EOEE T O]RITT v MIERTRNZ E8 55TV 5,

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

(2) BWERZIZDLT (218 55,56)

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

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

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

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

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

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

@ THERTHANPIBAT T Z EAFEEh TS,

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

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

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

0. SRR :

1. HRME - BEEHERECOLT

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

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

2. ARERESHUSERICOVT (BE54)

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

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

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

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

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

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

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

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

ENENEEO T KRSV FOBRICONT

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

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

BHREHEBRT BT, B b B R CHRIE R S OBEITRY Bhﬁ,&%z 5%
5%@1\EF@%%T7/T4TﬁﬁhkﬁéummL&mBmﬂgﬁ@@ﬂf%o
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EEND,
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ALLEBELEEZOND,

TuFV I A 0.013 pg ke (KE/R

REEII OV, HiHBEREEE A TEEEEORE L 21T IR To 2L
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- ABRPAT A AT SRS HEENER AT T TN (TrFV T A
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2 Blood levels and metabolite pattern of [14ClWe 941 in mice after a single
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mg/kg, =B T A VIFNNA DR AT BT N RS HERE
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- BERHRICR SRR ER CRRER)

3 We 941 BS Carcinogenicity study in mice with oral administration, ~— -
Vo H—A D TFNNA BRIRAT 4 P NS HERANER : A7 7
FNATeF T 2EHDRTETHFEOERA) ORMERZETMIZLR
LHERER (RFEK)
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& IREE, 1985, 13(8), p.3333-3344 :

5 W.D, Bechtel., J. Mierau.,, I. Richter.,, M. Stiasni.,, Blood Level,
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6 - W.D, Bechtel., J.. Mierau, K. Brandt, H.J.Forster, K.H.Pook, Metabolic
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Arzneim-Forsch, 1986, 36(3a) , p.578-586

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

8 The metabolism and pharmacokinetics of [14C]-We 941 BS in 3 milking
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B AT TN (TaFV I AEEYRS LT HFOENA) ORREE
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9 The residue kinetics of [11C]-We 941 BS in the lactating cow, ~<—V >
H—=A T TINA BRI RAT 4 BV ROERSHEENER : AT T F
(FaF YT LeFHHS LT 2F0ENA) ORMMEREETMRDLE
RER CRFER)

1 0 Bechtel, WD., Kramer, I. and Stiasni, M., Biochemical investigations
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Boehringer Ingelheim Vetmedica, July 1975.

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

1 2 Bechtel, W.D., Biochemical study of WE 941 BS in man. (ADME II,
Oral administration.) Confidential report from Boehringer Ingelheim
Vetmedica, Jan. 1978.
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17 We 941 BS Acute toxicity study (LD50) after oral administration to
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18 Jub, UACRBTH7TaF /T A (Wed4l-BS) OBIRKCEENE
Bz L 2B EEERER, NV o H—A VAN BRI AT 4 Ty
BASHENER AT T FN (TeF VT AEFHRS & THFOES
Al @ﬁuuf%%%%maﬁ TR DR EE (ﬂi%i%)

19 Expanded SYNOPSIS of the Toxmologlcal Studies with WE 941 BS
(Brotizolam), =V > H—of Y HFNINA DR AT 4 D% AR
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EERETMCR SRR GRER) '

20 {EBL ¥54, Alexander KAST, AR EA, B IEF, SmEM, K5 X3,
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16(2) , p.281-293 -

2 1 INVESTIGATION OF THE EFFECTS OF ACUTE ORAL
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MEEH CGRREE)
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5 5 HEROREIC L DHEENERMEEERE, =V H—a i
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LEHBRD LT HE0OEFE) @ﬁnu@%ﬁ»%?ﬁﬁ RHMBEER R%E
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2 3 Subacute toxicity study We 941-BS following intravenous
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ARRST &5 BEOERA) ORBERZETEIM MR CRER)
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7/%»(7Hf/7b%ﬁﬁ&%&?5¢®ﬁ%ﬁ)®ﬁm@%%%¢ﬁ
IR D HEER CRER)
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2 5 Chronic toxicity study of the substance We 941-BS in rats with oral
administration -Duration 18 months-, X— VU ' —A L F A KX b A
F 4 I NUBREHENER : AFF TN (TuFS T AEEDRES
T BEOERA) D& REREZEITIICR LR (RER)

2 6 We 941 BS Carcinogenicity study of 2 years duration in the rat
following oral administration, <= U > H—A Y FANA AN AT 4 B
Ty NUBRREHHNEER  AFTFAL (TeFY T ARERRS TS
FOBEHA) DELBEEEZEFMICRIMEEE CRRER)

27 1B B2, Alexander KAST, {Eik %4, Brotizolam OE NS L 54
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AR ERBE R U PFIcB T 2R EEAR SRR, EELHFR, 164,
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BRBATF L AT ¥ NUBREHERNER : AT Z70FA (TrFYFh%
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Bpksr & T B EOERA) ORRBESEFMICRIGRER CRER)

30 Teratogenicity Study of We 941-BS in Rabbits, ~X— U o H'—A 2/ #7b/
A BARR AT 4 O RBRARENEE : AFS VT (FaFYV T A
FHYPRS T A ORSH) ORLEREZET MR IMRES RER)

3 1 Perinatal and Postnatal Investigations of the Substance We 941- BS on
Rats (Test No. A 92), X—VU T —A A BRXE AT 4 D% 08k
ABHFNER : AT T TN (TeF Y 7 2258085 LT 234F0EHAD)
D EMERZETMICHRIBREER CRER)

3 2 Perinatal and Postnatal Study of the Compound We 941 BS in Rats,
R Y U H = U FNNA DR B RAT D NUBRE SR AT
CFUFN (TuFY T AEERRS LT HFOERE) oRLBEEZENME

IR DR ER CRIER)
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AR, EE LI5E, 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 CGEAZ)

3 5 We 941 BS Unscheduled DNA synthesis assay in hunian embryonic
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Bt AT T TN (TuF VT LETHRS kT%#@&%ﬁ)@ﬁm@%
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cells, =V 2 H—A VFAnA BRI AT 4 0T % R EHERE
B AFTTFN (TaF T AEEDRS L ‘5’5#0)&%%1]) DB iR
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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, ~—1 > H—A
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FV T AEFDRG ETEFEOERE) ORMEEEEN MR IHEEE
(CRZER)

"4 0 Cytogenetic study in Chinese hamster of We 941-BS, ~<— Y »H—A v
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VT AERPRS ETIEOERA) o/ RERFEFMICMRIHRER Gk
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941 BS” as evaluated by the micronucleus test, ~3— U »H—A > Fa
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EEDRG & AEOENA) o RRREEEFNMICREIHEEE REk)
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s iERR BT R D MR E S CGR¥ER) |
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B AT T YFN(TaFV T REEPRSS ETHEOEHA) ORREE
FEFMmRIMREEN RER)
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DEREREETMIRIFERER (RER)
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7 LhEHPERS LT HFOERA) ORLBREFETMCKLIFMEER Gr.
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4 9  Preliminary report on the influence of We 941 BS on certain
parameters possibly associated with thyroid function in the rat, ~— U >/
H—A L GTANA BRRRAT 4 I T R SHHRER . AT 7 F

(TRF IS LETPRS ETHFOEFA) OosMEREETMCERLH
RER CRER)
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