (118EET)

0, 1.5, 3,30 B3

fBR 30

i@ . REDIKE
AR bhied o T)

0, 10, 30, 250, 500 FEh - —

B .10

BEh « S5, AREBIOEE
FAR - 14 BB OREREED LG

(3) REMRHREHER (B ]Iﬁﬁ) (’7"5'-‘3«‘—") (B8 27,30)
eSSy RN 15 IUED RAWEREIEN (0. 0.05. 05, 3 mgke RE/
A) #®E5IZL AEFEHRERIZBWTERD - R TO®BY Thol, #5
YEORSIIERE6 B 6 18 H F TORITW, R 29 HITFFEERL T Hﬁ‘L‘E%?J]ﬁﬁ L
7o
t@]%@—ﬂ%’]&ﬁﬁﬁif Jkﬁﬁ‘c 3, 0.5 mg utﬂffﬁf &%E’ﬁﬁé‘lﬁﬁé?ﬁ%ﬁ%b G
1 ~4 B4 DI, REERZERDIT ONTHRRERIIERY ., BXT 18
_ Faﬁ{féb:b:u& EAERBNWERL 0Tz, 3 mg WEFHO 1 FIHMEIR 27 BIZ 8 OB EF
#E L7z, 0.5 mg MBS CREHMT OEERMAFTRICHR Sivian, BEHmE
THITEEIEE U, /. EEOET LT LU TEEER TUEAEIMET L
BRI, BRI S ET S L E X b AT IR b T,
FREBROBEMITHT S NOAEL L. 0.05 meg/ke (KE/H & Zx b, BBIRIZRH5
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NOAEL 3t 3 me/ke K35/ B 25 % b, MABIHEHD bR T, (BHE27)

v IR (13 W) 2RAWREHED (0. 1.5, 3, 9mgkg #E/A) REZ
L HETIAERRRICB VRO bR RITLL T 0@ ) Tholz, $RE RS
IR G AA5 18 B FTITV, 1R 29 BICFFEEIR L CTRIEERIE L, '

e CBE LIBT3 b e,
. BEO—RRARERERBE T, RECEE LEEEERD o, VT
NOTEEERCRBO THERSEICE LW EERTERD b, 9 mg BERTHERSE 7
B EIZ 100 g & T L, FRTHL. 3REICEET 5 LB DNSFEIIRD b
nolr,

FRIRI AR 5 OREIIRD b o Tz,

ARBROBEMITHT 5 NOAEL iR 59", LOAEL 13 1.5mg/ke F8/A &5 %
Bl BRIBICRH B NOAEL 1X 9 me/ke {AE/A L& % bhi-, (BH 30)

F 11 FEEERHRSEE GIEH) (7¥%)

Bt B #5 Blmg/kg £5/R) AR (ngke FE/H)
TR | RETEE 0,0.05,0.5,3 | B8 : 0.05
REMER BR 3

BE) : S5V EEE, [REEIIE, 8
HHEOIET., REDET
(AR bhvie - 70)
0,153 9 BE . —
‘ : B .9

BE : FEET
(EHFBERRO bR ho7)

(4) AESRGZIAREER (FIM (Sv k) (38819,27,31,32)

SD%7 v b (23 /) 2RAVEEHEED (0. 0.05. 2.5, 25 mglkg FE/H) #&
Sz L ARBRICEBW TR b BT RITLI T OB Y Tholn, #HRpEORER,
g 17 A1 B4aE 21 BETORITo=, B8 (F,) RERSHEEE, & F)
DR, el L OTENCRISTREERHET U, Eir. BERACE =MD D RS- 1
LhiElk - fF L. KBS WA~ OFERRAE L,

5B L I bhsho T,

F, BEO—a072 lAEREE TiL. 2.5 mgke S THVERFIIREHL 2 BF
[EigE& . 25 mg REBFCIIIRE 10 DD HERDS 2~3 BrElirse L 7o s, oiiRiddcss
WCEER L, O CENWR L Ao, REE(KIL, 2.5 mg U R SH TREKRERIEE
DEDLI-, Fl. 2.5 me Y HRESRECEBERICIRENR S D, TKE 25 mg %
BRECHRREICEER0 vk,
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F o BB OERIIFIC OV Tk, 25 mg 580 6 Fl THRFEIC AT I HIEER L,
FIRPT RICEDR S ORI bz oTs,

B (F) T 25 mg LGB TER 3 R ETOEFEOFTRRIETHSZ b,
25 mg BERE CIIMELRBO BRI EEIEI o/, 25 mg BEFOEHE 1 BB LY
21 BOWEROEE, 0.05 mg BEEHMU 04 21 HOBROEENEZIE) -1,
F7.25 mgREFETIIA—T 7 4 — FRBR T H B D DEEHRFEIET L,

Fy ORERERTIE, 25 mg B 5B CRRERE L UHRERIIIFEIRD b7
2, BE, BEREBIUEFEER F,) _ﬁi‘f;{ﬁﬁ{ﬁﬁn L5 B 7z,

FREOEW (F,) 125325 NOAEL 1X 0.0 mg/ke 4&E/A & Ex bh, kit (F
1) 139 % NOAEL i1k b9, LOAEL I3 0.05 me/ky FE/A L £ 2 bhi,

. 1.

SDRT v I (10U ZRAVSEFRED (0, 25 mghke AHE/A) RETXDER
ZIEHTRRICBW RO O N EET R TOEY Thott, FHERTIX. B
W Fo) 043, MEREBRBLIUZBRUICHER F) ORTE, RR~0OFETRE
Lz, BE (F,) EHRSESE, LT L-TJ‘@_%E.%LAjO"é‘ IHE- T, WihvbAERE 4
REMEAPIC R 22T LBIER 2 T2 o T, :

Cc : WERSEEY (O + BERSEEHOR (©

Ct : FEZE5REY O - EpRsREHmoR ()

Te : HpR5EE) (T) + BERSEEYOR (©

Tt : RpgkEEEHY (1) + BYE5IEHOE ()

0!@%@—&&%&%&? ik Wl ey A ?ﬁtﬁﬁ@ 25 mg BEFOBEW LR
BThoir,

FUREZHR L7246 8 Bl TORDETIE TL BTSSR L, CtisLUf Ce BT 72
ot b, RRCIBRETORESHMCERSH D - L SFERSN, 3 Ald
HEEILE TORETIE Tt BTEHEHOh, TeHTHERICE >, HLMF O
FERE, Ce BTIIREFZEMDH B, Tt B TIXEEROBINCHE > TEFROE
HIIROEALEIE OBEICHEM L., CeBRliOve, BEALRHCRIT 5 Te BDOEERE
HiEhoTe, (BR2T

