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7. BERVAEICEET 5FE
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1.1 RENZKT A ONMIIMEAERH Y, £/, KRR, TV, S50% R OEEEITIHEKT
Iz bbb DT, AFlZRST 2551230 E (1180, 125mg BLTF) 2 HE5 %A 5
&, RUEGTHET 2HGAIIBEE 5 _ﬁw&ﬁaﬁémﬁﬁ:kotﬁb\&%g%
BARNZ L& L, JEROBGEIZ > THEICSEDDHZ &, [, 7.2, 11. 1.4 ZH]
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ﬁok%éﬁgmﬁwfﬁgﬁ%%bﬂtk@ﬁ%b&é@f\%ﬁ#ﬁ%?é%ﬁﬁ%%%
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5. BRERAUAE

(1) BRRT—2/1\v 45—
R L

(2) ERRRZFEEEEAER
BDAEMRER
R AN B 13 BRI LT R U T Y T4 (24120.125mg, 3 412 0.26mg, 3 4412 0. bmg, DA
0.125mg~1.26mg FCHEG L7 34) XIF TR (24) ZRERMC 1 E, 3 0 MEEsERE L=
iéﬁﬁ%@#% 0.5mg 72\ L 0. 756mg F CTIIFFICHIE & 2 2EWER 25807, ZaICEH T
é CE =] uFHi é ﬂf:_o

TEEERR A B 2 104 (BYES 44, KMES ) I R Y 7Y T 400, 25mg e R 0. bmg, = ~ 7 /3 10mg,
TITEBRA30mg, T RERDODWTINE T T 2 ITREBLEZE] AT CHEARIC RAE TR A 24 I
MARY 7Z 7 ¢ THEE LR, iﬂiﬁﬁ?@%%%%ﬁ%%?%@ FHOBREA~DEEN D
RN ERNEISIL, ENIERETH D LR ST,

1) AFNOKRENTWD AEKL O EIT, AIREIZIZ 1 [E] 0. 25mg (K 0. bmg) | 7272 L. Eli# 1213 0. 125mg
~0.25mg £ T, WREMETHRIEIIZFITATRE 1 [E 0. 256mg (Fx X 0. 5mg) ZRAKEETH D,
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(3) AERIGERHAER
(AIRSE)
PARIE, B S O, A KIIE 72 &S FRE R RIS O MEIRIEHEAE 40 Il N 7Y T A
0.25mg (11 f) . 0.5mg (20 ) . Oﬁm(NW>\1%g@m>®w¢ﬂﬁéﬁﬁﬁzlal
B 7 HHIBAERE OG- L7oRE R, 0. 26mg~1. Omg DA ZMED RS S, BIEMIZ 15 Bilic T3
7250 ZEDWibid D hung over EE X BNAIEIRNED NN, WEEERWERHORIARLE D
MBI A ST, FRCEEZR D OITRD DR - T, BRRE CIER AT LITRS b

o7, Y

BIEHR B 2 2 5 2. D ABEH O SRR AP RE BB 30 Bl N U 7> 4 0. 25mg (3 #31]) . 0.5mg (16
) . 1.0mg (10 41) . 1.5mg (1 f51) @b‘?“%wb ZERERNC 1 A 1 14 AMRERO#RE U
B0.25mg~0. 75mg OF AP MR S nT-, ¢

60 Ll FORIEZ SR 2 2BE 30BN LT RY 7Y T .40, 125mg BEZ2BLERNIC 1 H 1@7 H
ERO&RE LImfb R, b U7 VT 50, 125mg $EILEERE ORIRICK L CHEDTH Y . EEZRFBIER
HRO LN oT, 5

(4) WRELAIEIER
1) BEMHERIERER

TR AL AT BSOS R BR
(RHRSE)

B AR Xl iai b OREIRR E 2 5F 2. 2 BE 242 Bl 2 %Iz Y 7> Z 5 0. 25mg, = b
FENRLB. Omg, TTERONTNNE 1 B 1 BIBEEANC 3 HKEROBEET 5 _EER

PeiaRER 2 S0 L 7GR, MU T YT AFEMIC X DBERHE R OFEHEICBW T T '

REVENREE TR L, ©

BRI A FRIB M B Gl OMEIRREE 2 5F 2 D& 31 HIC R Y 7T A 0. 25mg HE % 5k
BANC 1 H 1 B ORE LR, B2LL X 74% T 0. 25mg CHEIRA| & L T+ HIC
Mz oD bDEEZ BN, £, BWEA b ZRICHWELMERS &2 bz, ?

