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2-bromo-thieno-triazolo-1,4diazepine HEMRTH V. i, TIEESE, kg, EIESER
PAETAEMMAERER (T'0FY5 A (CAS No.57801-81-7) i22oW\WC., EREHESLE

(EMEA 33— b, S HAEERLFEERERORMERS) VW TREREREEFE
£ L, o |

P gt U BRAeEiL, 558 (U R, 7y b A4 X, A, RO M), BY
B (). 2EEERR (vU R Ty b A X, UEFRUY L) BAEEERR (T
R A ZROHN), BEESEREBRURSAMEER (VA 7y FRUYV), R
AEMEREOESEEER (Tv b, UUY), EGEEERETHS,

BROBRNG, 7Tudy T AREIC X 228N T, e, EERT SRICEEERIZ
BEL T\, BRI A8, BABERUEREHRIIFED oo,

EBAHRRRICEWNT, 7y MOBICFRIESRIME, 7> MOBECRTREMEY X
[ER N FEIZBIT A HREEEOBEMRERD bR, 7 sV T AREGEEYE Tidk
W2 &, TR OWTRERAMFRETEEFRBPELN TV 2N E U7 v Mokwn

CTiIEmAERC DR, _hgﬁii%fér EDEADENMFRED LN TWBZ En, —HE
BFFAEE (ADD) OFREENFETHI EZ 10N,

L BERROEE L%ait IIERROR/MER, & FRT VT 4 TREN LEDNR
/IMEFRE: 0.0018 melke IR/ B Tl o7 75, _n%:ffm}: LT 100 TL7- 0.
013 nglke A8/ H 2 — AIERGEFAR (ADD LRELTE, |



. FHENSEMAEEROEE

1. fg BED | |
B ORBTROUEDRBINEIRE By LT 5,

2. BYESO—8B4A
& TaFST A
Z4.: Brotizolam

3. %4

TUPAC
1% 27n%4@&uu7:ﬁM9%?%£H1%757&h7b77#-

A=V [y s g
¥4, : 2-Bromo-4-(2-chlorophenyl)-9-methyl-6H-1-thia-5,7,8,9a-tetraaza-

cyclopentalelazulene

CAS(No.57801-81-7) '
& - 27u%4@&un7iwmgf%»aﬂ%zxmmmaﬂ

YT Y r[4,8all1,4] T EY
&4 : 2-Bromo-4-(2-chlorophenyl)-9- methyl-6H-thieno[3,2-f] [1,2,4]

. triazolol4,3a][1,4]diazepine

4, 9F=
Ci5H10BrCIN,S

5. 9FE
393.69

6. Ha

7. FRAROER .
TRFVTEEL, FAY - NP A LT NN DRI TIREE D 5\ R
IRERDOHFEOFHHFER SN/ 2-bromo-thieno-triazolo-1,4diazepine FHEAETH B, & b
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FEESE LCHBEEEAK & LTHERSATOVAIR, o L Cil AR RS0 #
B BRy L LCRE I,

ORAETH. FAEHAE LT1998 £ 9 BIZARE SN, 199946 A XYW ERFEENT
W5, Bk AERE, 4lose Tl E_@k LTHRE lkg WiV 2ng LT OEEEIRNICE
iz b lEh, RRIETAEDICERTHE12 HRMIERICET -0
ZET 12 FFEMERAZEEREE LT3, ‘

¥, 7T (198746 AAGR). KA (198849 BARR)., 747/ F (1990
10 A&, A # V7 (19884 9 Hv% B SFHARICROTHAL EREZY, TR
ETWA3, '

I. Z2HICRIHABROME
1. ERAY - 390 - 403 - HEREER
(1) B558 (EIIR) (BE2) o
Chbb: NMRI R~ 2 (9IL/F) |« UCHEGET nF V'S M EERO (0.3, 10,
200 mgkg (FE) BEHLIWIEEESE 0y T 2% 4 BEIRERD (0.3, 10, 200
- mghkg{KE) #5%. RAED UCIEET 0TV 7 Ax HEIRANRS Ui BROENERE
BFRBIVTND, ok, FEBROREEII~ UV AEZAWE 18 » HHRBBAMER (B
B 3) LIR—REICE Eé#’w‘w

UC T BT 5 ADBEHR S X UYHER 7 o F/'7 2 0.3, 10 mg ® 4 BH#EHR
B0 WCER T vV T LAOBEBRSICBT 2 TR RESEERER, 2nEicdk
i ABEHEFTEWED 2. 1-4. 6%OEFEICH oz, —F., BRI =T 7 A 200 mg 2/
#15 U388 0 M P RGNS ERETL 1.0-1.6%IZE T L. Coa BI U AUC HIEfESS
Dbz, TOREREE LT, RERET X ARINROE T oRERSEIC L 5 RE0E
BTRENE, LHLAERE, CoxBXUAUC X UCER S u Y 7 AOERR I
LT w0 T LD 4 BREHRSFICEL LT, WTNOREICRW T bAROMEEE
BRULE, T, T K2OWTH, B SE0FERS LUREEIC X 3R b LT

 (Tye: 2.5:3.8 BFE). WFRICEWT bR 28RiAsE0 bz, HPLC K54
ok, “C E R nF Y 7 AORRER L UEESR Y o7 7 AOFHEEICEDL Y 72
SEERSEMpE LTREM A (AFAE0KERY) (22.2-830.7%) 2@ LI, 20l
RE D WiAFAE) 172%), REMB (U7 EVBOKERE) (12 3%) BL
USRE LR (9.3-23%) 23D b, 2B, ThbORIMIIN TR HIREHE 305M2
BESINATNBZ L5, WTROAEIZBOTH7 v 5/ 7 ABESHIAFE IS
ZEBRRENT, —F., FEEH T 0TV T LD 10 B L2200 mg ZHERS LIZRHIR
D, KRBT — N EREL, EEEWE (21.4305%, TaFY S ADT = =/VER
KB EshiebD B2 6ND) OEIGIMEM U, T RE® B 38 L URH

i D OFIETERA Uiz, KRB A OSSR bnihois, £, FHEHR
TuF 7 AD 200 mg ORMRE TIEREMEOEKE (5.3%) B L, ZoZeh

VAR O ATk ¢ 1 USRI, DT, BCEES2TNERC. )
| 7



b, v ZRIZEITS 10 BLTU 200 mg @ 4 BEFHRE T, F 7 o—AP4501C L5
BEREENAE U TV AR ﬁ#ﬂ"ﬂﬁ‘ =hic,

(2) BEHE (ﬁ? v k) (S84
Sprague-Dawley 5REEZ » MZ UCHERT n T 7 A 0.6 mg/kg ﬁ@/ HEHEERIK
7 BERERORES LB OENTRESFR O TN 5, BB SO Ton 't 1T,
FO & ED Crax 1% 18.6 ng/mL T o7r, MHANHOEKIZBRELR_HEETH Y, T
(BHE) X105 B ChH o7, 7 AEREROIREED T IXEKEER 5% 30 2T,
FDLED Cuax 1E 51.6 ng/mL Thole, MHFDDHOERITHEEREEFE AFIRT
B0 To DMRERAN R LT,

R SO NEE R 5% 1 R E Clcig e AJBOD#EJ%%’CFEEF%'{@%H‘? L, B
& g B, BB L OFRBIC EIBE DA IR0 DA, DIILRERICR
#= L, 7 BEREROBRESOEBNERET, BERERE L RIS SR ERE% 1 8
METIERLRY, TbOREbEERSFL ARE Chol, 5 4 FRLIEE
B EHR SRR B 3o T ASRISEITIREE L, 325 48 BRRIEITITA CORRE
THREIED 110 LT Eirole, o, FEHEMITBGENERRE T 5 2 Lilad T,

WS 48 FRTE CORMHRES 7.6%. ETHRIE 88.0%Ch o, T B
SO S SRITRSE 48 WHE COR - RFHIKIL 4228580
5.8%33 LR 83.9% T, HEHLE L Hﬁ%‘%«am

é@&%ﬁé 24 B Co AT PHEEEY 84.0% L Ei < . TR 12 13R 54 1 BEE
¥ CICHEIcERE S v, B LI RBH 2R OB ORI E T L. G5 24
BRI PR TRE O 3020 28I IR S hu, BBATIEERERIL 32.9% ThoTe,
Sy MEEF LT L OFEEERIT in vivo T 50.6%. 1n vitro T T7.1% Tdh-o7c, B b
MIER L CMFET VT I 2 EOFEERIL, F44.0%BLTN90.9% ThoT,
HERE#S 2-24 o P te &Ekiﬁlﬂﬁ*ﬁﬁ@ﬂ: TRBishE ifichizo
T—ETHY, PL5ThoT, .

(3) BERE (Sv b, 1 XBLUHIL) (BHE5)

Chbb: THOM 7 » M), ©—Z70 R (M, 458 RO7H7Y0 (HE3HE, H25E

TUCERS T oY T AR EERD HAVIERIRA (0.5 mgkg KE/R) BE LD
RNBIEEIE SV TTRRLN TN B, it\ S v MU CIAEH FRHRE| ;OWC bR
< T3,

WTHhOBICEN TS, EOBREHBOT 0T S A RSRED D BAF 2 RIERR L,
Cmaxr B Toex X ENFNT v FT 63 ng eg/mL BLTN0.25 B, £ XT83 ng
eqmL BI TN 1EH. FATiL 167 ngegmL BLU 1R TH-%, £z, BABE
UBARAR S & bIC BT RESREOMAI AR R L, BORSILETS Te (o
) 137 v PTOL A, A XT236[, YT 13K, Twe (BHE) TEhETH
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17.5 B, 208 FFfiis X OV 17.1 i Ch o, BIRAREICRITE Twe (ofl) X7 v
NG04 05, £ XTO08EM., VAT LLEER, T (B4 THEIFN 148 B

ﬁiﬁ\ 18.4 B:?E:FEﬁjSJ: w 18.9 E%‘:Fﬁﬁ_ﬁ%oi‘:o

TR LUETL L ORIEIEL, BARETIET v M T83.6%. X T36%, YL
T 87.8%. BIRFHEL TIIEN T 88.5%, 82.6%BLUN8T.0% Th o, Ty b T
IEEPEERIMEL . BOB L URBIRNER 5% 6 RV T 56% Thotc, —H., A
R LU BT B BHREERIT T2 49- 51%:13;()% 28-34% Th o Tr, WTHORE
ICRWTh, 7 rFY 7 AERE 34 BRICESICHRES N,

EERINRITT v b T89%, A X & %mi 100% & EEZR L, l,\-g";}'w)@ ZHUN
Th BRIFRRINENRD b,

FEFFERIERIE S v MRV TEREE 10 B E THLNTRY, #E% 1-2 MK
THROLEL, b 0 OFRERIIBIRRE T 24.6%, BORETIE 143%TH-
7o Fir, #5% 3 R E CICBIRNERE T 54.7%. 5% 10 R CIIRAIRET

72.9%. FHIRAEE I 84.8%BSEH-FicEEt S i,

S v FOEH R, Y5 LU X ORERESIC VT, TLC 12X W =B

- TWSe 7y MO KT ADRPICREMEDHRFTERIIIZE A ERBD T,

B-Znsm =Y ST U=V ANT 7 Z—FIT L IS EERRY TLC o RLSt
VO HRERTEEIIER D b o te, — . A XORBICIEREAL TLC TR UEH)

| BRI LUV o0 DA REMNED b, B-SA s ami—E

T U AT 7 BBl L BIRSRSIL, Ex ORSTIRZE OO0, Wiho

FEIZRBNTS 2~3 BOZERBWHRD bivi,

WHHDT v MCEERD (1 mgkg KE/H) RE LBEOM RS X ORI H~D5
i, HETZ v PBLUMEHRT » b GHE 14, 20 BX1r22 H) ICHEEHEN H DV VIEIRA

(i - 2.8 mg/kg {FE/H., RHE : 3.4 mghke (KF/B) HRE LEBEOHERITIZOWT
EFA— N T T T4 I X VRARIBENR TS,

I ks JOFLH HER R, WA T v MCBWTRER 24 FRE TR~ TV
B, M & H FBEORFSIIRIE TSR by, #E5# 24 FHETIIWIN bR
RRETARRD BN, BE 4-8 KEEOLHT T2 AV TLC 12 X 557 %

TR0 R, REOHRTuFY 7008 THY . RELERIITBMETH T,

A — T 7 4 =AW ENSEL. By FERAWTERE 05, 1, 4, 85

- KU 24 BRSO TV S, BRAR X UHIRAR S & bICERO D — &

AL, &5 0.5 KFRICHBRC 2 ~OaFGE0 bh, il B, SHERLURE
BCEBEONTRRD bz, £, WIhOBRERKIIROTh, HREIIH—

- MEEFEEET A 2 & AR SN, %5 S IS IR ER LU S AG
BERHLN, BiE BIBEBIOEN~DOLHILDT I Cholr, TOMOIEES - ik~

DHFALEE A ERBD BRI T, R 14 B L 20 HOT v MBI BERSTEIL.
R OB L UBIRAIRE 15 R0 24 BEES TIIa R~ OmBnas bivi-, EEEEI
B D BATEEORS L BB~ OATIIRRE Chol, &S 24 FRE T,
IRIRICHER D b EEED R E:nta



UC BB uT VT DDE R I REERPALATND, VVIET AT IvBL
. O MNAET VT I & OBERIIFN TN T3-8T%R L 1UN86-91% CTh-oTz, Fiz, b
h g & DFEEEIT 89-95% ThoTr, MHFICKITS UC B v 7 Ak, EiTM
FTW?SV&%Abtﬁ%T@ETézkﬁﬁﬁénta

(4) B5HER (7 vk, 11X, PLEBEUER) (5EEE 6)
Chbb: THOM 5 v b G 6[L) Iz UCHE#7 1 5 A 10 mglke F R NEE L,t”
- OREHFEREY, O —INVRBLIOT SN MEHRE 26) K UCER T v
75 10 mgkg ZRORE L BORPHREY, BEr MR -747 (B34, &
PE14) [T HUCEFRET nF Y 7 45 0.5 mg BN RE LB ORFEREMIC OV THRAS
BITWB, -
2TOEITBIT, 71:?/ I AFEEEEA#ENE, Ty b A X, TARE
Ve MW T, TERBIRBKIIT 0T/ 5 L5FOML RENLCIT B KEME L 20
BITH<IEBETH D Z LIFEREN TV, REMEIIRtEShz & LTHIERICEE
THD, HEMEIZLY, Fy bOBEHRBIUYADRNbAREED 1UC iFHT
FV T LBSBERIE SN, TOEET o FOEH T 4%KH, FAORF TR 3%
R THoTz, A XEE FEBOTIEE IR s L& X b, RIA AVt
T B MZBIT 5 REEOBIHERITIRFBOR I 1% TH D Z L R E N,
£TOETHED b REMOF TR LBV L ORREMAB L OREWB Thot.
b FEFMIRIT O EEREMINEM A (B4 227%B L U% 46%, o) LG
B (Fx243%BLU=220%, BHEH) THY. b MekF57rFY 7 A0
PRI TV A D LA SR, $ie, B FBIUY A DRI B
ARG A LG B 0HRITTN TN, BLEALBLY32 Tholk, 1 XITki)
HEBRBPILAHY A LABIE (Wel0sd) (4 243%3 XT220%, BHa) ©
HY. RTICHTREM A LAEW E ORI 21 BLEThot, 2B, R#HE
IS B ORMETHY . RS BIX7 0 U EERCREW B KBkt 5, Fh
A XRORFPLRES WA E i3 0 - FBELER TR B H bR S
13 b0 T EZECEE, SIS A T 30D DIERBEB TH 2 L EZ bh T2,
7y POEBERFEWIL. 7=k FaRi B2 807 uF Y S A LB B (Fx
=14%3B L TU=213%. FEHFHEE) Thots,

