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N7-ETH 5 Efim S, °

1) AFNOAGR SN TWD FTER O EIE, ARSI 119 0. 25mg (B K 0. 5mg) | 7277 L., ElihE121% 0. 125mg
~0.25mg F T, WRERTEIKITIEFINATE 1 [ 0. 26mg (B K 0.5mg) A KOG TH D,
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PR

(FARSE)

WNEHZ ARE X IXmBe A o OBEIRFEE 2 5F 2. 5 B 242 Bl /R U 7Y 7 4 0. 25mg, = b
FTERL 5 Omg, TTEROWTAE 1 H 1 RSEERNC 3 ARXEROZRET2 EEHR
HGBR 2 i L7z g, U 7Y T Ald= b T B SA L REL LA ARSI TH 5 &k

mEn, @
Oaixf HE o
=3 5% PREH |
KJ7USL 025mg | 120% 42.7% 32.0% 133%
FS5tR 42.5% T3R8
Wilcoxont& T

@ MIEHR [ 2 o> T4 1| H 4 L ©

% H WwEX (FH+ET (%)

20 40 60 80 100

ARMEE

B R

PIRFEE

BEHKE

MIT/Z7H - L5 S de 3
Y F ) = S AT 75+ E
Wilcoxon RE
T:MIT/IA T T T
(VT F ) N = N | — N | *

N:=ZPFSE¥NA
P:77FK P ol %)% x |P — | * P|— |**

ARBEE R’PER BIR &
* 1 p<0.05 %% ;p<0.0l

V. 1BRRICEEd 5 IEA 14



(D MERRREEE oD J5 R BIHE 40 b g ©

5 B SER ERDH+ED) (%)
20 40 60 80
HEE%
B #®
REE
B R H%
MIPSITA - NS5 ¥ 7L
PIARAS ZFSENRA 7oK
Wilcoxon ME ] ] [ ]
T:M)PVIL T 7 ] T !
(N xv) N = N |- N | * N —
N:=hF¥1RL
P74k Ip * | * [P * %% x |P il ol I L Bl s

SERE R & R B W%
% 1 p<0.05 ** :p<0.01

AHRSE B 2%t L CREF O RIFERIZNFE & otk 7=, NEMEL T 240 Bl R Y 7Y T A
0.25mg, = hZ7E 3L bmg, 7T HAROWTNAE 1 H 1 EISERNC 3 BB ERS4 2R
bl BR A | RSP EMEIR T 268 Il R U 7Y T A 0.5mg. = kT B/ Bmg, T EARDNTH
23 1 H 1 EBERNC 1 EM 1 WKERS T2 6207 o A4 —R"—RAB Y 2, FU<KE
MRMEI T 109 I R U 7T A 0.25mg, N U T VT A 0. 5mg, 7V T B4 15mg DUVT U
Z 1 H 1EgEmC 1AM 1 KERST 56 82 07 v 24— "—3 B a I Lz, AR
JEISHT DA% CED+AHD) 1Z2IKT48. 1% Tho7-, FU 7Y T A 0.25mg FETRD S
AT FRBEWERITIRA (9.0%), 562F (8.2%) ., tBEK (7.1%) ., #1HE (5.8%) Th ol

CBRIFRRTT$E3E)

TR D BFE 296 FIIZ R U 7> F 20, 5mg (99 %) . 7 /L5 F /34 15mg (98 i) X% 30mg (99
) OWTNEFFERICHERO#E L2 “E SRR O E, ORI L 53T
AIROEE | BEIROE S L OHEIRO FW GEFREEE) IZBWTARANIZTZ VT BN 15mg LY
30mg (T L CTAHE (P0. 01 ITEAN TV BWEH OFBIRIT N Y 7> 7 L 0. bmg BEDY 29. 3%,
T V5B 84 15mg BEAS 29. 6%, 7L TP A 30mg BEAS 42. 4% T o7-, R U TV 5 A 0. bng
BECRO LN ERFEWERAITIRG (19.2%), 552& (11.1%) ., BEEK (8. 1%) TH-71= Y,