Chbb: THOM (SPF)‘?*‘/ b (24 PYEE) EFRVWEIREIED (0. 1. 2, 10 mgke &
B/H) BEIC L BRRICIOTRD DN SET R TO®Y Tholr, BEWED
P53, HHE 15 B DA% 20 BXCOmMiTok, i, 1B (F) Ods GEHGRER,
BRI L OYREHAEREY) . 178 CREESRBRC L 33 Biek LU B LU
BRI DWW THRE L,

t@ﬁ@mwﬂ’iﬁﬁfoﬁﬁ;ﬁkﬁﬂcﬁ%&ﬂi BERES ROV B LT, BRI

ERD bR T, FESGC LI S i LB CE R E i—”%%%’btﬁﬂmfw

'% (F) 8. 10 mg B5#ECHERE RO X UL b O RO
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HHR, T8 - HAk LUTEREI R ER 52 L 2PBEIRD bhvieh o7,
ARBROFEMIC TS5 NOAEL 1T 10 mg/ke #8/H. F,ic%d % NOAEL X 2
megke FE/H ¢ #H % bhiz, (3R 31)

Chbb: THOM 7 v  (lf 24 DURE) ERHWsaRED (0. 400 mgtkg K8/ H) #5
KL ARBRICB VO CERO LN ST RIZUT D@y Thoto, HEEoREIL, &
IR 15 B BEEARF (10t 20 B) £ TOMHTo7-, £/, B F) 0fTE - #iek &
UEFERRIC W THRE Lz, 7B, RNRBR i, fhkoRE EEES : @5) THE
PRSI L DHEFRO O ot ZEMD, Ty REAV: 13 BEEaiE
B (BREE . O7) THREERTEHASERINLTWASHE (400 mg) 12 oWTE
UMM Tk,

BEMIO— R REEREE T, 5% 30 90 b3rE, S L UNEERERN
OBV, T O OEPRIIEEFERRE L, FEEL TR FREOKENTED bk,

Fy Cid. FEEREOHEINS L OEEOHZ2EENSD v, £FFciL, 28
DEFHERICER T 2B AN X AIET-SROHEINAEED L (FETR 90%: 15 /17
BR), #RcAE% 3 BE CIEEECRD O, £, AT I EEImEE X Ot
SITBENTRD e dd, REHeE. AR L OVEOREICEENISED bihkho
7=, :

AREBROBEMS LU F, IS8 5 NOAEL sk Hivd, LOAEL 1% 400mglke &
HHTho=, (B 19,32)

# 12 FEHROSHLERESER EnE) (o M

VTR B 5 Blmglke KE/H) EEME (ngke £EH/R)

Zvh JAEEIR 0, 0.05, 2.5, 25 .| EE . 0.05
HHHR IB2(FD - 0.05 K7

BRERER
BEMD : S5V R REORE, 2
BOEAE,
BEFD :
HE  REORE
0,12 10 FE : 10
: RED:2

IR(FY) : FEEEIRE OB, T IEmEE
0

0, 400 s . —

By - —

BB - S6, S, EESH, RE
DIEAE

R(F) : FEERE O, HEOEE.
PATEIE
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6. BiEEEHER

iﬁﬁﬁ'fﬁ%igﬁfé%@@ in vitro e TR in vivo BREBROERFRFICTE L B,

2), TA1538 (T v B)

# 13 in vitro®R
By X - BE& R
Ames 358 | Salmonella typhimurium 10-5,000 pg/plate (£S59)1 ResE
TA98, TA100, TA1535, - (ZH33)
TA1537, TA1538, .
E coliWP2 uvrA
S, typhimurium TA98, TA100, | 0.3, 10. 200 mg/kg/day2 | otk
TA1535, TA1537, TA1538 @ 200 pL/plated (BHE 34)
@ 7 A : 100 pLiplate4
S v b : 200 pLiplatet
REHDNA | bt MERBEOHMESHR | 20, 60, 100, 140, 180, 220, | &4
g | (MRC-) 260. 300 pg/mL &S9)3.5 (B 3b)
BEIERR |« 7 AR 50, 100, 150 pg/mL &S9)3 | fatk
B (C3H/10T1/2 C1 8 cells) , (&8 36)
| BT LR | BERSaccharomyces 62.6, 125, 250, 500, 1,000 | f&fE
R cerevisiae D4) pg/ml, (59) 3 (ZHE 37)
HGPRT %2 | F¥A =—XN LR FZ—fil3 | 10, 100, 250, 350 g/ml 3 | f&tf
SRERFER | V79 M *39) ' (B 38)
TR R | S typhimurium TA98, TA100, | 0. 100, 200 mg/kg/day? etk
REA 6 TA1535, TA1537 (7 » b - <= | 100 pL/plate &S9) 3 (B 39)

1. 8925 v hHERFER,
2. Chbi: NMRI <A (#3#) $LUChbb:THOM J & b (3 5]) £/ 2FY 5 rktheh 6 B
- BLU8 OREFAHEEED (0.3, 10, 200 mgrkg (FE/B) BE L, HERLER (VX 3 flo7—NVR,
Zw b BEENOR) ERERIZEELE,
3. <Y ZBLVT v LI LIRS 200 wliplate DEE-CHzH TS W CRE ST T,
< ABLTT v bR 200 mgkg FFHPLBONEREREKT 10 SR, vV AR 100
uLiplate, 5 v M 200 pLiplate OEE CRIMTRE LT 570, '
5. 260 pg/ml DL FOBREECItEZRD b, )
6. Ty MNBLUS U AT 2 RO BEEABIIC D3,
7. Chbb: THOM 7 » b (EE5 fI/#8) BILUChbb: NMRI v 2 (g5 Gl/8F) (7 wF/ 7 a8EhE
N2 AEBERIERA (0. 100, 200 mgkg #E/B) #E5 L, RIGREHICER L ik o fig s o8 -
WAL, A& —AHO%, KRBT, .

- F 14 invivoRER _ :
B ESp BEE FER
PREERE | Fyrf=—ANLAY—FHEH | 62, 311 mg/kg KE/day | kit :
HER fa 5 B n&E (ZHR 40)
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NERRER = 7 AEEAHRE 80, 400, 2,000 mgke | F&tE . .
o K5/ day (B8 41)
2 AFNHE

EHEIER | CD-1BR v 7R 200, 640, 2,000 mg/ke | ik
B EE/day HEHE Q&5 (2R 42)

FEDO XS, in vitro DFIE, B, b FEESTEMSHIIRE AV Ames R, R
EH DNA G EE8R, WEERERR, BETEESRBIURRERRR,. K i v
DT >R AV RARRERER, AEERR JOBEEEGEROV-T LTS
D, TeFV T MNIEEEEEESRVLOEEL LIS,

7. —HEERIESER (2R 43,44,45,46)
(1) =g - BRER~OER (& 43)