CRRIFRERTT$E3E)
FITRIRDOEBE 296 FIZ - U 7> F 2 0. 6mg (99 1)), 7/ 7B, 15mg (98 #il) Xi% 30mg (99
) DOWF I BRE R ’ilﬁlﬁm&%‘n L7 ZHEEREEGBR ORGSR, AH D 0. bmg % 51348
N-ETH 5 Efm S e, ®

1) AFNDOAGR SN TWD FTER O EIE, ARSI 119 0. 25mg (B K 0. 5mg) | 7272 L., i lhE121% 0. 125mg
~0.25mg F T, FREEATHIEICIZFNANK 1 1B 0. 26mg (Fx K 0.5mg) AR AFEETH D,
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bRk

(RHRE)

WNEHZ ABE X IXmBe e o OBEIRFEE 2 5F 2. 5 B 242 Bl /R b U 7Y 7 4 0. 25mg, = b
FENRAL B 0mg, FITEROWTNE 1 H 1 EEBEENC 3 HMKERDEET 5 “EHSH
Lele kB 2 Sl L7, U T Y T AE= N T ERA L RS EOF AR IEIRE TH D L

M, ©
O2fA I E©
=%h % BOFH 3
RJPYSL 025mg | 120% 42.7% 32.0% 133

ZFSE/8L 5mg 10.3% 34.6% 38.5% 16.7%

FS5tR 42.5% T
Wilcoxont& T
@ MIEHR [ 2 o> T4 1| H 4 L ©
% B WEX (FH+ET (%)
20 40 60 80 100
AIRFE
B ERE
PIRFEE
BEHKE
MITSZ7H - L5 S o
T F ) = S S TATA) 75X
Wilcoxon RE
T NIT/5A T T T
(T F ) Nl = N | — N | *
N:=FS¥NA
P:77€FK P *%|*x P|l—| * P|—|**

AIEREE R’YPER BIR &
* 1 p<0.05 %% ;p<0.0l
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(D MERRREEE oD J5 R BIHE 40 b g ©

5 B SER EDH+ED) (%)
20 40 60 80
2733823
L B ®
REAY
TR %
MIPSTA - NS5¥ 7
AR A ZFSENRA 7oK
Wilcoxon ME ] ] [ |
T:IMITVIL T 7 ] T !
(N F) N | = N |- N | * N |-
N:.:=bhF¥1RL
P74k Ip * | * IP *x|xx |P il ol I L Bl s

SERE RPN 3 R B W%
% 1 p<0.05 ** ;p<0.01

AHIEBE K L CREFORIFMFEZFE & ooz, NWRHEBT 240 flic NV 7 5 A
0.256mg, = hZ7E 34 bmg, 7T HAROWTNAE 1 H 1 EISERNC 3 BEKERS4 2R
bl BR & | RSP EMEIR T 268 Bl R U 7Y T A 0.5mg. = kT B /NA Bmg, T EARDODWTI
2% 1B 1 EBERNC 1 EM 1 WKERS T2 6207 o A4 —R"— B 2, FULKE
MHRMEI T 109 B U 7T A 0.25mg, N U T VT A 0. 5mg, VT B4 15mg DUVT U
Z 1 H 1EgErc 1AM 1 IERST 26 8207 o 24— "—3lBg s I L7, R
JEISHT D AR CED+AD) 1T8IET48. 1% Tho7-, FU 7Y T A 0.25mg BETRD S
AT FERBEWERITIRA (9.0%), 562F (8.2%) ., EEK (7.1%) ., #1HE (5.8%) Th ol

CRRIFERIT 2 3E)

TR D BFE 296 FIZ R U 75 0. 5mg (99 #) . 7 /L5 E /34 15mg (98 i) X% 30mg (99
) OWFNEGEERICHRBIRO#%E Lz _EEREEGERBR O R, SR EEIC L 53T
AIROEE | BEROE S L OHERO T W GEHREEE) IZBWTARANIZTZ VT B/ 15mg LY
30mg (T L CTAHE (P0. 01 ITEAN TV BWEH OFBLRIT N Y 77 4 0. bmg BEDY 29. 3%,
T 5B 84 15mg BEAS 29. 6%, 71T P A 30mg BEAS 42. 4% T o7-, R U TV 5 A 0. bng
BECRO LN EREWERITIRG (19.2%), 552% (11.1%) ., BEEK (8.1%) TH-7= Y,

