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2-bromo-thieno-triazolo-1,4diazepine FEATH Y | e HUOR, SHibis. EEE
ERTOEMAERS (725 J 4] (CAS No.57801-81-7) I22oW\C, KAEE{fEe

(EMEA VAR— b, BMpRERNFEERE ﬁ@%ﬁ‘ﬁﬁ‘%) VTR R
PR LT,

FHI R L7 BRI, 155 (TR Ty b A X, B, FERUE B, BE
RER (D) SEEEERR (FU X, Ty b A X, UEEROWL) | TAMESHRE (5 v
coA RZ’LUW‘/V) BEEERRREORB MR (vUA, Ty RO L), ARi%R
ARERBREAUETEERR (Fv b v, EES ERREThH 5,

RBORERND, 70TV 7 ARG K A0ET, §%, EEIAT ¥ 2o SR
BEE LTV e, BIEREICHT R, BETRILER USEEEMEITRD bhkh o iz,

FERAMFRIZRNC, Ty MOBICRURINEIRE, 5 v ol EEER: ) 9
R BT A RO BB, 7T uFy S ANEEEEmE itk
W2 &, TYRRDWTREBMEETET ZFRARLN TRV ERTRT v Mol
TREARMCOR, ThOEFEREOBEDHENMARD LN TNE I Ehh, —AE
BErRE (AD]) ORERAEETHIZ EEZ b,

FEERROESEE I IMEAROR/MEL, & MRI T4 TRBALELNEE
/IMERIE 0.0013 mg/kg (AFE/H ThoTolzh, el L TR4EH% 100 TRLE 0.
. 013 ,ug/kg (AE/R = HEIGFRE (ADI) LERTE L7z,



I. FHENREMAEEROHRE
1. Hi (88 1)
OB TNEDTEOFHEINZIRE BE & LTV A,

2. BYESO—B4E
4 7a5S5 A
444 : Brotizolam

3. {k¥4f
TUPAC
& 27 0e4-(2-7 nu 7 =09 A FN-6H-1-F7-5,7,8,9a-F ~F 7+
VEA=SaNE A1\ i S P
34+ 2-Bromo-4-(2-chlorophenyl)-9-methyl-6H-1-thia-5,7,8 9a-tetraaza-
cyclopentalelazulene

CAS(No.57801-81-7) .
i 1 27 2E4(2-7 B2 T == )1)9- A F-6H-F 7 [3,2-][1,2,4]
N7V rl4,8allL,4 T e
34 : 2-Bromo-4-(2-chlorophenyl)-9-methyl-6H-thieno[3,2-f][1,2,4]
triazolo[4,3al[1,4]diazepine '

4. ¥R
Ci5H10BrCINSS
5 9F=
393.69
6. #hE
CHa,
-
—_
7. BRoge

TaF T AL, RAY « R—Y o A DBV THAZE R A\ R
IRFEDOHADF D HFE R 7= 2-bromo-thieno-triazolo-1,4diazepine FHEAE TH B, & b
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AERME UCHIEREAK L LT Eﬁ%’%éﬂﬂ\é P, BITH LTI ASTRIRSE DR
Bz EME LTERSNE,
- DDETH, FRERAE LT 199849 BITE&R SN, 1999 4F 6 A L ) IS Shuc
Voo AR AR RO LTI AfE LTHE 1kg %720 2ug LT OB A%IRN -5
HEDZ s, RAICT 57mic T 5812 BRSUIRRICH 2 7 ikt
D0 12 BRI & LT3,

o, 7R (198746 AFR) . P4V (198849 AEE), 74T K (1990

P10 RAGE) . A X V7 (1988 4F 9 &) ZEHAEICHVThIA< AR AT, TR
ZhTnha,

I. REHICRIBBROBE
1. TR - 240 - 13 - HotEER
(1) B5HE (BIIR) (BE2)

‘Chbb: NMRI R~ v 2 (9UL/8) ic UCIE7 Y 5 A R BERO (0.3, 10,
200 mgkg HE) TEHIVIIHERT YT 2% 4 BERKERED (0.3, 10, 200
mg/kg (KE) BE5%, MBED UCIEHT 0T 5 1% MER NS U B ANk
BRSO TND, 238, FRROBSEIT~ 7 X% FE 18 » HREISA AR (2
MR 3) LE—REICRESNEZ, -

UCHEHRT 05 J AOBEEHER L UYEERE T 055 A 0.3, 10 mg O 4 ERTEE
RO UC BT 0Ty T ADBEERR SR 5 IR RSS2 -
T BEEHEREMED 2. 1-4. WOFEICH 0T, —F, IEEET 0 F S5 A 200 mg % Hi
BE LIBEOMFRABTEREL 10-1L6%IET L. Coa BETAUC HIE{EA
b bile, TORRAE LT, KEHESIC X 3RINROE FOBEHEI L A RS
PRRENIZ, L LRRE, Con® LUVAUC 13 UC 3G T 05/ 5 AOBER LUt
HERE T 0T 7 A0 4 BERTRECEL LT, WTFHLOHRICBWT LI O M
ZARLIC. e, T )KOWTHE, i EOFER L UREEIC L 25EE3EH
(Tiz : 2.5-3.8 BffH)) . W THITEBWT e 2 58S iz, HPLC 2k 54y
Fric LV, “CFER7 e T AOKER L USHESR T 0T 5 AOFHREIZEb Y 7
SEEREWE LTREW A (AFAVEOKEME) (22.2-30.7%) BEHBIL. Z0f
B D A FE) (17.2%), KRB B (U7 EELBOKERIL (12.83%)
USKRE(LE (9.3-23%) AR ohr, 286, ZhbOREMII TR HEEE 30 01
BRHESRTOAZ LN, WThOARILBNTLTRF VS AZEOIIRBIE NS
L ERTRRENE, —F, HEERS B FY T AD 10 BL 0200 ng HHTHEE Li-FEckR
D REAF =B ET, BREHE (21.4-30.5%, TRFY T LDT ==L 5
- BKEMEESNELDEEZBNBE) OF| Azﬁt%ﬂu L7z, THIZARNGE B 38 X UYRE
% D OFIEIIRD Uiz, i A OBISITENTERD bt otr, 7, JeEs
7 aFY T 5D 200 mg OFERETIIREBEDOEIE (5.83%) PR Llc, ZDZ L

! BRI O (k¢ 12— VR BIE, DT, BICEEAART TR L, )
J 7



b, TVRICEBTS 10 BX 200 mg @ 43BMHaHRS TIX, F F 7 a—AP450 12k 53
AT A U TO AR R STz,

(2) B5E8 B>y k) (BHE4
Sprague-Dawley RIET » M UCHEE T 0T ' T b 0.5 mgke RE/H & EalR L O
7T B HRER ARG L BOENERESRLN TS, BERES D Tona bE 1 BTG,
FD L ED Crax i 18.6 ng/mL THh o7z, MHH 6 REIIRBT MM TH Y T
(BH8) 13105 K Th o7z, 7 BBIKERDEEED Tna 1 IBIEERR 5% 30 45T,
TDLED Crax ¥ 51.6 ng/ml Tih -7z, MAHEHOMHRITHER SR & SR T
B Te BRRFNERE Lz,

HERR SRFOMBNEE IR 54 1 BNECIOZ L A YOS TESEs R L. BB
g, BTlE. B, BRI UFRBICEBEOSNRD DI, DEIREECIR
LT, 7 BRERERE OB S5 OMPIEET, BT SE L RS B R 542 1 1
FETITHERERY, TNOORELHEEIRSRLRBREChHoT, BE4 FRFFRI AR
B A S P~ BN o T2 DMREFANIC IR L, 185 48 BRICIZ S TR
THREED V10 BT &leote, o, HEERICEEENEETA 2 Lok,

BRI 54 48 B & CORTIRMRIT 7.6%, ETHPEL 88.0% Th o7, 7THM
PSSR ARSI RBT DRI 5% 48 FFEE TOR - %W%ﬁﬁi K AxER5ED
5.8%33 L1} 83.9% T, %EH%E- LR TH T,

Bi[alfr5.4% 24 E#F'aﬁi TOHEHTEREERIT 84.0% L m <. TOF 1/2 13354 1
F CICE IR S vz, B U7 BRd 2 BB o+ _FaRmicik s A L, 524
BFEI B LA IR R BE D 39.2% S REH- A Bkl & v, PRRTBERRIT 32.9% Ch o7z,

F v bIEE 230 L OFEA I In vivo T 50.6%. in vitro T T1.7% Tdh-oT, b
MBI CMIFE7 V7 I v & OREEEIL, £294.0%5 L 0090.9% Thoiz,

HEg 5% 2-24 REOMAFHSEERE & ETBRE IR B hEH iz bz -
T—ETHY., W15 Thots,

(3) BEFE (5v k. 1 XBLUHIL) (BES5)
Chbb: THOM 7 v M), ©—7NK (M, 480 ROT A7V v (HE3FE, 25
W MCHEERR T 0T T AR EERREO S B UVEEIRA (0.5 mg'kg HE/B) &5 UKD
ﬁiP’?@Jﬁf IZOVWYTRRAR BN TN 3, it 7 v MZOW TR Rz OV T H A
_HENTNS, -
VI hoofEl %wf%\%DEE&@7D%/7Aiﬂﬁ#OEﬂt&W&%Tb
Coax BE Toex 1TENEILT v T 63 ng eq/mL LU 0.25 B, 4 X T 83 ng
eq/mL 35 X TN 1 FFE, YL TiX 167 ngeg/mL BI N1 BB ChH -7, F, BOB L
VRIS & b IC MRS REOHAIR "M E R L. BAREICBITS Tie (o
) 127 v b TOS R, A X T23KHE, VAT LINHE. T (81 TEnLh

8



17.5 B, 20.8 FFHES KON 17.1 Bl Choo e, BARINERSICIOT B Tue (o) 15 v
hT 0.4 KR, o XC 0.8 W¥f], P TIX L1BSRA, The (BH) THFNEH 14.8 B
Fl. 184 FEHIB LN 189 B Th o7,

. BRIUVET,»LORIERIT, BARETET v FT83:6%, X T93.6%, YL

TiX 87.8%., BN ETIIZIEN 88.5%, 82.6%BLUN8T.0% ThoTr, Fv b
ARFRERIES | BAB L UM EE 6 FEIICBVT 56% Thot, —F, A
RXBECIRIT DBHREERIZ T Th 49- 51%?54:0“ 28-34% T o7z, V¥ FhmiE
CEWVTYH, 7TuFY T ATRE 34 AIcELc bt S h,

FEWINERIYT v N T 89%, A X J:",'J'}I/"C T 100% & EEATR L, WOy
T RIFRBINERFED bivk,

R ERIERIE D o MBS 10 R E TRALIWTRY, B5% 1-2 B
TROEL . 1K) OERIFIRIER ST 24.6%, BNIFE5TIL 14.3% Th -
iza Eiz, #E5% 3 BHEE TICHARPIRE Tk 54.7%, %54 10 H#F‘EJ'C IEO&ET
72.9%., FEIRANIRE- Y 84.8% 28 EH izl Sz,

7 v FOIEHFREY, PRI U XORFREICHOWT, TLCIZ L VEH~=b
TV, 7w FOEHB LUV ORFICKREBMEOBRTEEITIZE A FEb b,
BN u=F—8 /T V= )VANT 7 & —BI L BRSNS TLC Lo AL}
RIS Dotz —FH., A XORMICIIRE(MEE TLC FoF U5E)
BN BRI X O 0 O ERESRD b, 8-y u=i—¥,/
TV NVANT 7 B —BIZ X BIARGFEEIT, Ee ORBRERZ b0, Wiho
RIZBNTS 2~3 BOZERBITRBD S,

WHHOT v MCHEERER (1 mgkg FH/A) #E5 L7BEOMAR LU H~04
i, 7y MBI ONHRT v b (WHE 14, 20 811022 B) (CHEERRAH AV TEIRN

(i : 2.8 mg/kg AE/H. ﬁ%ﬂﬁ 3.4 mg/kg (EF/B) &5 LI-BEDEALT! iz T
o8- o el A A AP e i U N Y s I GV

fihds X ORI RERtESRIL, WD v Mok TRE% 24 H#Fﬁﬁi?ﬁﬁ’*%ﬁ’b’cw
5, M &I FREOHERIIATERRS b, #E5% 24 BFRHETIOOThbE
CROPRETIRD b, BE 4-8 RO I EFAWCT TLC T L5484 %
ITROTFER. REORTuF /7 AORBITHY | REKIITBETH -T2,

EBHA— N T T 4 AVLERSTIL, BTy MEAVTERE 05, 1. 4. 8 B
X 24 FFEBICARL R TWA, BOB L UEIRNERE L bitEEOSRH Y — %
AL, &5 0.5 BB 28 ~ONMmBRRD b, g BiE BE%R X UE
B CTHRIREOLSHARD b, i, WTORSRERICBOTH., R EIIR—
m{&ﬁﬁFﬁ%ﬁ@'ﬁ‘é EDFERR S, 5 8 RiffRICIIEICHILE B LU 7

S b, B BIBR L UBE~0AT ToThTholz, EOMDIES - Rk~
@ﬁa\%ﬁ JFEALERD NPT, TR 14 B E 20 BT v MIBT 3EASHIT
A3 L URIRNIR S 15 49 K% UF 24 Rtk CIaei~0i@ansamh b, ﬁiﬁ)ﬁ?&ﬂﬂ

BT 5 BHEEORRR L UBE~OOMIIERE Thol, &5 24 BE Tk
FRIRBICHAE L DS B ARG TR b,



MO IRRT BTV T ADE NI ERERERLN NS, TUMET AT IV B
Vb MIET VT I 2 & OFEEITTNEN 13-8T% B LT 86-91% Tlh o7, $ir. b
RfLER & OFEEIL 89-95% Thotr, MPITIITH UCERT 2FY'S A0k, Eiom
BTN IV EREE LIRETHEET A Z LSRR S h-,

(4) B55K (Sy b, 41X, YLELUE L) (B3HE6) A

Chbb: THOM 5 » h (3 6 [5) 12 UC T 1T 5 A 10 mglke S A#E L%
DRET Y, MEDE— N REBIOT H7PL (MEEE 2 61) 12 U0 =T n oy
7510 mglkg ZBOKRE L BRORTH S, BEe bR L7407 B4, &
PE142) 2 UCERRT 25T A 0.5 mg 2R AHRE L =BRSSO TIE
RT3, | ~

ETOEIZBNT, 77 MIIEERERE SN, Ty b A X, FABE
Ok MIBWT, EERERRII T 2TV 5 AT OB A LB B KEME & 20
BRIBSHATHD ZEPHR SN TN D, REMEIPH S E LTHIEEITME
ThHD, BEMTECLY, Ty ORI I UL DR BRI ED UC 1257 =
FV T LHHHEEE S, FOEIET v FOEH BT A%, LD RTTIE 8%
KM THol, ARt MNEBNTRELILPRL 2B EF BN, RIA 2\ o
T B MR O REAEOBHRIIR FRBOB L L 1% ThD Z LR Shiz,

LTOBTRD LI RBHOT TR LEV L OITREMA R L UREMWB Th o7z,
E R EPITERIT S EEAEIREW A (B4 227T%RB LU 46%., THEL) &5
BB (%% Z43%BLUZ20%, B THY, b MeBF AT TV T ARSI
P EIEFITEP L TWAZ EB3FER SN, £, b FBIUW A ORI BT
LS A LG B OERITENEN, BEF 41 BLU82 Thotz, 4 Xi2BIT
LERNHIINH D A LIGHDE (Wel064) (Hx =43%I L TU=20%, o) <
b1, RECBITAREM A LREW E OET 211 U EThot, 2B, A8 E
IR B 0RMEETHY . REMW B IZ7 Ak ) EETCREW B o8 b1 5, Fh
B, A XORPALEE S A E X0kt - BESER TR B 1 OFR S
5 50T, EZERECEED DERE SN T B DL DRREMB TH B LEZ BRI TWVA,
Gy FOFERBWIL. T2t Fadi BRSO TS ALREM B (Kx
=214%B L U=13%. JAHHHEE) Thotz,

(5) B55E (YIR,.FY b, 41X, Hib, FBLUER) (BE7)

TR, Ty b AR, FABIOE M UCIERT VT AR EEROH BV
FIRPER S L2 B DENEIRRIZ SV TUTF O X S IZBR b T3,

Fw b, A XBIUVIZ UC R T 0 F Y T AL BEERAOBES S & RSN OHED
MR ENTZ (Fv b 8%, 4 XBLUYL : 100%),

Sy MBI YR UCERT 0 FY T A EFNFNEER D (0.3, 10, 200 mgkg
{RE/R) #EUEBEOEREEE AUC, Crex ORIZIZEIFRFEREMENTRD i,

uC @7 S k<72 (0.3, 10, 200 mgkg AE/H). v b (0.3, 0.5,
. 10, 200 mghkg XE/R), X (0.5 mghkg FE/H) BLUFA (0.5, 7. 10 mglkg &

10



HB) TENENHEROEES LEED Toa BEY Cuax 1. FHEFN YR T 05
FFElH L0 86-71,539 ng/mL, T » M T 0.25-1.0 BFEES L 18 23+15,018 ng/mL, A X
1-2 FRFIEB L UY83 ng/mlL, ¥ /L 0.5-2 FEEE L8 167'1,800 ngmL Ch-o7-, Fir,
wUA (10 mghkg KE/H), 7 b (0.5 mghkg KE/H), X (0.5 mgke (SE/H)
BLOYL (0.5, 7. 10 mghkg FE/H) ENFHEERR OES Ui B 57mE 25
SRS JOVHAREIL, T Eh~ U AT 08 BB LT 5.6 . 5 v 1T 0.5k
R LU 175 I, X T 1.8 K& L 08 20.8 B, Y1 Ci% 0.5 mg 35T 1.0 B
BLU17.0 B, 7mg 5T 21 R (HEMEEED2) . 10 mg 325G 10 B (G
FABERHE) Thodfz, Rk, HERIRAER S U BEoN s L Uvydkrmse
BENE, 7 > FT0.33 RIS L TN 14.8 B, A X°T 0.9 BRI LU0 18.4 B, HL (0.5
mg #&5) T 1.25 BB L N 189 BT o T,