HERED O —F VHERER (& 3L, T uFY T A 1, 5 mglke OFEIRINERS, <V
SAEF VR ORER. mE, Dk, DEREAESELEEZA 1T mg BX
U5 mg R EFELLCIR G 120 0 F CUHREZROHALRET & ZhicfE D THEOBRR
L O'RR BROERDL- L, HREOKTAREE 120 Sl ichiz 058 b,
ek, MEIZIEHA O Ve RENIEEY vk T,

HE U (FaF V5 A5, 10 mehkg OBIRNRS, 7L ¥ VEREET) O, MFE,
CHSABELEL 25, 10 mg BER CHRENIC O RETARD b, WEE
CNAICIA S P REERRRD i, B, FEFREY T O U CHRBEOREEN
B LT,

Ty FOBHOE (rFY7 A 1710 me/l, 5 SRR TREER) OLHIRE
FE L OWTEBR LI E 25, (OHIEIZIEEA bR REENIEED bhiah -7
25, e 10 mg/L DIREETRELRETAFERD bk,

HEREDHEER (TS T 1 0.05, 0.5 mefkg OERIEES., ~0 FrLE Z—/LER
BET) OHEBBIIRITE X ORI SV TRIR L2 & & 5. 0.5 mg BSBETHERED
ARSEOMEIN & EEMRFE DB /RN bhviz, e, T bOEENT 3 SLIAICHE
SRESCEE L, £/, FROFETT2F /5 b 0.5, 1 mghkg OFEIRNESIT
Ly, E, e, CHEE Bk L OEERIREIC W TR LZ LA, 1mg
BEEFCME & OREBOET Iz O RS L OSSO E 2R 235580 bivis,
2R, ZhOOEENIRES 30 HRICEFEE TEE L, WThoREsHick T,
REBEMRGE - Z LR b o 7,

EEOHER (T v T L 5 mgkg DEIRNERES, < b AVEX—ARET) ©
HHEARFR ST, REMERNK, ERMEREOERIR L CEE A2 KR
R OWTEBE LT L 25, FEURFARARIE (30 R OEE) T4 SmERIGE &
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USRI ST 2 REERERIC 0 7 5 AR EIC L 3 BEIRD b hi
Mofe, i, 7T uF T AIERBEREOENTS X OSSR D B
VERZHBR LIRS, ARDER (FoFy 7085 156 #t8) 25580 bil- O
BRI A Tho T,
%@wﬁﬁﬁt7n?}7A5m@g®%WW§ﬁum/}nmtymwﬁmT) .
SNEERT Y BRIV ERT Y VR 1 pgke BE UBEOLLE %«@Wﬁ_ﬁf
57057 ©REEOREIIOWTHRE LI L 25, FHEBMEOREIC L S MER X
VU A~DOERIZ T v F Y 5 AEE 15 SBBIT60 HETHRSh, 37T
BEREOREICHT ABERIEE Tho T, ' '

(2) BEMERBIUTERHA~DIER (B 43,45)
BRI T 2L, k= (FaF/ T 510 pg-3 mgke DEDRAFRE, UL
Z URREET) o ESEFMEEI O EERRRREIC X 2 BHEORNEIC OV TRERR LT & 25,
TaFs T AREI LW REERIRO bhishol, (B3R 43)

BEAE (vUR) 1T AERR. Fes 74 (8, 30, 100 mgkg, M), =
FERLRLVTRZY T A (430, 100 mghkg) IOV THERE S TWE, T
F'F A3 30 mg BEBEE THEIZRICHL I REELRIFE P, 100 mg HE5RETIIH
5. 30 53400 60 DRICHEENRO biviz, TAF Y T AT 30 mg LLERGHT, =
b ZE /3 A1 100 mg R EFECHREENRD Dz, (BH45) :

Sy MEHIE (MEAENR Krebsi®) TiE, 7RrFY'J AL 10 mg/L OEEET
EIEIEIC B RIF SV, e Y T A (5-30 mM) I XA LU AT
EX7 Y (3mg/l) | iéﬁé@%ﬁ@fﬁ'ﬁ’ o UCHIBIWER 2R Uic, 338, /AT
7 Y AT K BB B b o T, (B 43)

S EREHERS (BEESEE) 1T AERA T FY S AR U= FFEAI
DNTHERRER STV 5, BgEIE 2 512 0.001-1.0 mg/L, DIEEF THFEENCE
%m&%n&#otﬁs%m%ﬁhomTMJOmgLfbﬁmtﬁmb b%hf(%
B 45)

CEEy MEHER (FEFAa Y VBRI R AERRT Y T AR LY
= b EARAI W THERRSN STV, mEERDE L HIZ 10 mg/l, TFEF12l
VGEOTHIER 2R L, (B8 45)

7y MEHFE ERBIUVEHETE) (ST 3EAR T uF 7 A8 0= T
ﬁﬂAKomeﬁﬁﬁéhfwén%m%ﬁﬁ%ﬁﬁﬁ\fu%f?Aarwx@m
DE|EF THREHOERBICHBIIRD DI of, = FFEARLZONTE 10
‘ m@;mﬁﬁra%ﬁ@r%ﬁ B bhizhol, MHEHEFE T, ﬁmﬁ%gk
IC EFSEENCE b AR b o T, (B 45)
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v MERIFEICET AERR T 0 FY T AB LU= F T B RACOWTHEHER
FHEh TS, TrFYS A% 10 mekes OEEE CHEIRFARESLTH, AREDREIC
BEIIRD N2 0T, —F, = FFE/SATIHERRORE THBESREI TR
FUEENER wemmm(%%4w

:E’ﬂ/-“'& v NOBHSE (BRIIEE (S 5/ERA 7 m "7‘7“-‘5 ABEU=FSEAL
WDOWTHEIRF SN T3, BRE & HIC 10 mg/L OBE CHHESED L AF I
AR DIEERS R IR T &7, (2R 45) '

BTy MEHBES I AR T T T AB L= F TE AR OVTH,
BRFI STV D, 7 uF Y T A1k 0.01-10 mg/l, OREE THEIHLIRDP0T,
—F5. = FFESAE 1010 mg/L OFRE TIRERIGHFRD bz, (Bf45)

(3) MBER~OER (B 43)

BT AERIL. v FOEMBRN OSSN -MEEZRNT, TaFy I A
TRAEVTABLO= FFEARAMIOWTHER SR TWD, SERWE% 125-500
mg/L, DEETMIERE A ¥ 22— FLIEREER, WTIhizhWCHEBENERED O

TRIoTE,

R ;ﬂﬂ‘éﬂfﬁﬁfi 7 ,;,5&/ Sh, TREFTEBIV= FFEARLETYFITMR

HFED (% 25 mg/kg BE/H) BE L, #5515, 30 BIT60 5 RICHNFHIRNLED
- MEnEEZAO TR SN TWS, WThoESRSEI SO ThH, EERERICERIIR
D BRI T,