2) BREMHER
(RHRSE)
R 2 £ O Bt R R BB AT BN LT R Y 7Y 7 A 0.25mg XX 0.5mg 2 1 H 1 [\
wERROBS Uiz, 5 BN EMES (28 B 14, 35 H 26, 42 H 161, 63 B 161) b
7o Dy, BEMHER X ORIWERIZRD T | BRARAEERE 580 b7 o 7o, 7L 0. 5mg
35 B GHNRWT, kel AR & B 5 1R O REIRFE SRR Hiviz, 0

V. 1BRRICEEd 5 EA 15



(5) BFE - RERIFER
(FIRE)  (Fling)
60 Ll EDORIRZFFZ D HBE 30 BNCK LT U 7Y T 40, 126mg $EZ AL ERNIC 1 H 18] 7 B
TROBE LR, MU T YT A0, 125mg SEIL @A ORIRICH L THDICTH Y . EEZLREIVER
HLERH NIRRT, Y

60 mELL FOMEIRREERE 28 FIICKI LT R U 7Y 5 A 0. 125mg 524 5E5ER1C 1 B 18] 7 HEKER
D5 L7k R, ARIofFMME, ZetErmRsni, v

(6) JaFRRIfE A
1) ERARERE (—RERMERE. REERRERAE. ERARKLERE) . RERTHRT—4
N—RFHE. HERTREBRABRORNR
B8 FHBGRIR A COARMIE ISR 2 A% (FEILL L) 13 76.8% (4,059 f1/5, 286 fi) TH Y,
RBEATBIRIT R D A2 (FHLLE) 1392.8% (1,320 Bil/1, 422 fi) Tdh -7,

2) RBEHELTERFEORNBERIIERE L-HAE - ABROPE
BN AR

V. 1BRRICEEd 5 IEA 16



() Z0fth
S B B R 20 R )

MER R 2 5 2 DAEF] CRIRJE) W ONS FATRITAR 501 25 G & U 7o — iR

B (16 fiigk 384

B) KO HEERRER (40 fiigk 483 ) (BT, AHFI U TV T LAofFMMEDE 867 B (R
A6 ) CTHE S, TORER AIRFFR O/, MEIRFFRH OER W ON & R EE O %

DA EILNRDBFED BT,

L. 58554

. 0.25 | 0.5 0.5
(&?‘i 0.125 | 0.25 | 0.5 | 0.75 1.0 1.5 ! ! ! it
ne 0.5 | 0.25 | 1.0
151154 57 284 451 7 50 1 7 1 3 861
2. HHHIM AR
Skl 1 2-6 7 8-13 14 28 35 42 63 g
(H)
151154 155 82 541 4 74 1 2 1 1 861
3. 30 B i AR 2
R HIE \ Hahvk | AR
Bt 2 B 47 H AL, e | FRBIE %
N aw || ke R e | o)
‘ 418/757 55. 2
ARHRE 88 330 193 145 1 11 768 6117571 | [80.7]
FAfrET
o 95 2 2 99 95/97 97.9
w5

[ ] ABFE &AL LA

1) AFIOER I TWA BEL O EIL, ARIEICIZ 18] 0. 25mg FK 0.5mg) | 7277 L. EkiE 1213 0. 125mg
~0.25mg £ T, WREMETIRIEICIZFINATR 1 [F 0. 26mg (F K 0.5mg) ZRAKEETH D,

V. ImRICBET 5IEA
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VI. EHEEICREI HEB

1. EEZMICEEHHLEYRITLEYE
TuFV T A = hTERL, TREY T REOR Y VT Y RIERE AR
S ay, VIVEST NEOERE A K
TR BEOH LM OBEUIRFET, BBOBMNILELEZRT D L,

2. REER

(1) 1EREMGL - 1ERERF
TEFTERAL - RBMIARR, FRER T
TEFIRER © RAL5CR M OBUR T BRI IS 1T 2 16 BhBEAE O B0 A ONZ IR GG RHITE A o0 IS
EoLFEZLNTVD,

(2) EMEZEMITHHABRAE
1) &2 - BIfL/ER 1
HRREEE 7~ R R OVRERREH T > b OfF SR 2 Bk ER N ONC BBk H T > b OgAEE LT
BIEIER 28 L, ZHOIEWERIZ S 7B RAD A~5{E8 7 Th 5, $1-. EHBMiREE~
U 2 DREATENHNEIERICOWTIZY 7T ERLA L IRIERETH D,