UC R 0TV T AEBEER B X UBIRNRE T3 L. WPFhoBREEKRTHE
IR DT 5, BNSARIRE 80 HBIIIBE (EHEEEDD) . B, Sk
L UBIBICERIRENRD bh, 85 8 HEZICIIEITHEIEERA LM, HET
HEIREE, Bl L URE T I <BESRE S 3 IcBmE Ry,

ORI UHIRNESIC LY UCHESE T =T T ATk — R % &E T 5, R
7 v MIEETH LB EER L., MRRIICIIEE L BRI~ ONMIIEE L 2 5,
BT v MR ORET 5 & BEHEEIEN TICRBo b, I PEEI A TEE LR
ROFEBZR L, EONIHET D Z EPRER SN, WIICRIRNBET S &, %
SHEMIER 5% 4 R Cloilib sk S g, 77, ﬁuﬂﬁtﬁ{%ﬁ WEITTREEF
RICELHZ2HRIGRD bz,

PABLUT Y MRV RERSRBROBE. 7 0FY T ACEERIERS LU
FHEIRDLNRD o, F, Ty MFI 20y —az AnTEp RS
DWTHATRER, BERBEIIFD DN Tz, —FH, SURATIRTIeF S S 6% 4
BRERERERA (0.3, 10, 200 mgkg (KE/H) #54. BAED WOESRToF/'S5 A
ZHEROHRE LB, 200 mg 5 COPRETTENED b, EHESENRLR
hiz,

<V AIZRBTHEERRD (10 mglkg KB/ H) #5-4# 6 B = TORTHEERIT 22.5%.
ETHEERIT 53.3% Th o7z, REBIUREH SN G 7 o0 BWBRIEShBY ., B
HROEEREDEAGHY A BLURE B, TOMICREW C BIURE D HME
REW, REEHEMELR ot Sz, BHFIZRN T, WThoRE bk
LED TNo o B ER D HAVIIFHBIEAA L LTRO O, MifFhoEE
REIREm A ThY . OMIZAREY B B UG D 25580 b,

7 v MBI 2EERO S 2VVEERPY (0.5 mgke RE/R) #E5#% 7 B CoRT
PEtERIT 5.3-6.0%. MEH-FHRIEEIT 72.9-84.9%., . EPERHRIX 78.3-82.6%ThH Y. F
PRI E S UTREMETH -7, 2B, REHOHEE S F — o 5RKRIC L
LERIIBDO N2 oT, B FROFERBDIIT7 2=k Fud i ErEtrr v
FV'T ABLUREMB TH D KRB LEITBRE 22 bR & vz, B icisnT,
WO B KB(LED 7 A7 o VBIREER D/ HAWTHRARE LTRDDH
iz, MERFICRT2FERETL 2 EOREBIEYE C, TOMIZREMW A, 3
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B. &) C B L UREM D S &,

A XCIAEERE A & DV IEEIRA (0.6 meke (58/B) #5148 A if@ﬁ%kﬁhﬁ
(X 51.5-49.3%. FTHRIERIT 42.3-33.5% T o7z, RIS 2 TEAR IS A

(43%) BLURHME (20%) THY . REILETEREIRA BRI Sz, VWih
DRE G KBRURD T2 v VEBERAER T &2 W IREBHRAEAE LTED LR
o 7B, REOHRI R — AR GBI L BERIHD SN0 Tz,

VIR DHEEREO H 2V IR (0.5, 7, 10 mgke 5F/B) B5#% 3 H 50
{35 B TORFHRTIT 28-69.2%., EHRIRIE 23.3-59% T ot RO
HINBED A 46%) BLURHY B (26%) Thotr, 7TBF VT ATRENLIE
IFTERICERE &, RE(LEE LTodZh T %GB e, WISt
WL KEBMUED 77 v VEBREER G HEWETERA AL LTS b, 2.
R OBRE S Z — LR SRR L BRI Ao, T, 1 ERKER
A (7 mgkg KE/H) BEZBODTHRENF —VITEETH o7,

BENCBIT DT rFY 7 AOBFEN X ZRIESTES LN TEY . BWE> 551>
A FENDOIR RIFRRIEER Uiz, £72. WThoFEIZBNT Y AUC W ISR
D ORI Te, T F YV T AOMBEFIRE 0.125-1.0 mg O BETIHTFHEHL O L5
BT, 1.5 mg SR BT EFTER & AR fai A b, {@%)\ BT
1 F T BIEE D DRI S L, MR ES AR ARITB L 0% Th ot
MIEFRD Ty id 4.3-7.8 BERT & 5H< , WEED 64.9%ITRFN D, 23.6% TFdh s BHEH
SNz, 7THHEXE (1mg HEFARTIE, MFTRER IO TRiTENEhERS
Hiz 19.2 ng/mL BLU 3.6 Bl mid&k5H Tt 19.6 ng/mL 33 L0 8.7 BEE] & [/l—T

HY | BEREIRD bheholz, 7T uF T ARSI RS S R TR S .
B5% 8 H#Fﬁi TIREMED G 2EETE 1% Thotn, TERIMTH LIRS A
BXORE B, FHFh 27T%E LN T%RRAE~HER S hi-, WahoREim L i
BRL LTRO BN, Fio. Zh bREOSEHIREIIRE LA DZ I & K33
WZ e RSN, -

BEEOFRBEBEIC 70TV FLEERSH IV T ARKE (025 mg) ®ELEL
XD Tyl 6.9-7.6 B T, BEADEDOFHEANIC S o7z, FhpEBEICHEEH BT 3
HAEMERS (0.26mg) Lz & D Tipld 6.0-9.8 Bl Tho iz, FFELOBREIZEE

(0.25 3B LT 0.5 mg) B 5- Uiz & & D Tl RIBAAIES (9.4-53.3 B[ 25580 b,
HEHANEL T ORI TERVWEE LR BN, £ir, FHEEREDF LT FEER
PR NTHARTOREN T LR SN, BEA, BRERERLUBEREED
WTIIZRBWT b RERSIC L 2 EEER S UBRHEIRD b o,

(6) kRS GBEA) (3889

UCHEERRT n T/ 7 A2 WHAF 3R EWES 12, 228XV 3R) IT#IRA (10
nghkg) #E5 L7BRORIN., 2mB L UBEINZ YW T, RIRT 2 EEOHBRCHEAL
nTN5, '

551 HERIL 2 R (Phase 13 XU Phase 2) 2biEgk Iy, UWCEH T oF
VI AEWEHA 1B 1R) ICHEEERNE S Ui BRo RS LU EEIZ oW T
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_RENTVW B,

52 BB UC BT U F Y T A BWHA QORLNSS) it MBS Ui
DHPFBIREIC S T~ BT B,

OF 138,

a. % 11838, Phase 1 : HBHHL 16 HE

UCHERT v T/ J 25 WHAF 1H (19) CEERRA (10 pgke) #ELUED.
RERTEME DRI RS L OBEIRRE, Mg, ik kO PicBi) 3B ERTE:
TN 5B, MEEEHIFRERTR L UM 542 144F5R0= Gl 19 RS G ERITIEE1£12-24
EFRIFET. LIRS (08:00 m:U\ 18:00 ® 2 @) DEEETER S, ZhEHic

. B SERESAE SN,

FGHEMEDOREINEITRE% 6 B BT 112% %R L, 2580 o5%/3H 514 144 B
FTCICRFICH I (24 B CIX 24%) . 86% 1T b HRE X i,

BERHIRA (10 pglke) H5- LIzBROMSEF ORMEHEMEMIL, 855 550 164
LiG 1 RFRRICIL 8.6 ng eq/mL ETCET Lz, EbIT, #4512 BRHIEIZIE 0.47 ng
eqmL E£TET L., TORITMHBRI N & 2 ot-, 2MOBSHEMEEIXmIEDZ T
AT o 7223, RSB ERZ2R Uiz,

AT PR S BEHEEEIIIER IR . BREBITT AEINED LTI
01%ToH o7z, BEHHEMED Crmax (0.58 ng eqg/mly) XHIEILHY 70 (0-9 BEL)
ThEms S, e, I OBHESEOREIRHIBRERE Ch o7, LHBRAT
HOFIE, BB LUIED O 5, FREOBRTEMENTRD bz HIERE T Cua
X 1.78 ng eq/mL Toh o7z,

b. % 2 1A3%%k. Phase 2 : BERIA% 7T HE
B 1RSI TR MCERT v 7Y 7 A2WEL4 178 (1) I BLEREARMA (10 pg/ke)
®E5 L, €D 6.5 FHEFICEEFE S, 2, mifE s X OSEE D E N ThoRik
FHIFHEOREZEIL OV TR TWS, MEREHIIRESETR L URS 6.5 B T
DF 5 R TER Uiz, 115 6.5 RHRICEERIES Wk, M, O, BRe5. FFE.
FEiE, BHE, &, B, B, B (BRRIUOKT). Wi, i 2%, B 9.
H. BB, FEERR, MIER X UEmABERE . @4 OEERE X ORI oW TIEE
ENRES NI, £, 5% 6 R E COER, It L OMEH RSN, EEH
BVIEBOAEIM T,

MR ORBERTEIEOREITHR S 30 5310 14.05 ng eq/mL, #2451 B4 13 10.71
ng eq/mL Z7/~ L, &5 6.5 KFf#&IZIE 1.22 ng egmL £ TET L, é[ﬁlqja)/%f'? 1

5 30 4412 11.00 ng eq/mL, #:5- 1 FBE% Tl 8.25 ng eg/mL &5R L. %5 6.5 B
&I 11mngmmLifﬁFLto_n%®F%i % 1ERBRORBREFARET
?)0 7Lk-o

EER3 L UMERRHIREL S IEH, FTiER J:UE"HJF;EUDJIIE'CFJ < WEFTEEEREENEN
1925, 169 B LU 5.3 ngeqglg ThHoT,

REARDTFEIZDWT, 8 LR C#RES 0.25, 0.75, 1.5, 2 B LT 8 RefitkicR
B2 RO E 2 A, #1F0h 591, 5.71, 2.97. 1.85 B8 XTR0.59 ng/mlL
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DOREFEDRH S,

HHid & OV B ORI oW C HPLC ST L= 25, Rt A 55
WEAERY B ORGSR SN2HoTeid, DEOREE (H?Hmr 22. 5% BlgT
21.5%) HEERENIz,

@ 2+ 8

UCIERB T T Y F A% W4 28 2RBXU3Y) T 128fEC2E (0B
12 B¥fE) . #2IRA (10 uglkg) &5 L7z & EOENERBIC YW TELRTWS, 2
B OFIRANREL, WHA 15 22) X248z, w4E 188 3%) 1272 B R
LT,

WIAF 1B (2%) THEREHE 36 B % TICEETEMED 70%8EIR S, 2055
BTY%IIEEIC, 13%ILRICHRE S Nz, HIFE~OHRIE 0.1% L B Ch o 7r, W,
F1ER (B%) TG 84 FillE CITHANEMED T9%REML S, 2D 55 63%iE
iz (36 FEEE Tz 59%2SHEI) | 15% iiﬁé':m\’_ﬁ]iﬂﬁéhf:o HH-F~oPEtix 0.1%
EWHETHoT,

WHA1HE 28) cE (0 FefED) BRI S L7z & & DR OIS M
P55 550 30.9 ng eq/mL M HIFE 3 BNE (TieidBE4# 0.5 B TH S LHEH )
WiX 8.1 ngeg/mL FTET L, #E5 1280 Tl 0.5 ngeq/mL &2 -7, 2EE (12
) OREBOBHGREMEEIT, 5 50% T 15.2 ng eq/mL Z25R L. &5 16 B
% (TwldE5% 1EHITHD LHEH) TIX 1.0 ng egml ZCET Liz#g., #5201
F#&IZIL 0.6 ngeg/mL & 72 o7, WA 188 (B%) IZHIEFIRAZEESHO M DR
BEHHEMERL, %55 97% 0 23.9 ng eq/mL M55 2 BFEE  (Tye 35142 1/
HERD 121X 5.0 ngeag/mL ETET L, 5 12 B Tl 1.0 ngeg/mL & 72577, 2[H
B (12 ) OBREBOBEGREMEEL. #5 5 5% T 27.0 ng egmL 27RL, #5
15 FFfEI% Tl 8.7 ng eq/mL & TIE T L7z (T 133& 5% LRI CH B LR, =D,
5 24 BRI TIE 1.1 ng eq/ml &R o7 (Tuel3# 544 5 BERITdb 25 LHER) , Wl
280 Q2B LU3L) OMEUTEEENL, F 1HBROFE 1 /ERB TR U- w4 18

(12) oFEREFELLTWE,

WEHA 28R QRBIUBR) I UCEER T uFY T A% 2], BIRNEZE L-B0Y,
AL, 2 B3R 0.1% L HMETH o7, 2 [EBDRE 0-9 FiRICEER S /-3
FOREEIZ. 22 T0.1 ngeqg/mL, 3% T0.7ngeq/mL Tholr, LHFTDEEICD
WTh, B 1RROE 1HRROWILS 15 12) ORLE LTV,

WHA 2B MC T vV 7 5% 20, BRARE Lz L &0 24 FEE (29)
BLUT2 % (8%) Offi, L. iR, Blg. &, K&, B (BEBIUET).
21, B3 & OB RS ORBEHEEEIL W THRA & 25, RS OIEE A LI
RHIBRAAR Ch o7z, Tt 2 BB OkE 24 H#F"ﬁ?ﬁ'c 9.7 ng eq/mL (0.8%). #*
5. 72 BiEI#% Gl 12.0 ng eg/mL (0.7%) DRENRERINTE,

BLED 2 BEBBORERNE | UGS 1 FY 5 A EWAESTE (19, 2951 032)
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(RN (10 pgke) BET2E, BAEEI AR S5 = L SR s e, =
ZHRIERIIED (57-86%) TH Y, %< BRI S A - b BEZ bhiz, —
7 REYHLIDETH o7 (1525%), =5 0fERI. FWERENZS » b (&
FHRIE : 86%. FRHEHEE : 6%) B UYL (Ehbk 59%. FRYHERIE : 28%) B

RREETALOTHo (BHE10,11), Fi-. VTN T b ETE O KRy
(13515 24 FERTE CloHR S hui-,

MARFADAD bRARITHRIE S, WA 3 BB G L & 2 0 Tz it 0.5-1
Tholee TNLDRRIT. v b (Ty: 0.3 B . A X (Tie: 0.9 B5R) 3L UW-
N (Tiz: L3RH) 2V ORBRERL—HL TS (BB 12). A1 S OFEET I

IR LD BRGNS (19), FRIBRA~DERE 2B Y ATITREIT O,

WFA 8 T P OB REREMIHE < o999 0.1% T 5 = » PRER S,
AR DT T, HARE I SR OB E MRS DL (12,

WA 3 BUCHHIRNIR S 6.5 FREIE (12). #3524 B5EI% (29) BLUWE 72 0%
[t (8%) BRI & SOFRICKIT 3BT, ZH e 16.9 ng eqmL (2.6%).
9.7 ngeg/mL (0.8%) HLU 120 ngeq/ml (0.7%) BHo7-, EIENOEEILRE 65
PRI T 5.8 ng eq/mL %#5R L, #5.24 3511879 P CITRHRRIS L 22 ot
ZOFERE Y FEH~DYEILE L | FRA~DHEIIENZ & B S N2, x7.
FTIE T3S 72 BERICR VT 0. IR T 7 B F Y S AB XU 5 5L NEEORE
DERBIFER SN, (BHESY)

WIS GHH) 1T MCHERT 1T T AEBIRA (2 pgke) &5 6.5, 24 791
FIRIZE 3RO BIMIK, Ht3 JUMRR - IS8 (s, Be. S Ehigk, BRI, BF
fi®) 2L, ERBFOTeF Y5 ABERHIE L, IM8E T L ZHAME O MamE A A
LI 5 7 5% Crnax (2.83 ng eq/mL) 23588 b, #5- 8BS 0.53 ng eq/mL
FTREZED (Tipld 1280 L. Z20%IHE0 i 2R LIEE 36 RefEfg I
0.01 ng eq/mL E TR LTe (Tupid 5 B, LI FOBREEIMES | IEHEL, 7 i
RC Cooax (0.08 ng eq/mL) A58 B, 47 BRI /TR BRI % b Lis, BAER -
B ic3oi) 2RI (5 6.5 6542 © 3.54 ngeq/mL, 24 Fi%% : 1.24 ng
eq/mL, 72 Rl : 0.56 ngeq/mL) B L UEHE (5 6.5 B - 1.12 ngeq/mL, 24
FFFIE : 0.13 ngeq/mL, 72 BRI : 0.02 ng eg/mL) T biviz, FHETII#RE 72
iR TR D DVRIREDED b, Tield 30 5 Tdhotr, E. JBHFEzITh k7
BEOREAVPBH LN (5 6.6 % : 33.61 ngeq/mL, 24 FEHHE - 3.94 ng eq/mL.,
T2 WHHE 1 0.0l ngeg/ml) . TR FY 5 AOEEHEBERIIETTH B = LSRR AR
%o HAB LUIRF OBREII O THOBRICE N T H & Th o7, (B8 9)

(7) BEER (4) (B8 13,14,15,16) :
HET4 (K96 » AR, 3180 12 SPV-708 (Z 255 A 0.2 me/mL BU5)) %A% 100

kg H7c ) FHER 1.0 mL (F25 & LT 02 mg, UTFRIL) L5082 4588 2.0 mL,
(BRI & LT 04mg, UMTFRL) & UCABESIRAIC 1 B 1 3 B EhEgns L.