(4) PIHERR~DIER (38 44,45,46)

BRI T BERAZ, TuF YT LET 2T S AT O THEBRF STV,
T VRREE F CE—B LU T SRHER O R RR T Ul R i, Ta s
7 bEFIRA 0.1 mgke) HAVNITRERED (L mgkg) 5L, 530, 60 BLT
120 HBICH T 7 RS (MSR) BLUEL 725 (PSR) OEBIEMIZONT
MR Lz & 25, WTNOBRERERE LUHRICRNTH PSR :%:%MML I
THER2E 35 Z LRI, —F, ZAF Y T AEEHERED (1 mgke) ﬁ%—t
L7354 13, MSR BL PSR #ic i@ 5.% 30 3B L U060 4y CHSHERMNSE®D bhiz, 7
BF Y T AOFRRINIA T SIEHERIL, =R F2 YT ATHRTEETH o1, (B
R 44)

TFNT A= VBLUNF LB — VTR SN ABRICHT 2RI, 71
FVF A, = FFTERLBANLLRA S Y T AEREHEE U B0 OW T RS
EHTWB, =FATAT—LETALET (6.25 mgks) WELEERIGEEIND
REIRESR] (30 4)) k. HEEME RIS 30 SENcRO (0.1256 mgks) HE54THZ L
R YWEBRERSRO NI, ~FY IV T Y A REREAN (85 merke)
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545 30 SRNCEAWERmEERO (5. 15, 45 mehke) 5T 5L, AEHEEKENT
i1 2 DEEIRFFEIL 2.7~3.6 fHCHER Uiz, (BHR 45) _
AEUT 252 RE LFBEOHSES SR L UHBTEICHT AERIL. T eF
ST b =R TERLHBVNETAS Y T AEHIRE LT BROZEC OV THBHRE &
NnNTW3, BEEDERIX, AF 72 I8 ZET Gmgks) 57253045
e aF VS A, = rSERABLT=ZRE YT A (10, 30 mgke) . BitEdiR
LTV 7TENA (10 mghkg) 2FNENEORETD L, TuF Yy T A TTRFTEAA

DT EAAL 10 mg BEEE. TAX YT AT 30 mg REEECHEISESIEOTHENTD
bivic, HMBATENE, AF V72 IvE<w TR GIURD) WWEIRN (16 mgke) BE5
530 5ic. TeF VT A = b IEARABEIUTAZ YT A (%30, 90 mgke).
BB E LT a2 F— 6 mghke) 2 FNFhERFRSTH L, ~atY F—
MILPIHRHERER LR, 7aF Y 7 A, = FFERABLTRRF /5 AT
R & 72 INEER D B d oz, (2R 45)

SEFRER T O BRI R A ERE, vV FEAWTERINLTHS, 73 (M,
140) (27 a5 T A%ERAN (0.001, 0.003, 0.01 mghke KE/H) HE5L, #5/T
30 0 (&HBD 10 B : _R—RTFA V) hbLEER 2 BRI E TMEEAELE & 25,
0.003 mg BEFEL LTI LRICT 0T/ T AOEFEREAIRD bz, —F.
0.001 mg $F5#ECIL N ICER- PR BE (ER 27~ T 18 B 2R BN IR bivied o
7

ARERZ 31T 5 NOEL 1% 0.001 mg/kg fA8E/H L& % bz, (B 46)

%—Jﬁ’ﬁ)ﬁ:ﬁﬁn%‘/“? b, = FTERABLIUTZRAY Y T ATHBRS SN TV,
Tyt GF6ID) I&WBRMERHRIRD (FuFYF A 1, 10, 50, 100 mg/ke &
BR, = FFERABLP=AZ Y Z A 01, 10, 100 mg/keg (KE/H) #4530, 60,
120, 180 B LR 240 HHRiZ, T v FOREEIRETFCHEA KEOERITH T 28/E
RERRE Ui, 70TV 7 MC@ERERIEERD bkl = b T ERLTIZ 10 mg
PLERERET, = RF V' T AT 100 mg REFETIIAL P REFERIEDO R, 7
0y T AOESEROREL. AR TL= N ESABIVZRZ Y FAD |
1B Thot, BB4)

EFEBICHTAERR., 7uF Yy F A = FEARLARBLITAZ T AIDNT
HEREt S TOnD, Ty b Wistar B, ) 2RAWC, SERUEEHHRDO O
F5 51, 10, 50, 100 mgkg KE/H, = FSERABLUTRZ Y F 51, 10,
50 mg/kg fRE/H) %45 30, 60, 120, 180 B X240 HEIKIERAIE LT, T rF
VI AT, 10 mg DL HREEECIRE 30 5% 0 BERTFWR TR bz,
#5240 sy VNICIIIEE S E CRIE H 5 WiXEEERAFRD o, iR, =5
AL 10 mg BLERERET, TAX V'S AL 1 mg DR SR CREBIRGEAR TN |
Boie, WINOWBRYE b BRETHE TR 25 L, BEOERSRD b,

(BHR 44) :
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(5) HILFR~DIER (B 45)
IEEE) (A X, 3 T, Z218) R AEME. 7 uFy AR FSERA
&x.ov YCHERRET S T3, WigksrinE & H1< 0.01-1 mglkg OEHARNRE CIT 2T
Lo TE,

HEEEIERE (=7 R) IZHTAEfIZ. 7TuF /7 ABLU= FIEALREORS
L7cRED R O AROBENRIZ DWW THBHETT SN TWa, 7 eF Y Z A 1-100
mgkg T, = FTE5 30 mghkg TREEIEED Loz,

WERSHW (W R) IxTHERE LT, ja;wm—-)lﬁlﬂ%ﬁﬂém@& YIMERA~DE
EIZONTT BT FABLU= RS EALTHERS S TS, 7rF /5 AT 3
mglkg £ TOR TEES TEEEIRD bWRhofs, —F., MERWE L b2 10 mgkg

THEBE RN EERSWET 2R L, | -

B (72 N 2RI, 7udY 7 A 1-10 mghkg £ TORABE TR
BIRER L UBASWE L BICEEIIRD bhiahoT,

RBH5 (T v b BB L BT 12,5, 25, 50 me/ke, &O) ICR3 2R,
FRFVS A = hFERABLIUTRRZY T AV THERE STV 3, 7 oF
Y ZABIU= b FEASLTIE 50 mg FTHHEES LOEHEL HICHEERD O
RDT, — 7, TAL YT AT 12.5 mg TIEHHEOHEN, 25 mg T HHEE O

DY BT,

(6) FKIEMBER~DOER (B8 44,45)