EDs, mg/kg (p. 0.) I

FUT YT L TR (PT ¥ h=1)
et it _|_ 2 |
iiiiﬁﬁé%x 12 14.2 1

2) MEAREERIER
FARZ— v N U 7 NIRRT 2 RO EESRE 2338 541 EDg fEIL 0. 032mg/kg TH -
7= (U R),

3) GUCRIER
AT T MBI IL DT S A DR 4 i, BRI EHIELC TE
LD 110 BE LT, DT E AL AL ) BRI E SRR SRS (v R),

VI. HhHH B9 2 IE B 18



4) BEIRANIIC X B RaEt?

(DHEARIE e
P75 4 0.5mg 8.5%4 _|
F)TVS A 0. 25mg 14.7 % p<0.05
—hFE>NA 10mg 16.0 4 J p<0.01
74K 28.6 % ~J
10 20 30(4)
REE | THOHE
(2REM HEEAR B3 =R
FUT7F4H 0.5mg 18.2 %
M7V F A 0.25mg 17.9 %
ZbFF¥NL 10mg 20.2 % =
P<0.05
AR 16.9 % ]
10 20(%)
REE . SHSTE
(3) YEFRIRER - #HihsR
AEE L
VI, S3EEIc B4 A EE 19



EYERECRE T 5IER

1. MREDHR

(1) BRELEDGMPIRE
BEERR L

(2) Eﬁrﬁgﬁsﬁfﬁmm é Jh:t.[ﬂl':FdEJ#
1) FEERABF324I1C U 7Y T4 0.6ng ZHERO#KE L- & & O Mg 19

3 T1/2 = 2.91hr

{ng/mL)
0

1T T 1T 1T 1
0 2 4 6 8 10 12
& (hr)

2) EE 8L (CEMFEEIS0EE) IChY 7Y 54 0.25mg ZE%IC1 B 1 [BhES: 7 0BG L4
HBo1HABE 7 HBICBITA Mg EE L EYEIE T A —Z TR b A EEIT AL
F1HE. THRE bREOMIETERERBE R L, 17

YER S8 EHxks5 7808
2 2
fm 1.5 fm 1.5
i 3
w1 g !
" 0.5 = 0.5
g ° g O
(ng/mL) (ng/mL)
0 T T 1 0 T T 1
0 2 4 6 8 0 2 4 6 8
&5 (hr) wERA (hr)
RIEBR SR OEYRERI/NT A —42
Tmax (hr) max (ng/mL) T1/2 (hr) AUCO*OO (Hg'hl”/mL)
1HH 1.5 2.0 1. 41 7.65
7THH 1. 38 2.04 1.37 7.98

TE) AFIDA&GR STV D REKR O EIL, RIRAEICIEL 1 [E] 0. 25mg (K 0. 5mg) . 7272 L. @& 121 0. 125mg
~0. 25mg F T, FREFRTRICITTANETR 1180 0. 25mg (Fx K 0. 5mg) RO ETH D,
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<BE
e dEERERR O
1.2 B (EFERRABF 3241 MY 7Y 7 4 0.5mg ZHEIRAOEK G L1- & & DY)

3) s
YR L

) BF - HAEORE
LR L

2. BYMEERB/NS A —4

(1) B
A B L

(2) RIEEEH
UEANT —#)
11.43hr™" (0. 25mg ZERERERE O e 5. FERERR )

(3) HRREEHR"Y
HEAT—%)
0.37%0. 18hr " (0. 5mg HAEIFE O F -, fERERRA 6 4 (B34, &KIE34) )

@ 9IVTFTZURY

FEANT—%)
3.65mL/min/kg (22~287%) (0. bmg HA[RIFR I #5¢5-, HERERLA B YES 4)
3.56mL/min/kg (68~76 %) (0. 5mg HilalfE OB H- fEEERR A B S £4)

(5) HEWER
G EAT—4)
0.79L/kg (22~287%) (0. 5mg HL[ERE A # G-, FEFERA B 5 44)
1.03L/kg (68~7675%) (0. 5mg H[ERR OG-, HERFERRAFM 5 4)

6) 0t
LR L

1) AFNIOEREN TV D AER O EIL, RIREIZIE 118 0. 25mg (B K 0. 5mg) | 7277 L. &#i#E 1213 0. 125mg
~0. 26mg F T, FREEAIEEICIZFIATR 1 1] 0. 26mg (Fe K 0. bmg) &ML TH D,