BORRG 2, 1. 2. 3 RIS BRICAR 3 EE AWM - R LML TS oS
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i 71;@%5%&’17‘@%%#%@%7&%% Lz, RUITRT LS Io&icdBE 1 A Ry Tp
HFRFAN G & 72 o7, (B 13)

£1_TuFYTABESROERAVRBEE 33T BT uge

BbARR s

=B 2FFEIE | 1BEB | 2HE

A <0.001 | <0.001 —

i <0.001 | <0.001 —

o R <0.001 | <0.001 —

RAE s <0.001 | <0.001 —

/NG <0.001 | <0.001 —

MK <0.001 | <0.001 —

Fh <0.001 | <0.001 —

i <0.001 | <0.001 —

. T <0.001 |<0.001 —
21H= g 0.001* | <0.001 | <0.001

N <0.001 <0.001 —

JiiIR7:3 <0.001 | <0.001 —

(*) 3 PR 2 BIASPREBRR AR - — . EEwe

FICRERE R/ SHETF (6 6 7 1, 31 50 % AV O30 S N7 TR TR DR .
F2UTT LD ICRMES 1 REITBO T, VOB b RIRFATE 27,
(B 14)

R2 TuFV7L2BARSHROMBNEREE 33T B uge

: BLhf A
=B 2W#EH | 1HB | 2BE
B <0.001 | <0.001 — |
i 0001 ., [<0.001 | <0.001
0.003*
EEE | B 0.002** | <0.001 | <0.001
R 0.002** | <0.001 |<0.001
TN 0.002** | <0.001 | <0.001
% 0.001** |[<0.001 | <0.001
A <0.001 | <0.001 —
igyi <0.001 |<0.001 —
| =m <0.001 |<0.001 —
2B e 0.001* | <0.001 —
NE <0.001 | <0.001 —
T <0.001 | <0.001 —

1L BB 1 PITHRHRAM, *13 3405 2 I CHRHBBRRE —: SiEg
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WL (2~6 b, 3TE/ER 1T SPV-T08 2{KE 100kg h- W K AEFE 10mL B &
V2 fZ&8F 2.0 mL & UT, HOEILESICETEIRMNIC 3 BEbEERs U, L
B 1 EE#&S5A11E CoHiR), SoielE 12, 24, 86, 48, 60 BL R 72 B¥#LIz. M@
UL 1 R #ERT L E (RIFR) . SiefeE 15, 3040, 1, 2. 6 BX U 12 il
EFEIRD LTV, 7 uF Y5 AORSH ISR TER Uiz, £ 3ICBW T
Tik, BRERB IV 2 BER L LICRKRS 24 BESE TR RHIBRAE T
BHolt, RACBONTRMIRICEW T, S S 1RRIRICIN T bR RN
Lipolz, (BH15)

#3 TuFV I AURREHOHLHT PEEERE BT @ pglg
| H5H1T 12 B3R5 24 FE 36 FFfE
BRE <0.001 <0.001 <0.001 —
2{5E <0.001 <0.001 <0.001 —
R4 TeFVTAEEID LR BfZ @ pglg
] 15 41 30 47 1 B 2 FEH
ERE <0.001 | 0.001, 0.002, 0.002 0.001* <0.001 <0.001
e <0.001 | 0.002,0.003,0.003 | 0.001, 0.002, <0.001 |- <0.001
0.002

FICABRCTRAR LW (4 F#0. 3TED AV TEE X RERBROMBRIT,
KL ERBITTT LI AN T, FHAERHL LV 2 FEFL bICRERS 12 %
TEREIRIERIRE Chof, MRIZBW Tk, FRAERBI U2 EERTENTE
NERHEERS 30 4B LU 1 KIFRICIRHBRRAR & 2o 7, (SR 16)

#&5 TEFVTLABKEBRESOIH PR BT : pgle
B G 12 B 24 FFIE
EHE <0.001 <0.001 <0.001
2fEE <0.001 | <0.001 <0.001
36 IFFfEI AR X S hm T
£6  THFVS NKIOMETEERE BT - pelg
' BHH] 15 4y 304 1 5 2 R
AR <0.001 0.001 <0.001 | <0.001 —
2{1;&% <(0.001 | 0.003,0.002,0.002 | 0.002, 0.002* <0.001 <0.001
— B *3 il 1 B CRHRR AR 6 FF AR IR i w-T°
2. SHENSR

(1) SHEEHER (THR) (BIE17,18,19)
Chbi: NMRI R7/VE /=T R (HES 10 WA (27 mFY' T h & BEBERIR D
(6,000, 8,000, 10,000 mg/kg #5E/H) #5 Uiz & & D LDsp b3 & $12 10,000 mglkg
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{RELL EThoTr, FETHIT 8,000 mg/kg =EFEOHE 3 B 10,000 mg/kg #SEEOME 1
PICab b, FEC L7k 13 Bl B eI E AR G- ST, =
Te. 203 BT BIGE NICEREMEED HARD o b 00, 1 FlOEEET Fil 735005 &
Flc, HE 203 i KUY 1 BICIHBKARS bz, SHEMEIE I 5l i3 &

B a2 biviedois,

ML DHEL LT, IRV TREHIC BRESOZE L i 5 3V HEES
ROONTER, 5% 4 BECIILERIEE L, 25, S bOEROIRE |- 840
ZRBIUMEIRD b -7, (B8R 17,19)

ICR-ICL R~ T A (HEHES 5 IWED) o7 2T 5 A BERERN (0, 20 mg/kg (&
H/R) 5 L708, FECINERD ST, LDso i3k & b2 20 mg/ke KELL T -
e, BT AHEL LT, $%. BRBEBORSE L UETHESTNED b,
BHIIEHE L, SR CIImErBs iImy oniaote, (BE18)

ICR-JCL R~V A (e 5 WA o7 mF 7 AR BERIEN (0, 1,000 mgke
{KE/H) 3’:1"—:7-1,7”:73\ SETHIIIERD HiLT, LDso Ml & HiC 1,000 mg/kg RELLLE |
Thol, TMCLDHEL LT, S BE ARBEORE L USHESITIR
 HIVEAS, &525% iéﬁ#@@btgﬁﬁfinhmﬁﬁﬁukwf%@ﬁ
RPBOBNT, (BE18)

(2) SHSHEER (Sy b)) (B 18,20)

SD-JCL%7 v b (MM 5 LA 127 Ty T AR BERRN (0. 16 (DA,
20 mg/kg MRE/H) 5 L7z & &0 LDso i3MEREL HiT 20 melke KB ETh Tz, B
CHiE 20 mg $5HEDME 2 FITRRD B, 1 FHIERFEL 5 551, B0 1 Hlifis
6 RFfEI 2 ARIE MR e JL OB R L 0 %8 L=,

T L BEE L LT, ML 8558 L UNEIRASTRD S8, B 6 BERLUA ,

WEHE Uiz, £, HEHERCBEKEOBERTED b, ST, BB L UshE
FERIBII ORI b hviahot-, (B 18)

SDJCL &7 v b (MEEER- 5 IL/AR) 127 a7 A 2EEEIEN (0. 1,000 mgks
KE/H) #5172 & &0 LDso i3S b1 1,000 me/kg KEL ETho7-, RE53A
klmOmg&5#®ﬁ1mfﬁt@ 3 B, Wﬁfi%@%ﬁﬁ@ﬁﬁﬁm @W

i%&%ﬁ%'i{@ BEEERL LI,

%% @kbf\ﬁﬁkiU@ﬁxiﬁﬁﬁﬁ\E%ﬁﬁ@ﬁ¢\$ﬁ%ﬁ%
W Ea:}’w‘cyﬁi 5 2~3 BRICERE U, HEZE(LIIHETEHRE 7 BT CRIENGED

., = OHREEKEID BIEEIFE wantomriﬁmiiﬁﬁ%TLtoﬁﬁﬁw
IRV F OB ST H EBEAISRD Bmu (B 18)

SD-JCL % T v b (S 10 D) 27 uF ' T A& EERREHRA (7,000 mgkg {£E)
BehUTe & EFETHIEME 1 FICRRY B, LDso idEREE B12 7,000 mg/kg (AELL LT
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Hotr, B TIXEREMICRSIEI éa"b'fb e LS, BB IR H e
LY

RN L A8 L LT, MRS 5 % bR, 25 10 5% 9’5‘<i‘9
BB 1RRRICIEEML, 85 3 BB ICIECIIARBETAEA L, T (IEEAMT D
FHGEER 2T 2o T, BERFFECIEEE LTy ves, fEo S filss=imiegic

fav., 2D 55 1 FIASET Uiz, /i, MR 2 b OERITR 542 48 T ¢l
EE L, (&R 20)

(3) BEFMHR (1 X) (BE19)
A X (ke 2 BERE. F6E) kTl uFy 7A%$E&D?ﬁ’—ibt& & D LDgo iR
& BI2 2,000 melkg BELLEThoTr, EMc L 388 E LT, 5 1-28 BRSO
RIS L UWHREROBENN, SEENRTAEED DAL, #i%‘uﬁé 48 IS CICHER, S R

%%J:tﬁutiuiyb D b, &G 2~4 HRITEAEOEER L UREOBE MEER
RO BT,

(4) SHHFHHER (YYD BE19 | '

O (M2 JVFE. B4 W uF Y T AR BEEROBE L & &0 LDy i3
HEL BiT 2,000 mghkg FEL ETH-oTr, FTMic L a8 LT, EEIET. Es
FUEFERRD L,

(5) SWWMSUSEE (L) BB 21
H=7 A YN (MRS 158) 2fAV75aFHED (0.063, 0.25, 1, 4 mg/kg {E/H)
BEIC L AR TR LN RIIUTOEY Thotz, k. #
SIS 1oL, FRER 7 AR TIT 2277,
ARBHF T IETHNIIRD bhiholz,

- —RRAVLERRIEREIZ TIL. 0.063 mg HSHOMH CRECO- X TRIORD ., &
ARWEMEORT 2780 bz, Fi-, RBEL. BAHDETE L UERTHOH
MBNTRHEERN LD BN, 025 BLTN 1 mg BEHTIL. BREDBS L O%
RITENOHEMAERD bILi-th, EFFBIUERLORIEL 2o, TEDERORY
B X UGS AEHEEMESRD b, 4 mg FTHEHEOERB I UREIX 1 mg B
SR CHHLIL O, BB ITIREFITENIGY b T, ESRENEEIRD b hi,
2, SRR 24 BT E I EETRD b,

3. ESMEENHR
(1) 4 BMESESESR (Sy ) (B8] 19)

v b (MR 20 DOEE, Bd oML 30 IT) 2 AV 7=3aH1R 0 (0.3, 10, 400 mglkg
KE/R) H5ICBT 3 4 BROESEEHERRICBW CRL b EHFT RIILL T 0@
D Thofe. Eiz. TR EAEHOMRES 10 IXEERELE L, #5544 T% 6 8H
DEELBELITo T, '

FRBRHAR PIZFECHIIIRRD b oTe,
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— AR R R R T, 10 mg PA IR B RE CERE SR U114, !iéfybsm HHh,
BT, 400 mg #E5FEOM CEEITD Lk,

mu&‘é{ EFHRE TiX, 400 mg #55EC Teho D EAEED biliz,

WEHER T, 400 mg BREFHTIFERORESTRD DIVER, EEHIRE I
Hbiv, | ‘

REIR PR O, e S0 TIRSICEET 2 L Z22 DA REESRD bR
pIEESY

A58  NOAEL cz,‘t 0.3mg/kg FE/H 2 &2 bT-,

(2) 5 BHESHEESAR (Sv ) (B8 2022

SD-JCL%&T v b (MEEES 15 IR %= BV vizifhegn (0.5, 100, 1,000 mg/kg &
/A, BAED 0.5 mgkg IHEERKAETH S 0.005 mgks @ 100 {SEI7HEY) #
BB 2 5 EROHESMEERRICEVCERD b EBHEFTRIILIFO®EY Thot,
e, MR L BRI T EUERS 10 LML CEHEREE L, 854 T% 6
BRIDBELRERT o7,

ARREREFIFECHIIERD Hhiahotz,

—IRAZEREREETIL, 0.5 mg BERIT—RRIBOEIEAR bhiedyo Tz, 100
mg M R GH TR S 10~15 Sy150 b BERHRIEDTRD B v, S5 100 mg B E5RET
% 4 KR, 1,000 mg FREFETIT 4~7 SIS LU-28, 5 EHEERS B:O:}'L'C?%A’

R RY, REETIRCIGH S bICHEERRION 2 B L pote, 7, mELdt
#E5 2 @8EMOBERM AT L 91220, 1,000 mg @ﬁﬁﬁ iﬁ%ﬂ-"f%ﬂ’ﬁ 3~4 H F'aﬁ
. BECRWTHE - BRESOTLENTED b,

REZEE T, 1,000 mg EHEREORE ARSI A EREESRD b,

HEENT 100 mg R EFELL_EOMECHEAMEA AR vz, 1,000 mg EHEREOMERET
IXEERRSE 1 BICED 580 b,

f&mi 100 mg #EFELL_EOWERS X TR, 1000 mg i&%ﬁ@kﬁf&%ﬁ 18Rz HEn

T DNIZDS, EDRITREICERE L EE3IAm bvihois,

m%&‘#ﬁ@iﬁﬁ'ﬂi\ 100 mg R ESHOMECHRMIIADOBAL. 1,000 mg BEFEDOHETH
mEROBA, HETHE Hb &, RBC. Ht {ER L UMFEESRR R, SIEFhERR DY
INAEED Bm_o [EHEAECIE, 1,000 mg R 5EOMTRBC | (R BIEAEATRD DIV A,

| FOMOE B IOV TSR L ORI RS s T,

BRI & 1,000 mg REFTER SN, 1,000 mg 5 REOMERET452E
BAFHRERR O, HECHBEREOB NI BEI R EBEERR D b, Ein.
1000mg R SHEDOHETEREORREIC b A EREMBRD b TW5, Uiz, EHE#I
FHETRAZIE, ZhODERFEEIRD N7,

MRAEICFRE T, 0.6 mg LLEDOHET /Lo — A OBRERN LARRFENED b
N, WaT —& B U TRHBEOENMEN - LIt L350 THD2, “hbo

2 ABBRTRIT B S m—2 OEEF— 2139120 7mmol/], HHF—# % 8408 mmoll Tholz,
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AR B & %@?@&W&%i%htoitJﬁ%ngEﬁﬁ@%ﬁ?zvx?
RV OEEREESRO b, £, BCEh Y VABLUT M) U AOEE, M
‘Wi@W\%5VN7‘TNfiV\ﬁWV?A®@§&%ﬁBi@AP.ﬁu?{F
@ﬁﬁﬁ%@%ﬂto%@@\@@ﬁfﬁw<ommﬁﬁ?ﬁ§%ﬁa%mtﬁ\wf
WOXRRE L DT T I TH o7,
ﬁﬁﬁfm\mmmgﬁﬁﬁwﬁmﬁwﬁﬁﬁﬁu%ﬁ%ﬁb\2%@&yﬂ&&m
@+++%%Lkﬁ@@%ﬁ%7ﬁﬁ@\wfﬁ@%ﬁﬁmﬁ%%gﬁﬁﬁmmﬁbﬁ'
Noir, '
ﬁ%ﬁ%ﬂi]mmng&#ﬁ@%mf$%%®%ﬁ-m@%mﬁﬁk%ﬁ%IU 
%%@%%-%E%®ﬁﬁﬂ%bEn\ﬁ?ﬁﬁﬁ&%ﬁ@%iﬁ®%@ﬁ\mﬁﬁ%
n%wﬁﬁ-wﬁﬁwﬁﬁﬁﬁmﬁﬁwan\E@%%%Tﬁt%wr%ﬁﬁﬁmﬁﬁ
IRRIEDTRD b,
%ﬁ\ﬁ@ﬁ%ﬁ%ﬁﬁ%;@Hﬁmwﬁ%ﬁﬁﬁiﬁﬁﬁﬁm\E@u@@#ae
EZONDEITRD LN T,

AFRBRD NOAEL 13 0.5 mgrkg (K8/R & 2 bz,

(3) 13 BMESHENRAR (Sv ) (B8 19)
7> b (HERER 20 DU/RE, wBEANIMERES 30 D) % B\ 7oiRER (0.3, 10, 400 mefkg
AE/R) BHIZRT 5 13 BEOEAESMSERIT By VCRD DN ST RIIL T
B Tholz, £z, REEL HAEROIHES 10 VEIEERES L, BEK T 68
BB EBELFT- 7,
- ARBREART RECEET 3 B2 LN BFEEHIIRD bivadote, _
— AR EERIEREE T, 400 mg S BEOME T, 259 WD BN D &R
0 BARUS &R T 78 ERUSMEOBERNTEN bR, T b ORSIEEIE R R L,
AEZbR L ONEBETEIL, Wb 400 me WEREOMERECIRENRD b,
MAEICFATRE TIL, 400 mg HE5FET AP OIE(ER X1 Teho DEERZED i
By WIS RIER I EE U,
EERE & T, 400 mg SR CIFEEDRIGLD b 25, EIEEE I EE L,
PR FRRE CIL. RECEETS 22 b3 RE HERD bR T,
AFFRD NOAEL i3 10mg/kg F8/H 2% bhis,

(4) 13EHESHENSE (L) (3824 _ , _
THTIN MRS 3TURE) & FVIEEIEO (0. 1. 10, 100 melke (KE/H) £
%K&éBﬁﬁ®ﬁ%ﬁ%ﬁﬁﬁﬁ%bf%@Bﬂkﬁﬁﬁ%@ﬂ?®ﬁD?%otn
R¥, TMBAREM & LT, BT 100 mg B58E (M5 35D 22EL. 18 BRIORE
RTRIZ 5 BHOEESAMZ R TEE U SIc it U,
AR I FILEED b ahsoTz, -

S ERERAHERELS GIFRD) .
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—RRRERRIER R T, 1 mg M R SR CESIESE. 10 mg Ll BB ERECIIE
MM, BRI &R E T, EENRIRCHE S A ORENED b, RO
FHEARMERA DN, 100 mg BERCILARRSOAL R YL DA
AR DTz, [EERECIL. TR & 2 i PERTAHERRSE 2R 23580 B iz,