TR ERIL, TS T A, w%7thbkiUIXﬁ/7A1wﬁﬁﬂéhT
W3, EAETY b (Hartley %, ) BIOWWHF (BAAGHE. #) 0B &85
B 1BIU2%DBETOS5 mLiET L. FECh 5 A FOBICIEE (05%AF L
ENAE—R) BT L, T 10, 20, 30, 60, 90 BN 120 HRBICAEL TvDR
OBTHE L TABRREHER LIz 25, SEEWE L IO ThoRER I UWIE
BA 3 MEBWT bABRENIIEY b, REFFEMERIRED bhhol, TaFy
7 LORFREHERIL, = ESLBLUO=REZ Y T A LREFROERER L, (B
R 44)

PR RAEAR (Wistar 27 » b, #) OBTHICHT 2R, T aF'F A,
=FFERABIUYRZ 7V (BHERR) CTHRERF SN T3, BRI
HEEEROSNICR L, T aF VT AR 0.1 me/L FTEEEA B2 o753, 1-10 mg/L
ORECHIEERIH R bhiz, = b 7Jzz\m;’r 10 mg/L THREEASHIHIZS, RS

Z U > T 0.1 mg/L TH S RGNS b, (B 45)
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(7) KBLUERERH~OER I 44) »

IR, BATENRH Na', K", CI. NaK), pH, ZAa—XBIORE L7 Iickt
FTHEAE, TaFY A = FFEAABERTRY Y S ATHBRFEN TE,
7 v b (Wistar . B, 5 VO [CEEBWEEL LN TNBEED TaFYF 5 1
10, 50, 100 mgkg fAE/A, = F T ENABIURZYF A1, 10, 100 mgkg &
B/R) HE5L, BRLERICOWTHER L E A, REDENAT 0T 7 LT
50 mg UL EREHT, = b7 ERABLUT AT VT LA TH 100 mg HEHTRO LN
7ro RYBAEE. pH, /N a2—2RBLURE 321220 T, WaEhoEEmElsl
WTHH ORI b oT, TRrFY T AIRAE CRIEERE NS
Tds, ROBAE, pH, 70— 2BECRE V-7 ICHBR RIS, = T8/
BLUx2& Y75 EEUOERBE LR, .

(8) MKAEMER BE 1)
PIREERAIE. 7 b (Wister SR, ) %Hﬂb\t{?ﬂﬁ (I 7 5=V RO BIERE)
W28 ONWT, TuF VT A = b TEAABIPLAF YT A THEBIRN &
HTWB, 1%DH T 57 =01 mL #7 v FORBICHRER., EHICEHRDE 25
o (1. 10. 100 mg/ke KE/H) BEL, E%ft?a)ﬁ:f%? 1B RAIE LTs, I 55
= RHRRREIC T AMRER T v Y FAIEED LT, = TP AAARBIU
A& T ATHA LR ER IR Bhiﬁ?ﬁhoﬁ_o TuFS5h, = NFESLB
FV=R T AL ORICERZREED bviiho7s, '

(9) 1:BM®HDIMEL &HF‘]*&%&‘E&L&%M‘&HB&E@N%%—& a’sJ:Uﬁ:Ef\CD
HE (Svk) BE4a)

Gy hEHWETRF S A, = NFENAMRBLVBEAF ST AO 1 BEHAWE
1 » BiEBEFEED (10 mgke) BEIZLZ2MBEFOS Va—R, E, TG, Tcho, FE
ERTNALEERTEE, A A Y B L OEA~OEEI DV TR ST 5,

@1 R EEER

FER T, WThoEE _;rou YCHH Brbﬁﬂiémia%&) Lo,

Zna—R TG BI O Tcho 1%, Wi OEBRIEIZBWCTHHLREFNIRD G
hipdole, —75, FERT I:H RIAERIZT B FY T AR XU RS VT K TREAEAH
biv, HERI T vy T ATEE, TARZ T A CHREZLEE. = 7 E A TRER
EBEZRL, A XAV A7 0F Y FABLIU= S ESATHRERKE, =225
A TIHMEESZED Hh,
@1 » AR SaER

EEZT R, WThoBRBEICBO THIALREEIEEED bhihoiz,
CTna—=R TG BIUA VAU AR, WTNOBBDEITEWTHA L ES
B oo, —F, ERRATMLIEIERIZT a5 7 LCHEIE, Teho (X7 w5
V5 AP L= FTE AL TEE, LB BFY 5 A TIRENED bitl,
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8. ZOhh
F v MRV 2 EF‘HEJ%M/ MERBRIZISUNT, 200 mg 5RO MEREC R HEET
PR L OMREERERRD b TnH = &7%6 U PRI BT A 5=
MREBRER I TV,

(1) FURBMSEEICEES 2 s MEER (Sv b)) (B3R 47,48,49)

Chbb: THOM (Wistar) 5w b (MR 24 DU/RHBEE, MEHER 12 I0ARER) 2RV
reEafilEE o (0. 100, 400 mgkg F&E/H) BEICTX D 78 B OREREEFERIZBWT
RBOONEHRRIILTO®EY Tholz, 728, FRIBEFLEY (TiBLUTY BL
UFREBHR S LE Y (TSH) OBIER. 85 28 Bl aflicon T, #5 32 Bicids
HRBEDHE 8 B, 400 mg B 5-HEDHE 4 Bz OV THEM Lir,

T: B, &5 28381 100 mg B EHELLEORER K1 400 mg HEHOMTHERR
EAFD b, € ORECIIAEFARERY b/ (100 mg: p<0.05, 400 mg: p<0.01),
F/z, 400 mg BEFTHFEE 2 BIZBWTHER (p<0.01) REMEITEDHIL. WV
Thof b 28 BOBIEHE L 0 BEE T Uiz, —F. TJfEHE 28 812 400 mg #
EHOHETHEE (0<0.01) 2EMEIFED LN, 32 BICIEERENIEY b, TSH
B2V, 100 mg Fe 5L, B CRREE 2N O i EE RIS A B, 400 mg B 5 3E0MHE
TIHE (p<0.01) Thot, (BHR4T)

Chbb: THOM (Wistar) 7w b (M 127G, #E 36 [O/HBREE, E 12 UT, H#E 12-24 I/
REF) ZEVERERRD (0. 100, 400 mg/ks KE/H) BEICX 5 65 BREIOEHE
MBI B TEWD b BT R FO@Y Thot, 8. Te BRIV Ty B LT
TSH DREE, 5 28 ISR SEHOMREEE 12 flicounT, 85 32, 53 B8LT865

ICFI BRBEOHE 8 B, 400 mg HSHEDHE 4 FlZOWTEE LT, ‘

Ts fEiZ, 5 28 B 100 mg #E5FLLEORER L7400 mg j’i"a‘-ﬁﬂ)ﬂiﬁfﬁi‘fﬁﬁ
TE25E8%0 b, £ ORRET I AEFEEMEDTR® b vk (100 mg: p<0.05, 400 mg: p<0.01),
F7z, 400 mg BEFHTIIES 32 BBV THER (p<0.01) 2EMSRDLh. F
IS 28 B X W EEETR Uir, BE5- 53 BLUV6s BT, WL E 1 HICEE
R b, —7F, Tq BEIHEEFERSEED b, 400 mg BLEFHOMECIIRE 28
BLUB3BICHE (Fxp0.0l, p0.05) Tho'z,