(5) BE5HBE (YR, YR AR, YL £HLUER (BB
YR, Ty b AX, VFABLUE M 1401‘,“%7*1:15‘/*?1&%%@@1&561:\
SRR S Ui B ORNEEI SN T TO L S KR LR T3,
7y b AXBICIMZUCER T 0 FY 7 AREERORET D L BEHLER
MCERERT (T b 89%., 4 XBXUWIL : 100%),
Iy MBI ORI UCER T T T AR ENFNEERD (0.3, 10, 200 mgkg
AE/R) BELIEOREEL AUC, Cux PORICIZBIF2EEMERTD b,
VCERE 7 v/ 7 h%<7 A (0.3, 10, 200 mgkeg K&E/H), 7+ (0.8, 0.5,
10, 200 mg/kg XE/H). 4 X (0.5 mgkg KE/H) BLUH (0.5, 7, 10 mgkg & .
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E/R) IKFNFREREROHRSUEED Tha BIR Cuax 1E. TEI~TAT 0.5

B LU 86-71,539 ng/mL., T -k T 0.25-1.0 ¥ L 10 28-15,018 ng/mL, A XT
1-2 BFfR L1 83 ng/mL, PV T 0.5-2 FERTH L 11 167-1,800 ng/ml Thotz, Fiz,

v A (10 mgkg AE/H), T b (0.5 mghkg{EE/R), A X (0.5 mgke {KE/H)
BXUOWV (05, 7. 10 mgke HRE/H) 2N THEERORS Ui BOARFEYERE
e L OVHEBYEHIE. TN EFN~<~UATOSHFEBLUS6 K. v FT05 R

B LT 175 B, £ X T 1.8 B LU 20.8 BEE. L CRE 0.5 mg B5C 1.0 BER
BLOL7.0 K, 7mg 5T 21 B (HAMEFEEIOA) . 10 mg &5-C 10 KeE GH -
KRB CTholn, FHRIC, BEEFEIRNEE LZBROSmREYE R X OEREY
BaliE, T v bT0.33 BRI LN 14.8 B, 4 X T 0.9 BRI LUV 18.4 B, ¥4 (0.5
mg #5) T 125 BEHB LU 189 B Th o7,

uC FRT n TV 7 AEREREAB L URBIRARET 2 &, WThOREERTHE
HZIE AT 5, RRSHITRE 30 I E (IEHEEkO®), FHk. iR
LURIBICEEENRD b, &5 SKEHRICIIEICHEIEER DA, FET
HERE, BIRS L VBB TS CBENRE S IDRE RV,

BB L UBIRANRSIC L0 “WCESR T o FY S A —MEM s EE T 5, R
Ty MoRET A LR ER L., ERBINCIIEE L BEW~OSMRIIRS L 2D,
BT v MoBERO®RET 5 L BTESRE P ICED 6L, AR T P RE & [F
BOWRBERL, WONNEET A Z RSN, WHACTRNRE T2, &
PSR S% 4 FEE CloiliRicg an s, £, FPRERHT PRE L FH
BRICESOVREEITW b, '

FABLEOT v b AWERERERBROFER, 7 nF Y 7 AIERERNS L UBE
 REBEEIEFD LN T, E, Ty MFIZn V—AEFRAVCEDRBEEESEIC
DNTITIRIER, BEEREIRD LI ol, —F, TUATIIIeF Y F0% 4
BRREGER (0.3, 10, 200 mgkg FE/R) #5E. RAED UCERT =TV 7 4
% EENE O #E LT, 200 mg dﬁ%&y’#“{ RROHTLEN R bit, BERTFENTER
STz,

< U RAIRITAEERED (10 mgkg (£8/R) #54% 6 B £ ToORFHERIT 22.5%,
EFHRRIL 53.8% Th o, RFBIWEHFNE 7 0ORBMSRESHBY, B
H P OEERIWITRE A B L UREY B, £0MICAE CBIUREY D ME
BEER, REURIYBERERNBRE SN, BHFIEBWT, WTRORE b KEE
{ED T V7 vV BRAEREDY/ HEWIEHEREAEE L GRO bhvk, miffho:mE
REMWIIRBM A THhY . FOMICREH B B LI UHE D B8 bz,

v MBI EER O DV IEEIRN (0.6 mgkg FE/H) $#5% 7 HETORT
EEMEERIT: 5.3-6.0%. AR PHEMERIL 72.9-84.9%., FEHHEMEEY 78.3-82.6% TH Y., R
FA~DOPEHIE L UTGREMECh o, 7. REMoOSEIL &7 — AZ 58RI X
DERITMD bahofc, BHROEERFIIT =Lk FuxinEegirr o
F' 7 LB L OREH B Th U  REMIEHE RS bR Shic, B Pick T,
WTNORBEW b KB LED Vo o VEBREERR O/ HAWIHREERE LTED L
Nz, MBEPITRIT 2 EERFL 2 BEOBEENE C, TOMIcRE A, R

11



B, fE# C BI UG D M shi,

A X CIIBEERE R H BVITEIRN (0.5 mgkg KE/H) 5% 8 B EcoRHghi=z
i 51.5-49.3%. ZEFRSHIEERIT 42.3-33.5% THoTr, R ATERBMWIINREW A

(48%) BLURHBE (0%) THY ., RELEIERERN BB ENT, Wi
DB bRBUED 7 /v 7 0 VBREER R & 5 WITREBIEEE LTRO LR
Tro 728, RGO N Y — (TR SRR L AEREFED bR o T,

VMR BDEERE O H BV IEIFEIRA (0.5, 7. 10 mgkg AE/B) BEE 3 HDW
I% 5 B ¥ CORPHRIERIT 28-69.2%., EHHRIEERT 23.3-59% ThH o7z, RTPDEEN
SaAE A (46%) BLUREMI B (26%) Thoilo, 7RFYV T ARRERPHHIF

IFEAScHREE R, REMEE LToiRiib 3 SRIit@ERhol, WTHhORE
Wb AKEBALED Z L2 0 VEBAER DY 5B W NIREAAEE LTRD b, 2B,
REM ORI AT — TR BRI L AZERIIFRD bhvieh ok, £ 1 ﬁfﬁ)i@:fx
H. (7Tmgkg EE/BH) REZBNTHREF - IERAETH- T,

fEEACRBIT 57 e/ T AOEREIC L AR LN TR Y . B> 4>
B T eNDNEIC BIF R R Ui, £, WTThoFIEIzBWTh AUC 12213
B BT, 7Y T AOMETRE 0.125-1.0 mg O HETIHITEHHBO L5

ZRTH, L5mg Ll EOAETII ERICHAL I RIEESED vk, BEALBWTT
BT AEEE N HEOHNCIRIN & ., XA SRR X E 10% Th o7,
MEEFD Typ i3 4.3-7.3 B L L . REED 64.9%ITRF N5, 23.6% 113 H> bR
iz, 7 BENE (1mg) BEFRFATIE, METERER IO TR Eth ThERES
HiZ 19.2 ng/ml 35 X T8 3.6 B#ff. MRS H T2 19.6 ng/mL B LR BT B L @—T
HY . BEEISED kol TrFV T ATIREESIAE S CRPHE SR,
54 8 RS TICREMED D 2EIETT 1% Thofk. TERIMITHHREM A
BLORE® BIL. ThTh 27%8 X T%BSRB~FHk &N, WihoRE# b
BEE LRI, £, ZhbREMOPRHNEENIRE A D T & RETR
WZ LR I N,

BEOBRABREIC T uF/ 5 ArEEHDVTT B Fﬁ}f’cﬁ (0.25 mg) BEL-E
ED Tipi 6.9-7.6 T, READEOHENIZH o7, MEEEEICHEDHL VNS
BEEERES 0.26mg) Lzl ED Tieit 6.0-9.8 Bl Thotr, FHEEDBEEIZEE

(0.25 B X005 mg) 35 L7z & Z D Tye iTITKIERIER (9.4-53.3 ) 238 b,
HEHIANEL T OBHTERVEZEDRD O, Fir. FFBEREOF LU ERE
EEACHERTOREND LR IN, BEA. REEER I URERESREED
WTFCEBWTHRERGFIC L 2ERES LUEEFREIRD bR T,

(6) @HRSE GBELF) (BHE89) .

UC R T YT AW 3 EWES IQ 2%;;5;(): 32) ZFrA (10
 nglkg) BELUEZBOWRIN, 578 S UHEHC oW, KRIDRT 2 EEORRTHEAL
- hTnW3, ' ,

21 RBRY 2105 (Phase 1 B XU Phase 2) MbiEEShisy, “CIER T ns
0% 7A€'M§5L4: 18 (18) iuﬁ@%ﬁﬁﬁ&‘% L7=f CD{JC%%JZU‘%@% TOWVWTHR
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_HNTNB,
F BRI UCER T oFy 7A%w#b4= 2281 0U'32) LEIEF%H}TEP‘*HQ%LTJ%
DENETREIC SV TR B ILTY B,

OFE 1385k,

a. %5 1 fE7ER, Phasel: %%ﬁlafﬁﬁl‘?ﬁ 1-6HE

VORI aFY F LWL 18 (1) HERIRA (10 pgke) HELEEOD,
SRR EIYRR L ORISR, M, £iMis LUEAFIzR 2BEENTEAD
NTW 3B, MIEREH IR S0 L UG 144 B = Clo 198 C ERITREEZ 12-24
FEIRIREC. LIRS (08:00 B3 XLTN 1800 @ 2 [H) DR TEERIN, FH2hZ
1T 5 [EUERANAE S iz,

HEHEMEOMEIREIIHRS%E 6 B B T112%%2 R L., BEED 25% 3R 5% 144 BER

ORI HEE SN (24 BRETCIT 24%) . 86%IXES HEREE N,

- HEEERA (10 pgkg) &5 LT_B%‘ODJI[LﬂﬁEF'@%AWE VRN, 55 R0 16 4 75}
L5 1 RFF£ICIL 8.6 ng eq/mL ETET Lz, SHI0, &5 12 ReE#41130.47 ng
eq/mL FTET L. EOBITBRHIBRAR L 2ofc, 2MOBETEEELEOZI
ST ED o 7275, FHROEIEHEM EZ R Lz,

IR MBS EIIER RS . RREEICHT 2 ENED T DT )
0.1% Th o7, BHIHEMED Cmax (0.58 ng eq/mL) IIFIEAA-H 7 (0-9 B
 TEER S, FNLE, AR oTEE0REIIRHEBRRE Cholt, ST
- HEAME, BEHBLIUARED b, FBREOHETEEIE &b Bnr_miaémaﬁ?c Cinax
X 1.73 ng eg/mL Th-o7r,

b. % 2 HHERER. Phase 2 : FAERBIAATL 7 A E

1B TR UCESR T o F VT 25 WA 18 (1$) v BE[EERRA (10 pglke)
BEL, T0 6.5 RHRICERILEW, 2l M, B LOERH TN Thoik
| HEEOBEEICOVTRNLI TV, MBI XS 6.5 BgE T
OFF 5 R TER L, &5 6.5 FHERICREFEI %, I, DR B85, HiE
KiE., BRR, &, B, B B (BBRBIOKT). ik BE 8. K
T BB, HUERERE. Mtk XU, B O LU OWTEE
ENHIEE N, T, 5% 6 FFEE TOER, AHBLOIEAAER SN, BEED
BWIEEDRIEIM TN,

I B DRABEHE M OIEERI I 5. 30 299417 14.05 ng eq/mL, #25- 1 RS THE 10,71
ng eg/mL Z7R L. #5 6.5 FHEIEIZIL 1.22 ng eg/mL ETET Lk, £MFORE
530 437417 11.00 ng eq/mI., %5 1 KERI%TIE 8.25 ng eq/mL 2R/ L, #5658
#1213 1.16 ng eq/mL.FE TR F L7z, ;3’115@:1;':5'% I F1HEEROBREFRET
BT,

gk J:U#EJ%;%EPZ%F* AR, FTiER J:UE‘H;@WJJIEE*QEJ <. WHAREMEE ;’c%:n%:h
192.5, 16.9 BX 5.8 ngeqlg ThHh-oTr,

REAEDTFEITOWT, B 1R T 5025, 0.75, 1.5, 2 B3 LU 8 wEfitkicEL
R U/zMmEEE AW TR~ & A5 TRENS9L, 5.71, 297, 1.85 B LT 0.59 ng/mL
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DFRBEAIRH S N,

FFIE & OVBIFR D RBIEEIC oV T HPLC IT T LIk 2 5, RE A 75
WIS B ORI Sheho 75, DROFBIE (T 22.5%. BiET
21 5%) ﬁ)ﬁﬁjﬁg énf;o

Q% 2 78k

. MCEERTuT 7A%%Z#L4= 288 22BIV3R) ww12EEmz2E OBLV
12 FEED . BEARAY (10 pglkg) #5 Uiz & EOENEREICOWTHERLRLTWS, 2 [H
B ORIRNEE%, WA 15 22) 24 RrFlC, WA 18 (3%) X 72 Rl
=L,

WEA 188 (2%) TIXHE5% 36 R E CIIEEEMD 70%7%@1}2&% FD5h
BT%IIZEIC, 13%ILRFICHRE S iz, AP ~DPEEIL 0.1% LR TH o, Wil
418 (3%) Tii5% 84 R E CIoHEIEED T9%AEIR SN, Z0 5 H 63%ik
FECRIT (36 FEETE TIT 50%03HE) . 15%IZRAICHRE S he, it ~3EiE 0.1%
LEThHoT, : '

WHA 1 2%) e (0 R BIRFHRE Ui & & 0miRh o EE,
5 5 2D 30.9 ng eq/mL LG 3WFHE (T X544 0.5 RHETH S &HEHD
12X 8.1 ngeq/mL FTET L, #5 12 F£ T 0.5 ngeq/mL & 7207z, 2@E (12
R DOREBOBBETEEEL, %5 5 0% T 15.2 ng eg/mL 7R L. &5 16 BH
% (TniERER1EHTHS LHHD TiX 1.0ngeg/mL = TET LR, &5 208
21X 0.6 ngeq/mL & 7207, WA 18 (3%) WHERMRARSZOMIEFOR
FORTEHEAENL, %5 5 58D 23.9 ng eq/mL 2 HIRE 2 BEIE  (Tye IR 544 1 ¥ &
HEH) 11X 5.0 ngeq/mL ETET L, &5 12 BHE T 1.0 ngeg/mL L7207z, 2[H
B (12 B OHRSLOBHMEHEL, 855 0% T 27.0 ng egmL ERL, 85
15 B Ti 8.7 ng eq/mL. T {ET Lz (Tue 11544 1 BRI TH 5 LH#EAD , T D,
25 24 R TIX Ll ngeg/mL &/2o7e (Tie idREL 5 BRI CThH 5 LR, WA

2FE 29BLV3L) DRBETEMEEL. 5 1RO 1 #ﬁﬁ%&rﬁﬁ L7-isgL4 158

(1%) OEREERLTWE,

WHAE 2T 22BLU3R) [T UCES T nF Y 5ok 20E, BIRARE LEEOL
HARETL, 28I 01% EHMETH -, 2EEOBE 0-9 MBI S Wiz it
POREER, 22T 0.1 ngeg/mL, 39T 0.7 ngeg/mL Thotr, HHTOBEID
Wb, F1RBOFE VIFRBROWAS 18 (19) oREBEHL TV,

WA 2T VCERET 0 Y 5 bk 2E,  FIRNRE LI L 20 24 BEEIEE (29)
BROT2HFE (8%) oOfff, OIR AE. B, 5. KB, B (BB IUET).
e, fEHB L UEREORBSEEEIC OV TIERE & 25, FIBLSIOIEE A ST

RHRASRE ThoTe, ATIE T 2 B H O%E- 24 Beffi#8 T 9.7 ng eg/mL (0.8%)., #&*
5. 72 FFEI#£ T 12.0 ngeg/mL (0.7%) OEEISHEREIN-,

PLED 2 BROBRESD, UCEHT BT T AERIESE (19, 28 BLU32)
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R (10 pglkg) 55 &, HEHEMIIARICHRES WA T SR AN, E
EHRIHRIRIIET (57-86%) TH Y. ZLHBMEHPICHHEEIND Z EREL DN, —
5. RESEIIDE CH o (1525%). THHORERIL, ZiERshF v b &
FHEL - 86%, RPHEE : 6%) B UYWL (ZERHHIL : 59%., RPFEE : 28%) OBk
BRE—HTELOTH-o (BR10,11), Fiz, v\fm_iob\“c%mﬂﬁré@kﬁﬁﬁa‘
[R5 24 B E CledRtE S I,

MEEF L bRARHES L, WA 3 BRICEIRARS Lz & O Typtd 0.5-1 &
Thole, ThHOfERIZ, Ty (Tye: 0.3, A X (Twe: 0.9 BLUYW
N (Typ : L3RR ZAVWEORBRRRE—HLTWS (3R 12), £l foRER
Mg kv HENE 1R), FRMERFA~DOBERBIZRE Y AR I TRV,

WEHA 3 BEFICHAH P OMEGTEEEIHES b Th01% Th 5 Z L SRR S,
LIRS DA THEL, FAESE T EREOBITEENRED b 1%).