FEEL TR, REFORHNTHBTHREINBEOBEATED b, [EHE

WCEHRZR U, SRR L UBARDRIE TR TR, FEHAR T TR
ISHERETH o7,

MR TIL, 100 mg BERECHA L AOIEENRE B b, [EEH
FIHIZBEIE L,

BAREETIE, 100 mg BEHETHIBREOBEIED LA, EESEET IS
L7,

MRS, SHER. M. MIREORE. R RRE. BRI Ltk L Ot
PR ERREIC, R EOREIC LD 2 BB EORREIIRD bz
hofe,

G T NOAEL ik 519", LOAEL i1 Imglkg FH/H L& 2 b,

(5) 4 EMESMENER (1) (B2 (31823

L EIUVR (M 3 DR &V EERIRAY (0, 0.05, 0.1, 0.3 mg/ke (RE/R)
BT B 4 BRI A R T O LN BT RIXLL T O@EY Thoir,
PRk, RERIL 5 BHERL L L. sn”ﬁ’e’ﬁé IAEREIRRE . BRI 10% 7 L2 —
WIRERS U, |

FRBRHAFPIIETHNTERD b o,

—AXAVRERPRIERBIER Tk, 0.05 mg ?ﬁffﬁ‘utTﬁ%&E@%ﬁﬁ: 2 BTz 23,
SR ié&;}uw CEER L. 1 BRRELINICIEA LT, 7238, AERORBEIISRROFRE &
& HIZER U, BHECHIRRERS X7 0.05 mg L R SEECIREOHEEANZED b, 0.1
BLU0.3 mg EE5FHEDOE 1 FICIT TRIAER L,

AROTEMEM L LT, BREFREIC SOV TRE 25 BB L O 4 O 548 3 B ©
PRNENTNS, WINORESRIZEO T, 0.05 mg Bl HE S CH BRI R I5E
BYDTLER B B, FERORREER L USRI 1 Bt 2358 b i,

- R, BEE, MIRFITRE. MIRACEORE. AT, IRA2A00E . MESEE
- EHBRB ;Wﬁ%ﬂ%&%ﬂﬁﬁﬁ BERE DRI X B8 & VR B EIT R b o
i '

R T FIEESEEERRO LR

ENpfE ER B 5&Emg/ke FE/R) EEME (mg/ke {SHE/H)
Zv b |48 0, 0.3, 10, 400 0.3

il

e SHEF
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5 0, 0.5, 100, 1000 0.5
st
=R : R, TR
W FBEEROEIMER, AR ORM,
FRITERE DI
| 13384 0, 0.3, 10, 400 10 ‘
i Ui
HERRER BSOS, FEORE, BEEOE
fE. AP DIRE, Tcho OFE{E, FEED
i :
P | 13 ERE 0, 1, 10, 100 —
AT
SAER EIRH, AEENEOEE

4, SESHESERE L USERAMSE
(1) 12 y AFHSHEEER (Y &8 19
THRTGN (HEHES 4B 2 RAV-RARED (0. 1. 7. 50 mgke (KE/R) #35
W2 &5 12 r AMOBHEEERRICBW - GRDO N EUFTRIILITO®Y Thot-,
zlsﬁ%ﬁﬂ;%ﬁﬂlﬂ WIRCHIIERD B oiz,

— AR ERRIERE SR ClE, 7 me ut&%ﬁrﬁé‘% TEEIREH, RIS L OER S
D b, JERORER JURRRIC I AEMERBMESSED b, 50 mg 58T
%’aﬁ 4 ﬁb%ﬁﬁﬂiﬁ*ﬂ%ﬁ@mﬁﬁ) &;Bm_a £z, 2 Bﬁﬁfﬁﬂtk LT, 7 mg A
ERECIEI, 50 mg 3 5HECIIZERMED B BB MR R LR VST B FL e,

AREEETIE, 7 mg M SR CREEMEOEERRD b,

BEHEITAE SN TOHRWR, FEEIIFERThH-o T,

FEAAREERIRE T, 50 mg B EFHD 4 BICRIBEE~DIEMREI R bz,
#7388k NOAEL 1Y Imglkg (A5E/H ¢ &2 Hhie,

(2) 18 y ARIEHESERAR (Tv F) (BHE25) '

Chbb: THOM %7 » b (M 25 IL/EE) % BV V-IREE (0. 0.3, 10, 400 mglkg
RH/H, EREXTEERAED 10 ZEIZHEY) 52X 5 18 » A0t
BRICBW TR DNEMFT RIS TO®E Y Tholz, |

AR ICAREED 11 61, 0.3 mg BE5HO 34, 10 mg BEFED 4 7, 400 mg
BERED 24 FIIFLTHTRD bz, FERILEREAEMIREIC J:érm) IINZ., HRmes
DEIENZEE ST, 400 mg FEHOFTHEIMNL, BEER LMD VI8E
FERET 3 —RREOEMIC L 5 b DO ThoTz,

— R REPREREE T, SREROZ OPICRNT, DEFEOEEI SAY L
TRIUZ L B B2 b D/ S RBENRTEY bz, 400 mg BERHOMHETIT, &5 3
BHLRERNE L BENTD DD, ZHLOERITERS 10 BiZidEE Lz, £
7o, BE 2T HPORBRE T T RRECELIFTED b,

{REZIT, 10 mg BREFHOME CHRERNEOREEENRD S, 400 me
BEFHTIL, ﬁt’&?ﬁ'c EEMECEES RO bz, FHe, TE 8 ELRIZ & v
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A% b%h,Eﬁﬂ3ﬁuhi¢Eﬁm5®ﬂﬂ#mbBMto

| BEEIIFERICHE I BHET L. 10 mg #EFE TR, 400 mg B5
RECIT Bl %58 b,

FAREBLURBEIL, #E5CERET AT bhehoTe,

MFZFARRETIL, 400 mg BEFECEYHGICEE LB A3 b, BHRRE
MERDBA & AVRRESHECRE 65 38, HETITRE 26 ENLBH O, £, MCH
3 L UMCHC DOHEEEERKEDS, HEFEZRWTERE 25 B L VD v, HIMEREDIR
BaESHETRE 25 BL VRO O, £, FTEROPRENLFEEAEEL 2

RURED U o7 SEROIREARE TR 6 38, MECIHRS 13 ALY | i/ MROBEE /2 {&{E
PEETHEE 25 10, TG 528X VR b,

FACEREIZBN TS, 400 mg BSRECHY R S B L7208 b,
HEWZ T, Teho DEEEREE. AP@%B#&ﬁﬁ\mﬂqwﬁﬁ&iU&wnhz
DEE D> D EEAEE w%ntuit\mfiﬁ)vAwﬁﬁt&ﬁﬁﬁbBﬂ
7o

%@Tm‘4%?%%@%%%@Wﬁﬁ%5nfméa%@@M%%K%ﬁ?é&%
2 BNAE T

O LR, _

fasREE T, 400 mg BEFEOMEECMIROTRE2EER L UNERIROMES, i
TF&%GDEE%‘&{EEW D, B L UMOOARESS., MECIIEIB OBEEMEENED bl
7s

TREER AR CIT, 400 mg BEFEOHERET I T, SOz AR
DEERLLND Y VIREEB L OBE TERBANRD DI, £, HECIIBEK
AR K DIEESEREN 18 5 CRH L., D55 10 fllXEELZEECThH o7,

AFERD NOAEL i3 10 mg/kg (AE/B L& X bz,

(3) 18 y AFRMNAMSE (I2R) (BHE3)

Chbi: NMRI = 7 X (RPFRAE : MEREE- 100 T, B &R L O R ERE « MEk#4£- 50 T,
EAERE | MERES 80T, 3560 T #FAViziEEE (0. 0.3, 10, 200 mg/ke K&E/A)
BHICLD 18 7 AMORER MEBRBRICB TR b RET R T OB Y Th-
776

FECSRIZEBWT, BB BET A B A b7z,

—RRESREERIEINVEIER Tk, BN A8 U C iR EREOMEHE TR & H3 72 F Bk
DEFEIFHD DI, FRCHETROEENSED bz, (77, 10 mg MG E5EEOBED ¥

BT, BEOTTRICERT % LB 2 b A IEROBSERTRD bk,

EEE(bIT, 2ERGHOMETHLMRSERRD biv, HICHETHRIED N,
BEEIHETOTRMEEEZ R L. TREEEZR LU

FKEIL. 10 mg Y EREREOMRECHOTHIRIEERRD b,

MERFERIRE Y, B EET A IEED b ahoTz,
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WRREE T, 200 mg BEH CIFEROHENED bk,

FIMRTIL. 10 mg LB SO RECREBED R g~ Eﬁmwﬁkioﬁﬁﬁmﬁgﬁ

b,

REERFAIRE CIL. 10 mg $ 5L L DHETIRD b NN OHEE BB AT
A& U EE O R, IR (CRIET DATR & LU T icisi) 5 RS 2
WITUEAEDRE, A3 bz, £, HETHL BEIEEE I S50 T B S A
AT 2 ISR OHMAED Bhiz, 200 mg 5T BERLDRT R
REREL CHH RIS BV RTHHIMEI KB AE R 145 17 BUS8 b i,

&wmo%(z%@ﬁﬁ¢uﬁﬁx%)m%t%b<mﬁﬁﬁﬁmﬁﬂﬁ%$%mﬁ
SN, BRFEEBEOHE, BEOIBEE X URARG O Iz B T b
FIC LD HBIBD bIRd - T, |

ARRITBNT, BRMER ST 2 B8 AR /e dso

Xﬂ%riNmmLiﬁmanf ummnmmmwgﬁﬁm&%zant

(4) 2 FRMBHSAMRER (S L) (B8 26) |
Chbb: THOM (Wistar) T b (RHHEEE : #EHES 100 VT, {RFES kO R AR -
WERER- 5O T, ﬁmiﬁlﬁﬁ%SOEwﬁamﬁ)%ﬁwtﬁﬁXO03102mng&g
WE/R) BT LD 2 FRORER AMRBRICR TR b BT IS T o@ Y ©

BT,

FETERIL 200 mg RERERECIIST R L 0 G2 2805585 b,

—REHY RS AR R S Tl 200 mg REFHDOMERET LIZ UITHEOBA. ot
LW RRRES LUVREOHEM, MECIIEREER L UBOAEINERRD b,

Wﬁ%kﬂ\%ﬁ%mos%;mnomgﬁﬁﬁﬁﬁﬁ%ﬁbto—ﬁ;mmmgﬁﬁ
RO IS E 2R L., BT Th o7,

%ﬁ%ﬁHMmEﬁﬁ@%fﬁﬁ%%bimng&%ﬁ?ﬁ%ﬁ#m@@%ﬁbk;

FKEIL 10 mg B EFHOMETHEL R LY,

MARFEVRETIL, BMBREOEER 10 mg DB EROR: 4 Fl, 2E5ROM 9
PITRO NI, Eie, MNEHEEELSREBNTRY CHRIR U SRR 1350
5. COFRERENL 200 mg REBETHRI Tz, ABACIIMBIEDL L TH % "ok
NE Z BIEH, mMmgﬁﬂﬁ_omrﬁ£%E%&®%@@%xuént

BRI O T, momg&ﬁﬁfwﬁﬁﬁkxwmwaéﬁﬁ_%ﬁwﬁm,
BRD BV, —770 FHEAERFITIL, 200 mg #FSREOMEEI 2658 LU C ARSI, ff
Hﬁﬁi@%ﬁwﬁﬁﬁﬁiéntoit\ﬁ%ﬁﬁERtﬁﬁka\wfﬁhﬁo
RE S LANBIOEL, Bl I URAETEROBL, S 2> BEEDTE (8
e B, TR0 R E & LAMEROE L, BEEERTORLEINERID b,

TREBERRERORE Tl ERMRZAE LT, 200 mg B5 RO TR IS,
%Ti%%ﬂ®ﬁ&)/AE&&U%E&%H%%W%Ew%E_ﬁm&%mm&B
Nle, EMBETIL. FEFMERE L LT, MHEORRBRICBIT 2 a0 RoffELE

25



b, SERIRTRA, FEEitRIAL. TR LRI OO ONE AMESEIFEL. 0D U 54 L .
E& UTHIZR Y DWRATERRICBT 25000 (B, BTE. (UEREL.
RISZRAS. FEEIRAS) B UMEREM: (BEE L RoUE AAEETERE, BBt REIE |- 57
WRR) BAEAERS B, _

AFERD NOAEL 1% 10 mg/kg (KE/RH Th o1,

%8 AIBIEEIRE L U A MR Hi

BifpiE AR #: 5B (mg/ke (RE/R) TEtRE (ngke (AE/R)

% 12 » A 0,1, 7,50 1
BiEmEE .
Fav iy R, EEGER, BURB L UYER, &
WREER (R |
Tk 18 » A 0, 0.3, 10, 400 10
B -
SRR : FETHIEM, | rE, WE, KFE

HINEOEE, BEROBD., BkR
M EROFEE, MCH - MCHC DEREET:
(A, BRI, Y o7 RO,
M/ MROEEERMEAE, Teho O,
AP OfEfE, BUN OEfE, 71 =—
A QOB O—IBIE DR, TR
DEAE (IR, "EHRAR) . Fiioo U o fF
HIE, BRER

B ) v AOBEERMESE, HRER
OIEE (S, DR, B ),
FERZENR ‘

- AMBEREORE L SE, MRER
DEE G

7 A 18 » ATH 0, 0.3, 10. 200 —
FENAME -
I - BEEROKE
FERAAEITRD LR TUVEVY
Fw b | 25 0, 0.3, 10, 200 10 ‘
M AME ,
v AR, (RE DL, R ORE,

U L BRI, RIBHER, Bl - RIS
| BLOBIROFT AR, PRIz
HanA FOFEEMEN, ERE
fa, FEEWEETER., I RO TR
LB, B0V REZ _75E
B LTSN, g, JRESEM, Bl
AFERRORT RO, RIS
FRAE., IRRATERRRDIIENESR K
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. OYEREMEZ L
i BRI - BEOR R, Hapy
SV v E - AR ()

5. &WMRIEMHRR |
T REFEEMREBR OV 12 FDA 0 3 S8 2H X Ty B,

(1) STRAR VRIS RR EIH) (Sy k) &8 1927) :

SD 3R7 » b (MERES 20 DWBE) ZFAVV-388H% 0 (B 0. 0.05. 2.5. 100 mg/kg
WRIE/H ., #E; 0, 0.05, 2.5, 50 mgfkg AT/H) 510 & ARBICHTIED 2Y (Wret=
ERTRISUT O@Y Thotr, WRWEOBREL, HIZHmR 60 B2 Sl
BUT, METIIRERT 14 BHDIHR 7 B £ TORT. ZRENSEERE TER O
R 21 AICER Ui,

BB BRE LIz B34 B o i,

ARV BEPRAEREIE TIL, 2.5 mg B REOME TR B 0%, BEg| 1259V
AETN B D Di, BAREETIIIRS 20~60 5305 & SEEREER S~d BRI & Ll
A, EOERE, R L HICHRERIRIPSR2 KB LTV o T,

FEZIE, BT 100 mg BEF THE R EEATRD b, BT 50 mg B 55
TEREHME TR OTIR 8~9 B OERM ﬁ’*‘r‘ﬁfﬁmﬂf BV, R 21 Bzl
XTHERE & [FITRE & ClEE Lz,

BRI TIIAR LRI LT, HETIE 50 mg S5 CREMEE TR Ica S
IR RAEAEED B, |

" KB 100 mg S REORETE BRI OEAID 2 @ﬁaﬁ . HETIE 50 mg #ERETR

BOATES 1 BICH B EN L bk,

JEEREETIL, ST _EBIED LNl ch

HBRTHL, MR b RSB T B LB 2 SN2 BENIT0 b o T,

WTNWOBRERCRN TS, RER, HEER, Bl AFKRRK, BRE (B -
BHIRIER, TR . BEFAEICRZIIRD bhvihof, 50 mg BEERETIHE
MROBFEERBIGEENTRD iz, '

AR BT 2 HBMO—IREMEIC R 5 NOAEL 1R Y b 12 0.05 mg/ke K2/
AFEICHTT 5 NOAEL |38 100 mglkg RE/H, METIE 50 mokg BE/H. Refickt
95 NOAEL 13 2.5 mg/kg KE/H ¢ Zx b, (B 27)

7w b (MRS 20 IL/RR) 2 RVVZBREIRA (0. 1. 2. 10 mgke AE/A) #5510
HRRIEBW TR bhFEFTRIZIUTO®EY ¢ &;otn wERE DF LT, f’Eﬂié&
BCRT 9 R, MEIAZECET 2 WO T o 7,

FERHO—RRREE, S, HRES LUHEOWFIICEW T bBRmE L 52

BHbhahoT, T, IBRICENT bIRIREM S LORSEMIIES bhiehoTi,

FFRERO NOAEL it HEMpB X UMEIRE biz 10 meke (AE/AH LZ 2 b, (&

2]



B 19)

%9 FHRNEUIHRISEESE (E1E) (5v M)
SE 2R | B5Rmgke RE/R) | EHEE (ugie AR

Zw bk PRARET R UME | 75 0, 0.05, 2.5, 100 | EE : 0.05
ARHIER I ; 0, 0.05, 2.5, 50 AFH . 100, 1 50
ok FE . 25

HEW) | 33\
4 RAROB(EE
0,12 10 HEs - 10
BIE .10
REIC I HHEIZED LN o
7
((EFRMIEED Bhieh o)

(2) REVRHRSHE CGEIH) (Sv k) (BH827,28,29)

SD3RT v I (M 37 ILAH) %AV i-s8fliED (0. 0.05, 2.5, 250 mg/ke {KE/H)
FEZ L AFRITISV TR bR R T DR Y Ch o7, SR E O 513,
SR T B35 17 BETORITV, 21 B2 25 L2 FEI L CIRIR (FL,) ~0gs
BREL. B OB OWTEIERMBSEHER (Fr,) 2B E OWE LCHHESR
= LATEVE R U, BEFLE O IS SBHORTHED HIEMS 2 I3 8H - FE L. 1158
B CoEL L TR IR 4 TR IR (Fo) 2458 Ui, S3la K =198 (F,) i1,
AL 1AM R THOE—E & F CBERMY & 3380 S8, IRRENCIEIR (Fu) 2%
L7z, .