TSH {EiZ, #5 28 3EIC 100 mg BB ECHEEAL DAL, 400 mg HEEEOHET
HEE (p<001) Thok, 728, BEE TR THT 2.5 5, HTIE57
EOBENTRD b, 5 32 15X 53 BT 400 mg H58EO 2 I TREINED b
23, #2565 BIZITV PO W T L RRE E RIEEOE Th o1z, (B8 48)

Chbb: THOM (Wistar) T v b (% 60/&E) % BV iziaGiEn GRERES G440,
200 mgrkg AE/B, RBEZG6L: 0, 05, 2.5 mghkeg KE/H) BEIC L3 13 BED
R EMRBRIC BV TR bNEEEFR RIS TOBY Thote, B, A5 TILE
HEHE (G44) BLEAERS (G61) O 2BEORFPERSIN TS, G4 T
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137 v MBI 5P AR TRRRCEE (FRRE. PRESROTHE, PR
OFERMEER. BB RES) M50 5h7= 200 mg DHEZHFTEL TRV, H
AR BRI EEEA b DWW THESRT A Z LA BRYL LTW3, —JF, Gl THWVW T
205 BLU25 mg DA HEEEFEAEDE X100 BLU500ETHY ., EAE
WZIB1T B SR~ OB L1 NOEL OREZBRE LTW5, mit{rs
BE TSHBLIUTY) 1k, #5138 QRABLRTHE). 21 (THAB). 4. 8BX
U138 (%52HB) L_%-ﬁi 10 Bliz>WTESEL, 202 B 3&;51/\;13 AICHIRRIz
L7,

AR, WThORBERIZBWT %?Biﬁ%gkﬁlﬂﬁ‘éﬁﬁtﬁniﬁ&b Bheho
72

-z DEART AR RN ﬁ:ﬁ BEHE T, WThoRERITBWLT Mﬁfﬁ%’gétié
B & A BRI B e o T,

MEEERE T, G44 © 200 mg REFHTIRE 2 @805 TSH @ﬁﬁf;.—ﬁﬁ DR
Do, BRROBE L EEMET L, #5 13 EiCidBEERED bz, Ts {é‘w:
51, 2 BXU4 RIC—BMOEENSTERD b, G6l TIETSHBLUOTELE bIT

HENIFRD b eho Tz,

[ERSEE T, G44 ® 200 mg fz“b}ﬁﬁé“t i, TS - LEEORENRE 3. 4.
8 BXCF 13 18I Lwﬁ&bf‘o:h,to 7o, FRIRIRE 3 BLY BEERIED bh, &S
13 823t - BERICHEEREEIRD b, G61 TIREFEISRED bhih o7,

TR T, RFCEET D L EX DO EERBD bhad Tz,

PSRRI FEE S TR, (B8 49)

(2) PIKIRHEEICEd 254ENFER (B M) (BHR50)

BEEART T 47 (B 34) 2025 meg/ BOEERIEZ 1 B 10 14 AR O#RS
L. T3, Te 38 LOVTSH OZBHDUVTRE Lic, FTER TV TR EHT 8 8 (RBE)
FIEH SR X RS0 3 BIRIE UioRER, RS Re s L 25070
EEIIRD b bol,

(3) TR RIZBEEICEET 2R (2F 51,52)
TaEfA— RS EHIC bl 0 iR e R SRt E e AR e BN L W B X
NEEE. b FORKEATT v o FRRBOER, BHE7 TSH M X 5855
MEREORERBEN D LAREIN TG, £, #7 v MG TSH ol L~yr
AT EESTR D, BEER LURNS AMBRERI R Clixy 0L E %
BEEINEEA, B ERHmEERE L UEEOR W REERFEIN TS, Ty
Feb FOBTAGNATEZL LT, B MIEARTT v b CIE Ty OfEEPYeiniE L
<EWZE (BEb:59H. Ty N 12-24 B5f8)), b b D TyidpnsEs o7 T
HBVA X UmEEI 7Y v (TBG) IKHEELTWAR, Ty MTIRZOF 27
REEET FVT7NTIRTNT I ERFAEL TN T LBET 5, 7238, TBG
D TR BREEBFHEL, 7 LT A7 LU ZHATR L000EB#< | b R oiskik
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EOEE T O]RITT v MIERTRNZ E8 55TV 5,

9. kb MIBFHAHRIZONT
(1) ErRFT4 7HEE (28 53)
BERe MR T 407 (B 19420 5%, 12 4. HHEE T6kg) KLV, TaF
Y7 & (0.1, 0.3mg : 0.0013, 0.0039mgkg ZFAY) HAHVEITZATE L (10mg: |
0.13 mg/kg iZAH) BAETE O S ORI LU © FEIC OV TR STV 3,
ZuFy5 A 0.Img, 0.3 mg B E 7T A 10mg IBEIC LY, 5 1 RE»S
6 R OMUMERICEBEARZ{LATN, TOEGI 2 BERIURbVEE Ch- T, Eik
& LT 8Hz RIEOIE IR LT, BE~ORETIIT vF Y 7 A 0.1mg 37
WVTENRA 0mE IKHE L, E5I27 89 7 A 0.3mg TIXZhbOIEE 3 fFoiEEs
F LTz,
it ey J?:bht%%n%ﬁ‘éﬁﬁt%’ﬁfxa THIRFV T A 0. Img 7>HEEEENE
iz, .

(2) BWERZIZDLT (218 55,56)

TaFT AT FMEELE L TEREA, fiAE., BIEEGSHEREREL L THA
ENTW3B, EXRBEERE LT, HHsEEER SR GEERH) BSEEsh, T
ORWER & LR, BE, REERIC X 2DiRE GEERR) BHEIHhTWE,
Ele, ROV Y U7 R U RERAORE T, FERIMENENS T LM E SR T
W3, 7Y T AOBERRER L OCHEER TROBIMERRE T, JIESERE 6,548
Flh, BHWERARSRE Shi=nil 256 51 (3.91%) Th-o7r. ERBIERIL. BIRE - B
K144 (2.20%) . 5 B-0F 664 (1.01%) THEREL 504 (0.76%) . 725 & 484 (0.73%) |
HEN2EH (0.38%). FE S (0.12%). BEERTH (0.11%) FThot, BIER
CHRFE Liziadr, ARIOERASES RO, IBR. 5 - £ - REEREES
FOETHEZDZIEBHD, Ei, TRMERICHT 5EOMS & HEWREIL, —
AT s L 2t J%ﬂm“é EHMBINTRY, WA L CHIEER S ONREHERH
BLEhTWA,