WA 3 BT HIRPTIR G 6.5 BEEIE (12), 5 24 BiliE 29) BRUMS 128
F# (3%) KB L L ZOMRCRBIT 2BEIL, F1LEH 16,9 ng eg/mL (2.6%),
9.7 ng eqg/mL (0.8%) B 1*12.0 ngeg/mL (0.7%) Hofc, BEHDOEREIIRE 6.5
FEAHC 5.3 ng eq/mL 7R L., &5 24 315 L O 72 Riffitk CriaR bR AR & 72 o7e,
ZOREREY . EP~ofRIE <, RP~OHRMHMEN EBRR BN oT, Eie,
FHECIIES: 72 MREIRICEO T 0. AT OT R TV 7 AR ET/ HHVIET ORI
DEBPERINT, SR 8)

WA QEAD W UCERT uFY T AEEIRN (2 ugke) #5 6.5, 24, 128
M SEMLIIR, IR I UMM - 1058 (e, B4sh, Felh. B fEn. FF
) ZEEL, £ 0S ey T ARERRIE UL, LIECII RO 4
B, BREF T 5318IC Crnax (2.83 ng eg/mL) 23589 Hiv, 5 3 Beffi#2121% 0.53 ng eg/mL
IO (Tield L2 ) L. EORITESCH2RBD R LIRS 36 FrEEICI
0.01 ng eq/mL E T L7 (Tueld 5 i), HHFOBRFEIMEL . PIEFEL, 7 6
%C Cumax (0.08 ng eq/mL) 23583 b, 47 BERIEICIRIIRAE TR Lis, £584% -
lEER BT AT IR (B5 6.5 Wil : 3.54 ngeq/mL, 24 FFHE# : 1.24ng
eq/mL, 72 % : 0.56 ngeg/ml) BIUERR (&5 6.5 Kl : 1.12 ngeq/mL, 24
FEfEI% : 0.13 ng eq/mL, 72 BFEI# : 0.02 ng eg/ml) TEEH LN, FFETIHHRE 72
RFEIR F CHALIVRBENED b, Tl 30 9 Thot, Fie, BBHHIZEN 2D O
EORENRD b (B5 6.5 B4 : 33.61 ng eq/mL. 24 BEEIL : 3.94 ng eq/mL,
72 5% : 0.01 ng eq/ml) . 7 RFY T AOTEHHHRIBIIEF THDH Z LISTRRZH

e BABIUMETOBRE IV TORRIZBWTHMETH -, (BR9)

(7) BREHE &) (B3HE 13,14,15,16) :

T4 (—fﬁ6 »r A, 3188) 12 SPV-708 (F s/ A 02mg/mL§é’%U) %ﬁ@ 100
kg bz W EAER 1.0mL (A2 E LT 02me, UTRL) BILU2ZEH 2.0 mL
(BZhESr & LT 04mg, MUTFRIL) & LCASERIRAIC 1 B 1[5 3 AERRE L.
BRI G- 205, 1. 2, 3B LU BRAICAE SHNDAIER, - e R LTy uF
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T ORI RBREHS PR Lz, R LITRT LS KEKEE 1 BRI
HRARRG & 2otz (BHR13) .

RL TuFV 7 rABHIREG%OBERNEERE

3FIT E{r:p
BagE
=Bk QKR | 1HE | 288
A <0.001 <0.00L — -
FThie <0.001 | <0.001. —
o L PR <0.001 | <0.001 ~
RRE ey <0.001 | <0.001 -
N <0.001 |=<0.001 —
& <0.001 |<0.001 —
A <0.001 | <0.001 —
AT <0.001 | <0.001 —
L | B <0.001 | <0.001 -
A Sy 0.001* | <0.001 | <0.001
/N <0.001. | <0.001 —
i : <0.001 | <0.001 -
- (k) 36U 2 FIASHR R RAR - — T

glg

. FUCEBRZELAIMTFE6 » BB . 318 2BV TCER I - BERBROBERIT.
F 2R T LY ICERERE 1 HERIZBW T, WTFhoBEE b RHBRRE E o T,

(1R 14)

2 TRFYTASERSEORSITERRE ST BT ugk

16

FEAERER
B 2KfE | 1HR | 2EA
| Fh <0.001 |<0.001 —
i 0.001 <0.001 | <0.001
0.003* '
me | SR 0.002%* | <0.001 |<0.001
AERG 0.002** | <0.001 |<0.001
N 0.002%* | <0.001 |<0.001
/ % 0.001** | <0.001 .|<0.001
HH <0.001 |<0.001 —
i <0.001 |<0.001 —
L. | B <0.001 .|<0.001 —
258  [feps 0.001* | <0.001 - —
N <0.001 . | <0.001 —
- M <0.001 | <0.001 —
1L 3FIFR 1 FICHRHIBIARR. **rX 340% 2 i CRHRBRAR —: =9



WHAE (2~6 FEh. SEEAY 1L SPV-708 2{FHE 100 kg i ¥AEH 1.0mL BL

U 2f5ERE2.0 mL & LT, S0 ERICESSIRAIC 3 ARhERERE L, IR

C BuI 1 EBERERT 1E GNE) . R&IE5 12, 24, 36, 48, 60 BLTRT2 BEEELIC, M@

R 1 B EEE5RT 1 [E CGiR) ., Fd&RE5 15, 304, 1, 2, 6 BXTN 12 BFHEIC

EEERDP LTV, TRFV T LD RERB AR Lis, £ 3 BT

Tl FREFERIV 2 FEHL bICRREIRE 24 BrFE = CEmlB M RHIRR AN T

Hole, RACEBWTIRIMKIZBW T, SREE 1 ERBIZIEIO TS RER RN
 Liaote, (BRR15)

£3  FoFYIABRBEHONN THREEE M6 ek

=ERT 12 B | 24 B 36 B
THE <0.001 <0.001 <0.001 —
2{EE <0.001 <0.001 <0.001 —
#=4 T T AER O MK R BT : pglg
B ] 15 45 30 45 1 FRf] 2 R
HHE <0.001 | 0.001,0.002,0002 |  0,001* <0.001 <0.001
2fEE <0.001 | 0.002,0.003,0.003 | 0.001, 0.002, <0.001 <0.001
0,002

RICHRTE25WI4 (4 FE 3T AV TERSNWIERERROMRIL
KL LROITRT R IICHHTIL. BAEHEB LU 2 8L bIoRkiRE 12 MR
TERBPRHRAARN TH o1, MEICBNCL, EHEFS LU 2 FEHTENT

- NEHEERT 30 B L OV REHRICIIRHIRARR L R odz. (BHR 16)

%5 TrF T AEFR S O PR EEE B{L:pglg
5 12 B 24 FFE »
BRHE <0.001 <0.001 <0.001
25 <0.001 <0.001 <0.001
36 H#ﬁa_wf%m%ﬁ
£6  ToFVTAEFOMmMETEEEE B« pglg
5 15 43 30 4y 185 | 2B
THE <0.001 0.001 <0.001 <0.001 —
2{-}:‘{-§ ' <'0.00]_ 0.003, 0.002, 0.002 | 0.002, 0.002* <0.001 <0.001
— i3 EREET *3 Fi(h 1 ) TR R 6 FFE LU SRR T
2. abmiR
(1) SEENER (YOR) (B 17,18,19)

Chbi: NMRI BT /VE /<A (s 10 IBRD o7 nFY T 5k EEmRGIRD
(6,000, 8,000, 10,000 mg/kg {RHE/H) #5 L7z & & D LDgo MR & H12 10,000 mgkg
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EEL ETh o7z, FECHIIE 8,000 mgkg BEFEORE 3 ] 10,000 mglkg GFEOME 1
FIcRD bz, LUk U3 flo BB ENIIILEEOREE Tl Sh T, &
7o, 2/3 Bl CIT BB ENITIEEWIIER0 bRho = b O, 1 FIORHEIC T 235580 &
e, HE2/3 IS L UME 1 ] Ciafik 43588 b, #@ﬁﬁjﬂ{ﬂ‘c RS EETS &
B dEIRRd bhizhoiz,

T L 5L LT, 2RV TIRGRICHEEEHDOE LU\ H 5 W iTEES

BOLNTZR, WE5H 4 BETISESICEE LU, 2B, Zh 5 OEROEE ICFHE
%:BJ:U\‘TE% D bR oTe, (B 17,19) -

ICR-JCL v 74 (ks 5 IOEE) w7 uFy 5 A% BERRN (0. 20 meke &
E/H) &5 L7175> FHEFITRD T, LDgo iR L $12 20 mghkg RELLETH S
o Hipic L ABEL LT, 8 BREDHORS B I OERESTIED b,

.= c:azclﬁﬁg Lz, TR CImRREs IS ohkdiof, (B 18)

ICR-JCL Zv w7 A (MHER 5 V8D o7 usFy 7 A2 EEREMERN (0, 1,000 mgke
- EE/E) BELEAS, IO BIVT, LD iR BT 1,000 mekeg AELL L
Tholr. TCLAEEL LT, &5 BRE. gREB0oR B L UERBSMTIR -
W HNER, BE 2 BRICITEFNEE L, SHRTIV-ThoRERcs T biEE
gIEHLNT, (BR18) .

(2) BEEEMHE Syl (B1 18,20) _
 SD-ICLHT v b (s 5 ILED) 107 nsy 7 AL HEMIRA (0. 16 (D),
920 mg/kg FRE/H) #E5 L& %0 LDsi3lEREL HIT 20 mg/kg RES - Thotr, E
T3 20 mg HE5FOM 2 FITHRD b, 1 FIERFERES 5 Hic. 3o 1 fiidks
6 FFHE1#2 [ FRIE RS L OWRREEH - X FEC Ui, :
T R AR L U, MR I OEESRED b s, #EH 6 BRI
WEIE LT, $ic, MERTEkEORMENIRD b, FHRTI, 56\‘_‘@‘]:?0 K USHE]
RN IR AR IIERD Dhiaho T, (BR 18)

SD-JCL %7 v b (S 5 IR K7 mF Y T AR EEEIEN (0. 1,000 mghke
RE/B) 5 Uiz & & D LDso i3 L H17 1,000 mgke B L ThoTe, REEFE
121,000 mg BEFHOEE 1 I CREPRD biv, FIRTIIE EEREEO SRH, B
PSR E O BEEERA LN,

Bz RAREL LT, ESBIUER, ASNEAT. AREIIORD, ékﬁ%rﬁ‘
?sb b=, #E5 2~3 HBICEHE Lz, BEREHETERS 7 A% TEENTRYD

., ZOHREHEAEICLEBENRD vz, BTIHEEKETEESLR UL, 3HE ﬁﬁ-pl
FITIWThORERECHLERAIRD b, (B 18)

SD-JCL&F v + (ﬂe&j’% 100 w7 v 7 Lk BEFEHFED (7,000 mgke (&)
BE Uz & PRI 1 M‘C D b, LDsotdlEREL HIC 7,000 mgkg FELET
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%otaﬁﬁ@ﬁ%%%ﬁt&%ﬁﬁﬁtéhfwtu%\%6#@%&@%@6%@
note,

HE LB LT, MRS 5 80 bk, 5 10 BHBIZSTED,
5 1 RERTRICRERML, 05 3 RERRICI I CIIATRIRA T R BA L. ECIIRRMZ O
FF HERER 21T 0o T, BEIZEITESE LW, o 3 FlASESRIREEIC
fab. €055 1HIFSET Lz, 72ds, MBI 2 b DIEikids 5% 48 Rl TIC
EEHE Le, (B8 20)

(3) SHHMUHER (X)) (BE19
A3 (MEHEQGERE, 3650 1o/ uF Y SARBERAOKE L & & 0D LD i1k
& HIT 2,000 mgkg FEL ETholz, BT L HFEL LT, &5 128 FRARDD
s L ONRRE OB, EERTARD b, B4 48 BT CIIEE. 85 1§
Heds L OVEREOSERD bz, #E 2~4 BBICEEDRER X UEEOERE R KMEH
Db,

(4) SHFHHER (YY) (BE19
Do (MR 2 FURE, BHAM) KT HFY T A MEE NS L b 0> LDg il
HEL B I1Z 2,000 mg/kg RELLETH o, B L 2HEE LT, EBIKA. Hotigs
L USEERED b, - -

(5) SEREHER (VL) (BHE21) .
B =7 AP (MRS 1ER) £V /ossmliEn (0.063, 025, 1, 4 mghkg (RE/H)
BLI X 5 RMERERRICEW TR bR RIIU T OB Y ThoTz, sk, #&
FidERES 1S L. £AER T BRR CfTRo 7.
AR TR CHIIERD bhviairoTl,
—RRA7R ERRIEREIZE T, 0.063 mg &Erﬁi@ﬁﬁﬁﬁ%ﬁfx’%\o bx%ﬁ@a@ﬁﬂ\ [E5
X UEEDIE T RRT P bh, T, R BHOETRE L CERITEIOH
BN TNHERERN OB b, 025 BLU 1 mg HEHTIL, BRESBIVER
FITHIOEMMBERD b th, EFBS LUCERLOREL BT, THEDERDRERE
3B X USRI FABMERMENTRY b, 4 meg B SHOERB L UREIL 1 mg &
BEE LU OOeR, BERICHEFITENEED biLT ., EFRRESRRIRED biv,
ek, ERPREBIIIR 5% 24 = CICEENRED b,

3. BaNENEER
(1) 4 BRFESHSUER Sy F) (3819
T (MR 20 IUEE, B A EOHET 30 I5) 2 Fv 7-58FE 1 (0.3, 10,400 mgkg
RE/H) FEICRBIT 5 4 BRCESEEEFRRICBVWTRD bW EEET R T OB
B Thol, Ein, MEFHL mﬂaﬁﬂiwﬂ@f@% 10 PR L L. BREKTER 6 ER
DEERLBEEITo7,
AR IR EED o T,
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f&%ﬁﬁﬁﬁﬁﬁgfi10m@ih&5ﬁf%%%ﬁliﬁ;@@# 2 bk,
REE T, 400 mg BEHOMETREIRD bh i,
MFRESCFARE T, 400 mg $H5HET Tcho ORENTRD biti,
| WEREECIT. 400 mg BERCHEEOBENED bR, EELETICEER
bz, S |
BRI S bf&%ﬁ%ﬁ?ék%i%hé%ﬁﬁ%@%h&
Mo,
' A3ERD NOAEL IX 0.3mg/ke {zi:ﬁ/ H EEZ BN,

(2) 5 ﬁrﬁﬁ%ﬁﬂﬁﬁﬁ (Tv ) (S 2022)

SD-IJCLHZS v b (HEEES 15 /AL 2RV =sl&O (0.5, 100, 1,000 melke &
B/H. ERED 0.5 mgke IHEEHEAETH S 0.005 mgke O 100 fEEIZHY) #
Hl2Bi1 5 5 BEOGEAESEERRICBVWTRD b BT AL T OEY Tho'z,
Fio, AL EHER 4*;%%%%&@’&% 10 PoZinz CEMERES L, %EL-}%T% 6
BEOBLELBEEZ{T ST,

FRREEPICFECHNIR O bedoT,

— R 7R BRI BIZE T, 0.5 mg REFIC—BREBOE{ TS bivied o7z, 100
mg Pl HRGFETRE 10~15 580 bERRRIENRD bk, §573L 100 mg REFHT

| JE 4B, 1,000 mg BERETIE 47 RERRGE Lo as, BEEREERDILONTHRA
WEI2D | RER TR & bICERRI0 2 Ml & Role, i, Wl

- #BE5 2 EBLEERMEAETRT X 5107, 1,000 mg [EERCIIREK T 3~4 B,
2HNCRWTRE & BREHOTTENFY bz,

EEZL T, 1,000 mg FEERORE CEREHEMCEE R {EENTRD b,

{EER &Y 100 mg FEF L EORETHEIMERAFED b/, 1,000 mg [EHE ROl
EEHIIE LB SR bk, _ N

. EKEIT 100 mg &@%ﬁw:@zﬁﬁio L TN 1000 mg RFHOBETREE 1 BRPIZHMN
AR BB, T ORI S EE L EBERn bhvado iz,

M¥EFETRAE TIE, 100 mg EEOM CHRIOBE ORI, 1,000 mg HSHOHETH
MERDE, HETHE Hb &, RBC. Ht ER X UYFBEEREDR/D, HIEFHERROEE
AT b, [EHEFETIL 1,000 mg #FHEOMET RBC W /RIBIEAEAFRD b7,
FOMOER 2OV TR REE & OICEBEIRO biedoTe,

EERRTRREITIERE L 1,000 mg BEEETEM S, 1,000 mg a‘ﬁ—ﬁi@ﬁﬁz&&v\%
B FEREOEMN, M THBEEOHMIINT L ENRFEERRBD vz, ik,
1000mg R GFEOMHETEROBRERIC G EEREMBHD N TS, LirL, [BHEH
B TRRZIL, RO OEREEZEITRD bdoTz, : .