AHERTIZ, 250 mg W SREOFEM 2 HITET LF: TR CIEBERAICEEI- L5 b
E 2 bh D2 2BEOKRER L OEMEICHR R BENED b, 16 HETERD 24
AT, TERICBRFIERICL D L &2 DN ETIEROBEIED DIz, ) AF
DOHTEB, WTNBEMIC I AERBERTIIRWEE 2 bhi-,

F, BEWO—REVREEFRERERZ TIE. 2.5 mg BB TRSIBE 1~2 Bfic. 5
VMEFEDS b i) BT, 250 mg BEHETIHRE 10~30 57140 6 SEFRREEM 3~4
Ry VoS, Z OGRS R SR EF ER B I o TEL eofs, SMENETHIC
B biviz, EEE(UIE, 250 mg HEHE RSB ICEERIMELZ R L, H5HH
RTRITIGEEDET 58D bivie, BRI CIIoHEEEILAF E CHREIIR A I
[EHE U7z, 250 mg #EF TR SR EEITEREELZ R L. BKETSE
R LTc, BEGHEETIL, 250 mg 58O 7 FlloiVW TR S BRI Hh 1
BiER L7,

Fi BIR Tk, 250 mg #5FECHRIZBER L OB DL EBICE B R IEER A b,
F7z. 14 PrE R LUNMEDERY b ORBURESEEICEF U, 4 FIOFTEIE IR ERAE,
e B, ATHER LG RERNE 16) ’3dbhiz,
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Fi BRI, 250 mg BEFETRD L 5 A RAL B, £1% 18 OFERDIK
HICARRMEERL bz, WELHE I RO ZRAZ 8N L, EFRONLE
D AR X URSB BRI A B B IE A R SO b, BEASD, BHETROEEL 11 38
i E COREICHEIMIEINTRD Lz, P, ORIV, REER L EER Y

HITHEIIFRD LI o 7o B RS L OEEIS R (RS i A das
77

RAIARER (F,) BLOWERE (F1,) X, BYRErEE+T3 222 bh3
ZITERD bhvigdso i, |

ARBROTEW) (Fo) X435 NOAEL i3 0.05 mgkg KB/, it (F,) ot
$% NOAEL i%, 2.5 mghke E/H &E2 b, (B 27)

Chbb: THOM 7 > h (M 20 DT/ 2V -3Ei&n (0. 1.5, 3. 30 mglke (K&
H) BEIZ X AEFHAERBRICE O TERD bIVEEEIT R FO@Y Chotr, B
WEOREE, 1HE6 BA5 15 B TORFTV. R 21 HICEE5E LT 23 flok
FITERREIC, BY O U3 FlIriEaEIctt L,

BECEE LTI LN o T,

B O— R RRIEREE T, BREEE L REIRIRD LN, ﬁiﬁ
ZAETrE 30 mg REMTIHRE 10 A BIZERREEITRD Lz, R TR
EHEERASTRD b, BT, RGBT 5 L &2 b S BETED 6:}%7‘&
HoTr,

fRIRA~DEEIZRD b e b oz,

ARBROBEMYICHNT 2 NOAEL 13 3 mgks {ZISE/ HEZzZbh, BRICRTS
NOAEL 1% 30 mg/kg {RE/H L &2 b, EATGHEITED B:ntrtyb>o 7z, (B 28)

SD %7 v b+ (# 15 I/ ZRVWEHEEHRD (0, 10, 30, 250, 500 mgke {E/
R) &REZ L AEFEEFHBRICEB O CGRO N EEFTRIZLL TO®Y Tho7-, B8R
WEOREIL, JIR7 BD 17 BETORTY, HE 21 BICHFEIR L TRIZOEE
2T o7,
HEW O—RAIRERIRIEREIER TIE, 10 mg ut&iﬁi’c?ﬁff 10~30 4311z g3
BOOI, 3~4RFHERNE L7z, ods. ERORGRIR X ORER, BEEgE2ERS
_&uﬁﬁ%éwﬁ%ﬁbtoit\ﬁﬁngTéiﬁb Wb, FEEMTIE
10 mg M EREFHTHEREMENH DI, 250 mg LA ER SR CIIIRER TR ICHER
ETFASE0 bz, BEERICOVNTH 10 mg M HE SR TS 2EERED b, 250
mg PA FRE#HTII I VERE CTh o, BKEN 10 mg U EREFH CEE L EENRD
LIV, FRRTCI, BREICERET 5 L EL bRAFEIGED Lol
AEIREERTIL, 250 mg BREHEL ECHRIBAREDCFERET, 500 mg #58 I/ IH
RFET (FRiglisEs) OBEINAFED bivie, SAARBIZETIZERS 500 mg B5#0 3
BICER bz, NIHBL CIRBIRALA 250 mg 5RO 2 4, 500 mg HEFED 1
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Presin bivicizns, 500 mg BEH TRIROTHREMEE Sh, BRERTIL
30 mg LLERGHET 14 B O HBUEE S A EIC LA L, 250 mg LA HEERECIUMED
BHMCOHRBEESTEIC ER L, B{GEBENTED bk,
ARROBEMIXTT S NOAEL 135k b §, LOAEL i 10mg/kg (KE/H L& %
S8, —75. BRI LTI, 80 mg REBLL LT 14 B HIFE D LERED
LN Z &6, NOAEL i 10 mghkg 6B/H 2 & 2 bhiz, (B 29) |

R10 WERRRERSHR L& (S )

BhifE R 5 E(mglke {AE/R) MFEE (mgke AE/A)
Sv bk | BEFES | 0,005, 2.5, 250 B8 : 0.05
B | W - 25

TE : 59V e

R(FY : REOEE, BHEOIbEED
&ME, 14 s X uvilioE# o
FEUPRED EF, SEEosn (Wil
HEIT) . 3LHE YD KEB X UIRRE
HOBBE, FEETREOBEIE, (fEDE
AUl (11 @EE )

0, 1.5, 3, 30 B : 3

BIR 30

FEW) : REDIRE
((BFFAEILZRD o)

0, 10, 30, 250, 500 SEn . —

BRIE 10

BEA : S, EEMOEE
FRIR - 14 BB OHBHRED EF

(3) BEMRMBEHS GEIH) (Y9 (B8] 27,30)
be I Y UYX (R 15 09D 2AV-IEED (0. 0.05, 0.5, 3 mgkg KE/
B) #BEIZEAEIBERRICBV TR DN SEFRIIUTOBY Thot, #HE
WEOEESIIIR6 HM D 18 B E TORIT, R 29 BIZHFEEIB L CHRIESZREL
77 .
BEMO—IER07 2 BEREREIEE TIL, 0.5 mg D LR SR IS BEIIAE % LIV il
A1 ~4 BB, B EEEEER B I ON TIRAGRIMITEC 2V, BLZE 18
MBI A LRGN o7, 3mg HEFHD 1 AR 27 BT 8 ok IEETR
FELTz, 0.5 mg UL EREF TR EHE R OAREEMBEEIZIH S =25, B5HR%
THRAEIEE L, £, BEORT &YATL TEEER I EBARIMET L,
BRI, WA ERE I EET S L ELLNABLIRD bR 5T,
$ﬁﬁ®ﬁ@%ﬁﬁféNmmLm\Mﬁm@m%ﬁﬁ&%i&ﬂ‘%ﬁﬁﬁ?é
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NOAEL % 8 mg/kg AB/B & 5% b, BATBALIIERD bhishoTe, @G5 27)

EvZYUI¥ (18I AV BERED 0. 15, 3. 9mgke KE/A) BEir
K DEFTHAERBIC B O CRO N SHRTEIILL FOB Y Tho i, HWERYE ORs
TR 6 HD 18 ¥ TITVy, IHRE 29 BICHTEI LTl A RE L,

G BRE LSBT 13 e dso 7,

REWO— AR BRARAE R B T, RECEELLEREIRED bhiehoiz, Wi
NOBEFITB T HHREOHNCE LVEAERETFTARD SN, 9 mg BEETIIEE 7
AHEIZ100 g{ET Uiz, TRCIX, Bikslr (CBHET D LB R LI OREIED b
ot

%%Kﬁ&@@%@ﬁ%b%ﬂ@moto _

AAROBEYITHT 5 NOAEL i3k b9, LOAEL bk 1.5mg/ke RE/H & &%
bh, BRIRIZHT 5 NOAEL ik 9 mgkg AE/H ¢ £ bz, (B 30)

K1 HREWERHRERR GBUE (T
i R 5B (mglkg (F5/R) HEME (ngkg (AE/A)

AV BT 0,0.05, 0.5, 3 BE : 0.05
B | KR :3

BE : B3\ G, (IR,
HEOET. BAEOET

HEEATEMEIERD bhieh o)
0,15,3,9 BE : —

Hﬁb‘i ' 9

BE - REET
(EAEIRD bRl

{(4) BERRVERANESSER GUE) (5v k) (38 19,27,31,32)

SD %7 v b (23 W) ZRAVWEEERED (0, 0.05, 2.5, 25 mgkg (KE/H) #
Gz Rk RBRICBW TR b NBEMFTF RIILTO®Y Thote, %E%ﬁ%’ﬁ@d&fﬂi\
R 17 B 6%tk 21 HETORHT-/k, 8% F,) IZHASHSE, B )
DO, ?ootU\ﬁ@J CRIETHER A U, 2z, HELER L%!cﬁiﬁn’oﬁﬁ%f’&% 1
LAk - fE L., A% S HAMRE~DOREL R L,

B G BEE LUEt A BRI T,

F, HEWO— R ERERBIE T, 2.5 mgkg HEFETH \ﬁ%#?&%i%f’] 2 e
EifeZ . 25 mg HBGAETIIERE 10 5E DI 2~3 BRRR L7225, O giakE
_%ﬁb B THN 2L TaoTe, FER(IL, 2.5 mg ML EREHETH ERAFRNTRIE

BWHLNE, Fir, 25 mg M SR CEERICEEAS b, TSR 25 mg B
%ﬁﬁﬁmﬁﬂeﬁﬁ IEERTRY bz,
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F R OIHIRIRIC OV TIL, 25 mg A8 6 I TR T 1 BIEE Ui,
HIRPT RIZED L OB EITRG bheh Tk,

R (F)) T 25 mg U HEESBECAER 3 HE TOEBROEERET 14 b,
25 mg F S CIIHILEE O RAGTRPEBITE o 7, 25 mg BEREOAR 1 HB IO
21 HOWEROMEHE, 0.05 mg #)%Euﬁwmﬁﬁ 21 A OREROBEREEIEY T,
E 26 mg REFTITA -T2 7 14— REBR TS B3 Y DEEHSERIAET L,

F\ OZZEERBR T, 26 mg REFECRER R L USHERI IS0 b d o
B, B BEREBLUEERZ (F,) HICAESREENRGD b,

AABROEEW) (F,) 13835 NOAEL i3 0.05 mgrkg th8/H & £ % b, %Kik (F
1) 1Zx19 % NOAEL {33k &9, LOAEL 1L 0.05 mgke (KB/H L% b,

SDR7 > b (HE10DYE) ZMWV7=ilR0 (0, 25 mgke (KE/A) B5Ic L 3%
ZIRHERRCEOTRD DB TO®EY Thotm, ARRTIL. B8
W (Fo) Ok, WEREB XU LUEFAR () DT, FR~OEEE R
Lic, fiEW (F,) RESRSESE, UTICRHEAE DRI T, Wb A% 4
FFRICAPIC L2 SeH LB 21T R o 7, ,

Ce : EEHZSEEY (C) + RSO R (o)

Ct : BERSEEY (O + EYREREWOR (t)

Te : REREW (T) + BEESEFEMONR ()

Tt : RyREREY (T) + BHREaEwoR )

F BB O—r2BREREIRE, LSRR 25 mg LE5ROBEY A
HThol,

P IREB LT 3 BE CORDIETIT TEEETERE L., Ct BLO Ce BT
PofeZ Lind, RIRCIIRETOBSMAICER RS 5 = L MR Shk, 3 B
OHERLE TOWIELIL Tt HCHERRD LN, Te BTHLARICEN -, WL HD
EHELIL, Ce BETIXRAFLEMAL LI, Tt BETIIRROB I f - CAEEROE
EIFCRFAIRIOBREITEML, Ce BTV e, BERBRCRITS Te HOBEII&K
BT, (B 27)

Chbb: THOM (SPF)Z > b (i 24 IT/AE) %AV -38%180 (0, 1. 2. 10 mgkeg (s
B/R) REZIAFHBICROCRO BB RIIIFOEY Tho i, HRMmED
FEE, R 16 HA DA 20 BECTORMHTo Tz, £70. B (F) OBEE (Bkates,
Hﬁﬁkitﬁ?ﬁﬁﬁ ERER) . 1TE) OKEEFRBRIC L 28T L ONER) BLowm

ElCONTRELE, .

l@ﬁ%fi)“ﬁﬁﬂﬁfﬁﬁ?ﬁﬁﬁﬁﬁ%ﬁ%’&ﬂi ﬁ%kJ:U\’ﬂﬁéLﬂ;ﬁFaﬁ%ﬁLT HRYEIC LD

WIS b o lo RER LI bR SR L MR CHEE R EIZD b o Tn,

R’ (P Ti. 10 mg BEBFCRERROEMNES X ML & OFE - ROBI IR,
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b DAV, 178 - HABIS J UVESEARIC BRI 1T & B SRR b e s 7.
- ARROBEMNIXT S NOAEL X 10 mglke (AE/B. F,l2%4+ 5 NOAEL i 2
mg/ke BKE/A LE% b, (BB 31

Chbb: THOM 7 > b (8 24 W) 2V Vici88HRO (0. 400 mg/ke (AE/H) 85
WL ARBRICBO TR b S I TFo®EY © bole, PERMEDOREL, i&
%15 BABHEIRE (0008 20 B) ECORHTo:, £, B (F) DITE) - HEE
UUE %_owrﬁﬁbtcaa AR T, HRORR (BHEE . @5)11@
PR G LB PRD NIl ole 2 Ehh, Ty MERVE 13 EEaE
HERBR (,éﬂ%v Q7 THEERTERIESR émrwéﬁﬁi (400 mg) 122DV CH
R AT,
BB O—RHI R ERERBE T, 5% 30 S5 5HIrE, SR X USERIETH
BOLI, TN OOERIZEFEREIEE U, GRS, AEOEERED b,
Fi Cid, FERBOEME L OEEOFEREENRD biv-, AEECIL. B8
DR ERICER T 2 ERERANC L AFE TR O b FETI-2= 90%: 15 15/17
B, Bkt 3 BECIEEEIED b, £, AEFICIARREINSIR LU
TEBEDRD b, MR, £ LU DORAE I BE D bh-
7o :
FRBROBEWE LU F, 12315 NOAEL ki 5P, LOAEL i3 400mglkg £
EH/ A Tholz, (BFE19,32)
#12 BEHROESERSRR G Gy b

BT AR #EE(mg/kg RE/R) {ESMER (mg/kg (AF/H)

Fv b | BEHED 0, 0.05, 2.5, 25 HE) : 0.05
=3 HED : 0.05 K5
53R
NEW) : TV R, REOKE, B
B O,
1R :

o B KEORE
0,1,2 10 HE : 10
REY : 2

Ye(E) : PEREVESR ORI, FETSROHY
1
0, 400 I : —

o WED : —

B : STE, G, EBKRT, (k&
DIE(E
JR(PY : FEREVRR ORI, REOISE.,
ST
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6. RIZHENER

BIEFET BT B BIED in vitro B in vivo RBRDIER 2 RFICE & o,
# 13 invitroFER
FRER RIR BE5E e
Ames R | Salmonella typhimurium 10-5,000 pg/plate (=S9)1 (=93
TA98, TA100, TA1535, (217 33)
TA1537, TA1538,
E. coliWP2 uvrA
S. typhimurium TA98, TAI00, | 0.3, 10, 200 mg/ke/day? | fatk
TA1535, TA1537, TA1538 @ 200 pL/plates (B 34)
@ <7 : 100 pL/plates
7 v b 1 200 ul/platet
REHIDNA | v MREFEBSOBHESEHER | 20, 60, 100, 140, 180, 220, @ﬁ
B R (MRC-5) 260, 300 pg/ml (+S9)3.5 (& 35)
BEERE | v U ARSI 50, 100, 150 pug/mL &S9)3 | &t
B (C3H/10T1/2 C1 8 cells) (217 36)
BT B | BERHSaccharomyces 62.6, 125, 250, 500, 1,000 | f&M
B cerevisize D4) pg/ml (x59) 3 (BH 37)
HGPRT 2| FvA =—ZA AR Z—ffilsk | 10, 100, 250, 350 g/ml 3 | &
NEEEHBR | V79 il S9) (218 38)
RERER | S typhimurium TA98, TA100, | 0, 100, 200 mg/kg/day” et
2RER 6 TA1535, TA1537 (J » b - =7 | 100 pL/plate S9)3 (2] 39)

), TA1538 (T )