VII. #E@EhreicBlJ 2 IHE 21



3. BEH (REaL—Tav) @

(1) A3
LR L

2) 135 A — S EHER
LR L

4. RN
WL ERAL « LS
GrEANT—%)
WU - 85%

(BE) »
HEAT—4)
AUC : 16.4=*1.6ng « hr/mL (0. 5mg Hilml#E Q¥ 5. EHERRA 94 (BiE6 4, Ltk 34) )

5. 5%
(1) i —REEFTERE
DR L

(BE) 7y MBFHT—4
Z v MZ, MC-F YT YT 5 0. 5mg/kg A HEIR ARG Lz L Z A, FARARRRRIZ oA LT,
(AFNIWDOR Y TP L2 —ICHiEe L TERZRET 5, )

(2) M~ BAARRPTER Y
DR L

(B#B) 7y MNIBFLT—x
AR 18 HE Z » MZHIT D "C-M U 7Y 7 4 (0.5mg/kg) H[AIRR OG- OAE K OSHHMEN F
REIFRROLBY THY, IWBREMZ @S 5 2 L 3R0 bz,

s T R EE (X10ng b U T Y T LMY E/g or nl)
0. 5h 1h 24h
[S2ENIIRGT 0.72%+0. 29 1.97+0.25 0.18=%0. 04
Jifs W 7% 0.38+0. 03 0.33£0.09 0. 00=+0. 00
[ 3 1.17+0. 14 2.45+0. 02 0.09+0. 01
gy B 2.07+0.54 4.56+0. 47 0. 09=0. 02
+ " 1.85+0. 17 3.57+0. 31 0.07+0.01
E K 0.18+0. 12 0.29+0.06 0.01=0. 00
B AF 0.37%0.04 1.18+0.01 0.23+0. 04
3 5D L fE £ S. E.
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(3) EHADBIH
A B L

(BE) 7y MIBITFLT—4
FER 1A ADT v MZHC-MY T T L (0. 5mg/kg) HilAlEE O 5B OFLIF AR IT 3 542 16 20
TR S, 4 BRI ©— 27 18 L7z, FWT TP ofEtEix ek 2@ U T ofEtE L 0 Ko7z,

[ P

S FLT  RE T FIRE O E— 7 DK T0%I22E L, DIRIZM A & SEATICHER LT,

REAT Y MMZHBITFSB -~ T V5L (0.5mg/ke)
BO/EROIATRUIRP RS HE

100

RS

-
(=]
I

ERILIBIOEHE

il 1 1 1 1 A Sy A 1 1

0 1 2 4 6 24 48 858 (hr)
¥ng FUTYSLIENE /mL

~
>~

(4) BE~NOB
A B L

VII. #E@EhreicBlJ 2 IHE 23



(5) ZOMOEHADBTHE
DR L

(BE) Fv MIBIFHTF—% W
HEME Wistar 527 > M2, MC- NV 77 A 0. 5mg/kg & HAIRE O &5 L7259, £ 54% 5 43 T 1C-
RN TV T AT, 1ZEAEDOIREROFRETICED S, 16 006 1Bl TE—2IZ#E L, F
WAPRRR Tl 5 16 SRRICKRMN, TEEKOIER T — 27 277 L, /MR T | gl —7
MDD BT, . BRORIE T 24 FE% O BEREIX @D o 7203, MOZRE M O Tl
U7z, . B TlE 96 Rl 14 T HARKIHIIC SO BN BE DN B ivTe,

FHERUVHEBRHRSTEE [C- R TV S 4L (0.5mg/kg) BEIREARE]

e 1 N | HHRE (X10°ng b U 7Y T AFHY B /g or ml)

15min lh 6h 24h 96h

0 & 0.94 1.13 0.63 0.20 0. 20
XM 0.30 0.25 0.12 0. 00 0. 00
N 1 0.26 0.31 0.11 0.01 0. 00
JiERREREN 1.28 0.99 0. 44 0.07 0. 06
liks 16. 85 6. 16 3.52 0.31 0.51

5 1.74 6. 49 1.37 0.29 0.11

] = 5. 60 4. 80 1.34 0.10 0.07
SE B 0.31 0.25 0.10 0. 00 0.01

3 5| D i £ S. E.