MEEFBRE T, 05 mg U EOMTC/ v a— 2R 0BRELRR L EEREESRED S
i, TET—¥ &g Lrﬁﬁéﬁi@{ﬁﬁ:ﬁﬁao Fr LTk BLDOTHYL, ThbD

2 AEBRICRITS .fﬂ":‘“";‘{ OEET—F13 9120 7mmoll, BT —F1X 84503 mmolfl Th-l.
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BRI L BTV EE L bz, 7. 1,000 mg WEBOMET LAT
0 — A ORERFENRD bV, Rz, BTN v ABIUT b Y LAORE. #

T GPT, BF 7, TATIV, ﬁ}b/?A@@“‘f;ﬁ{ﬁ% STAP, 754 F
DIREAEED b, 2O, EERETIE S Sh0EE CHEERL LR, W
NHXEEFE DOEITDT I ThoT,

RIRETIL, 1000mg B#EHOBOREEIFELEEZR L, 260X L7 UG
i34+ 4 2R Ui S EHE AR TRz, b\ﬂ"ﬂ@?ﬁﬁﬁiﬂj’c HER B R IR
oz,

[BRBREETIE, 1,000 mg %Effﬁé@ltﬁ%r ERIREORER - KEBEIORE L EER I
MlRoiEst - LWEEORENRY biv, BECIEES BiROLEEDHER., HTITE
Lo DHERE - HEEOF ERIENASETED b, E{Eﬁ;ﬁ!ﬁ%ﬂ#hkmf HLIFEEDHE
REMESTRD b, ‘

B, FEARERER X UFHER O BT IR T, i%_m%é@'% &
22 HNDEIIED bhiahoie,

A58k NOAEL 1% 0.5 mg/kg (RE/R L &% bR,

(3) 3 AfFESESESER (G M) (BR 19)
v b (MRS 20 /R, S RAERHIMEES 30 1) 2 AV V/-iEEE (0 3. 10, 400 mg/kg
{EE/H) #EICBIT5 13 BROESMEEHERRICBO TR bW H R RIZUTO -
BV Thoiz, Eio, XREHE r‘%ﬁqgﬁ%@@lﬂfﬁﬁﬁ% 10 PeixEEREL L, ?%5%7@% 6
MOER L BEEZIT-oT,
ARBHIET, REICEET D LEZ RIS bhahoTz,
—RE R ERRIEREIE T, 400 mg BEBOMET, #5 9 BEN» kNS LI
Y BHEBUG Z R 37k ERUSHEDIETRISER Y Bz, :ﬂ%@ﬂﬁ%ﬁ@?ﬁfﬁ%% L7,
REZ i LOBERIE. WD 400 mg REROBEE CIREITRD bhi,
 MIEAEFERIRE TIX. 400 mg RE53T AP OEER X O Tcho OBF{ERFED bz
2, Wh b EEEIRPICERE L,
[FEFE =TI, 400 mg éﬁiﬁi‘éﬁiﬁwa&%ﬁu%&b b=y, EEHRAFICER L,
FRESERFIORE T, REEET S LEZLDNSEFIIRED BN T,
AERERD NOAEL 1 10mghkg (KE/RB L ZE 2 b,

(4) 13 8MESEEERER (L) (B8 24)

LT AP (MEREE SEEED RFVVERENED (0. 1. 10, 100 mg'kg (KE/H) #&
Bz 35 13 BFOERMEEERRIZBOTEED DW= BHFTRIZLT 0@ Th o7z,
723, BRERAEM L LT, Bl 100 mg #58 (HE% 350 #BEL. 13 BORS
T 5 BREOEERRZ®RT CTEE L BI0MEREIc gt L,

AFFEHIR PRI L h o Tz,

EEHERFEERLNS (UFAL) .
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—{RARREEREREIAC T, 1 me M HEERECEEIAT. 10 me U HREHCIIE
PRIEIAL, BRI HAVRIET, EEIRTICAL S A OREISID b, EROBREK
IXAEMREMER A BN, 100 meg HEFETITEBRACNY N 7 L 2HEFAD
TSR Divic, EEEECIL. T A RE SRS L R FITED bk,

EEEL T, BEFO2FICRY \fﬁ:ﬁt%ﬂn;ﬂ_co EELSTD B8, EHEHIRE P
ICEHE R R Ui, SRR L OSEABORIEI TR b T iRy g, BEHRh o
HEETh T,

A EERE T, 100 mg BERETH LT AOEENED SR, EEY
Rz EE Uz, ' :

JFEERETIE, 100 mg BB CTIEEEOSEIRD v, EELImS I EE

L7z, :
MR, HER, BN, mﬁ%%ﬁﬁ %ﬁ%\ﬁﬁﬁ,ﬁﬂiﬁﬁﬁxﬁﬁﬁiw
fﬁﬁ%%%ﬁﬁuxﬁﬁwgoEﬁ ié&%%%ﬂé%&#&%ﬁﬁ%b%ﬂt
MoTe,

Z&:ﬁc%ﬁ“t T NOAEL (IR Hiv e, LOAEL ¥ Img/kg KE/B & F X 6%71

(5) 4:&?51&%1%;&5&% (f 31) (&E) (BHE23)
SR (HERES 3 DS &V VBelRA (0, 0.05, 0.1, 0.3 mgkg KE/R) #
Bzt 5 4 BRMOESMESHFERICBOTRD bW BT RIZLIFO@Y Tholz,
235, BERIT 5 EAERLE L. RHEER \.eiéﬂ%&% féﬁﬁéﬁﬁ@ﬁ W2hk 10%711/:-—;1/
WRERE LT, '
AERBEYRPICETHITEED b iRhotz, -
— R BN TI. 0.05 mg 5 R ECRESEBATENED b,
TR UPHCERL ., 1 BHIMPITER L, 7288, AEROBRTRROER
L HICER Ui, BESEERES KT8 0.05 mg ux&%ﬁ'cwmmﬁﬁ%&b b, 0.1
BL0.3 mg BERHEOE 1 FICIITRPMER LT, ‘
AREOEFEEEM & LT, BRERRRIC OV TERE 2 BB L0 1_033&”—7‘42% 3RFHET
FRENTVE, WTFROBSIZBEOTH, 0.05 mg SR SR CHIERIC h_ B E
BIOTLERZ b, EEROEER L ORI A EmEE D bhik,
RE, TR, MiFFORE. IRELFORE. REE. BRZORE. RREE.
Hiteh L UVRERESEAREI, BB OBRESIC L 58 bREEERD b
7. - '

BT AEEAMSHERBRONE

S 2B | B5Emgks RE/E) | | EEME (mgke FE/E)
o b | 418/ ' 0, 0.3, 10, 400 0.3

T

R e
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5 G 0; 0.5, 100, 1000 0.5

HAME '

E=ppetEs GEE, TOERE:
W BEEEOHINMER, FEKEOHIM,
TRIERE D '

13 0, 0.3, 10, 400 10

=t

it S ‘ RIGtEDEsa, (REDRE, BEEOR
. AP OfEE. Tcho OEE, FEED
i

| 13 B 0, 1, 10, 100 —
it s :
R ' | EESSEE, REEIIEORE

4. 12HENHSES LU AEEER
(1) 12 7y AFSESEHRAER (FIL) (B 19)
TR (S 45ED #RV-sEERRD (0, 1. 7. 50 mghkg FE/H) &S5
W2 X% 12 r AFOEBHEERRIC BN TERD an_aria?ﬁ AT D@ Tholz,
FHEBHE T FETHITRD bnid-o T,

— RS ERIREREIER TIL, 7 mg DL LIRGECHEr, EEIGH, R I OMERES
B b, EROBER DU HEREEESRD bivie, 50 mg #5FTIX
&“%‘u 4 D6 AHEFIGEOTOESBD bk, ke, BERE LT, 7 mg BLER
EFECIRLE, 50 mg RERETIIZe5MH 5 VW IRBEMEORE M M ERERRD bk,

EEZR(ETIE. Tmg M R SECHEEENEOEEIFED b,
FEEEIEE SN TWRWS, BEIERTh -,

TR AIRE TIL, 50 mg BEFED 4 ﬁJ'Caa!JE‘&’E«\@EEHﬁ@Fﬁﬁx R b,
zi:ﬁt%ﬁ@ NOAEL X Img/kg AE/R ¢ B2 bk,

(2) 184 A Fﬂﬁﬁﬂﬁ:ﬁ@ (v k) (BHE25)

Chbb: THOM %7 v b (HfEHES 25 IE/%";‘) ZFVWi=iEEE (0. 0.3, 10, 400 mglkg
RE/H, ERAEETEERAED 10 FEIEY) BEICX 5 18 » ARDEEREER
BRI BW TR bR RIZUTOEY Thotz,

AR PR BERED 11 41, 0.3 mg BE55D 3§, 10 mg 50 4 4, 400 mg
BERED 24 FICECIRD bive, ERITEAREEFEICL S b0z, ik
DB ZE 2 ST, 400 mg BEFHOFLTHIEIMT, BEBREMOU VIEE
TEIERT 5 —RAREDRIC L D b D TH o7, |

—RRAVZEERERBIE CIL, FREFHOLEL DFlicBWT, OEABEDEBIL/ A
TRIMZ LD EEZ DND/NSRBENED b, 400 mg BEREOMAETIL, #E5 3
%ﬁ“%%&i@&ﬁﬁi’é‘m RO BNZA, TNHOERIIRE 10 B3kl £

« BRE 2T B RBR T E T-RREOBR LR D b,

ﬁ@%ﬂ:n’c 10 mg BEREOMRECRERMEOEREZBIENTD b/, 400 mg

RERETHL, MEEETHREBNEDERESFRD bk, FiC, #5 §ELMICHLIRME
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TR LN, &5 238 DERIMEAEREMEOIFIZEED b,

BRI A BRI S B R L, mngﬁgﬁfiggﬁﬁmm MOmﬁ%g
BETITA LR BED LI,

FARkER X URREINT, RECEET IR Bﬁ’bté#o o

MREAOREE I, 400 mg $ 5B CRH 512 BB LI B0 bivk, @R
_Lfn*rjw% SPREENECHRE 65 B, MTIHRG 25 @b bniz, £z, MCH
B XL UO'MCHC OEREREER, HREIZBW TG 2558 X DERY bz, AmEkEoEs
C EREESHETRE 25 BV DN, Fi, FRROTEENOEEZLEELT
FUTHED U L SBROBENHETIRE 6 8, HTIHRE 138 LY, Lﬁyj\ﬂl@imwmﬁ{‘é‘ .
PTG 95, HTIHEE 52 BX VD b,
C EEFERERBVTD, 400 mg HESHCEYRSICBRE LR bz, M
HETI\ VT, Teho OEEEAREIE, AP OB LA2{EE, BUN OEEB LRI Va—x
ODW@O—:& MOEENFED b, $in, BTIEIhY WAOD%I“&{E\;{@%E&E biv
oo -

T, 4 ﬁJTF%@%ﬁE%@%EﬁaE LT3, %0){& ﬁé%kl%%@'é‘é bk
PRy (Y | A

a,%?\&b bhahois, .

IREREE T, 400 mg &Lﬁi@ﬂiﬁﬁrﬂ%ﬁﬁ@ﬁ%fm{% T OVEEIRAROEAEDS, BE
TF%®E%&&@ um %ﬁi@%@ﬁﬁ# %fﬁﬂﬂ@ﬁ%&ﬁﬁ# oYY el
7o

b @%ﬁﬁ”"ﬁ%ﬁﬁﬂi 400 mg SR OMEEC RN T, BRI kR
DEFENLZEND Y VISRER L OB CBETASRD b, S, BT LK
FRRDRED T L DIERZENEDS 18 FITRH LN, €D 55 10 FIIEELRERE TH o7,

#5352 NOAEL i3 10 mg/kg AE/R & E 2 bhviz,

(3) 18 » AMIRMSAMRER (THR) (BE3) |

Chbi: NMRI ~ 7 A (RS : MEEES- 100 [T, RAER O AER: M 50 T,
AR | PR SO T, EH560 L) ZAVVZIREE (0, 0.3. 10, 200 mg/kg KE/H)
BRIIZED 18 7 AMOFS MERRICHTRD DIIBMBTRITUT OB Y T
72,

FETERG :rowc ;‘é%&“f} WERET A LIE A b Tz,

— AV 2EERIEIRBIE TIL, 58I %8 L TR EFEOHERE TR & 2y A EREH
DEFENFRD b, FCHETRWEERED bR, £/, 10mg ui&ﬁﬁi@ﬁﬁo)#
BEC, BEROIARCERT S LS 2 b EHORERED bk,

FEEE, SRERHOBHECHLIVREENRD b, FIHETRIED N,

BB CHO TR EER T L, S EEZR U

FOKEIZ, 10 mg A HREFEOMETHOTIREEITD bk,

AR T, RS EET B0 bhishotz,
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[BREETHL. 200 mg Z5HF TIHFEEDEHEITD N,

%'ﬁﬁﬂ:.’c\ 10 mg SA -3 5B HE CRERED IR EE ~ EREOIEER & UREMEE DI AS
B L,

SR RESERORCE Tid, 10 mg T 5#ELL LoiECREW bt OIRICESE T 5 BT
Re UTENEEOEEN, EECEET DA & LU T BT 5RHEL 5
WU EAMEDEE, BHMEIRO b, Hir, FETR. BbEEIZRT SRR
EP BRI 2 BIEREOHEMNPTED bivl, 200 mg HEFETIE, BEOBTRIZ
B LTI 2 VW R KB &2 7530148 17 BIR3 bir,

558/560 PL (2 BIERBRFICITAARE) 1338 b U < i8S I REEM IR -
EEheR, BRFEEMHERORE. EROEER J:U%EH#EHODII R gm\'cw}e '
- Bl X AHEIRD bhiedol, ‘

ZRERITBN T, RGBT A BB AT b od,
AZRERT1E NOAEL i3sRD BT, LOAEL (X 0.3mgkg (RE/H £ X bz,

L (A) 2EERASARTER (Sy ) (B 26)

Chbb: THOM (Wistar) 7 b CRFFREE : #EHES 100 &, [ERERLUHHER
MERER- 50 DT, = F R - MEREK 80 [T, 51 560 L) % FV 7-iEAR (0. 0.3, 10. 200 mg/kg
$E/R) BEIC X D 2 FERIOREP ANMRFRICEW TR DIV EERTRIZLI T OEY ¢
HoT,
| FETERY 200 mg REFHE TR L V ARREBNABED b,

— AR BRARAEREIZR T 200 mg BEFEOMEET LT UIZEEROMAL BT
LWERB L OREOHEMN, HTHEEREER X0 AERNERRED bk,

EEENE. MR 0.3 BLUN10 mg BEHTHEETR LE, —H. 200 mg &5
BECIIMEHET R ERR L, BICETH b Ch o T, -

{BEEEEYT 10 mg BREFOH TEEZT L. 200 mg R ClIMHELIEE LR U,

EABIL 10 mg B EHOM CEELR Lz,

MERFAHRE T, BMEREOEMES 10 mg M ERESEOME 4 ], 2% E58E0OHE 9
FICRH N, Fir. AREL ST SR TR U v BRI
DL, FORAEEEL 200 mg BREBETE ol AZLILIEEOZELCh B FEEHE
BEZ BN, 200 mg EFEICHOWTREEYRES L oBEE RIS, .