1. S91%7 v PEEEFEHA,
2. Chbi: NMRI <D A (#:3#l) 3XUChbh: THOM 5> b (#3460 27/ m FVTREENEN6 HH

BXUR8 BREBARIERD (0.3, 10, 200 mg/kg KB/ B) B5 L, BRLEZR (72 : 3HDT—LIR,
Ty b EEBIOR) ZMBRICH U, o

3. TUVRBLIUT v M LER LEERE 200 ul/plate OIRE CE FIZ W CREH T/ o 75,

AR IUT v MEIT 200 mgkg BEHEPOLBONIREFREAKT 10 FFHRL, <721 100
pLiplate, 7 > X 200 pLiplate OEE TR ZIT R o7,
5. 260 pg/mL LA EORETIHEIRD b,
6. 7y MBEUw T AICHRIT B MIEH OB BRI T 55U, |
7. Chbb: THOM F v b (4 5 51/8) BL1NChbb: NMRI <R (5 fl/8) T nFyT akThE
2 BREEEREED (0, 100, 200 mghke (KE/H) 5L, BidESHICHRI Uiz ik b 22y -
BURizaR L, A 47—/ ok, AL,

=14 InvivoRBR

HER SSE ®’E5E T
REEBRE | Ty =—ANbA X —FEM | 62, 311 mgke {AE/day | it
HER A& 5 B0 &E (&R 40)

34




/N ER 7 2GR 80, 400. 2,000 mg/kg | Fatk
{&&E/day (B 41)
2 BRI O #es

BB | CD-1IBR<= 7 % 200, 640, 2,000 mg/kg | etk
B R/ day BEHER O #y5 (ZHR 42)

LRROL DI, in vitro DIE, BER. b 2 AT EWMIEE A\ - Ames HER, R
FEH DNA SRR, RS, R TARARE L OSBRSS B0 n vivo
DF > WRE VT R R R, /MEtRE L OB g0 YTHH TS
V. TRFVIMIBEEEEESRNVBOLEL BNE,

7. —REBHE (B 43,4445 46)
(1) R - BRBFARADERH (28 43) ‘

WERED ©— F VHERER (% 3IUEE. TrFVS AL 5 mgkg DRSS, ~20
VVES—)VREET) OREE, M, LR, DERZEELELSS. 1 mg BL
b mg HGFEHLITIR % 120 5% TLREOALIRETE Zhiceks T EoERER
LU RR HBOEERH b, MEEOETAM254 120 AL RiZhiz 0B S,
2R, ML B D230 b bo T,

By (Feg /S5 a5, 10 mgkg OFFARAERE., 7 L& VR T) oMW, ffE,
DR EBE LI L 25, 10mg REHCrEREIC TR TSRS b, T &
DN BRI b b o, 28, BT O 7208 [FIEROOFEER)S
DL, '

TATY FORHLE (78574 110 mg/l, 5 5RIECREER) OOEIGHE
TEDTFIEOWTHER LT L 25, DFSIHE I & A 7280858 5 bz
A DHEGE 10 mg/L OREE CERERE T 25580 S,

MEEDOHETER (FaF'5 5 0.05, 0.5 mgke DEIRAHES.. 2o RSB B —LRE
W) OHERBIIRGER & OMBEBIIRIIC SV B L2 & 2 5, 0.5 mg B 5T CHEBE)
ARGEDIEIN & ZEWRITDEREE R EANAERD Bie, 238, —h b OISENT 3 SR #%
LAHESE TEE Lz, £/, MEOFETTRFYSA 05, 1 mgkg OFRHREIC
LY MU, DR, LREE, B L OSBRI ST L e - 5. 1 mg
REFETIE & DRBOIET A DRI ER L O M08 22050 > 35580 bz,
TR, IO ORRNIERE 30 HBICEREE CEE Ui, WIho®R SR8z T H,
REEBIARFE - Z IR B o T,

WEEDHFER. (T2F V' 54 Smg/kg DEMRARE., ~ bV EF —LFREET) @
IREMVRIRSCA , ML, ERFHEE OFRTR L CEVE BRI R 3 SRR
FEIZOWTBIELE L 25, BENRRARAHL (30 PDROME) 1233 ERER &
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OB EAFERIIC T BB MERERIZ T 0 Y 5 A5 L 588330 b
mole, o, TuFV T MIERMEREGOSRIS LU BRI I8 B b sns
TERZER Uiz 2s, BE4lm (FoFy 7A§&%—1 15 43%%) 7358 b DIty
1 %ﬂ%@’c%otu
HEREDHERER (7 0 F' 5 A 5 melkg DBIRARLS., ~20 KL E S — LEREREF) 1T

SATERTY VBLURERT ) % 1 pghke B8 Uiz B0 LB R~ R 54
DTRFY T DREDEBICONTHALL L 25, FRBRWEDREI L A MFES E
U~ OIERIZ 7 0 7Y 5 A 85 15 /BB LUN60 DL TS, Tk 7 Y o
HFEROME AT S HEIEZ ThoTr,

(2) Eﬁﬁﬁﬁh&ﬁ?’ﬁ'ﬁ'\w‘f’ﬁfﬁ (ZH8 43,45) :
BERFICN T 3L, R (FuFY 5 A 10 pg-3 meke DEBIRNEESE. 71
5 VBREET) O LSRR o SRR X 2 B ORI OV TR L & m 5.
TuFY T ARSI BALDREEIED LR T, (B 43)

EAZE (RU2) R AERIZ, TuaF Y Sa (3, 30, 100 mgke. &A). = b
TERLABIUZRY YT A (%30, 100 mghks) 12 oW THERSShTINE, T
F V7 513 30 mg WEFE THEAMRICH O AREEL RIS ST, 100 mg BE5ET :t&
5 30 DD 60 DEICHEENI RS bive, TAZY T AL 30 mg L EEERET,
F7€AAMHMmg&5ﬁTﬁ&ﬁ D b, (BHE 45)

7y MEHLE (WEAEAR. Krebs i) Tik, 70F Y 5 51 10 mg/l OREEE T
YA R RIS 2V, Bk Y v A (530 mM) 0k AEER L OV
X7V Bmgl) X AR UCHEIER SR L, 2B, /AR
7 U AL @I IR IR b o T, (B 43)

UUFRHER (BENEERE) XT3 EER T R Y F AB LU= FTEAIIC
DOV THEMRE ST 5, FIERWE & HIT 0.001-1.0 mg/L DEEE THRBENICY
BILHRDNRD 2 T, FERNZ OV T 10 mg/l ThTOvRBub 2880 bivz, (B
HE 45)

BTy MEHEES (TEeFra ) SRR ST A ERAT e RS AL
= FZERALONWTHIBRET SN TWS, WEEBRWE L HIC 10 mg/L CTEF L= Y
VIKEOIGIWER 2R Uiz, (B 45)

7 v MEHTFE (HEBLUEMRTE) S 2ERR e Fr S aB8L0=15
FARAMIOWTHEBRE SN TV, HHEHETE G, 7rFY 54 0.1-10 mg/l
DRE S CHEREHORBICEEIIRD bhihotz, = FFERAIZONTE 10

- mg/L, DIRETEREENCHENIRD bhabh oz, BHIHRFE L. WEsmE L
b I B REENZ A S REEIZED b hsoT, (BHE 45)
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7y MEBREFERSTT AERR TR FY 5 AR LS F5E AN T R
S Tns, 7T 7 5% 10 mgke DEEE THIRNIES LThH, BIEDRE
FEIRDON otz —F. = b FEALTIIREOBE T HRERRE DT
TOERTRD DI, (SR 45) - -

TILEY POFHRE (BRI 8T 3N T2V 5 ABL U= FSEAL ,
ICDOW TG STV 5, THRME & B2 10 mg/L OEE CHESEDL A4 3
NLLANERIGEIET &8, (B8R 45)

ENE Y MEHERE IS TA2EAR T e F VS AB LU= FSEAMTOWVTH
BB ESN TS, 785 T 40 0.01-10 mg/l DEBEE CEEIL bR ot
—Ji, = FFE/RA 1.0-10 mg/L DR CIHERISASED b, (B8 45)

(3) MBER~DIER (BE 43)

BT 2EAE. v FOENMBIRNLE L MEE T, TuFy S5 A,
TLRAEY T ABIU= b FERLIOWTHERST ST\ 5, SRYWEE 125500
mg/L DIEECTMER L A /5?1“\‘—‘ N LR, WY T HIBIERIZGRD b
727330710

BEEICH T AERIL, 7uF Y Fha, mAZY I ABLU=S NFERLAE VY E|ICHE
&0 (% 25 mg/kg (KH/H) BEL, #5 15, 30 BLU60 53‘?7’,% ZEAERARD 64?6
T M % VTR é:hrcws v\frna)%ﬂ{%ﬁ%’g oW Th, BEEEMRICEIEE
HHNEdoT,

(4) PIRAER~OER (B 44,45,46)

TR BERRE, TuF VI LT RAZYS AZOWTHERISW TS,
=T VR TE—B L UE S OF BRI Lt o X oz, T aFy
7 DETNRA (0.1 mgke) HDOVIAHIRD (1mgkg) 5L, %530, 60 BLW
120 RICE T T RARE (MSR) BL UL F7AKE - (PSR) OIEEIELIZ>WT
R LI ZA, WThoRSBREBLUHEIZBVTS PSR KEERIT L., B
MEWEREHE T2 2 LB SNV, —H, TXF YT ARHHRA (1 mgke) #5
L728541%, MSR 3 X UPSR #Hic854% 30 B L1 60 S THEHERARD b, 7
0 F T LOFRERA J’H‘é#ﬂﬂ%ﬂﬁ% = 125’ VG AR TREThH T, (5‘“‘
R 44)

TFNT A= VE L PANF Y A F— L CHE SN AEIRICRT 5 1ERIE,. I
FVI b =T ERLHDIVEEAY Y T AERHRE LT BEOFE DU T iaEt
- ERTWD, TFAT AL ETVRIZET (6.25 mghke) BELLBCBEENS
REARAERT (30 4)) 13, BHRWE 25 30 HANCRD (0.125 mgkg) #5357 L

WLV EEREESED bz, ~F Y VT F—NE< T RZHEEAN (85 mgks) &
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595 80 SANCAEBRWELERED (5, 15, 45 mgkg) B5T5 L. EEFEENT
I8 2 DAERIRRFRDIE 2.7~3.6 fBICIES L, (BB 45)

- AZY TP IvERE URO B REESER I ORI TENC R AR, T nF
ST b = TERLBBVETRE YT ARG U BOBEIT oW T B X
W5, BRESRIT, A X7 x¥IVE2TRAKET (5 mgke) B57% 304
BNCTBFY A, = b FESREBLUTREZ VS A (£ 10, 30 mgks). MEHSHE L
LTO7E/RA (10 mghke) Z2NENEARETE L. T0F VT A Z FSE A,
VTEALT 10 mg BEFE, TRAF YT AT 30 me HEEECHRESEOTENRTD
LIVE, ERHTENT, AF LTIk yR (6 IU/ED WCBIA (16 mgke) 5
T3 30 DRMNS, T uTF YT A = hIEARABIUTAZ VT A (% 30, 90 mgke).

BIERRE LT ey F—L (5 mgks) 2FNENEOEETE L. Aol F—
MIEFNTHEIERER LIZR, TuF /56, = NP RABLUTTAZ Y S AT
AL RIENIRR S Hieh oz, (BHR 45) '

EARET O BRMEICA T BRI, TR AVCERESh TV S, 793 (.
14 IT_E) 27 a7 AEEIRN (0.001, 0.003, 0.01 mghke REH/A) #4L. 58]
4y (BARD 10 0 1 X—R T4 V) b#GE 2 BEE CMESRIELEE D A,
omsmgﬁﬁﬁuﬁfiﬁaﬁ_7m%/7A@ﬁ%@ﬁ¢m#%w6nto —7.
0.001 mg 58 Tid, B ICER- TR REER 2T B D 2R BBNIEED b hiado
77
BRI 5 NOEL iX 0.001 mgkg AE/B L Z 2 b, (BF 48)

BEEERABT R FY I 5, = FTERABLIRT A Y T ATHEBRN S TS,
7y b GFre) WAHKBRMEEEHED (Feg/ T4 01, 10, 50, 100 mgke (&
HA, =+ FERLBIUTAZY S A1, 10, 100 mgke (AE/A) #5 30, 60.
120, 180 B X TF 240 HRIT, T v NOREZFIRGH T CHAZCEROBEIHT 5 U8k
m%ﬁ‘LLJM???AL%TW%i=&Bh&#otﬁw$§fﬂAfﬁmmg
VI ERERET, =AY 513100 mg B ERETIZA L RERIERRARD b, 7
2T AOEEFROEREIL. RARICBWTHL= M7 ERLABINTRZY 54D |
¥ 13 Thotr, (BHE44)

ERERISHTDERE, 7nF YV Ih = FFERLBIVZ R VT AIZONT
HESRET S TWD, 7y b (Wistar R, #) 2RVWT, SHBEEZRERD (T
FVF A1 10, 50, 100 mghkg AE/H, = b7 ERABIR= 2S5 401, 10,
50 mg/kg RE/H) ##5 30, 60, 120, 180 B L 1r 240 HEIIKEZHIE Lz, T
V7 AT, 10 mg U B SR TRE 30 06 AREFR TG b,

5 240 SFPICITIEREE E CEEH S WIIEEENARD bz, P, =5
AL 10 mg PLERGEHT, =25V 7 A 1 mg DL B ERECTRHERTFHR TR
a%htow?ﬂ@%ﬁ%ﬁ%ﬁEETWMT%W%%TL,ﬁU@Wﬁﬁ%thta

(& 44)
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(5) HILFR~DIER (BIE 45) |
FREER) (B X, 3 UL, ZE85) IO T BIERIL. TuFY FARLIUS FTERA
WOV THEBRE STV 5, THERIE & I 0.01-1 mglkg DOBIRFRS IS
T bRtz

PERERE (R UR) BRI, 7udY I ABLU= I EALEROBS
LD A ) U LB DBEE| LOb\'Ctl:&ﬁ%‘fén'cwé ZuFV T A 1100
mghkg T, = h7E/NA03 30 mghkg TR TEED BTz,

B (U R) ST HERE LT, oo — LR O N B~
BIZoWTTaF Y ZABL0= b I ERATHEBRSIIN T A, TuFY 5 A3 3
mgkg £ TOR TR THEIFRD bhiad o, —F, MERWE L LIZ 10 mgke
TIRERN b FERZIME T 2R L,

Bimw (Zy M) ST 2ERK. ey 54 110 mghkg £ CORAKRETIE
BIRER L UMAWEL b IR bhviah o iz,

BAH-2 (F 2 b BB & 12 12,5, 25, 50 mgkeg, &O) 235 EA
TuFV I A = hFEARABITTAY YT AL OWTHERI ST, TrF
VIABLUO= hFERATIE 50 mg £ TCHEEE R L UMEHE > HIZBEIIRDLh
TR0, —FH. TAE YT AT 12.5 mg CHH-EOHN, 25 mg Tidd-EosEm
RERD bz,

(6) KEERER~OER (B 44,45)

BFREMERIE, 7uF VT A, = hIFERLBIUR 2 Y5 ATHERSEN T
W3, BAEy b Hartley %, ) BLOUHF¥ (BREEE, ) ©HICATRY
Bz 1BLU2%DORETO05 mLE T L., FEECH Y AHFO BRI (0.5% 2 F1
EAM—R) EFET L, WK 10, 20, 30, 60, 90 BLU 120 S Al T~ DE
OE TR LU CARKSFERE L & 24, {HBRWE & LIOWThOBER L URIE
AV MEBWTOHARERSTIIRD b, FETRMEER IR bhiahat, Tusy
T LADORFFREMERIL, = b ERABLU=RZ Y 5L LFEOERERLE, (B
R 44) ‘ '

FAFRIErRREA (Wistar X7 > M ) OBSHIRICH 21ERAR, T uF/J A,
=PI ESRLBIUYARZ T (BB THEMES ST, ERRBICR
DRI L, 72T F A1k 0.1 mg/L £ TRERIA b hviaho A, 1-10 me/L
O CIIREERIHSFR0 bivk, = FFE/2 A1 10 mg/L 'Ci}-ﬁ‘&ﬁﬂ%ﬂﬁa Ry
7V 2 Tik 0.1 mg/L CROLREHIBRD bk, (B 45)
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(7) KBLUERERH~DIER SR Y)

RE, BFLNRH Na', K™, Cl. Na/K). pH, 7 a2—2R LR v 37 2%
THERMB, TRFYTh = bTERBBLUT ALY S A CHERISH T A,
5yhWmmnﬁ2&5@@®K%ﬁﬁ%gé%h%nﬁﬂﬁm(fn?fﬁA:L
10, 50, 100 mghkg AH/H, =T ENRABLIVPTRAZ Y S A1 1, 10, 100 me/ke {k
E/R) #E5EL, BRUERESWTHERLEE DA, REOENNRT 295V 5 AT
50 mg LLEREHET, = FFENRABIVTRZ Y T 5 Ti 100 mg 2580300 By
. RPERE, pH, 7 a—2RBLUME 7 200 T, WTFhoERmE -
WTHBLREEIRO bNEN T, TuFY S AIERECRIBHES NS e
e, RPERE, pH, 7V a—ARBLURE V37 KEB2RIFST. = FSERA

 BLUTRZ VT A LEUOERN LI,

(8) MBRIEER (BH 44)

TIRIEERIL. 7y b (Wister %, 1) ZRVWERE (154 =L B5%0 ZHLE)
T SHBITONT, TuFV T A = I ERABIUT AL VT A THERRIX
NTCND, 1%DH T 5= 01mL %7 v FOREBICRES, B ISR E 2
O (1, 10, 100 mghkg AE/H) #E5L, BEOFEEE 1ESECAELE, 154
= REHEEIC R AIEERIZ T v Y S A b, = RS ERARBLIUT
ALY T AR LPRIEERIIRRD b o7z, TRV S A = FS5ERAR
LU R /T b b OEICERIERITED b,

(9) 1 BRHHWNE 1 » ABREHRIC L MBS A —4 —B L UEEAD
HE (Sy b)) BHE4) _

'?yF%mwtfﬂ?fﬁb\:FﬁﬁﬂA%i@Ix§fiND1ﬁﬁ%éwﬁ
1 » ARFEARRD (10 mgkg) #BEICXLsMEFO NV a—X, 9B, TG, Tcho, 3
T AT NACIERGEE, A RV B L UEE~DEEBIZ W THRE ST 3,