(6) MIFELMHER
HEANT—%)
89% (bt MF, 37°C. [RAMEIELEE)

6. K

(1) RBIEML R U BB
GrEANT—%)
B MZMC-NY T YT aEROKET D E 24 FERILINICE G20 81% 23 JRFIZEI E v, )
T b 6 FEEA BRI Sz,

(2) RBICEA5T 58F CYPF) OnFiE, FE5X
AANTE & U THMICHBEFR CYP3Ad TRE@ S D,

() NEBBHROERRVZOHE
LR L
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4) KFYOEHEOEERVESL., FHELER
EEVARAY AV IL7/IK
1) a-hydroxytriazolam X triazolam & [A1%2> 1/2 TREDOIEM XA/ T 5,
2) 4-hydroxytriazolam |\ZIXIEMED 72\,

1. BEt

(1) ittt Rz
GEANT—4)
F& LTR

(2) Hrir

UE AT —H)
ERMZUC-FY TV T4 0.88mg ZHEEREOKEG L, D% 10 HA £ TOR, FEEFOEICGRIT
90% Th D,

PRAEHRIL 82%, HAF AR 8% TH 5,

(3) HEitHERE
FNEANT—%)
E MIMC-MU T Y T AEROERE LTSS IRP~OPRMIITHC TH G4 10 REE & O 24 IR
F COHEMRITIR FRYEIER DK 2 73% K N 94% TH 5,

8. FSUARKR—E—IZEAT B1ER
RMEER L

9. BZIZLBBEER
MY ER e L

10. RENEREHTHEE
A RO

1. Z0ith
AR L

1E) RANOAE S TS HEL O HEIE, RIRAEIZIE 1 [E 0. 25mg (K 0. 5mg) | 7272 L. @& 121 0. 125mg
~0.26mg £ T, WREHETHREEIZIZFITRIRE 13 0. 25mg (Fc K 0. 5mg) ZRAKEETH D,
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VIII. &2t (EALDOZESF) ICETHIEE

[

EAB L ZTDER

1. B
. = A

AEIDRARIC, ©5 55 KRE, EREAER (ZBERF) AdhHobhdlendHd, T,
ARFETHD., HAHAVWEHEREROHEEZELR/ L TOWEVW I ENHINDTIET S &,
[7.1. 7.2, 11.1.4 B8]

<t >

ERNIZBNT “H9ARE” “BE" SFORWERHBERH Y, 20X 5 ZRRETICBWTIEKRR
AT MMBDIERMENR S D128 [EE] 2% FFICERZME L,

W2, 2007 4E 3 H 14 BICKERLERSE (FDA) 13AAF] 2 & IEIRANCOW T, HOICREE L7
WEFE, HOEE, BRFESATV., TOHKEZREL TWRWEDRENRH D Z L E2HE X T,
WEGSHKE O KR ERMS CEOWETHEREIT > TWA Z b, KAV T HIEERET S Z & L L
776

2. ERARLZNDER

2. 22 (ROBHEIZEBRELAEWLI L)

2.1 RANZx VIRBUE OBEERE O & 5 B

2.2 2VEPAZEMIANEEDBE [(Fia U UAERICE VIREN R L, EREELIEL 22035
% ]

2.3 EIEMEIEDORE [FHiBEERIC LY, IEREZELESE28EN01H D, ]

2.4 WOEK #EEHORE - (A NFaFy—, B ary—, 7rary— RATL
aF— R ary—, JaFV—u HIV a5 7 —¥HER (7% EVikBiiE.
AT N L )=, RAT TV F ey LK, U R FEL, nere
JLe U hFENL) = <L ENL Y RFENL, T NLAELTZIR, o RAL
v NEAREl, =7y LYY [10.1 B

2.5 ARANC L0 MEIRFEFEAER (BIEERSE) & L CREITHZ AL LR3b o EE [EER
G - AT 4, FSEICE D ERBEAER ZHET 28T 0 1355, ]

< i >

BEARBAEMERES (iR IR %)

KEFDA (2T, FER Y UT B E U RIEHNCHOWT (1) B MEIRT TEINER: B~ HIT &k b
T2, 2) HHERERITHICLVAECEELEERGELA S NIADELERN 5 542 EER]
T2 EWVWHIHEN L B2 & D MNIATEOE NE IR RS R A S (PMDA) (2B W T TR
BRSE | DORhRE « BV A2 AT ABERRRANL Y U7 P U NI R R A AR L LA ICE
D IR SCESGT O ENE SRR S v 7z, BEIRFAEIE IR O KB PR B A 1 = X LT 5 R8RS
MR NEPNIEFIOERRNE 2B E 2, UTOREZZE L, HMEEOER LI LGSR, #H
FOBREEUETT 5 Z & wE) &l < iz,