2) REMHER
(RHRSE)
R 2P O st B R BB 14T BN LC R Y 7Y T A 0.25mg XX 0.5mg 2 1 H 1 [\
WO B Uiz, 5 BN EMBYS (28 B 151, 35 H 2, 42 H 16, 63 H 161) b
7o D3, BEMEER X ORIWERNIZRD T | BRAREERE 80 b o 7o, 7L 0. bmg
35 B GHNRWT, Mkel AACR & B 5 1R % O IEIRFEE R R Hivlz, ¥
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(5) BFE - RERIFER
(FIRE)  (Fling)
60 Ll EDORIRZFF A D HBE 30 BNCK LT R U 7Y T 4 0. 126mg $EZ AL ERTIC 1 H 18] 7 B
FROBE LR, YT T 40, 125mg SEIX @A ORIRICH L THDICH Y . EEZLREIVER
B LN o7, P

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) AEAEEMA
1) ERABRBERE (—REABERE. FEEARERE. ERARBLRAT). BERTEET—4
N—RAE. RERFTREBRARONE
fiff AR R AL C O ARIE I X 2080 CAZhLL L) 13 76.8% (4,059 f/5,286 f5I) THY .
FREERT BRI 2 A 2% (AL E) 1392.8% (1,320 #i/1, 422 i) Th -7z,

2) BRBEZFHLELTERFEOHANBERIIEREL-AE - SABROME
BN AR

V. 1BRRICEEd 5 IEA 16



() Z0fth
S B B R 20 R )

MER RS 2 5 2 DAEF] CRIRJE) W ONZ FATRITAR 501 25 G & U 7e— iR

B (16 fiigk 384

B) KO EERRER (40 fiigk 483 ) (BT, AFI U TV T LAofMMEDE 867 B (R
M6 ) TEE S, TORER AIRFFR O, MEIRFFH OMER, W ONZi& R EE O %

DA EIRNRBFED BT,

L. 5855 A

. 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. HH5HIM AR
Skl 1 2-6 7 8-13 14 28 35 42 63 =
(H)
151154 155 82 541 4 74 1 2 1 1 861
3. 0 B i AR 2
00 HE \ Hahvlk | AR
B2 % B 47 BN e | FRBIE %
M G T R L I N R . S
‘ 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 GFK 0.5mg) | 7277 L. EkiE 1213 0. 125mg
~0.25mg £ T, WREMETHRIEICIZFITATR 1 [H 0. 26mg (B K 0.5mg) ZRAKEETH D,

V. ImRICBET 5IHA
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VI. EHEEICREJ HEB

1. EEZMICEEHHLEYRITLEYE
TuFV T A = hTERL, TREY T REOR Y VT Y RIERE AR
Sy, VILEST NEOERE AR
TR BEOH LM ORI RFEL, BBOBFRLEBMT D L,

2. REER

(1) 1ERE&MGL - 1EREF
TEHIERAL - RBMIARR . FRER T
TEFIER « RAL5CR M OBUR T BRI IS 1T 2 1 BhBERE O I W ONZ IR GG R HITE A o0 32
EoLFEZLNTVD,

(2) EMEZEMITHABRAIE
1) &2 - BIfL/ER 1
HRREEE 7 » R R OVRERREH T > b OfF S 2 Bk ER I ONC BBk H T > b O AEE LIT
BIEIER 28 L, ZHOMEWERIZ S 7B/ RAD A~5{E8 1 Th 5, T1-. EHBIMEEE~
7 2 DRIEATENNHEIERICOWTIZY 7T ERLA L IRIERE TH D,

EDs, mg/kg (p. o0.) I

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

2) WEARBESEIER 1
FF R H—vF U T AREIRIZRET B 5RO SRIER 23389 541 EDs fEIE 0. 032mg/kg ThH -
7= (=7 R),

3) HueH (R
LT R T VRRREIE O T S AR 4 ffr, RSB I O 7 S
AO 10 BREEETI . DT LA LK D BRI S 0B (7).
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4) REARAMIY I L A fEt?