RPFEIFIOTRRTIL. 200 mg REFHTIWRIERR X OHEORIEFERCET RO
AFED DTz, —F, BHESEEIGICIE, 200 mg B EEEOBERITIEE U CAEHE, .
Fligds LU RASR R Shiz, 0, MERAONEFTRE LT, ETRRRD
K& & LABOZS. B JUBIARRROZE ., Bt &) SENEOEE (RB&
£ 23, ﬂf&‘(“&iﬂ@ﬂ%l@j:fé &L ABOE Y., BEREREOAEIEENED b,

SRR E T, BEEERE S LT, 200 mg BEEORETRRIZRIRE,
TR OEME Y 3 ER LT EICRIT AR EEOREICH BERENNRA 5
N, ERFRECIE, FEEBMERA L LT, MR FRIRICIEI 5 2 m A RO
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fE., SRR, fEETER AL, B RO OYE AAMEBRTERK, e U RF 3T iE,
b UCRICE I SFATBRIC R s 55 (B5K. BEER, (LIEERENA,
BISTHEZS. FREEMRS) BRUEMEN (BREE EROUE AR, BHtORE FR
1B LR bk,

A5ERO NOAEL i3 10 mg/ke (KE/H ThoTc,

£8 £EBESENRE L URBAMERBRO S

EiE Ev BEB{mgks fAE/H) EEME (ngke KE/R)

T 12 » AT 0, 1,7, 50 1
Bt : '
REr ‘ S, EFRH, GERG JUHEHR, £

' WrERk (EED) .

A A 18 » ATH 0, 0.8, 10; 400 10 .
BitEE : ‘
HEA _ FET-FIHEN, EREANTR, AE, RE

HinEOEE, BEEEOFD., MBIRER
MEROEAE, MCH - MCHC DEREER
EAE. SFREROBEE, U > BROEE,
/MR OEREE2EE, Teho DFEIE,
AP O{EfE, BUN DI, J=a—
ADEEED>>-—1EEDORIE, [HREER
DIEE (R, SRR . oV /iR
HiE, BEER

B Y & AOBEREE, SRR
DIEAE (RS, (DL i BB,
i

i - BRSO L, EREE

DIEAE (&I

<yx |18 7 A 0,03,10.200 |-

FEHAAE
- EEEE DS
: (FEABAMEIEERD BTV
Zvk 2 4Ef 0, 0.3, 10, 200 10
FEM A ‘ ,
FER WA, R EOEE, BEEORE,

U 2 ERAE, ROETER, B - R
B L OEROBT RS, FIRIRIZ R
banA FoiFEEME . BRRE
A, FEEHEERZRR, JiE LRI O
EAMEBIVEL, MDY HF 3T E
HE: FECSRIEN, R, RESEM. &
AETERROET ROEM, FIRERIEE

JRIE, WRAETESRROIIEREB &
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- UEIEME(L
i BRI - ROAREE. MiRE
B > E - ERERIE (FED

5. &HERESAR
T HREFESHEREBROND D 12 FDA 0 3 BB R I LTS,

(1) ERARVERDRSHER (EI18H) (Svy k) &8 1927

SD &7 v b (MEHEE 20 IBF8) RAVWEmERED (& 0, 0.05, 2.5, 100 mgkg .
{RE/A. HE; 0. 0.05. 2.5. 50 mgkg AE/A) BEICIARRBRICBVTED OIS
PERFRIILI T D@ Y Tholr, FHBRMEOERELY, BEIZEET 60 HbREHRITZ

BUT, MEIIZCERT 14 B bR T B ifﬂ)ﬁaﬁﬁb \ FNENEHEE THRED
TR 21 Bz L, ‘ -
5B L7 SR biehso iz,

— R ERE R T, 2.5 mg BEFHOMERETHREF 2D &, BERITTE
BRI G B, AR TIIEE 20~60 418 b SRR 3~4 B bz
5, EOERE, FRERE & bICREHFT R BB L ThoTs,

EEZIL. BT 100 mg B E5#H CHERIKESRED b, HTIX 50 mg 58+
TR SHIRFE TR O 8~9 B OEEEINCEB/EES L b8, 1R 21 BiTiX
SHREL L RIS TEE L,

BRI TIAR RIS LN T, HETIL 50 mg BT ?,%’ékﬂ;ﬁl MR TRICEE
REEIRD L,

FAKEIL 100 mg BEHOBETREHHORZLNO 2 BRI, BT 50 mg BEFETHE
BORTEE 1 BIcFEREERA LN, :

e E=T bi BRI S RMLiEED f‘o:nte#o T

FIRCIE, ML IR B ERET S LB X DD B H&b biiedots,

CWTROBREFITBWT S, B, MRER, =R £FRELR. g (R -
BN, FECRIEE) . BIRGEICERIIFED Dol 50 mg REFETIE
BROEE B GEENRD bivlk, | | -

ARBIBIT ORI 5 NOAEL (3Rt & $12 0.05 mg/kg KE/H.
AEFETRT % NOAEL VT 100 mg/ks A8/R ., HETHE 50 mgke RE/H., SeAEICK
35 NOAEL X 2.6 mglkg A&E/R & Z 2 bz, (27

Ty b (MR 20 o) ERVEREGRAD (0. 1, 2. 10 mgke (£8/H) #E5ICX
LR BVTRD bW EEEFTRIIUTO®Y Thote, SRMEOREIT. HIIR
BLEG 9 IBM. MEIZTRCRT 2 BEOEH T2 -7, :

FaWpO—iRE, 2. HRR LOHEOWTRIZBON T O RSB X 580
ROLNRD T, Eio, BIRICBWTLIBIEEMER LRI bhvedoTk,

AFAERD NOAEL i, FEpis L OMRIRE iz 10 mekeg FKE/A L E X b, (B

2]



fR19)

- RO HEIREHRIHIERSGEE GIH) TGy b)
EhitE R B 52(mglkg K&/ EI) =R (me/ke KE/R)

7w b EIRAT R OVE | B 0,0.05, 2.5, 100 | BEh# : 0.05
| SREIER it ; 0, 0.05, 2.5, 50 AT - KE 100, HE50
BEFER HE . 25

BET - TRV R
| B BROF(BIE
0,12 10 &M - 10
- | BRE 10
BEICLABEIRED bieds
7
(EFRIERIRD b d o)

(2) BEMRPBSHR (F1H) (5 ) (S5 27,2829)

SD®T » b (37 /A ERVEFIRER (0, 0.05, 2.5; 250 mgkg {KE/R)
BEIZ L HHBITROTRRD bW EHFT RIS T O Y Tho I, RME OREIL,
FEIR 7 B 17 BECORKT, 21 Bic 25 MAFEGHLTHIE (F,) ~0FE%
BEL, BY OBEIEYWTIZEROBESEFHER (Fir,) 2HILE HEE L THER
BLITRZHRE L, E%E%L&@L%Pi%ﬁ%@%ﬁizb%Mﬁ% 2IEER-FAEL,. 1#
O L R lic R AR (Fe) 20E Ule, RALERATCHEW (F,) 1%
B LER R CHUS—EL HLTEE@J%&&EB S, HERENCIRIR (Fu) 2HE
L. -
ARBTIC, 250 mg R EREOBEY 2 FICHRT (141 SR TIIERICESIZLD L
E % bNAEEOKRER X UERTRIC IR 2 8ESRo bz, 14 ST ERD 24
HBIZRET, FERNICHREDEIC LD L Z2 D3 BEBIEOBEIRED bIE.) 2

LIRS, WER LI X AEBER TRV EE L b,

F o BEMo—ii0/2 BB IRBIE 1L, 2.5 mg &%‘uﬁﬁ%—ﬁsﬁﬁ% 1~2 HEZ, %5
WEEREAS B B B, 250 mg BEEECHEEE 10~30 S50 5 SERRIRIED 3~4.
BEREE V28, ORI SR ER DI onTEL ot MERETHIZ
B bz, EEELIL, 250 mg REF CRESHETICERREEERL, BERRH
%Tﬁ% B OET AR b, BRI CIIOREEEILRE S CERERR LI
B8 U7z, 250 mg HEFECIRBREHRTIEBHEERFEREEER L, BAkEIRE
BT, BASHEETIE, 250 mg BEHO 7 FlloWO CHERER SRR 1
B#EE Lz,

F1, B4R -G, 250 mg BEHTHRIEGEERS LR UERICER IRMEER S B,
Fir. 14 BB LU OBREOEEFENEZI LA L. 4 BIOFTHEIR (BB,
WD RE, 7kﬁ_ﬁribi(}m%§%i)>% 14 25588 bz, '
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P TR T, 250 mg REFTETRD & 5 RFTRAS bivie, £#% 1 B OFEROE

BICAE R EERS b, WS ROREEREZIEN L, EFEROHE
0 ZETE L URBERZICHEE/EENRD b, BEAD, RIRTROEES 11 18
ﬁ“if@ﬁ@ [CHEININEI AR bivie, F, OAEFREIC W TIE, REERS LUHRE L
{ I[ZEHENIER D B IR o T A, ﬁflfiﬁ&c %ﬁﬁéﬁ%iu&ﬂ IREDEFE R b
T .
W IR (F,) 38 X ONREERSYR (Fh,) Zi3, BRSICERET A EBALILD
BLEIERD bR Tz, ' ' .
- ARBOBEY (F,) 12T 5 NOAEL i% 0.05 mgkeg KE/H., RS (F,) o5t
 $2 NOAELJZ, 2.5 mglkg AE/H &2 bhiz, (BR27)

Chbb: THOM T v + (i 20 PL/f) v vzig&lEo (0. 1.5. 3. 30 mglkg K&/
H) BB X AEFEHERBRICBOTRD b BT RIILITO®EY Thotr, #HE
BEO®RE, R 6 B b 156 B E TORHTY, AR 21 BICHESIE LT 2/3 #ldfs
VUTERREID, %Y O U3 FlIIAREICEE Lz,

&E}k%@ L7z BEC i3 bR oz, '

BEM OB RRIEREE TIX, &E5ICEE 1,7155 WIERD BT, RE
ZL TN 30 mg BEEE TR E 10 BRIAEREESED L, FERIE TRIZIX
EHEERARD bz, T, FEYRECEET 5 BN EIFED LR
Yy _ ; ; ,

FRIEA~DEENIRD bhieholz,

jﬁiﬁ%ﬁ@l@% Z%+F% NOAEL 1% 3 mghkg RB/H LEx bh, KIRICHT S
NOAEL i 30 mg/kg FE/R LEZ b, BAREEERD bhb o7, (SR 28)

SD %7 > b (ﬂﬁ 16 [W/EE) &RV =i&ERED (0. 10, 30, 250, 500 mgkg &H/
H) 5 L AEGHEHERBRICBWTHED BT XL TR Y Thotz, #HER.
WEOREL, SHRT B0 17 B TOMHTY, SR 21 BICHFESR L TRROBE
BiTlRote, '

l@%@—ﬂxﬂﬁﬁ%ﬂﬁrﬂtﬁf@sﬂi 10 mg utéﬁﬁﬁqé—c&“%‘u 10~380 S4ICEERED

Wb b, 3~4 IR L, 2, SORREINR JORER, BEEEEERD
T EIEHES AWIIE U, Eie, BB WTERRENSED b, AERLTIE
10 mg Y R EFHCHEERIEMENR A L., 250 mg P R SR CIIRER TRICEEER
ETA58D bz, BEEIZ-OVTDH 10 mg U R SECERRE/ESTD b, 250
 mg Y RSB CIL Y BEEChol, EARIT 10 mg U LR SR CERREESRD
b, BT, SMREICEET 3 EE2 bhABEITRD bhahoT,

RIREIZETIL, 250 mg BEFL L CHRITAEDEERET. 500 mg REFTH I

RFET (EICRRIREET) DM ik, SFBE IR 500 mg BEREO 3
FITERD bz, PIRER CIIREMRANIAS 250 mg FERED 2 41, 500 mg HRE5HO 1
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FICRRD B iEh, 500 mg BEH THIBOSBREIEESNE, BEHREETHE,
30 mg LA B EHET 4 B OHBREENRERIC LR L. 250 mg L FIREHET mmm@
BRI Lo HBEEESEEIC LR L, BGEBERRYD b, '

RABROFBEWICRTT B NOAEL i3k Hivd™, LOAEL I3 10mgke 5/H & &%
bz, —F. BRIRICH LT, 30 mg 580 L 14 BB D HERSERE > LS
bz &b, NOAEL i3 10 mgkg (RE/R & &2 bhie, (B8 29)

#10 REFHRHRSFER GFUg) Go b

EE PER BE & (mg/ke BE/B) EEME (mghke FE/H)
Zo b BT 0, 0.05, 2.5, 250 HE - 0.05
e JBYL . 25

TEM - BV

IR KEOEME, Mg OLEED
&iE, 14 e X OMIHEDIEE Lo
REWEEO LR, FrRosgin (Wil
A, EHE YRR X UURREH
SIDOPRIE, FEE TRROEE, (KEDHE
: ol (Q1BEEET)
0,1.5,3,30 | EEW - 3

BBIR : 30

HEW) - (KEOKE .
(EFERED b o)

0, 10, 30, 250, 500 e —

FRYE 10

R - S, (RERNOEE
BE 14 ireoEsEED LH

(3) BERENESRE GEIM) (Y93 (38 27,30
beSP -t (RN 15 DR AV ERENRD (0. 0.05. 0.5, 3 meks {ZI:E/
B) #5ir X AEFHERRICEVTHED b= EHFT R TOEY Thotr, B8R
WIE DR EITER 6 H A5 18 HE TORWTV, #HE 29 BICHEEHIR UTChRIREREL
7o
BEWO—IRE R BRI REIECIE, 0.5 mg ux&%»ﬁ'cfi—ﬁﬁﬁﬁéﬁf&b%s%b R
M1 ~4 FEDLNe,  BEEREERSICoh TERRRITELS 2h. BLE 18
FgIE L A ER BN 72T, 3mg BE5HD 1 FlANHR 27 BIZ SICORIRZH |
EE L7, 0.5 mg M HERECR B OAEMAE BT S 2%, B
THIIAFICERE U, $i, REOKT LT U CEEERS LU RBIME T L,
RIRCIL, EBMEREICEET S LE X ONAELLIED Ghad o T, :
FEEBROBEMIICXT S5 NOAEL I3, 0.05 mgkg AE/B LE 2 Hh, BEIEXT5
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NOAEL iL 3 mg/kg FE/B L E X bhvic, EHBHIFED bR 0T, (BH2T)

- b IYUdE (18IEED BFRAVWEEHEED (0, 15, 3. 9mgkg (FE/H) HEIZ
L BEFFTRBRIC BV TR DIVEEERFTRIIE T 0@ Y Thol, HBWEORS
TR 6 B 22D 18 BETITV, AR 29 RICHESIR L TR ERE L,

BT B L7 JEC S b o e, , | '

BEMO-—SRAOZIEFREREE TL, RECEER L ERFERD bhahok, VT
NOREFETBOTHREFHTE LW FERTARDO LN, 9 mg REFHTIIRE 7.
REIC100 gfKF Lz, BT, EYR5IEETS E L LNAFEIRY LN
o, o