VITI. 222 (R LoEEs) 1+ 55 26




- AN L B WEIRRELEAE R OBEERE D & 5 BE TIXHEREOGERMEITHRTE ., RSB LE
LEERAE - M, FEROFEMEITFRIRECTH Y . F-AERARBRICERS 2O UTER
FIHRIEIN R EE 2 b5,

- FEHN O PR EROFEAERE O HIEN A ST 72 < | BURBREEIE O H 1k A3 BERR B IR 7556 0 R RE A 2 (7]
HWTELRERE SNLTWVD,

- BENR B AR B O [E NAEFI S L T B,

R O FEBRRME X BEIRBECEHEIR 2 B LT W E OREDR H D,

Ay ary—u

AFKID CCDS* (Company Core Data Sheet : {R¥HEET — % 2— ) MNET I, 78U CYP3A PHEHI

EOPHNERTH S Z LN ENT- DT, CCDS & DIAMEIZ S X 2. 285 KO 1101 ff

FIZE =] OIHITHE CYP3A [HEAIEE 2 6D [ARYa) >y —v) 281425 5% PMDA IZHHFE L

77

In vivoiBBREVELNTZNRTA—RZIZEBETAERWEZTFIICEY, NI TV I ERYyaF

V=V EHHLIESEICBWT, P TV I AOMBEHREEN., MO ENECLREM B

DOIETEREE THINT S & OHEEHENE LN, VAIZR_R T 4w bEEAEDEEZBND Z L0

5, HMZEOBERLIEM LR, i ELOEELSGETT 5 2 3@y & W sz,

*CCDS @ ZAMEIHFMICINZ T, ZheE IR, HIEL O A&, KT K O IZB 3 2 2 oo ff #
WEFENTNWDKET 7 A —HEDBERRT 5 CE,

T AT CRRMEL, A eI s ) U, RAT T LT BNy bKFI, B
FE U R FERL, T VAKX Y G REA

CCDS MSELET S 4L, B8V CYP3A FHEHR L OFHNERTH L Z AP EINT-0T, 2. 85 KW
[10. 1 GFAZS] DIHIZ ZH 6 DOFRV CYP3A [HEAIZBRE LT,

=)< hLtN ) N FENL

et Bl o=/~ hLJLEL - U R FEL OFuty Ry 7)) o 12,282 KO 110, 1 fRHZE
= OB, TRYTY I 4 @l LT, AFlo 12,550 kO 10,1 fFA%ER) oHIC =
< hLLENL - U RFENL] ZBRE LT,

AT FEN, TTTLENL
M) BN (R OEICHH LW T/ PFER] B IFS5SFLENL] X, KT
DORFENFIESNTZZ ENBHIBR LT,

T MLILEIL T < LR

TV NULIVELN TR (V) a— NG 126mg MR RIS o 12,285 KO 101 ff
A=) O TR) 7Y T4 Bigdisnizi=d, AFlo 12,255 KO 1101 FAZES) DIE
W T bV EL TVl B0, EEMREZITY 2L & L,

B, ARUGTIIMEEAMTEREOEAZBEME L-WETTH Y | B3 E ) L7 45 BEEAIC
B9 2 BAREBR 1T 720,

VITI. 222 (R LoEEs) 1+ 55 27



3. PEEXIIMMEICEET HFE L TDER
EIN Ty

e

4. AERUVAZICEET 5 FELZTDER
V-4, FAIEROHEICBEETERE] 223KBT5Z2 &,

5. EELQEXRMIRE L TDER

8. EELEARNIE

8.1 HFIZL VEMKGFEELDZ EBRHDHDOT, BIRE LIoklit 512 L 2 RWIGE A 280 5
Z &, AANOBE AT 2 BEI0T. IR EOMNEW A FSICRHT S 2 &, (1111 BR]