(DHEARIE e
)TV 4H 0.5mg 8.5%4 _|
FYT7VF A 0. 25mg 14.7 % p<0.05
—h;F7¥)NA 10mg 16.0 & _l p<0.01
Wi A 28.6 4 J
10 20 30(43)
REE | THOHE
(2REM HEEAR B3 ==
FYT7F4H 0.5mg 18.2 %
MUTVF A 0.25mg 17.9 %
= FFENA 10mg 20.2 % =
P<0.05
AR 16.9 % ]
10 20(%)
REE | SEOTE
(3) YEFRINER - #HihsR
HAEER L
VI. FEhSRE B9 5 E B 19



EYERECRE T 5IER

1. MREDHR

(1) h# LA nRRE
AR L

(2) u"i%ﬁfﬁﬁwéﬂtﬂﬂﬂpdﬁr
) @Fﬂ%ﬁk)\ﬁ% 3241 FY TV T L 0. bmg AEER AL LT & & 0SB it 1o

3 - T1/2 = 2.91hr

N I I R
0 2 4 6 8 10 12
& (hr)

2) EE 8L (CEWEEIS0EE) IChY 7Y 54 0.25mg ZE%IC1 B 1 [B1ES: 7 0BG L4
Ho1HBE 7 HBICBITA Mg EE L EKYEIE T A —Z TR b A EETALN
F1HHE. THRE bREOMETERERBE R L, 17

MExS5H Eftiks5 788
2 — 2
fm 1.5 fm 1.5
% iz
w1 b !
= 0.5 = 0.5
E | S
(ng/mL) (ng/mL)
0 S O 0 T T 1
0 2 4 6 8 0 2 4 6 8
RFRA (hr) wERA (hr)
REBSEOEYEER SA—%4
Ty (hr) Cpox (ng/mL) T,, (hr) AUCy_., (ng-hr/mL)
1HB 1.5 2.0 1.41 7.65
7THH 1. 38 2.04 1. 37 7.98

TE) AFID AR STV D REKR ORI, RIRAEIZIEZ 1 [E] 0. 25mg (Fr K 0. 5mg) . 7272 L. @& 121 0. 125mg
~0.25mg F T, WREATERIICIETATE [ [E 0. 25mg (Fx K 0. 5mg) Z#RRNEETH D,
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<BE
e dEERERR O
1.2 B[] (EFERRABF 3241 MY 7Y 7 4 0.5mg ZHEIRAOEK L L1- & & DY)

3) s
YR L

) BF - HAEORE
LR L

2. BYMEERP/NS A —4

(1) A%
LR L

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

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

@ 9IVTFZVRY

FEANT—%)
3.65mL/min/kg (22~287%) (0. bmg HA[RIFR I #5¢5-. HERERLA B PES 4)
3.56mL/min/kg (68~76 %) (0. 5mg Hl[alfE O Re G| RN B S £4)

(5) HEER
G NEAT—4)
0.79L/kg (22~287%) (0. 5mg HL[ERE A # G-, fEFERA B 5 44)
1.03L/kg (68~7675%) (0. 5mg [ OG-, HEFERRAFM 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, FREEIEEICIZFHATAR 1 1] 0. 26mg (B K 0. bmg) &ML TH D,
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3. BEH (REaL—Tav) @

(1) frA&
AR L

(2) 135 A — S EHER
LT L

4. RN
WL ERAL « AL
GrEANT—#)
WU - 85%

(BE) »
HEAT—4)
AUC : 16.4=%1.6ng « hr/mL (0. 5mg Himl#E 0¥ G- A 94 (BiE6 4, LttE34) )

5. 7

(1) i —RREEFTERE
TR L

(BE) Sy MBIFAF—2 D
Z v MZ, MC-R YT YT 5 0.5mg/kg A HEIR ARG Lz L Z A, FARARRRRIZ AN LT,
(AFNIW DR TP L2 —ICHiES L TERZRET 5, )

(2) mE—FEREIPIEBYE
LB L

(B#5) 7y MNIBFLT—4x
AR 18 HEZ » MZBIT D "C-F U 7Y 7 2 (0.5mg/kg) H[AIRR OG- OARE K OSHHME N
BEIFRERDO LB THY, IBREMZ @@ 5 2 L 3@0 bz,

s T R EE (X10ng b U T YT 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% 0.380. 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) Rt ~DOmBITHE
LR L