RIRIC IR EOFETRDb bhir o T,

FRBROBEMICHT 5 NOAEL ik 5?9, LOAEL i 1.5mgkg AE/H L E %
b, BRI 2 NOAEL 13 9 me/kg AE/H L2 biviz, (B8 30)

R BEPAGHRSHR FIH) (V%)

BiE AR # 5 E(mg/kg FE/H) HEME (mg/kes (FE/H)
TY¥ | WEWRE | 0,005,053 B8 : 0.05

BEHR BR ;3

B BV, SRR B
BEEDET., FRkEDET

RIS Lo T)
0,15,3,9 BEW - —

BBIR 9

HEW : AEET
(ERFRIEIERD bhikdoTk) |

(4) AESRUEALESEER GIHE) (5v k). (&8 19,27,31,32)
SD%T > & (23 IW/ED ZRAVV-RaHERED (0. 005, 2.5, 25 mgke (KE/H) #
B L SRBRICBWTRY bW EBERT RIIL T 0@ Y Thol, HRMEOREL,
SR 17 BBtk 21 RETOMTok, B8 (F,) ZEZRSHSE 1B F)
DR, BER I TITENCRIZTREL R Lz, . BEHLRRCEBEN DS 1
A& - 5 L, SRS TARE~ORELRE L,
B EICBE Ui b o Tz, '
- F EEWMO—BORERERBECII. 2.6 mghkg REFTHVERIREEN 25
[BieE. 25 mg BEFETITRL 10 5% HETERD 2~3 BRERG U7=28, Hiaidns
WL, PR TENRL B o, EERLIL, 2.5 mg LLERGHCTRERFICEE
BROLIVE, E7o, 2.5 mg Ll FREHTEEEICEEN A DI, BAEN 25 mg#
BECIHRRII R ENTRD b,
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F o BEM OISR SV CIL, 25 mg IR 580D 6 fil Tt BREIC b~ T 1 BEERE L7z,
BIRFT RIC IR E ORI bhaholz,

B (F,) Tit. 25 mg M ERERETER 3 HE COEFROEERETAA DI,
25 mg W EFETITEEARED RAFERPARITE -7z, 26 mgREGHOLE 1 BBI T
21 B OMEIROEE, 0.05 mg HEFELL EDAEH 21 B OBEROEENFTRICE, o7,
T, 25 mg REH TGV 7 4 —A FRB I b LR OFEREEIET Lz,

F1 OREFERTIL, 25 mg B EHETRERB L UHERICHIESEIIFRD bhvied oz
LB, B EREBIUEERAE (F,) BICEELAEESROLE,

ARBROBEY (F,) 1235 NOAEL i3 0.05 mg/kg #8/H & £ X b, Witk (F
) %3 NOAEL ik b3, LOAEL i% 0.05 mgkg AB/E L &% bhis, |

SD®RZ7 v b (10 mA) ZRAVWEESHED (0, 25 maks fF/H) BETLAZ
EIAEERRICE TR b B RIZUTOEY CThot, ARBTIL. B
8 (F,) O, BWEREBBIUSHBLEZGER (F) OFTE, GE~0OEErikE
Lic, B8 (F,) IHEASBSE, UFCRTELE bR T, b\'ﬁ’b%é?’ﬁzi
AL R A S VBB 1T o T,

Cc : FER58EY (O) + FLREESEMOR ()

Gt BRSSO -+ BRpRESREMOR ©

Tc : FERE58EW (T) + BAEREEEMORE (o)

Tt %4@&5%% T + mﬂ-@@mw% ()

F !%ﬁ%@—ﬁ%ﬁﬁtﬁﬁkﬁbﬁ% I, LEREMERED 25 mg &“@ﬁ@i@%& [
HRTHoT,
C FRERLEE S BRE COROETIE T BETER L, CtRBI U Ce BT

MoleZ &b, BETIEHEREFOBIMAICERSSH S - LR ShZ, 3 AE)s
6%&#!&‘(0) BRI Tt HETHEEED b, Te BT %ﬁ%b;%ﬁaotn HELERF D
(REFIE, Ce BECIZRIFREMAR b, Tt BECIIREROI I o TEFIR O
ﬁfi%b:ﬂﬁfuﬂ;ﬁﬁ@%#ht%ﬂub\ Ce BEZIE OV, BERLFRIZISN 3 Te BEOAEIIS
HiED o, (BB 2T)

Chbb: THOM (SPF) T » (i 24 JL/EE) # RV VE3REED (0, 1. 2. 10 mgkg &
BIH) #EC L 3RRICBONTERD b ESHF I TOBRY Thotr, HRWED
51T, R 15 B bR 20 HETOMHTo T, £, B (F) Ose GEketgr.
FEEB LUHREEHERER) | 178 KEEFRRICL2FERRIUTER BLUERE
BRICDWTRE L '

BE ORI EREREE L. MRRLUWILYREZRLT, BBRYEIC LS

5 BARd o Tr, REZMIC bR R & AR AR REIED bhiahoTz,

B (FD Til. 10 mg R 58 CHEREOEME L OWAHE P OETEOEMNI
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b&ﬂtﬁ\ﬁ@'%%%i@iﬁ%ﬂﬁﬁ%gﬁﬁﬁié%ﬁﬂﬁbEHEWoku
FREBEOIEMSITH S D NOAEL i1 10 mgkg £&E/H. F,IZx9 % NOAEL i 2
mglkg (AE/A L EX bV, (BH31)

Chbb: THOM 5 v k(M 24 JCA%) % BV -38&l@n (0. 400 mg/ke E/A) BE
2 L AR BV CRD W EMFTRIZE T O®Y Tholr, BRmE ORI, &
IR 15 B DREARE (1A% 20 B) ETOMHT-oR, 2. B (F) OfTE - #iEk &
UETREEN L_owﬂ%u_g B, ARECIL, MiLoRR (EHES @5 TEE
PRI L AFERED N olzZ b, Ty MEAWE 13 BEESEE
gk (féﬂﬁv : O CHREETERMHSEENTWAHEE (400 me) 127\ TE
A TN, ' |

BEMWO-—RREREREZ T, BEE 30 90 b E, Sk L UESREN
BOb, T OERIIEFFRRR Lo, FEEL T, FAEDEENRED bivlk,

F1 TiL, FEERBOENS LOMEEOFR2EENFED bk, £F6 Tk, S8
DEFEAICER T 2B RN X B FECROEMNFED bl FETE 90%: 15 5/17
[8). Bz AE% 3 HETREEEICED bNZ, £, A CIHEEEmHE L O
BITEIEDFR bALIn s, FEHEE, AFREIR I ROBEICEEIIRD bhvindo
7o ‘

FEREROBEMB IO F, 1T 5 NOAEL i3k b3, LOAEL ik 400mglkg &
B/HTh-Tz, (BR19,32) _

%12 H%ﬂ;ﬁ&rﬁ&%ﬂ;ﬂ&%ﬁ%ﬁ (%"mﬁ‘“) (Zv M)

e AR | RE5E(mgke AE/R) ESMER (mgkg KE/RB)

So | BEZLCG |0, 00525 25 BE% : 0.05
Y 1B : 0.05 &G

BEEER :
BN « BV FEOBE, T
BEOEIE.,
“JR(E)
: B (EEOEE
0,1,2 10 & : 10
REFD) : 2

IB(FY. : BT DRI,  FEEOH
pi i

0, 400 FE : —

| BED : —

98 I, G EBIAR. R
@{&{E

VE(FY) : SERERB DN, FRE DIESE,
5ﬁﬁh

33



6. RIRHIEHER

. BEEHEICEET 2 EED in vitro XK in VJVO:ﬂt«%ﬁUDﬁ%’E‘&ﬁ icEL 6?571.;

=13 invitroBER
BV FIE BE5E R
Ames RER | Salmonella typhimurium 10-5,000 pgfplate &S9)1 Rt
| TA98, TA100, TA1535, ' : (B 33)

TA1537, TA1538,

E. coliWP2 uvrA

S. typhimurium TA98, TA100, | 0.8, 10, 200 mgkg/day?2 | &

TA1535, TA1537, TA1538 @ 200 pl/plated (R 34)

@ <=1 A : 100 pL/platet
Zw k200 ul/plated

REHDNA| & %ﬂ%ﬂﬁim;{%@f&fﬁ%ﬂﬁ 20, 60, 100, 140, 180, 220, | E&ftk
A8 | (MRC-5) 260, 300 pg/mL &S9)3.5 (B 35)
TR B 7?%5&L%ﬁ%’ﬁ%@ﬂiﬂ@ 50. 100, 150 pg/mI (£59)8 | &t
B (C3H/10T'1/2 C1 8 cells) ' ' (BIE 36)
BASF A | B Saccharomyces 62.6, 125, 250, 500, 1,000 | &k |
HEx cerevisiae D4) : pg/ml (ES9) 3 - (&H 37)
HGPRT 28| FvA =—A AR —ffiH#k | 10, 100, 250, 350 gml 3| ik
SREEEFER | VT /Bl (*89) (R 38)
ERRE R | S typhimurium TA98, TA100, | 0. 100, . 200 mg/kg/day? et
K 6 TA1535, TA1537 (7 » b - =% | 100 uL/plate &S9) 8

(B 39)

), TA1538 (F v B).

1. 89137 v MRFEEM,
2. Chbi: NMRI=7A (#35) X0 Chbob: THOM 7 v b (#3#) 7 2F /3 heEhENn 6 Bl

BRU8 ARBABHED (0.3, 10, 200 mefkg 8/ R) B5 L, RERLIER (72 :3H07-MR,
Fv b EEROR) %ﬁ%ﬁhﬁtbm

3. *UVARBIUT v M LERUAEERE 200 pLiplate @?%E‘C“i“ﬂﬁbkib\‘(‘*ﬁﬁ%ﬂfﬁcto

. YURBIOY v MET 200 mghg BERASLELNEREEZART 10 ERRL, ¥ AR 100
pL/plate;. 7w M 200 pliplate DFEE CRIERIZRE ST o T
5. 260 pg/mL L4 EDBEE CHEDFED b,
6. Ty MBXUW Y RITIIT B MR OB BRI SRR, -
7. Chbb: THOM 7 v b (i 541/B) $X0XChbb: NMRI <A, (HE5HU/ED WTnFY T At e
2 EWEEAIED (0. 100, 200 mp/ke (KE/R) #5 L, Fl&RSEICHRER L 7ol b it & 38 -
WERIRL, A5 —/MaHOR, PERICHLE,

k14 invivoRE

HER - o3 BEE THEE

P BT | FroA =—RANLAF—EHEM | 62, 311 mg/kg {K&/day | 2%

FRER i 5 HEER#5 | (B 40)
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ERR |~ AR 80. 400. 2,000 mghke | BE
o {&E/day (M 41)
2 A n#&s

BEEJR | CDIBR < U A ‘ 200. 640. 2,000 mgkg | ETE

B . KE/day BEREOHRES | (BE42)

EFED X SIZ, in vitro DFEE. EER: b MEEUEWEIEE AV Ames BB, R
B DNA AR, WEERERER, EnFERERB I UEREESER. KU invivo
DT -~ E AW REEEEREE, MR L UVEERIERSROWTNLLEETS
D, TRrFVI AIEREEEEESRVWLOEELLND,

7. —BEEENER (2R 43,44,45,46)
(1) W - FRFR~OER (B 43)

MERED Y — FVEER (& 3L, T EF YT AL, 5mgks DBIRNEE, ~3 K
NS —)VEREET) OFFRE. mE, D, OERESZLCEZS, 1mg BL
5 mg HEFE TG 120 45F COHFOBA B RET & o e T EOESR
LT RR HREDIERDH L, FEREOET A 554 120 ﬁ:}u_l:k_:bt DEDH LI,
¥, MERIHE S 75%? WFERD bhviedo T,

BUYR (FuFS T A b, 10 mg/kg OERAIRS., vvﬁ/ﬁ%ﬁ M) O, M,
DHEEBE UL 25, 10 mg 58 ORI b3 RET B8RO b, mEE
LRI B AREEIRD DA o, B, BT O 73X T b RO EN
R BN, | | -

- EAEy FORHLE (FeFY 7 A 1710 me/ll, 5 OERCRBEER) OO
T & DR OWTEER Lo & 25, DEITRENICIZNA SR PEIIRD bhikdofe
A3, DRI 10 me/L DBRET BERETIRD bR,

HEREOMERER (FuFY 5 5 0.05, 0.5 mgke OEIRAEE, ~ bV X — LR
BT OREEEIIRRS L OWNERIRGGIC OV CTEIE L & 25, 0.5 mg 5 CHEE
RS OEENN & FEERGT OB 2D biv-, k. Zhb D7 3 4Lk

- BRHEE CEIE L, £, RROFETT TV 7 A 0.5, 1 mgkg OFRIRFNEEIC
Lo, mE, Ok, OFEHE, BN & OKBERTIC oW TR LS 25, 1mg
B EFETIME & DREOETIZEVMEHER L ORENKOBRE 2B 8@ bhiz,
2B, T b OEENIRE 30 HBICEREE TEHE L, WPhOREREITR\O T,
REEEIARIRIC A LITRRD Do Tz,

MEREOMFER (T u > T A 5 mglkg DEFIRNIRE., < MLV EZ—VEEET) @
HEARNRST. REMNREIE, BRMEREORTE I OERERE T 3 5 S
EZoWTEELZE 25, FHERRERAT (30 HHEOME) w15 ERGE X
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UEEMFRBE AT REERMER I oY 7 AR L3RR bR
ofe, T, TuFY T ATERFEREOHIR L OHSERREI TR DR
TERZEEIR LS, FERER (IuF Yy 745 15 5%) B8 %:nt IR
R 5 B Th o7,

HEREDHEFER (70T T b 5 mglkg OFRIRNIRE, <0 bV EZ—)VERBET) L,
N ERTZ VBRI R T U % 1 pgke 25 Uiz BEOHEZRA~OVERICH
70TV T AREOEEOVTRER LI L 2 A, FRWEOREIC L A10ER &
OB~ T n T 7 L5 16 SR B LT 60 3% THEMSh, TeXx7 U

‘&5ﬁ®ﬁftﬁ?é% EETh o, ‘

(2) HEAERHS I UEBH~OFER (BF 43,45)

BRSO3 2ERIE. 2 (FeFY 545 10 ug-3 mgke OD%%H}TEWJ&% oV
X RREYT) o FSEARE ORIRTHEREREIC L ABREOIHFIZ DWW TSR L& 2 A,
TaF T AEEC LSRRI b hoT, (B5HE43)

BAZ (fUR) KT ERIE. eI . (3. 30, 100 mghks, &0O), =k
TENRABLCZRAE YT 5 (%30, 100 mgky) I OWTHEMHENTNS, T
F'5 b 80 mg R 5EEE CHEILRICH bR EER K S, 100 mg #E’—?-%%ﬂi&
5 30 545 60 HRITHEERRD b, =AF Y5 AL 30 mg U HESET, =
k FE AT 100 mg B EEETHEIESEED bhi, (%HE 45)

v MEHME (EHREER. Krebs ) X, 70T F AlY 10 mg/L OEEET
TRHINECEEE RIT SV, B ) T A (530 mM) IC LSRR LT/ b=
ERT7 VY (3mgl) WX HEFHEMNRECH U TIRWER 2R Ui, el sk
7V V&L 5B D v o, (B 48)

TV EHEHER (BEhEERE [T 2 ERRT nFy 5 J-\iCoJ:U\—— FIERAT
DWTHERET STV 3, TEERME & H 1T 0.001-1.0 mg/l. DEE $ THRERICE
EIAH LN h o T, B IERIIC OV T 10 mg/L Th B35 bhi., (&
R 45) ,

%y MEHER (FeFAal LB TR BERRT aF YT ABIY
= M FENAC OV THERRGF ST 5, FERME & H12 10 mef/l, T T2l
EEOIEWER R L, (SR 45)