@1 B 538 o
FEE . WTNhOEBREIZRBWTHBALREENIED bk T,
JN2—R, TG B LT Teho X, WINOBEBRIEIZIB T HHE O AEENIRD D

NIRRT, —0, HRATLIRRIZ T 0T 7 2B L RER F V' T A TEERS

b, HBI7TeF Y7 ATHIE, =AY YT LTREREME,. = N/ SATBRER

EEEZTRL, A VAV RTRFYFABIU= hSEALTREREE, —AXYS

A TIHEERRD bhi,

@1 » A% 53R
FEZELE. WITNOEBRHE BT LA LMREEIIZRD b ot
Iha—2, TG BIUA VR UL, WTIhOBBMEIZBOTHH LTS

HERD Do te, —F, AT AT T 0T T ACHEIE. Teho iX 7 msF

Y7 ABLU= T EALTHE, BT oFY 7 ACEENRD b,
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8. ¥ 0ith ,
VAR é‘;ﬁb Mz 2 SRR AMRBRIT BT, 200 mg S FEOMEHE TR R BRI R
PEFS X URBMER A R385 - Eh, IR R E BEIC BT 2 s
HRBRER SN TS, |

(1) HURIRMAEICEE T 2 HEMRER (S M) (ZE 47,48,49)

Chbb: THOM (Wistar) 7 b (Heiss 24 DU/fiREE. Mt 12 PE/#58E) % v
k%ﬁﬁm«Lmm4mm@@@Em)&5u;5%ﬁﬁm%ﬁ%ﬁﬁ&mﬁwr
B0 LNICBEFT RITU T O®Y Th otz 2B, FRIBSLVEY (TyB XU B
URRBSRIBS Ve (TSH) ORI, 5 28 Eic 2451 ", 5 32 Biziixt
HRBEORE 8 1, 400 mg B EEEDEE 4 iz SV T ER L7, ' :

TofErL, %5 28 fi7 100 mg BE5BELL DS T TR 400 mg REFHOM THE 2
TR B, £ ORRETIL A EFEIEAE b (100 mg’ p<0.05, 400 mg: p<0.01),
E7o, 400 mg REBTIIES 32 MICBOTLAS (p<0.01) ZEEATEDBIL, U
TUDFIGRE 28 EORENE L v BlEE TR Uiz, —77, TofEEHS: 28 1i2 400 me 13
FHOHECHE (p0.01) RHEIED LIS, 32 BICIHEMIRD ik, TSH
EIZ2V T, 100 mg B 5BELL FCaREE Ao s O RAEEA 3% B3, 400 me 586D
THAE p<001) Tholr, (BE4LT)

Chbb: THOM (Wistar) & b (#1210, #E 36 [L/fBERE. He 12 T, HE 12-24 o/
REH) £RVEEEIED (0, 100, 400 meke (AB/H) #Eir - % 65 B OKHE
ERBRICIB O TR LN BT RIAU T OEY Thot, 5. Ty R L TaeB LT
TSH ORE, #4528 BIZ 2B EREOMIES 12 flicoV T, k5 32, 53 BXUr65
BITIIRREEOHE 8 1, 400 mg #¥EEEDHE 4 4 WDOWTERE L,

T3, %45 28 iz 100 mg BEEELL_FookE:s T U8 400 mg REHOMTEE RS
TEDRRD b, ZOREI A SHEEERZD b (100 mg: p<0.05, 400 mg: p<0.01),
7, 400 mg BB TIHRSG 32 MICKVTHEE (p<0.01) AEERED b,
BEARG 28 L Y BHEER L, 8553 BLU65 E T, WFhbA& 1 il
RO, %, THECHEEERARD b, 400 mg BEROHECIHEE 98
BLUBSEIZEE (F%p<0.01, p<0.05) Thot,

TSH Bl #25 283812 100 mg 5L, ECBENS B, 400 mg REFHOMET
AR (p001) Thot, 2B, BERECIIHREIC < THT 2.5 &, HETIX 5.7
EOREIFED v, #5382 351 53 B TIL 400 mg B580 2 B CERERED bR
B, 5 65 BTV TROPICREOT YRR FIREDE Thot, (BB 48)

Chbb: THOM (Wistar) 7 b (M4 60/ %AV - siRn GURES G4 : 0,
200 mg/kg (AE/H . RERES G61: 0, 0.5, 2.5 mgkg AE/R) B542 L% 13 BHEO
FHEERRIC B TR DB RIIL T o5E Y Thole, BB, AR TS
REFR (G44) BIWERERE (G61) 0 2BEORBNER SN T3, G T
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17y MIRT DRPANMERTRRBICHE (FREE, PRS0, Rk
DFEEERIZR, BB RIRIES) 25585 5 200 mg OREAZRELTRY . |
IR EEFHY DR OV THERT B Z L HEBE LT3, —F. G681 TEVTL
505 BLT25 mg @)ﬁ%@i HERRAEDS 2100 B L U500 ETHY . KRR
(T D FOREMERE~ DRI LU NOEL OBELF BHIE LT\, Mgk
®E (TSH ?SJ:WTA.,) %;h #5108 QBBICTHE). 28 (TEB). 4. 8BX
U133 (F2 HE) KA L0 BT ONTER L, 20 2 HH B\ T 3 BIglc@igio
L=, -

AR wr:hmi“:t%ﬁ BN T bR E IR 5 ﬁﬁt{ﬂ IO LN aho
7o

—HRRRERRIEIREE, AR, FHEETIE., WThoRRICBWLCHIERMEIC L 3
B 572 B ER D b o 1 |

MR LR TIL. G44 @ 200 mg REHTHRE 2 @805 TSH OA S A ENeE
DO, FEROBE L EIVEHMET L, %5 13 BICIXEESED bz, TJET
%3—5 1. 2 BIL U4 BIZ—IREOEENFED bz, G61 TIXITSH BLUTUEE i

EELLIYSY AWAGIEEY : ,

Hﬁ%&iﬁ'e 3. G44 © 200 mg TEFETIL, fTBROE - LLEEORENEE 3, 4,
8 BIU I3 BITFED b, £, FRBIRE 3 @8k Y SEERSZD b, &5
13 i3 - LEEICAEREESED bz, G861 TIXRTIEED b oi-,

Bk, BEITEET S 22X DR AT b hioTs,

IAEAABR BRI ERE S TRV, (BR 49)

(2) FRERERAEICBE Y S5 RE (E ) (B 50)
BEARTZ T 47 (B 34) 120.25 mg/H DEES% 1 H 1H 14 AEROKRE
L, T, T4 38 XU TSH OEENZOWTHE Lz, FIEBIZ-OWTIRERT 8 8 IRE) .
HIERRERTER L URKR 5% D 3 BIE LR, FURBEREIC R B X 58 b v
FEIITD bz,

(3) TOOPREMEEICEAT MR (B 51,52)

TEAR— FREAARIIC 7 0 R & IS R E R AR e BB L W HEEL S
Nica, b MOIZH~TT v hORWREROGT A, 18HA7Z TSH FRERRIC X 27
PR DFAERRFN ERE I T3, Fiz, BT v MCIE TSH ommd L
DBHEZ EETRWE D, BERER L USRS ARV CE A 0B L g %
BEESNHE, W RIS L CIBEORV RERBRE SN TN, Ty

Mt FORBITHRLNATEZEE LT B MIHARTT v T Ty OmEERERHINE L
<ENZE (2 F:59H, Ty b 12248, b NCIRMEO Ty idERES LY T
HBTA X UFERI T Uy (TBG) ITHEELTHWERE, vy bClzoz w3
R L TAT I RTAT IV ERAELTWAZ LBRET LA, 728, TBG
D T4 IR HREAERMEL, L7 A7 I sk~ TH 1,000 % &<, & M Tk
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AOTEME T4 DHFITT v MIERTERNZ ERML TV A,

9. kEMIHBHFIMRICDONT
(1) ErRZ T+ 7HER (B 53)

HZE PRI T 4T Bk, 19~29 5%, 12 4, THHEE T6ke) 2LV, TuF
Y74 (0.1, 0.3mg : 0.0013, 0.0039mgkg \ZFY) HBWNITAFE L {10mg :
0.13 mg/kg {ZHH) BAEHER Q544 ORMEER L URREN - 1TBIC DV TREF STV 3,

7m%/7b0hg&ﬂng&%&7W7ﬁﬂAHMgE@ L0, RE TREND
6 R ORI T R AREEAEN, FOE0E 2 BEMSICRVEEChH T, TL
& U 8Hz SHROTE SIS LT e, IE~OEETIIT Y 7 A 0.1mg 287
TSRS 10mg WY L, EHRRTFY T4 0.3me THINLDIFE 3 {E0iEH%
LT,

eI E J?:bz”m BAMEHERBR R K Th T nF Y T A 0.lmg M DEERED S
iz,

(2) RIEA%ICOLVT (SR 55,56)
TS Akt MNESRRE LU CHIBEA, iR, (R 2 S LR
CENTCWG, ERREWER L LT, HSEEERUEE HEAH) BS8Esh, 70
fLOBITER & LT, B, KRESERIC L 22 GEERR) s Ih T\,
T, ROV Y UT R URERIOBRE T, FWRITHINERN D = L B3mE I T
WA, TaFY 5 LORKRERE L U EEK THROBIVEREE 1L, SHEERISK 6,548
fFiH, BIEFAHE S NzDiX 256 5l (3.91%) Th-otr, EREWERL. BIRR - 15
R 1441 (2.20%) . 5 B0 % 664 (1.01%) FHERR 50 1F(0.76%) . 7% & 4814(0.73%) |
HEV 26 (0.38%). THE 81F (0.12%), HRERE T4 (0.11%) £ Thot, BIERE
WCHRA Lizisa, AROERPEIUEIC RO, BR. BES - £ - RihEshte
BORTHAEZDZLENDHD, T, PHRMERRICHT 2HMEOM S L RBUEET, —
HRITHNEs & Lz N5 Z AL TRY . BEEITE LT iﬁ@&%@ﬂ%ﬁrﬁ%
BHEINTNA,

YR, PERR., SRR fJ\E%«\UD%EEr% BT BUREMN DD | B, R
FIHEE LTV A HEREO B B AT ilIﬂD@@Ioﬁﬁiﬁ%é EbEE
LN EBREE LN E RT3,

O HEPIARV Y PTEECRIEAGMORE R ZIT - BEOTIC TR F IR
DIEFIR % HE U FI03x IREE & Lh L THRRIZSE VN E W 9J§%ﬁ§®f*%ﬁ>$&ﬂ=é
nTnA,

@ FHERICHIEEE, HEEET. SR, ﬁaﬁ@ﬁééﬁ%%t IR DT
BEVREEY (DT ERL =R FEAL) TREERTNS,

@ SHURNCER L7BmE. HERTERICEIER (i, R, 155%*}5%)
BEND Z L3R VTR R(EEY (/“7"@/\A) THRESN TV 5,

FHFA~OBEIUTIORTO, QLI BRERHHZ &, FFHEROEE#1EM
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THUREERH D2 L MLBET B T EREE LR, Dteh B PlE+3i8s . =1
BT S BB LT TN A,

@ EERCIAPICRITT S = L RE ST B,

® t MEHAABATL, FAERICER, AERROSEHI T LR, UV UTE
EVRIEAH (DT ERL) THRESNTNS, |

IRHHAEIR, AR, HR, HIREIIUNUKT 5 REMITRET ST,

10. b MEREERICRITIERICONT

TaFY 7 AU T, in vivo$ W in vitro (OB CHETER 257883 55 —#
LTV,

0. EaREE
1. B3 - BiEEEBREICOINT |
HEME - BMEERRICOWTC, TueF Y T AREI X ARET, B EERT
EEFHRERICEEL TV, 7y MBWTIThh R ORERRIZBV T
NOAEL 3oL Cn 3, =7 AD 18 » ARNBAMRBR T 0.3 mg/ke K&/ H L F##
EHTEHRIRD 6L, LRV 13 B EAMESMRERTIL, 1 mgks FE/HLL
LBREFHTEERSFRANED LN TE Y, NOAEL iIEbnizhotz, S5z, s
Wz EERE 0 R53R8TId, 0.063mg/kg RE/ B CEFRLV-NETEIORD, R
BEBMEDIE T 2R THI A B, NOAEL 138 b /b o 7o, Z® LOAEL (0.063mg/kg
AE/H) X B - BEFMRERTHE L NOAEL XX LOAEL LY Eh ik,
BB, T 7 AOERERIC OV TOREL, BREERBRTYYEEZHAVES
0F T LAOFRNREIZL 2 VX0 B RNRICHT 28/ MRINTEY., 2R
B0 NOEL (NOAEL) i 0.00lmg/kg (&8/H Cholz, L, HEFENEIRE
D, VAZFHRZIXZ OFREAVADIEEY TRV EB L BN,

2. £FBEREEHERICONVT E&E54)

7 v MWz FDA @ 3 i8R A N XIc L AR BRI S BRN = T
W3, BEEECOWCIET v b, UL LS m&’) HILTWeVW, Ty MERWEEE
R UHAIR SR (BIE) Tk, BEWICHT3 NOAEL 25RD b5, 0.05
mg LN EREGHE TR (F) 0% 21 HOBEROEENERILEI - 722 LB NOAEL

SR BRTVRYY, MIDATETEAHERER 1T NOAEL A35RD b T\ A 4, REL
B O AR 53RO LOAEL MU £FER A F R CRD b - NOAEL L RIU £
T BN L b, ARERBEFEREFROFE & LTIk, 0.05 mg/kg {KE/H % LOAEL
ETBDOMNHYE EEX B,

3. BiSMERHAMEIZDOLNT (B 51,52,54,55)
BEEECOVWTI in vitro T Ames BER, ~EH DNA SRR, FEEEHR,
BT, HGPRT AR AFRRIIBVWTHERIZETRIETh T, £ nvivo
B A REARRERR, MEEBREUESRBFERROWITNOREMES -T2 &Mk,
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TRFV G AIEGEEEE SRV LDEEL NS,

FERAMERIZOWVTIL, =T ARMAVE 18 » AREISRSAMERBRTE VT v R & A
e 2FHEBAMERBBEL S TN D, <V AORBRTIL, RAAME TR T 558,
(3G oRedoTchs, 7y FORBT, 200mg RSO CRRERIEE. o
PR Y L NIER OB B HEREIE D& B R A ORI f‘om‘_o i)
HURIRIERRE DR AN D A 7 = R 1B iRa T 5 e OB Bk BRI BT+ 2 4%
HEERBAEREN TS, ZORE, Sy M7 eF V'S AOBHEOREICE
WTRRIRFNAE AT B LT T RUHRIBRSRLEY (TSH) ~OFERS0HE
. TSH ORERRIBGC LD . T v b o FRERE - Reiia oo 25| t?‘x%l%t;
FRIREERRIEO R AN E & 7o & REMEASRIR S 7r, .

HOT v NTRD LI FRGEEREL, B L ATy 20EFREE LT3
FTREMEASRR S e, Eie, MEOTE TR b IV R EEIE DR A SR T UMD His
@wﬁﬁUVNE®%M%@Kome$%Tm%6ﬁ\7H?fibﬁﬁﬁﬁﬁ%g'
TRV &, FURZ DN TERAMERETAFTEAELNLTVWARANS & BT
7 ¥ MIBOWTTERABIRCDA, TN HIEBREDIS AN STV E -
&m%.mno%*iT ETHDHEEZI LN,

4. k£ MIBHLZEICONT (B 55,56,57)

EOE FMRF T4 TIET RS YT ARBERORE L, MERUSRL - (TekeE
1272 E 5, 0.1mg BEIZ XV B R USBA R CRENER S, —oR
BUCRBIT 5 LOAEL i3 0.1mg/t: MH (=0.0018mg/kg /B =1.3ugkg EE/A) T
b, :

o, TuFY T AEEICE MNERS L UCIEISEA, HRR. (RGEEER e
E LRSS TS, 0.26mg/t MA (B MEEY 60keg &% &, 0.0042 mgke A&
/B) DEERARTHAE, HELORWERARRE ShT\5, Sk, SEERTHh 5 TR
FER~OERPEHILEIC RATCIRR, TR - £95 - REESREIZ0ET, &
3. ER, BRREROVNRE~DIERAMES STV,

5. BEPREROIY FRS >V FOBERIZDONT

EROBHRBRICI T, %AV AMEERRRIZ B TS LOAEL 78 0.063
mg'kg (AE/H ., ATERAEZMRIR T/ LOAEL 1% 0.05 mg/kg AE/H. t hO@EEES
T 4 TRERICEWTO LOAEL i3 0.0013 mgke (AE/BERE LN, 7oy 5ak
FICX 28T, ok, ERARL CEEERACEE L WA, ThHDOEEL, b N
TROBXMENERNEEZ D1, EREMNLE LN LOAEL it NEFRBEE YK
40~50 KEVMEL 2o T3,

LLEDZ b &HsE 2T, ADI %3 RETHRHORY BRA 2 ME LT, B hORER
F T 4 TRBRICEBIT 5 LOAEL0.0013 mg/ke AE/Q 28 AT 503 EY ThB L&
26 D,
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6. —HENESEADDOREIZ DT .
fu%f?Amomfﬂ\%ﬁﬂﬁéﬁé&w:&ﬁ%ADI%ﬁﬁ?é:&ﬁﬂ%
THbD,
HEFHRABRICIN T, HbIEV AR CHBRMER S OBENED b L 22 b
é%ﬁm\t%@@ﬁﬁﬁyﬁ47ﬁﬁtﬁﬁéuMEmemmg@¢ﬁEBf%o-
2o ZORMASLADIZRET B ICHI - T, LOAELA b NOAEL~DOZEH10. fElkL