IR, R, RS, INRE~ORSLEECRETIUNERRD Y, i, 558
ERIHHREL TV A TEEED S BT, LTO-QD & 5 eliERn s 5 Z L bis
LW EBREE LN EhTNS, '

O FHERICASV Y UT PV REAMOR SR 2 BEOTICERERORS
OEER 2 HE U AR BEE L i L TERICEWN W) IR OBEERRE X
HTWD, :

@ FARICTHILEE, HERET. BR, BEOHERSEEI T8I YT
FPEURIEEY (OTFTERA, = FFEAL) THEIRLTWS,

@ . OIEETNOER LisEE, HEAFAERICENER GEGER, Bk, BERE)
PEND Z LRV DPTEEVRMEEY (PT7ERL) TEEENLTWA,

BIREA~ORSEUTIORTO, @L52@ERHs 2 &, EHEROEERIER
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THUAGEMNH B L NOREHT A T EAZEE L, SR ETRETIES. B
BT ESEDZ LR TS,

@ THERTHANPIBAT T Z EAFEEh TS,

® b MEAAFA~ETL. FERICER, fERISETED fh B, NVUTE.
EVREEY (PT7ESR) THRESh TV,

EHHHEER, FER. AR, DR EVNRICHT 22 SR & TURYy,

10. E MBREEEICRIZESEEICONT |
TaFY T AR LT, in vve s XU in vitzo W THIEERETRET 27 4
B LR TR,

0. SRR :

1. HRME - BEEHERECOLT

 EAME - BEEHRBRICOVWT, TuFY T AREIC AR, . ERREL
FERICEBERIEEL W, 7y BB TThh R nEEFgickuy Tt
NOAEL A3bh T3, ¥V AD 18 i B RS AMFETIL 0.3 melke {KE/ A LI L
BEFCEENSTED b, Ak AT 13 BRHESHEEREE T, 1 me/ke FE/BLL
R ERCERAFFEO LN TEY . NOAELIIE LN oT, 52, $AEH
VW BERR ORI TIE, 0.063mg/kg (KE/ A THEETD - 75%??@@3&4\ {E
WD T 2R Hl55 % 5. NOARL 18 H b o iz, =0 LOAEL (0.063mg/kg
KE/R) 1, Ea - BEEEEERTE LN NOAEL i LOAEL X D {Ed o7,

- BB, TV I AOEREMC OWTORBL, —REERRTYYFEMOET
2 F T AOBRPRFIZL D &%%@ﬁ%ﬁ[ﬁﬁ IR ARENHEREINTRY ., B3
8 NOEL (NOAEL) #%0.00lmg/ke A5/ B Téhotr, Ll IEHIEIEIRE
EDi, U A7FHRIEI OBRERWVSDITEY TRV EEZ bk,

2. ARERESHUSERICOVT (BE54)

7y FERUVWEFDA © 3 FRBRR OV YR X HRE TERGHR SRR S E Sh T
WA, BATAEICOWTIEZ v b, DX ELBDHLERTWRY, 7> MERAVWERE
SRR ERE GBI Tk SEMCHT 5 NOAEL 23R b, 0.05
mg DA ERESRCIR 7)) O4#% 21 ROBROFERERIEN -7 T &7 5 NOAEL
DR LTV, OATERAEEHERBRCTIINOAEL 233k) b T\ 5205, EEN
B OSSR R 5RO LOAEL MU D AFAFEATMRE TR LN/ NOAEL L R L E
THENZ &P h, ARERAFEFEEROFME LT, 0.05 mekg 5/ A% LOAEL
LT HDPEHEEBZ BN,

3. BiEEE A BAAMEICONT (B 51,52,54,55)
BRI DV T in vitro T Ames B8R, ~EH DNA SGR, P EREE.
B FEHFER, HGPRT ZZAKERBRICBWTHRRIIE TR TH o7z, Hiz inwvo
IV B EGRERR, /MERBE EEEFHBROV T LRSS 2 L b,

44



TaFY T AECEEEEIRNDOLELZLNS,

ERAMERIZOWTIL, v U REBAWE 18 » ABSEAAERBRE TS v MRV
7o 2B AR EE SN TS, ST ADRERTIE, BPAMEETET HRTR
ITELNRPo B, Ty hORBR T, 200mg B EBORECHRIREIRE, #ETIT
FOREN: U o SER OFEIC BT B HRMSEO G 2/ R A ORIIAED bk, 0
RSB IR DR AN D A 1 = X M ERRETT 5 7 DR PR IR B 2 5%
BHEMRRRERE I TS, FORE, 7/%Tmfn%f7A®%ﬁiwﬁﬁcﬁ
WTRRIBHFAE ATs 8 LTy ROFIRBIIEHR AT (TSH) ~DEERTR
L. TSH ORI LY. T v M ﬁ&%ﬁwtﬁﬂﬁwﬁﬁﬁzm%ﬂ%t_
R BRI RIS AE DR AN % & 72 H 4 FIREMEDS R S U7,

DT v TR b FRIBEIEEL. ST AT AOEEREE LT
AREMES TR ST, iz, HOFE THRD LT HRERIEOIEA I UMD faiR
HOEMWY L EOENMERIZ DWW T RATRS A0, T ud /7 AREEEEDE
TRRNWI &, T TR ONTHEBAMEEZRETAERAELL TN E, BT
T v MZBWCIRHERC DA, Zh O EFIEREDRAEDENIRD b TNE T
EHb, ADI OFRENRFIRETH D LE L b,

4. b MIHBITHEEIZDOLVT (2R 55,56,57)

BEOE MR VT4 T aFY T AREEROERE U, MERUREM - TERRE
ZIToTel T A, Olmg 51T X 0 Il R USSR TRENR SN, ZOR
ﬁﬁﬁﬁéLWﬂLm&m@tbﬁl(Q%Bm%@@ﬁm 1.3ug/ke {68/H) T
Holr, -

Fie. TuFY I AMIERCe FEERE LTHEIEEA, Jire, ERSEER LN
L UERASh TV, 0.25me/t MA (b MEE# 60kg &35 & 0.0042 mglkg (K&

" /B) OEEAETHNE, BESORWERNRE S TW3, £, BEERTH L
TER~OERBTHUBRICRATIRG, RN - £550 - REESRHISEOET., &
. FENE, ﬁ%k&owh%m@W%m%AéhTwé

ENENEEO T KRSV FOBRICONT

FREOBERRITIO T, RV AMEERRICE O T LOAEL 2 0.063
mglkg KE/ B ATERAFMFEE CIL LOAEL 1% 0.05 mg/kg K&E/H, & FOBRERS
7 4 TEERIZISV T LOAEL i1 0.0013 mg/kg K8/ B A& bz, 7aFY' 7 ak
B\ X AT, P, BB PEEERICIEL TV, ShHOEEIL, b b
TELEFENEV EE X bh, EREWDNOELN- LOAEL it MNERHEL VI
40~50 REVWE L 2> T3,