8.2 AKIOFBENBFHLUZIZ LY, R, HES - £ - KEHESRE NSO TARZZ Z &
WD DT, HEYEHEOEIREMGERE M O B OBIEICEFE I TR WL TEETH I &,

6. RENEREHILBEHICHTIIRE
(1) AHHE - BIEEFOHLHEE

9.1 BHHE - BMERZEOHLEE
9.1.1 FitEly. fixE. SREXMERUVROEEFOSMAE THREENTEITETLTWLS
BE
MERHIHIC K 0 IRBBH AT L a— U A AR Z LT 0O TERE LN &, T2 5P G0
WERIGAIIE D EI D EGZFE L MR ORIEE RN S5 B4 EEICHTT 52 &
[11.1.3 ]
9.1.2 ILEEDHHHEE
9.1.3 BICHRENEZEDHLESE
ERADRRS bbb BENNH D,
9.1.4 THEH
BITER 2 & 6 hied

VIII. Z4ME (EH EodrEss) 1+ 4HEAE 28



(3) FrelEEEE

9.3 FFHkeelEEEAE

9.3.1 FEEXIEZDOBERODHZIEE
JFEENSEAIIFRET L2005, £, HRTR# 72D, 2 VT 7 ABMETT
LBENNRHDH, [11.1.5 ZH]

(4) KFEREZET 5E
BRE SN TR

(5) tEim

9.5 bE4F
I h SOFIEHR LTV 2 TR O & 5 2o MR ICIXIRIRE E oA SIS a2 RS &l S s
SR OREETH T L,

9.5.1 MHRPICMMDOR Y OT B UV RILAMOR G 2% T - BEORICHEEAT 2 HED
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8. 1Pregnancy

Risk Summary

Neonates born to mothers using benzodiazepines late in pregnancy have
been reported to experience symptoms of sedation and/or neonatal
withdrawal. Available data from published observational studies of
pregnant women exposed to benzodiazepines do not report a clear
KERAT S association with benzodiazepines and major birth defects.

(2023 41 A) The background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk
of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to

20%, respectively
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Clinical Considerations

Fetal/Neonatal Adverse Reactions

Benzodiazepines cross the placenta and may produce respiratory
depression, hypotonia, and sedation in neonates. Monitor neonates
exposed to Halcion during pregnancy or labor for signs of sedation
respiratory depression, hypotonia, and feeding problems. Monitor
neonates exposed to HALCION during pregnancy for signs of withdrawal.

Manage these neonates accordingly

Data

Human Data

Published data from observational studies on the use of benzodiazepines
during pregnancy do not report a clear association with benzodiazepines
and major birth defects. Although early studies reported an increased
risk of congenital malformations with diazepam and chlordiazepoxide,
there was no consistent pattern noted. In addition, the majority of
more recent case—control and cohort studies of benzodiazepine use during
pregnancy, which were adjusted for confounding exposures to alcohol,

tobacco and other medications, have not confirmed these findings

8.2 Lactation

Risk Summary

There are reports of sedation, poor feeding and poor weight gain in
infants exposed to benzodiazepines through breast milk. There are no
data on the presence of triazolam in human milk or the effects on milk
production.

Triazolam and its metabolites are present in the milk of lactating rats
(see Data). When a drug is present in animal milk, it is likely that
the drug will be present in human milk

The developmental and health benefits of breastfeeding should be
considered along with the mother’s clinical need for HALCION and any
potential adverse effects on the breastfed infant from HALCION or from

the underlying maternal condition.

Clinical Considerations

Infants exposed to HALCION through breast milk should be monitored for
sedation, poor feeding and poor weight gain. A lactating woman may
consider interrupting breastfeeding and pumping and discarding breast
milk during treatment and for 28 hours (approximately 5 elimination
half-lives) after HALCION administration in order to minimize drug

exposure to a breast fed infant.

Data

Both triazolam and triazolam metabolites were detected in milk of rats
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Lactating rats were orally administered 0.3 mg/kg '"C-triazolam; drug
and metabolite levels were determined in milk collected at 6 and 24

hours after administration

F—AMZ VT DA
(The Australian
categorisation system
for prescribing
medicines in

pregnancy)

C (2023 4 6 HBITE)

<BE PO >

C : Drugs which, owing to their pharmacological effects, have caused or
may be suspected of causing, harmful effects on the human fetus or
neonate without causing malformations. These effects may be

reversible.

(2) NRIZEET BEIMER
AIRIZI T D FFE DT 5

EETHBRFICETLEE 19.7 /NES ] OTEOTEITILLTO LB TH

V. KEOEBICE L3RR D,

(O BENDERZHRT S

BEICHT HEE

9.7 MR
N Z RS L U T BRI TS L Ty,
HH RN
. 8.4 Pediatric Use
SKE D S _ . o
Safety and effectiveness of Halcion have not been established in
(202341 ) ) ) )

pediatric patients
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