(BE) 7y MIBITFLT—4
FER 14 ADT v MTHC-FY T T 4 (0. 5mg/kg) HilAlEE O 5B OFLIF RSB # 5-4% 16 20
TR S, 4 BFFRRIC ©— 27 128 Lz, FWT TP ofEtEix ek 2@ U T ofEtE L0 Ko7z,

[ P

e LT R LI R EE O B — 7 BEOR T0%ICE L, DB IR E & SEATICHER LT,

REAT Y MZHITFH C-I T V5L (0.5mg/ke)
BO/EROIATRUMIRP RS HE

100

BT

pa—y
(=]
I

ERIEIBIDOEHE

il 1 1 | 1 A Sy A 1 1

0 1 2 4 6 24 48 B5f8 (hr)
¥ng FUTPYSLIENE /mL

~
>~

() BB~
LR L
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(5) ZOMOEHADBTHE
DR L

(BE) Fv MIBITLTF—% W
HEME Wistar 527 > M2, MC- NV 7V 7 A 0. 5mg/kg & HARE O 5 L7255, #5454 5 43T 1C-
RN TV T AT, 1FEAEDOIREROFRETICEO S, 16 006 1B TE—2I1Z#ELE, F
WRAPRRR Tl 5 16 SRRICKRMN, TEELOIER T — 27 277 L, /MK T | Bl e —72
MDD BT, . BRORIE TIX 24 FE% T O BEREIX @D o 7203, MOZRE M O Tl
B U7z, . B TlE 96 il 14 T S ARKIHIIC @O BN REDN RO B ivTe,

FHERUHEBRHRSIEE [C- R TV S5 4 (0.5mg/kg) BEIREARE]

e 1, O | HHHRE (X10°ng b U T Y 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) MPEAKEE
UE AT —H)
89% (b MIiE. 37°C. [RAMEEEE)

6. X

(1) HRBIEML R U BB
GrEANT—%)
E MZMC-NY T YT aEROKET D E 24 FERILINICE G20 81% 23 JRFIZEI Edu, )
A< b 6 BRI Sz,

(2) RBICEHE5T 58F CYPF) OnFiE, FE5X
AANTE & U THMIEHBESR CYP3Ad TRE S D,

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

1. BEt

(1) ittt &Rz
HEAT—%)
F& LTR

(2) Hrir

IENT—4)
ERMZUMC-FY T YT A 0.88mg ZHEEREOKEG L, D% 10 HA £ TOR, FEEFOEIGRIT
90% Th D,

PRAEHRIX 82%., FAFH[EIURIT 8% TH 5,

(3) HEittERE
FEANT—%)
E MZMC- MU T Y T AERAOERE LTESE . RP~OPRMIITH TG4 10 REE & O 24 KFf#E]
F COHEMRITIR FRYEIR DK 2 T3% K N 94% TH 5,

8. FIUARR—A—IZEHT BIER
MEER L

9. BNZIZLBBREER
BRI L

10. BREDEREHTHEE
ERAN

1. £tk
DR L

1E) RANOABE S TWD HEL O HEIE, RIRAEIZIE 1 [E 0. 25mg (K 0. 5mg) | 7272 L. @& 121 0. 125mg
~0. 256mg F T, WREHRTHRIRIZITZ TR 1 18] 0. 26mg (B K 0.5mg) ZREABETH D,
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VIII. &2t (EALDOZESF) ICET HIEE

1. BERREFDER
1. B2&
AEIDRAZIZ. 55 SIKE., ERMEER (BEERSE) AhHobndleEnHd, £1-.
ARETHD., HAHAWIHREEFOHEEFTLELTVWEWVWIENHEIDTIEET S &,
[7.1. 7.2, 11.1. 4 &8&]
< fifgan >

ERNIZEBNT “H 9 A REE” “BE" FORWERHBERH Y, 2O X5 ZRRETICBWTIEKRR
AT MMBDIERMENR S D128 [EE] 2% FFICERZME L,

W2, 2007 4E 3 H 14 BICKERLERSE (FDA) 13AA] 2 & IEIRANCOW T, oI REE L7
WEFE, HOEE, BFESATV., TOHKEZREL TWRWEDRENRH D Z L E2HE X T,
WEGSHKK O KR ERMS LEOWETHEREZIT > TWA Z b, AANCKBWTHIEERET S Z & & L
776