PO L 2EE LT, ADI #RET 3728 ®I/F$4/bkbf\tb®@ﬁ$
7 4 THRERICEIT 5 LOAEL0.0013 mgkg E/B AT 20OMESETHL & &
Z bbb,
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6. —ABREEFEEADDOREIZ DT
FOFY S AT ONTIE, BIEEEEZTRERNT b ADI 2RET 2 2 L NHE
ToH D,

BHREHEBRT BT, B b B R CHRIE R S OBEITRY Bhﬁ,&%z 5%
5%@1\EF@%%T7/T4TﬁﬁhkﬁéummL&mBmﬂgﬁ@@ﬂf%o
Trs ZORBMENPLADIZRET HIZH » Tid. LOAELASNOARLA~DZEHRI0, {BiE
210 OESFRE100 2EFE L. FHEENT —F 0> 6ITADI 110.013ug/kg (FE/H L3R
EEND,

utc}: . FuFY T ADERMEREIET SV TiE. ADI P LCROEEREET
ALLEBELEEZOND,

TuFV I A 0.013 pg ke (KE/R

REEII OV, HiHBEREEE A TEEEEORE L 21T IR To 2L
£95,
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<Hl#1 BEEZFORT>
ADI —HERHFEE
AP FILAHITHRIFE—
AUC MR MR E — BB R T EHE
BUN mAEREEZR
C el EE
GPT TWESUEEE ILE VBN S X TR —1HE(—ALT)
Hb AT O (MmEFE)
HPLC = | Edkon<whsSo
Ht AT ub
LD | RMEER
LOAEL BRINENEE
MCH FHrmkmnERE
MCHG EHFR RN & R
NOAEL mEits -
NOEL EERE
RBG pidliiks Ly
RIA BHRENCE (SVA AL/ TyEA)
7 HEEE Y
Ty ME—Fyrn=z
T, oo = B
TBG HAOxueE&s a7y
Tcho BaLZA7F0—JI
TG r)FYLYR
TLC HEOOTLIT STk
Trnax B i ML(ER) v i EE B A )
TSH HRBRREALES
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<sWE> ' - .

1 7eF/ 7 r0PEAEENEEFCETIER, ~— ) T—o T

- ABRPAT A AT SRS HEENER AT T TN (TrFV T A
ERPRS LT DFOERA) ORMERFZEFMARIMELEH CRER)

2 Blood levels and metabolite pattern of [14ClWe 941 in mice after a single
administration and after 4 weeks of pretreatment with 0.3, 10 and 200
mg/kg, =B T A VIFNNA DR AT BT N RS HERE
Bl AT T FN (T uF YT 2EHHS LT HE0ERA) Ot

- BERHRICR SRR ER CRRER)

3 We 941 BS Carcinogenicity study in mice with oral administration, ~— -
Vo H—A D TFNNA BRIRAT 4 P NS HERANER : A7 7
FNATeF T 2EHDRTETHFEOERA) ORMERZETMIZLR
LHERER (RFEK)

4 FHH B, & BT, R ER, BR B8R, A E, UC-TnF ST L0
‘ R, s5Aids ORI — 5 » Mo 2 ERIR UEGER DB SHOmFRE,
CHRERSIRE, R - Bkl X OWEN Rk, BIFER, Sage—, X
& IREE, 1985, 13(8), p.3333-3344 :

5 W.D, Bechtel., J. Mierau.,, I. Richter.,, M. Stiasni.,, Blood Level,
- Distribution, Excretion, and Metabolite Pattern of [14C]-Brotizolam in the
Rat, Dog, and Rhesus Monkey, Arzneimittelforsch 36, 1986, p.568-574

6 - W.D, Bechtel., J.. Mierau, K. Brandt, H.J.Forster, K.H.Pook, Metabolic
Fate of [“C]-Brotizolam in the Rat, Dog, Monkey and Man,
Arzneim-Forsch, 1986, 36(3a) , p.578-586

7 Synopsis of the pharmacokinetic data on We 941 (brotizolam) in animals
and in man, ~_X—VY  H—oA L FANA DR AT 4 B T NS
Nk AT T FN (TeF/ 7 o2 ETI2408HE) oK
REZES MR I/MRER CRER)

8 The metabolism and pharmacokinetics of [14C]-We 941 BS in 3 milking
cows, ~— U v H—A 2V HFNNANA LRI ATF 4 B N UBEREHTERNE
B AT TN (TaFV I AEEYRS LT HFOENA) ORREE
FETMARIWREER CREF) '
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9 The residue kinetics of [11C]-We 941 BS in the lactating cow, ~<—V >
H—=A T TINA BRI RAT 4 BV ROERSHEENER : AT T F
(FaF YT LeFHHS LT 2F0ENA) ORMMEREETMRDLE
RER CRFER)

1 0 Bechtel, WD., Kramer, I. and Stiasni, M., Biochemical investigations
with [14C]-WE 941 BS in rats. (ADME I ). Confidential report from
Boehringer Ingelheim Vetmedica, July 1975.

11 Meirau, J., Biochemical investigations with [14C]-WE 941 BS in
monkeys. (ADME II). Confidential report fromr Boehringer Ingelheim
Vetmedica, January 1977.

1 2 Bechtel, W.D., Biochemical study of WE 941 BS in man. (ADME II,
Oral administration.) Confidential report from Boehringer Ingelheim
Vetmedica, Jan. 1978.

13 SPV-708 OFICBITAEERER, X—U v —A v HFng AR AT 4
Ay RUBRKESHERER AT FN (Tud VS A2FPHES LT
LHEOEHA) ORLRFEEENMICHEIHRER CRER)

14 ﬁWﬂB@#k%Hé%%ﬁ%ﬁ%ﬁf&ﬂuyﬁ—4y&»n4A&b
AT A AT ¥ N REREREE AT oFA (TeF T ARFUK
G TH50EHAD) 0aLEFEEZENMICARIEEER GRER)

15 SPV-708 OFEAAITBIT 2 HAHEEREE, X—0 2 H—a 5t s
FAT 4 P RUBREHHRNER AT FN (TuF ST A2ER
R & TA4LOENA) ORMEREZETMCFRIBRER (RkFEF)

16 SPV-708 OWFLFIBIT DI PREERR, ~—) H—oA 7S
ARPAT 4 AT x NUBRKSEHEARR AT 7 0FN (TaFST0k
BRI LT R OEHA) ORMBEXEOIROMEER CRER)

17 We 941 BS Acute toxicity study (LD50) after oral administration to
Chbi-'NMRI (SPF) mice, X~ U U H—A LV FANL BRI AFT 4 V%%
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