Zv MEHTE (HESIOYHHETE) 3 ERRT Y S ABI0=1F
L ERACONWTHEBRE STV S, BHEHEFETE. 7 2FY 5 A 0.1-10 mg/L
DRET CTEREDORBICEEIRD b ehof, = FFEAIZONTH 10
me/l, DEETERENFEIRD b Ao, BIHEFE Tk, BEBmE L
B ERERNCH S )VREENIRD bhviedioT, (BIE 45)
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3?bé%ﬁ%ﬁﬁﬁf&ﬁ%ﬁfm?fiﬁﬁiwzk?ﬁﬁAKOWT%@ﬁ
FENTWS, TuFY T 5% 10 mgkg OBEE THIRNES LT, E%L He
EENIZRD bz, —F, = M I EANTIIEHEDRE C B REDRE 2b'§"75=72c
THENRD bk, (B 45)

EAEy FOFHHEE (BRIGE (SdT AR 0 FY 7 08I 0= T 834
I OWTHEBIEF ST 5, WHERE & HIC 10 mg/L DRE TRHEKEOE AHZ X
K DIRERS BT &8z, (B 45)

EAEy MELREEICH B R T T T AB LU= kI YA Ao T
BRFES T3, 7BFY T A 0.01-10 mg/l, DREEE TREIL LR oT,
—%. = FF €A1 1.0-10 mg/L @iﬁg'c%mﬁt PRD LI, (BB 45) '

(3) IER~OER (SR 43)

BT 2RI, UV EOEABIRLELN T VT, TrFY J A,
TAZYS T ABIU= b T EARMIOWTHERET ST S, SR EE 125-500
mg/l. OEETHMERE A ¥ 23— b LR, WTILCRTHELERIIR® b
2o in, :

BECHTAERIL, TeFYIa, TRFYFABLEVS FTERAETYRICH
RO (% 25 mghke (AE/H) #E5 L., %515, 30 BX 60 HBICENFIRNOHD
NicifEz AV THERB STV D, WThOERERREIOWTH, EEERICEEIIR
B HNIRMoTT,

(4) hiEEER~OER (58 44,45,46)
FREE SN 2 1R/, 7m%/7b&1x&/7ALomeﬁﬁﬁéhfw5
T—7 VR T CHE—B L UE SR OB Rt A U s o iz, 7 rsy
T AT (0.1 mgke) HAWVIEERED (1 mgke) ®EL., &5 30, 60BLT
120 HHEITH T 72 RE (MSR) BLUEL 72 KE (PSR) OIEBEMIZoNT
BER LI ZA, WThORERRB LUARICRWTS PSR WEEEZRIEL, /B
WGHERZE T2 T LR SNE, —FH, TAZY 7 A&ENHED (1 mgke) &“5
U245, MSR 38X PSR #ir#54% 30 B LU 60 & CHEIERAR® bz, 7
T F G AOBRBREHCR T AHEHERIL. TRE Y T AR TRETh . (B
R 44)

TFNT NV LN Y 3V EF—) L CRE SN HERICH T 2 ERIE. 7 a.
FY' T b, = TESADHBWVEITRAY Y T REFHREES U BOEEIC OV BT
ENTWD, ZFAT A= NE T RIKT (6.25 mghkg) RELULRIHFEESND
FERRREE (30 49) 1L, HHEAMEE &S 30 AFNCEO (0.125 mgke) ®E5THZ &

WLV BERERSRD b, ~F /Uy 5“—-}1/%7172 WCEHEN (85 mgkg) #
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E47% 30 RN R EEEND (5. 15, 45 mghke) #5753 L, HEHEEFNT
33 D HEEIRRERL 2.7~3.6 [FICIER L, (B 45)

AR T =B I VEREUEEOESSESER L OMEETEICRM A ERIE. TuT
VSh, S hFEREBHBNET AN YT AEHRE L ROBEr W T RS S
T3, BREFEL, A 727 IV ARET (bmgke) #5935 804
Be 7 vF Y A, = I ERABIURRAZ YT A (%10, 30 mgike) . BRMAERRE
LTYTENA 10mgky) 2EnEROB/ET DL, TuF VI 5 ZhFERA
STE AL 10 mg BEEE, TR YT A 30 mg BERETHISESEROTIENRRD
b, THETENL. A ¥ 72 Ik R (6IUED) 28RN (16 mgke) &5
5 805N, TuFYV Th, = hTEARARBIVTRY Y T4 (% 30, 90 mgks).
AR E LT Y b (5 mghks) #FNEREOBETE L. ~ntY F—
MIEPICIRHERER LS, 7rFY7h, = MIERABLRTR YT AT
B & DR EIEIER D DIV d o T, (B 45) |

FERENT O B RMRICRH 2 1EAIE. vIF AW TERIN TS, UFF (R,
L4 KT eFV T AEEIRA (0.001. 0.003, 0.01 mghke (A&/A) BEL, BEH
30 43 BED 10 5 : R—ATFAV) hhiEkE5H 2 FHETHEZRAELZLZ A,
0.003 mg #HFEFEL L TIFALNCT BTV T AOERERERIRYD bz, —7F.
0.001 mg #GFE Tk R SHF-C T REE(ER 278§ DR BEIER0 bhiad o
3 o
AEBRITIT A NOEL 12 0.001 mgkg A5/R L& L bz, (B 46)

CEEERRTEFY S A, = hFERLABIURRZ Y T ATHERM S TVS,
v b Gelh) EAFRMWELEARGD (FrFYFa 1, 10, 50, 100 mgke £
B/H, = FFERABLOEAZY T4 1 1, 10, 100 mgke &KE/R) #2530, 60,
120, 180 B LTF 240 HHEl, T v MOBREEIRG T CHACIEOEIE IR 5805 E
AR LT, 7ud Y 7 ACEREREISRD b 7S = F 7B LTI 10 m’g
YL ERERT, TAFY T 51100 mg BHEBTIIHALIVRERERIRD bIE, 7
nFY T AOSEERORER, BB TH= b7tnA%£Uiz§/7A®
¥ 13 Thotz, . (B 44)

EEERIZHTAEAR, TuF Yy IFa, = hFERABLIVAZ YT ARZ2OWT
HE#HHISNTVS, Ty b (Wistar B, #) ZAVWC, {4BWELBEHERO T
FY5 A1, 10, 50, 100 mghkg AE/R, = FFEALBITTAZY F A 11, 10,
50 mg/kg AE/H) #5530, 60, 120, 180 3 L1240 HEIHBEHIE L, TuF
V5 ACIE, 10 mg BB ERECRE 30 2010 b BRI FEATD b,
5 240 HLINIIERSEE S CEED 2 WIEEERSED 6, AR, =+ 7
BRAE 10 meg UL BEREREC, = AF Y T A3 1 mg P RS CHERERRTHS
AENTe, WTNOEREME SEAECTERETEREREZT L, HEOERBRD b,

(BH 44 ‘
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(5) HIEBR~OER (B 45) E
PEEER) (B X, 3 L. Z5fF) R 3EMIL. 7 uf Y/ Ta8L 0= FFESA
WDV CEBHRRT STV 5, EERE & B2 0.01-1 mg/kg OFHIRAH S TIIEEI
8 LR DoT, '

SRR (vWR) T AR, eV S ARLTS FTELRRORE
LEeROAY U AEDBHRICOVTHERFER TS, 7rFY 7 A1 17100
megkg T, = h7E/ AN 30 mglkg TRHEIRD bRtz ‘

BRI (77 A) WHRTAER & LT, A o— LR OMERE S IMER ~ D
Bz ONWTTRFY T ABLEO= S EALTHERFI SN TS, TuFyFAhiL 3
mgkg £ TORETRECEEIFRD bhRhots, —F. THEBRWE & HIT 10 megkg
THEBEERROEBRASWMET 2R LTz,

B (Fv 1) R BERIL. 7RFY T A 110 metke FCORMNBETIX
HHEER L UBMSWE S DITEEIERD b hoTy,

FEHA I (T v b« BB & b2 12,5, 25, 50 mgrkg, &R O) 12T 3/ERIL.
TaFV I A = FFERABLUEAXY T AR ONWTHBRE ST E, TrF
VI ABEU= FFEALTIE 50 mg ¥ CHMERBIUEA &L bIcEEIIEb b
RAoTr, —H, AKX YT AT 12.5 mg CIRHEOHE, 25 mg CHIHEEEOEN
RERH b,

(6) BHEABR~DER (B8 44,45)

FEHEMERIL, 7RFYTA, = b T ERABIOTRAZ Y T A CHEREST
WA, ELEy b (Hartley %, #) BIOUHY (BARGRE ) OBIAERY
o 1 BIU2UDREETO0Ss mLIETL, BRICH 5 Ao BIZEE (0.5% A Fv
An—2) BT Lk, T 10, 20, 30, 60, 90 BX X120 SBRICAEELZV<DE
DETHIEL L CTABRRAEZREE L& 25, £EBWE L bInWThoBRER L OHIE
AA ¥ MTBWT S EERAEIEERD b, RFREMERISED b o, 7uFy
5 LADRFREMERIL. = FFERLBIT=RF Y 5 A LAEOEREZRLE, (&
B 44)

FEFRIE R A EAR (Wistar BT v b, B OBESFRENCH T3 ERRB, 7TuF V' J A,
=R ERABLIOVRZ SV (BHHR) CHERFEN T3, BRI
HEERIGICR L, 7 e T A 0.1 me/ls £ TEEIIA LN o7z, 110 mg/L
DORE CIrIERERIFRE3ED bz, = 7B/ A1 10 mg/l, TERELEMHN, YRS
Z U 2 ChE 0.1 me/L TH O RIHINTRD bivk, (B 45)
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(7)*3¢U%ﬂ§ﬁﬁ«w¢m(£%4@

RE., SfERH (Nat, K, Cl. Na/K), pH. ﬁﬂ/:p—;wooto“{e«;z LARTICR
THERR, TRFY T A = bTERLBIRTRY Y J A THERRSN TS,
Fv h (Wistar %, B 5 IUE) KABRWE S ThZIRERD (Fus YA 1,
10, 50, 100 mgkg KE/H, = FFERABIT=RZ Y T4 1 1, 10, 100 mgkg &
B/H) #5L. BRLERCOVWTERLEE 25, REOEMRTOFY 5 AT
50mg PLEREET, = FSERABIRTAZ Y T ATIH 100 mg IBERTHED LI
o RPEME. pH., 71 a—2B LR V37 200 T, WREhOERDEIZR
WTLB B AREENITD bvkhvot, TuFY S ARERECRIEEE S NS
7S, RPEMAE. pH, o —ABXNRY V7 LEEBLRITST, = FFERA

BEOEAL Y T 5 LBEOIERN S b, |

(8) tﬁ.ﬁéﬁﬂ?ﬁﬁ (@F"?x 44) . '
TPIEMERIL. T v F (Wister 3, 7}3@ Z BN iRiE (jJ v ——/35‘%035':5‘?@&@
T DEECONT, TuFV T s S TEARLRBITZ ALY T A THERKETS
WCND, 1%DH T 5= 01mL %7y ORGSR, EbICEBRWE &8
A (1, 10, 100 mgkg AE/H) BEL. BEOEEE 1 RECAE L, 255
= BREEHECS T 2HHEERIE T R T I AIERD bT, = FFEARRRBI T
AE YT KIS AL MRIEHERIGERD bk, TRFY I A = b TELB
LT N7 5L DRIAERZRIIRBO bhRho T,

(9) 1 8MHBMEL frﬁrﬁﬁffﬁﬁl-.d:ém;&ﬂtﬂ‘?ﬁqiﬁx—a BELUHEE~D
ZE (Svbh) BR45)

o MeRWETaF YT A S MNFEARABIUVZREZY T AD 1 BEDA WL
1 » AREREFED (10 mgkg) BEZLA2MFFROS NV a—X, # TG, Tcho, FE
Izwv{tﬂsﬂﬁ@% ARy VR I URE~DEE LOL\T#ﬁ—fénTb\é '

®1 i@F‘ﬁEE»ﬁEﬁ

BEZET. WTIhOERBHEILRB W THALPRERITRD bhiahofe,

Ira—Z TG BI O Teho it, WTHOHEBHEICRBWTHEHALREENIFRD 5
Wiahpole, =75, FTATVIEHBRIL T 07 F AR IR E VT b CRER
b, BT 0TV T ATEME, TAE Y5 ATREREE, = 7 ¥ ATERER
BIEERL, A VRV U7 aFY 7 ABLU= N E LA TEREREE, xS
A TIHEEAED b, |
@1 7 AR EFER

FEEML, WThORRMEICROTHH L REENIRD bhiabhol,

Fra—R, TG BEUA VAU UEL, WTNOMEBEPEITR O TLELMRER
RO LIRDoTe, — 7 FETAT VARSI v 7 A THRIE, Teho 37w
VI ABLIUO= N EANATEE, LB oY 7A’C{E;{E7§> B bz,
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8. Z0it
7 v bERAVE 2 ERBERAMRERIZBVT, 200 mg E@ﬁ@ﬁﬁf@fﬁwﬂ% I 1
MR L UIHEMERENERD bR THA Z b, LTI _TTEW:H%% BT A RE
riﬁgﬁm;%éwcm

(1) EﬁﬂiﬂﬁﬁﬁEIZBﬂ?éﬁﬁ%ﬁﬁﬁ (v b)) (B 47,48,49)

Chbb: THOM (Wistar) 5 v b (MEEES 24 DUSERE, MERES 12 I/ 580 AV
o3RO (0, 100, 400 mg/ke fRE/H) #EIZ L5 78 BREDEHEMERRICENT
BOLNEEEFTRIIEITO®ED Thoto, 2B, FRIEFAATY (TeBLUTY BX
UHRBHI R (TSH) ORIEE. B4 28 BicefliconT, #5 32 Eiciist
FRREDRE 8 B, 400 mg BWEFEORE 4 Pllc SN TEM L,

TefEiL, 35 28 IBIZ 100 mg RESFELL DR J T 400 mg BREHOMETHERRS
TEASFBSD L, £ OREICIIAEEEIELRRYD bz (100 mg: p<0.05, 400 mg: p<0.01).
¥7z. 400 mg ?ﬁ’é—ﬂi’f AR5 32 BIZBWTHEER (p<0.01) fcﬁm’fpﬁﬁf@&b Biv, W
FROF B EE 28 BORIEE L BIERR Lz, —F. Toiidids 28 58Iz 400 mg &%
BHOHETHEE (0<0.01) EEFTFRD LN, 32 BIZXEERRE D bz, TSH
fEIZDVNTHE, 100 mg |REFELL B CRE2DS b REEM A B, 400 mg EEREOME
TIEE (p<0.01) Thot, (BT

Chbb: THOM (Wistar) Z v b (M 12 G, % 36 DTAoHRRER, M 12 JT, ##E 12-24 DY
BER) VAR D (0, 100, 400 mgkg (KE/R) H#5I12 L% 65 HOEKS
HERRICBW TR N EET AL TOEY Thotz, 2B, Ta BIR Ty BIW
TSH OHIFEIL. &5 28 Bir iz SEEOMERES 12 fllc-ovT, &5 32, 53 8L 65

I REEOME 8 . 400 mg BEHFEDRE 4 FllcoWTER LT,

TofElL, &5 28 1BIZ 100 mg REFLLEORER LUV 400 mg SHOMTHEERS
EFFRD b, FOREICIIAEHEEENRRED B:J’Lﬁ_ (100 mg: p<0.05, 400 mg* p<0. 01).
0. 400 mg FEERETIHEE 32 EITBOTHLHEE ©<0.01) REENRD LN, T
BHEITRE 28 BE VEEER Lz, ®#E53BLU6ETIE, Wihbs LAKEE
PR bz, —7F, T EISHEMEERIFED Hi, 400 meg REFHEORETIIRS 28
BIU B3 BICHE (F4p<0.01. p<0.05) Tho', -

TSH 1%, 325 2838I7 100 mg BRI EOEEAA b, 400 mg B ESEHOHET
IEBE (p<0.01) Tholz, 2B, BEH CIIBEICHTHET 25 /%, BT
EOEERFRD bz, #4532 18X 53 BT 400 mg 58O 2 FICEERBD BN
e, #5565 BITHNTOFIIRNT LR FRENEThH T, (BR49)