2. ERARLZNDER

2. BZ (ROBHICIEERELEWNI E)

2.1 RANZx VIRBUE OBEER O & 5 B

2.2 2VEPAZEMARENEED B [(Fia U UAERICE D IREN EH L, EREELIEL 22035
% ]

2.3 HIEMEIPEDBE [MHEERICL Y, JERZELLSEIBZENRH S, ]

2.4 WOER #EEHORE - (A NFaFy— L, FYaryS—, 7rary—L RATL
aFy—) R aFy— Iafy— HIV a7 —PHES (7% ) engkE,
AT N L )=, RAT LT ey LK, U R FEL, nere
e U RFENL) =A< hLAENL-Y MFEL, 2V R ELT R, B AH
v MEARAl, =7 rELrY [10.1 2]

2.5 AFHNZ L0 ERFEFEAEIR (BEERE) & L CRAFITHAZ BRI L2 R0 88 [EER
B - T4, FHEICEDMEIREEREZ BT 2810 H D, ]

< i >

BEARBAEMERES (iR IR %)

KE FDA (2T, FER Y UT B E U RIEHNTHOWT (1) B MEIRT TEIRER: B~ Tk b
T2, 2) HHERERITHICLVAECEELEEREGELA S NIADELERN 5 542 EER]
BT 2 EWVWHIHEN L B2 & D MNIATBUE N E IR RS R A HAE (PMDA) (2B W T TR
W | DORhRE « BV A2 AT ABERRRANL Y U7 P /IR R A AR L LA ICE
T D IR SCESGT O BN RR S iv7e, BEARBEEIEIR O KB PR FEBLA 1 = X NIZFT 5 R8RS
R NEMNEFOERRRE LB E X, UTOREZZE L, HMEEOER LR LGSR, #H
FOBREEUETT 5 Z &Y &l < iz,

VITI. &2 (R LorEs) 1+ 5HEE 26




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

- FEHN D PR ERFEAERE O HIEN A ST 72 < . BLIRBRERIE D H 1k A3 BERR B IR 7558 0 R REE 2 (7]
BTELRERE SNLTWVD,

- BEAR B AR B O [E NAEFI S EFE LT B,

RO O FEERARME X BEIRBECHEIR Z BB LT W E OREDR H D,

Ay ary—u

AFKID CCDS* (Company Core Data Sheet : {R¥HEET — % 2 — ) MNET I, 58U CYP3A PHEHI

EOPHNERTH S Z ENHTENT- DT, CCDS & DIAMEIZEES X | 2. 285 KO 110.1 ff

FZEE ) OEIZHW CYP3A BAEAIEEZ oD Ry at > —) 281795 5% PMDA ([ZFH L

77

In vivoBBR LV EONTRTIA=HIZLBETAERAWETRNICEY, NITY I AERYa)

V=V EHFHLIESEICBWT, P T Y I AOMBEHREEN., MO ENECLREM B

DOBRFEE THINT S & OHTHENMEON., VAIBRREX T 4w b2 EEDEEZLNDZ LD

5, HMZEOBERLIEM LR, i EOEELSGETT 5 2 3@y & HWr sz,

*CCDS @ ZZAMEHFMICINZ T, ZhEE IR, HIEL O &, KT R O IZB 3 2 2 oo fF #
WEFENTNWDKET 7 A P —HEDERR T 5 3CE,

T AT CRREL, AT eI s ) I, RART T LT ey bKFI, B
FEL U RFEL, B TRY Y NEARE

CCDS S GET S, T8RN CYP3A FHEHI L OOFHNE R TH L Z LA SNIZD T, 2. 855 KO
[10. 1 OFAZES] DIEIZ ZH 6 DOFRV CYP3A [HEAIZBRE LT,

=)< hLtN -l hFENL

Wit dl o=/~ hLJLEL - U R FEL OFuty Koy 7)) o 12282 KO 110, 1 fRHZE
= O, TRYTY I 4 2@ LIcOT, AFlo 2. 550 kO 10,1 %R oHEIC =
L= hLLENL - U R e ZBRE LT,