£10 ORS00 2BE L, BT —# 55 IFADI 120.018ug/ke KB/ L 32
EXha,

UELY. TuTT hoRMEFEETMIC OV T, ADI & UTROMERAT
HIENEHEBZOND,

7uF T 5 0.013 pg kg (KE/

FREEIZOVTHL, YiEERABE X e EEO BE LT 5 BlomEsda - »
&Téﬂ

46



<A1 BEEZEORH>

ADI —HERFEE
AP | PAAI T+ RT7H—E _
AUC M P ZEY iR — R R iR T RS
BUN mBEREER '
Crmas el iR E
GPT TIEZUBE ILE VNS R FIF—H(—ALT)
| Hb AESTOE (I EER)
HPLC BEREIOTNT ST
Ht ARk
LDs, HFHEBIEE
LOAEL &NEER
MCH FHFLROARE
MCHC TR mBkmEREE
NOAEL BEMES
NOEL RIEAE
RBC TR EREL
RIA B REAT R GV L/ TIRAL)
Tip SHEMEF R
T, MJE—FYO=
Ts JAaOx
TRG YAOxTEETaT)Y
Tcho #aLRFo—L
TG MITYRJE
TLC EBIOIN STk
1 Tona &5 M (5 iR EEEE R R
TSH FRBRREEARILEY
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<BE>

1

TRFV T 5 OPRECEOEEECET BER, N Y S H ot L H LA
A BRIRF 4 D0 SRORRBAANER . AFF VTN (FuFY 5
LHBR & T HFOEMA) ORAEELBIEIAR ML REE)

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, N—U U —A U TANA DRE AT 4 D RUBRLH NG
Bt AT F TN (T uF VT b BORS LT HEOERT) OfLEE
HEFMRAEREER (R%EF)

- We 941 BS Carcinogenicity study in mice with oral administration, ~<—

Do T—A L TNNA BRI RAT ¢ P NUBRRESHENEE . 255
FN (TaFV I h2BYRTETHFEOERR) O BESEITMIZIGA
HfERER CREF)

- HE Hl, KA B, D R, RN B, AF £, UC-TrFYVIFAD

RIT, 2348 L CHEE— 5 v M3 1T 2 BUE K UNERSR 15 576 0 I e,
MRRANIREE, R - kit X OB Rk, IBITER, BA&e—, K
&R, 1985, 13(6), p.3333-3344

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

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 '

Synopsis of the pharmacokinetic data on We 941 (brotizolam) in animals
and in man, ~X— U U H—A L HNL AR R XA 4 B D kRSt
WER : AT ZFN (TuF VI A260KSET550EHA) 0/
RS MR OIMEER CRER)

The metabolism and pharmacokinetics of [14C]-We 941 BS in 3 milking
cows, X— U U HF—A LV FANL AR ERATFT 4 BT N UoBRRETHERNE
B AT FUFN (T aFY T ABEYRSS LT AEOERE) ORKEE
HEMICROIMEER (RER)

48



9 The residue kinetics of [14C]-We 941 BS in the lactating cow, ~<X—1
H—=A L TNNA DR RAT 4 D ARG AT 5L F L
(TaFY 7 L52FPRE ETHEOEHNF) OB DIEELEITMEIZIESH
RER CRER)

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

1 1 Meirau, J., Biochemical investigations with [MC]-WE 941 BS in
monkeys. (ADME Il ). Confidential report from Boehringer Ingelheim
Vetmedica, January 1977.

1 2 Bechtel, W.D., Biochemical study of WE 941 BS in man. (ADME I,

Oral administration.) Confidential report from Boehringer Ingelheim
Vetmedica, Jan. 1978.

13 SPV-708 DAITH T ABERE, _—U Ll o L HF N A B RT
B RUBRRAHANER . AFTLFL (FTRFY S AEERREL b
BAEQEHH) ORGEREETMARIMEEE (RER)

14 SPV-708 O4IBIT HBMBEREMEREE, X —U o H—a o F g AR
AT 4BV R EHHERNER . AFFUFA (TuFY T AREYNRE
FETHEOERK) ORLERZELMICBRIMBMEEE &)

15 SPV-708 OHEILAEICIHT AUNEBRIRE, S— U L H— o L F NN AR
FAT 4 D RUBRSHERNER  AFFUFA (T T AEEY
o & T OEOEHNAD) ORMMEFRZEFMARDMRER CRRX)

16 SPV-708 OWMAFITHBITHIN PEEUHERR, X—) oH—a g
LRRNAF 4 Dy NUBRRESHERNEE  AFF0FL (FeF ) S56%
BRRmS ET2F0EHREF) ORGERZELMIRIMEER (k¥EH)

17 We 941 BS Acute toxicity study (LD50) after oral administration to
Chbi:NMRI (SPF) mice, X— Y V' H—A VTN DRINRAF 4 5 Py 8
CRASHEREER AT 7T (TeFV T AERBRS ETEEOE
HAED oRMBRELETMROIMEEE RER)

49



18 Ty b, =vAZBILZTEFY 55 (We941-BS) OEHIRR ORSHE/E
SRR EEESERR, N—U A v HFNNL DA RAT 4 DRy
HREEENEE : AFTFAN (FTud VI AT LT3 £
) ORSEEEZELMIRLIBREER (FRRkE)

1 9 Expanded SYNOPSIS of the Toxicological Studies with WE 941 BS
(Brotizolam), X— 1 L H—A L F A DR RAF 4 B D SRR A
HRNEE : AT FN (T aF VT LeB9ERSETHF0OEHE]) Ok
re R EF IR LM EER (RER)

20 {EA WA, Alexander KAST, &R fEA, )1l IET, 5@, K K55,
Brotizolam @7 v MIBIT 5 RMERCHEANSHRE, ERLUZE, 1985,
16(2) , p.281-293 :

2 1  INVESTIGATION OF THE EFFECTS OF ACUTE ORAL
ADMINISTRATION OF WE 941 BS IN CONSCIOUS MONKEYS, ~—Y
YH—A LG INA BRI AT A I T NORAES NG AFF T
N (TaFY T reBHRE LT HFOERA) ORSERPETMICRS
MRRER (RFER)

2 2 Brotizolam (We 941-BS), Nitrazepam 35 X O} Flurazepam ® 5 v MMzl
73 5 BEROAFEIC XS HEROEAEEERRR, —Y v F—a 5
A BRDAT 4 D NURRSHRAER AT FL (TuFT
L HYRS LT H5HOENA) ORGBRZETMICBIMEER CGRE
) A ' '

2 3 Subacute toxicity study We 941-BS following intravenous
administration in beagles -duration 4 weeks-, ~~— VU L —A L F A
LARBRAT 4 AT NUBERSHERNER AT 0FV (FueF/Ia%k
HRED & THHEOEHAD) ORGEBEFRZELMRLIMEER CRER)

2 4 Subacute toxicity study of the substance We 941-Bs in rhesus monkeys
(Macaca mulatta) following oral administration -Duration 13 weeks-,
S Y YT =g P F A BABAT A T D S ORRRALNER AT
FUFN (T uF T hERERRS & T HEOERA). ORMERZENM
WCRDFERER CRER)

50



25 Chronic toxicity study of the substance We 941-BS in rats with oral
‘administration -Duration 18 months:, — U ¥ H— o L F/ g AR b A
T ANy RUBRRSHAEREGE : AFFvFL (TrFVI A k]
ETDFDOERA) ORMMEREETMIIGESTHEER GhikE)

2 6 We 941 BS Carcinogenicity study of 2 years duration in the rat
following oral administration, X —1U > —A L FNsng AN AT 4 9
U NUBRASHAENER f77/%w(7m?/7A%ﬁﬂﬁ\&Té
FOEHA) ORFBEBEIMRLHMREE (Rix)

27 R Hi, Alexander KAST, {E% #44, Brotizolam DR OB Elr F 5 &
FEEMERER T v MBI DR - FIEVY, BDERRYRCEES -2

AR GRRECIC U VX BT 2 BEHRHRERR, BELHE, 16(4),
1985, p.818-838

2 8 Teratogenicity Study of We 941-BS in Rats, _X— Y > H—A L F A
LRRAF 4 AT RUOBRREHHERNER  AFFvFL (FuFr S5 a%
ARG &3 24 DERHA) ORMMEERETMICRIMEEE GRRR)

2 9  Teratology Study with Brotizolam (We 941-BS) in Rats Dosed by
Gavage during the period of Organogenesis, ~X— U > H'—A L Z /oA A
NERAT A BT NURRESHENER . AF S VvFA (FaF Y T ARH
B & T HFDEFE) ORMEFEZENMIRLIBWELE (RHER)

3 0 Teratogenicity Study of We 941-BS in Rabbits, ~X— 1 ¥ H—A L # LN
ABLRRIATFT 4 AV NUBRESHHREE  AFFvF0 (FuFysa
EHDS ETDEOERE) ORGEREZETMICEIBELEE (k¥k®)

3 1 Perinatal and Postnatal Investigations of the Substance We 941- BS on
Rats (Test No. A 92), _—V i — A U FNNA DR FAF 4 5 Do Sk
ASTEHAER: AT T UFN (TeF VT LE2EDRS LT 5EOEHE)
DEEBEFETIMRIMEER GRRR)

3 2 Perinatal and Postnatal Study of the Compound We 941 BS in Rats,
RN H—A TNNA BRRRAT 4 B Ve Nt tmgs 25
TUFN(TaFY T EhERENRS ETHEOEHE) ORSEREEETE
RO RER (RER)

51



33 %ﬁ%ﬁﬁﬁﬁﬁﬁikﬁﬁﬁimmMmeﬁﬁkiéﬁﬁ%%%ﬁ
FAER, B LRI, 1984, 12(1) , p.121-123 :

3 4 Studies on the possible mutagenicity of metabolites in urine of
brotizolam (We 941-BS)-treated mice and rats: Testing for
point-mutagenic activity with Salmonella typhimurium (F/A%)

35 We 941 BS Unscheduled DNA synthesis assay in human embryonic
cells, S—=V T —=A VTN NA LRI RAF 4 5 D% RUBRESHTRNG
Bt AT ITFN (TRF VT RAEENES LT HEORRA) OfSEE
2Bl _ﬁé*ﬁﬂéﬂ (RFER)

36 We 941 BS: Inductlon of morphological transformation in CSI—I/lOTl/Z
cells, ~—U T —A U TFANALBRERAT 4 5D v RUBRESHHRNE
Bt AFTUFN (T aFY T rEEDRS ETHEOENE) OAREE
RETMIRLHRES (RER)

3 7 Mitotic Gene Conversion In Saccharomyces Cervisiae D4, ~<—V v

LA 4/#»A4AﬂF%T{ﬁ/?h/%ﬁﬁﬁﬁﬁﬁﬂ AT T P
(FRFY I ReBPRS L TIEORAR) OfDIEEETICIGEDE
RES CRER)

3 8 Determination of mutations at hypoxanthine guanine phosphoribosyl
transferase locus in V79 cells: HGPRT test, ~X—U ' H—A L F A A
SNEMAF 4 IV NUBREHERNER  AF T UFAL (TuaF VS heE
BhERST & T2 FOERA) ORGERBPEFEMIHEIMEER REXR)

3 9 Studies on the possible mutagenicity of highly polar metabolites in
blood plasma of brotizolam-treated rats and mice: Testing for
point-mutagenic activity with Salmonella typhimurium, ~<X—V 2 H—A
YTNNA DR NRATF 4 BT NUERSHAERER AT oFL (T
T/ 7 b H/EET & HFOEHAD) ORMERZETMICHRLHEEER

(CRFERK)

4 0 Cytogenetic study in Chinese hamster of We 941-BS, _X—1U L F—A /
TINNA KR NAT 4 D% NUBEASHERNER . AT Z70F 0 (TesF
VT bE RS \&‘ﬁ"éil:@&%‘f%l]) DELERE %?ﬁiiﬁé*ﬁi.’éﬂ (R
FER)

52



4 1 Expert report on the possible mutagenic activity of the substance “We
941 BS” as evaluated by the micronucleus test, ~S— VU L — o LN
A BSNBAT 4 T NUBRARMARER  AFIUFAL (FrFY T A
ZRRD & T 5FOERA) O/ BEREPETMBIHRIEE GREH)

4 2 Study of the mutagenic activity of the substance “We 941 BS” by the
dominant lethal test, X— U 2 —A VNN DR EAFT 4 H %%
HRASTEHRES : AT FoFN (TuF VI heBoES e+ 5480
) ORSEBREZEFMCRIELER RER)

4 3 Pharmacological Study of Brotizolam: Effect on the cardiovascular

* function and autonomic nervous system, “X— U YV H—A LN DL

FATF A AV NUBRASTENER AT T UF N (FuF VS aeEmE
oy & T DEDERA) ORMREEZETMICERS WEER (RER)

4 4 Sato Katsuhiko, Matsuda Hiromi, Hayashi Masaaki, Shibuya Takeshi,

" Pharmacological Studies on Brotizolam, a Thienotriazolodiazepane

Derivative with Special Reference to Central Nervous System and
General Pharmacology, J.Tokyo.Med.Coll., 1985, 43(4) , p.649-660

4 5 Pharmacological Study of Brotizolam: Effect on smooth muscle and
other organs, X— UV H—A LT LXK AT 4 7 D% NUBERESH
HNEE : AFFvFN (TuF /I re280mLT5L08HK) 0
EREETHIIC R MR ER (RER)

4 68 EEG studies on rabbits with WE 941-BS to determine a “no effect
dose “, _X—=VU o H—A TN LRKRAF 4 B NUBRREHTERE
Bt AT TN (TnF Y T EEREHRS ETHFEOERED) ORMEE

MR AREER CRBXR) |

4 7 The effect of We 941 BS on thyroid hormones.Interim report on a
special study in rats, X— VU v H—A U FNAL AR KNRAF 4 TP 08K
ASHHERNER AT T T (TaF VT AR ?: 54 DS
DR MERFZETMIRLIMRER RER)

4 8 Effect of We 941 BS on T3, T4 and TSH in the rat, <— Y ' —o1 1%
WA BRI AT 4 Uy RUOBRASEENES : AT T TN (TeFy
T LERNED LT HFOERA) OoRMGEREEFTMICFEIFEER R
ZEFR)

53



4 9  Preliminary report on the influence of We 941 BS on certain
parameters possibly associated with thyroid function in the rat, ~_X— Y v
H—=A VT INA DR AT 4 J P NRUBRREHEREE - AFFoF0

(TuFYV T bEFHRG ETEFEOEHH) O/ DERBEIMIIESH
REE (RER) | |

50 Lendormin tablets (We 941) Phase III Assessment of thyroxine levels
after 14 days’ administration of Lendormin in man, ~3— U »H—o L4
WNA DR KRAT 4 B V% RUBKRSHARNESR  AF5F0 (FTusFy
7 LETHRG T EFEOERA) ORLERPETMRIFREE R
3ER) '

51 ¥x¥lyh&KF— hEvand— &6 If_REAR, EHES, &
REA, FOEME BRER, KXSHEY A =05 0 2 M, T, 2004,
p.827-839 =

52 Finch, J. M, Capen, C.C.;; A mode of action for induction of thyroid

gland tumors by Pyrethrins in the rat.; Toxicol. Appl. Pharmacol. 2006,
214, p.253-262

5 3 M.Fink, M.D, Professor of Psychiatry, Dept. of Psychiatry and
Behavioral Science, “X—V U H—A U FNNA BB RAF ¢ 1 D% U8k
NSt NE L, 1981, RAK

54 EMEA, COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,
BROTIZOLAM, SUMMARY REPORT

55 HAAREREE EFEK 2007 Fi], AAERRE Y +— 7 2B, H&4L
K5, K, 2007, p. 2082-2083

56 EERALICa—Tr—h EEEAKLY KAI 08 025 mg % 5
hR, 2007

57 Zy Ry ¥n< HHEE E$ 10K BITEHR, SAXE, ROER
BEER, BEJIIESE, HAT, 2008, p. 501-530 -

54



TOFJSALAICRIBRBESETIHICHETIZSEER (V) ITOLVTOHNER -
BEROEEHERICOINT

1. SEhEdART T2 0% 1A240~¥ERK20FE2822H
2. BEFE AvrF—XRv b, 77y 7R, HiE

3. /EHRI 7uFY 7 2B AMMEREERNICET IFERR (B ko1, LT
DEBY, WER - FHOBELTok L5, HRPIZHER - B8RS &
HATLE,



FEENEER

fEEERT

EREEERLF 23 BRI ER
©di))

EREAERSH 230 MR A G
(EER)

P43
1.17-19

TuFy S st NEES S U THER
WA, PR, (EREHERZIREL LT
EHESh TV, BEAREIERE LT, &
Wik (0.1%FKH) . TE, HE (0.1%

TuFS T Akt NEERE U CER
WA, FIRZE, MIRERER LML LT
FERENTWS, EXRBEIERE LT
MR ORI GRERIR) H8E Sh.

Al | FHEREREE ., SE (W3 bIREE

£ DMDRIER & LTRE, BB, KEE

) A|ESHTWSD,

Az k5 8mikE GEETH) PRESH
TWnd, |

P45
L23-27

Fh, 70TV 7 AIRECE FEREMSE
L CHERRELA, HiRE., EIREFERZ2)
B LERShTW?S, 0.25mg/t M A

(b MMEREZ 60kg &35 &, 0.0042
me'kg E/R) DOEKEAETEDERE.
g, BEZORIERAPBESNTVD,
i, BEEM CH 5 TIRHER~DEH
BEELRICEAFRRS, 2N - &F
73 - REDEBREHSOET. 5%, EhR,
BILBREWNESE~DEABRBERSNT
AP '

Fi, TaFY T AEC e NEESE
LU CHEEIRE A, FiE, BIREFHER 2%
e LERENLTWS, 0.25mg/t M H

(b MEE#% 60kg &5 &, 0.0042
mg/kg £EH/B) OEKAZTARE, HE
EDRIERANEMEShTWS, £, K
fER T 5 FHRMBRR~DIERANZEH L
Bz RAFERSR. EED - £FH - KHHE
FEEHEOET, FFE, ER,. SLERV
INREA~DERMEES LTV,

X EEERTI. 5 230 B AERNTIT 53— VR TITE