'Chbb: THOM (Wistax) 5 v b (B 60/B) %V VeikslEn (RERES G44: 0,
200 mg/kg RE/A . HEES G61: 0. 0.5. 2.5 mgke (KE/B) #5135 13BHD
KSR ERICBO RO LN RIS To®Y Thotz, k. ZR5Bcilm

- AE3E (G44) BLUERAERS (G61) O 2EHOHREERIN WS, G4 T
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X7 b mzw‘é%ybwrﬁcsﬁ'c FORIRIC 2 (?ﬁﬂ%ﬂ?ﬁ RO, R
DFERHERER., IREEFRIES) 23805z 200 mg DREZRELTRY, B
RIRDOIRFFH SRR LW THERR T Z & HY & LTV 5B, —F, G681 THW T
% 05 BLUV2.5 mg @)?J% I, HEBRRAEOE 2100 BLX U0 ETHY ., BAE
ICBIT B RS~ OBESER L O NOEL OREZ HME LTW5, Mk
TR (TSH?SJ:U“TQ :J:\ BE51E QBHRBEVTRE). 2 (THH). 4. 8B&
V1358 (B2 HA) WEEI0HIIC-ONTERL, £0 2 BH Ak 3 BRICEHRRIC
L7,

AFERERER, WTILOEER _mvc L BRI T B AR o Lhiaho
77,

—~ﬂ%’3f£ﬁﬁ€rﬂ‘rﬁ% FE. BEETE, WThORRIZBOTHERBHEIC LD
B b 3R BIIRO b RhoT,

M L FERZE T, G44 © 200 mg HE5EETERE 2 BH 5 TSH OF BRREIF
D BN, RROBE LHZEIMET L., &5 13 BiIiXEERIES bhin, TyEX
$BE1, 2B L4 BR—BEOEESRD b, G61 T TSHB LU THEE bic

HENIEDH EhiphoT,

[BEsEETIL, G44 ® 200 mg &“—ﬁiﬂi H?B@@%ﬁﬁ HEEOEEIRE 3, 4,
8 BIN 1S BRED BN, i, FREIIRS 3 WY SEEASEDbh, 5
13 Bzt - WEEITEREENTRD bz, G6l TIREFIIRD bhRhoTe,

HHR T, BETEET S L EL LNATMERD bh ko 710

FERERR R EIIER S LTV, (BE 49)

(2) FRISREICBE T SRS EEER (B F) (&R560) _
BEART VF 47 (BLK34) 025 mg/ AOGERZ 1 1E 14 BERORE
L. Ty, T4 B X OTSH OFEBNI- OV TIRE LTz, FEEICOWTERERT 8 18 (HFRIE) .
HE S/ L ORISR OF 3 BIAE LR, FRESRECREC L DA G
HEIIRD bhiipol, |

(3) FOMhoPRIREEEICET Z2HE (BH 51,52)
TEAE—FREER RN T ViRL 224k ﬁ%’ﬁ%{%ﬁ RSN L VIREL S
NIEE, b FOIHARTS v FORREOH S, BMA072 TSH. RBERIC X 5 258
EEREORARNENC ERFESN TS, T, #S v h T TSH o L-u
DBHEZ TRV, BHEFER XL URRAAMERIC B W TR 0B W E %
BEINIEE. BREFEIEER L VEREORVBERIREENL TS, Ty
Fet FORBITHALRATEEE LTt MEHATS v M T T O mEEFEEEE L
EWZE (B F:59H, Sy b 1224 B . & NCIRMLAO TAIERES 27 ¢
HATA X UEEIa T (TBQR) IWREELTWAR, Ty hTiRZDF Y
ITEERD, FLTAT IR AT I L ERA LTS T ERET b5, 2238, TBG
D TSI BREAFF L, LT AT S VCHATEH 1,000 555 < ¢ B ROk
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DIEME Ty DEERIXT v MIEAATRNZ & 535 r‘ohﬂ B

9. kEkZBFHHARIZONT
(1) EFRSOFA7REB (S 53)
&Ehre M7 47 (B 1929, 12 4. Jiiﬁﬁ&ﬁ T6kg) XYV, T
Y'Z A (0.1, 0.3mg: 0.0013, 0.0039mg/kg (ZFEY) HBEWETLT -12/\.& (IOmg E
0.13 mgrkg [ZHHY) EEHRROFESHEOMIER X UREA - fTEIC DWW THRE SN TN 5,
7aFZ A 0.1mg, 0.3 mgREETNATENL I0meg REICL Y, 85 1 EEND
6 IFEIDEIC I E BB, FoEbiX 2 BEBICRVBEE TH o7, Bk
& UCH 8Hz fRI OISR LT, BE~OFETIIZ s 7.5 0.1lmg 37
T ENRL I0mg ICHEE L, E5RTeF Y T A 0.8mg Tl G OIEE 3 E0IEEE
o~ L7, ‘
FRE AT DN SRAAER R U TH 7 e FY T b 0.1mg 2 BEERED b
iz,

(2) BMERZIZDLT (2R 55,56) -
7ueFy I ALt NEERE LTHEEEA, FIAR., EReMERAZZREE LTER
INTWE, ERRENEREL LT, FEEREERUSEE EERRA) B’RESHh, £0
fLoBWER & U CRNE, BE, REERIC XL 25WEE GHERER) BHEIhTWa,
7o, EBEOSRVY D7 P LREAORE T, RTINS - L AREShT
WA, 7 eFY T ADOREKRERE L UEEEK TROBIERRE CIL, AEEREL 6,548
Fih, BIERRREESNEDIL 256 ] (3.91%) Th-otz, TREWERIL., FRE - IR
5,144 1(2.20%) . 5 B0 & 6644 (1.01%) BHER% 50 44-(0.76%) . 725 = 484+ (0.78%)
WEVN25 F (0.38%). THE 8 (0.12%). BEE T 0.11%) £ Tholk, BIERE
AR LB E. ABIOERAEHLMIC RO, RE. BB - £9) - REHESEH
EOBETHREBIAZ DD, T, PIEMERICHT 2HEOMS L REFER, —
R & RT3 Z L BAmbNTRY ., EEEl Jn‘b“c ITEERSOLNEER D
HEINTND,

R, R, BIIRE, NRE~ORSLEEICRETALNERNSH Y B, HF
F IR LW B ATREMED B B AL, LJ"F@-@@J: FIRERHD I ENLERE
LN EREE LN E SN TND,

® ﬁ%¢_A/}/Tft/ﬁmAwwﬁﬁ%ﬁﬁt%%®$=§%%%O R

DEEERE HE LIPS IR & iR L TRV W 3 EEERE DR RS S
T3, "

@ FERICrEE R, ﬁ%?i‘%%&? R, EEOEREREI T ERRL Y UT
PELRILAY (PTESNL, = bIFERL) THRESRTNE,

@ SHERNCER LGRS, HERFEIRICERER GHuaE. =, BEES)
NENAZ BRI DPTFTPRPEVREEY (P7E/SA) THESN TN,

- FHRAOERERUTIORTO, @L5BENHD &, ?:ET_%TE ROOFIE % HE58
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LT AEERMEN S DT ENDBET D I EEE LW, RUEFTRET LGS, BT
BT IRDZ EiTioT A,
@ BERTHNHPCRIT I 2/ BmEShTWVS,
® b MEHPAEBTL, FERICRBE, FEROSERI T LB, VYU TE
EUREAY (PTERL) THRESh TS, |
BB, AR, TR, SIRE O NRICH T DRI Sh T 2L,

10. & MENMIEEICRIZSEEIONT
TuFV S ACBL T, oo B L in vitro kkb“fﬁﬂ’ﬁﬁ %H‘“ﬁ'ﬁ‘%ﬁ“—?
IS L TUNEn, '

I. BRRREEENb |
1. HEMH - BESHEEBREFICONT
A - BESHHRICOWVNT, TuFY SAREC L 28T, E. BRI

C L PEREEERARBEEL TV, Ty MERWTIThN R OB ERBICRN T,
NOAEL &5 T3, w7 AD 18 » AR AMEER Tk 0.3 mg/kg (KE/HEL E#

SEECEFIED b, YAV 13 BFESEEERS T, 1 megke (5E/HEL
TR SR CESATIED LN TE Y, NOAEL i3Ebhehok, Sbic, FvEf
W B ERE A HRGHER T, 0.063mgke (FE/ A TEFSLO o0 EfTRIORD,
RIS T 2R B384 bt NOAEL & b ho e, =0 LOAEL (0.063melke
HRE/B) 1k Bk - BEESHRBETE LN NOAEL i LOAEL X 8 {Eh i,

7B, TuFY T AOERERICOWTOREL, —REERR T IFERAWET
HF 5 ADFIRNIR ST X 5 U0 B RIMRICHT A EENER I TE Y, 7%
EX NOEL (NOCAEL) 3 0.00lmg/kg {EE/RThotr, LL, T BT RRR
50ich, U AZFHECIZZ OBRE RN OIEE TRV LB LR,

2. EREFREESHEERICOWNT &R 54 o
Z v b &Yz FDA © 3 SRRV ¥z XL AREWRIHRESRRIERShT
W5, EEHECOVTIRT v b, DXL EROON TRV, Ty MEAVWERE
RSN ERE (ENED) Tk, S8R5 NOAEL Ak B e, 0.05
mg Ll EREFECIRE (F) O£ 21 B OREROEENSFEILE >z Z £5>5 NOAEL
PR HIVTVRY, MDAETERAEZERERTIE NOAEL 55K b T 578, [HEEH
| RUERAHEHRSFEEO LOAEL AMEDATER A MR TR b/ NOAEL LR UE
FIHEN T & 0D, ATERASHRROTEE LTIL, 0.05 mgke 455/H % LOAEL
ETBHONEY LEL LN,

3. EEENE/RAAMIZ DT (B8 51,52,54,55)
SISV I in vitro T Ames SUBR, FEL DNA AHGARR. THEEGHRNER,
BEFEHFESR. HGPRT EREEABRIC BV TRRIISTERMETCH T, £z i vivo
BT ARAAREEFRR, MEREUEESFRROWV TN LERED -T2 2 L5 b,
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Ty T AIEEREEEE SN bDEELBNS,
FERAAMRRIZONTIL, v U AEZAWE 18 » AP AMEREOT v b AW
7 2 BB MFERPER SN TV, vV ADBETIL, EPAMEEL LT 5FTR
- BELNRho kB, Ty MORBTIL, 200mg FEFEOKETRIRIRERE, Tk
MBI Y L EROFEIC R DR EOF B RAEDEMARD bivk, Z0
AR B RE IRRE D AN D R 1 = A L E BT 5 7o RO TR BT 5 4%
HEMRBAEESN TS, TOBR. Ty NIRRT S Y T AOBHENHRECE
WTRRIEFLE V(T B LTy RUFRIBE A LT (TSH) ~OEENRDL
- N, TSH O@MERFEICc L | T v MR RIERN RO E L 25 &R L
R E ORI % /e b fetEl R & hviz,

BOT Y M CRO LIV RRBEEEEL, AT AT AOEHRELE LTINS
AR S, £, HOTE TR b HiREE DR AR R OO piR
ROBEM Y L EOENEEICOWTIERA TG A1, 7 aF VS ARl BEstmE
TRIENZ & = VAR DWW TEBARELZTRT 2FTRBIF O TN 2N & RO
Z vy MBWTEEAERIC DA, TN OEBEREOREEADEMBIRD BN THVS
e, ADI OFRERFRETHDI EEZZbNE,

4. b MoBH3EEOLT (BIE 55,56,57)

BEDOE bRT T4 Tcufnaﬁf‘?we%@%m&“@u R R O - fTENRAE
Z{Tolc & ZA, 0.1mg FHIZ L Y R R USRS B CREV IR S Nz, ZOR
Rzt 5 LOAEL i 0. 1mg/t MHE (= 00013mg/kg {K#E/H =13ughkg £&E/A) T .
HoTre

e, FuF/IARRC e NEER L UCERIEE A, BT, RSER A
ELERAINLTWS, 0.25mg/t MB (B MEE% 60kg &35 &, 0.0042 mgkg AE
/R) DOEFRAETHE, RESORHEAPREI N TS, £k, BEERATH LI
RRA~DEAN LIS R ARG, WESH - £ - - BOERIRESOET. &
i, B, RIUREOVNIS~OERMRR ST,

5. FHEREEOLIY Fik1 ¥ FOFRIZTOWNWT -

FBOFERRICBNT, A2 AV atEiERE _iowai LOAEL 7% 0.063
mglkg B/, ARERAESMRER TIZ LOAEL 11 0.05 mg/kg fKE/H, & hOEERT
T 4 THEIZHEVTD LOAEL 11 0.0013 mgkg A&/ B R E LN, TRFYV T AE
Bz X ARENY, SR, EESGR VEEERICEEL TV, ThEDEET. b b
THRLESMERE N EE L D, ERIWH LB LOAEL i1t MNERAEL YK A
40~50 KREVME L 2o T35,

U EDZ & 2EFE %2 T, ADI 25 L’E‘ﬁ"ét&b@:r:/ KRA B E LT |= ]\0){%

T VT 4 TRERICEIT S LOAEL0.0018 mgkg &/H %ETéﬁﬁ‘Za DOFRFELETHH & %
xf’oné
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6. — RIENGFAE(ADDOBEITDOWLT

TRFVS ACAVTIHL. L%m&&?étW’&#EADI% SRET ST LT
Thd,

FMERBIZ BT, B IE ﬁ_@‘t%&%ﬁ%%@@ﬂf%m%&b bR LEZ bR
SRR, b FORERT VT 4 THRRBRIZEIT ALOAEL 0.0013mgke BE/RThH-o
e ZOHENBADIZHRET DICH T - Tk, LOAELD>LNOAEL~DOZH10, fEE
=10 DEEFII00 ZHREL, BEFNT 55 BITADI 130.013pg/kg KB/ 252
EENB,

[ I n%} 7A®ﬁan@%‘%@§fﬁkob\f X, ADI }: L CROEEZERAT
BIENEEEEXBRND, '

TrFY S A 0.018 uglke KE/E

BEEICOVTIL, YIHERVEE 2 BEERED FE L2175 Bt 5o &
L3,
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<H#E1 BREEFOBRH>

ADI —HERNFEE

AP FILAY TR I7E—E

AUC I R YR E - R R IR TER
BUN | MAREER

Coras BEmE)hRE

GPT FILEIVEE LE VBN Y AT I F—H(=ALT)
Hb AEFOE BB

HPLG BEEGIOTR ST

Ht ARk

LDs, FHEEE

LOAEL RNFEE

MCH FHHFOROARE

MCHC TR EREE

NOAEL mEtE

NOEL EERZ

RBC i I BREK

RIA B REAER (VT AL TyEA)
Tz HERF B

Ts F)E—FYro=y

T, HA05

TBG W (=B v vl =l RS A
Tcho BaLRTO—jL

TG FUSUEYR

TLC EEyOvh ST

Trnax T MR REDE R

TSH R RE R LT
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<BE>

1

TuFV T AOREAFAEEEICET B, N Y i — o i
ABRIAT A AV AUBRASHEREE AT T FN (FaFy 7 a
EREIES T DEOEHA) oRABREEEFMICRIMEER REX)

Blood levels and metabolite pattern of [14C]We 941 in mice after a single

- administration and after 4 weeks of pretreatment with 0.3, .10 and 200

mglkg, XU VB — A NN DR R RAT g T D SRS ENE
# %77/?»(7E%J7A%ﬁﬂ&ﬁkié¢®ﬁﬁﬂ)®ﬁm@%
%@&ﬁuféﬁﬁﬁﬂ(%%i)

We 941 BS Carcinogenicity study in mice with oral administration, ~<—
Do H—A Y TRANA DR DNAT 4 I N UBERSHHRAEE A 7T
FN (TaFVIbeBHME LT HFEOEHE) ORREREEETMICHR
SMEER CRER)

HH L, XE BT, bR S RN B, AT R, uC-TrFV 70
I, 537538 L OBkt — 5 » MoBiT 5 BEER USELR 0% 5% o g,
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