AT FEN, TTTLENL
M) BN (R OEICHEH LW T/ PFER] B TFSFLENL] X, KT
DOIRFENFIESNTZZ ENBHIER LT,

T MLV EIL T < LR

TV MLV ENLNT VR (V3 —3BE 126mg, SRR R EOERA S o 12,855 KO 10,1 ff
D) O TR TV T4 BN ESn2n, AFlo 1222 KO 110, 1 PEHES) 0IE
W Ty LV ELT <)Vl B0, EEMREZITY 2L & L,

B, AUGTIIHAEERAMTREOBAZENE LEUGETTH Y, WAL U 7= 4% EERIC
B9 2 BARBR 1T 720,
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3. MEEXRIFBRICEET HFE £ ZTDER

4. AERUAZEICEET IR LEZTOER
V-4, AEROHAEICEET A IEE] 22752 L,

5. BEERGEXRMIE L ZNER

8. BEEGEAMIE

8.1 MLV EMRFZEL D ZENHLHDT, @%kbtﬁﬁﬁﬁﬁiéﬁﬁﬁ%%ﬁﬁé
Z &, KRR kT 25 A 12, IR OB A+ IcmErT 5 2 L, (11011 B3]

8.2 AHN DN BFURIZ RO, IR, EES) - Py - KAEBEAFORFAEZDZ &
Wi H DT, ABHEOEREGRZ M O EMOBIEIEFSERVWE SEET D 2 &,

6. RENDERERIHBAICHT IR
(1) BHHE - BEBRFOHLEE

9.1 BHHE - BMEERFEDODHLHEE
9.1.1 . MRE. REXHERURKNODEREETODSHHE CHRBENSEICETLTLS
BE
RGNS K 0 IREET AT L a—V ZAZE I LT VDO TR LN &, LTea SR EGN
WBERG AL, VBRIV EG ARG L, R ORELZ RN oG &2 EEICHTITT5 2 &,
[11.1.3 &R]
9.1.2 DEEDOHDHEE
9.1.3 NICHENEEZTDHLEE
TERM R bbb BENNH 5,
9.1.4 ZHEAE
BIEANH 5 o030,

(2) BHREREEERSE

9.2 BHEEIEERE

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



(3) FrelEEEE

9.3 FFHkeelEEESE

9.3.1 FEEXIIZDHREREOHLEE
JFEENSEAIIFRET L2203 b 5, £, HRTR# L2, 2 VT 7 ABMETT
LBEhWRHDL, [11.1.5 28]

(4) KFEREZET HE
BRE STV

(5) WEim

9.5 bE43
Ih SOFIEHR LTV 2 TR O & 5 e MR ICIXTRIR EOA SN EE %2 RS &l S s
SR OREETH T L,

9.5.1 fHEFICH Oy T B U RILEVMOE G 22 T - BEOTICHBEET L RED
fE IR A HHPE L 72 256t FRAFE & bRl L CHEICE WV & O RITHERE RN H 5,
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BRI ORBETH T &,

9.5.1 RO T B E U RILAEMOE G 2% T T BEOTICHFREHT HWRED
P IR A HHBE L 72 056 PRI & BEB L CHEICS WV & OEERITHERE R H 5,

9.5.2 RV UTRE VR LAY TH AL EE, EH, ISEMEK T, HERIEET, @R,
REAR, AR, PRORBNG] - MEOEL, 7 —8 ., Gk, shaEE, Rk, (SAE, SRS %
2T ERHESN TS, 2B, 25 OEIRIT, BEBLER D 2 W IZEE R e L LT
HEEIN 256055, Fio, XUV UTEEUR LAY THAIRICEEOREM AR Z 32 L2
wWEINTWS,

9.5.3 /AN EA LG a ., HERTTARICEETER S H Sbh b Z L, XUy UT7EE v
RIEEWTHE SN TN D,

9.6 RELIF

R AT SHED L,

b MR ABATL, FARICEIR, KEBDELZEZTZ ROy TR e RIS
Y (7 ERL) THESHTEY, EmEAERT DR’ H 5,

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 H) 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.
A=A LT VT DR | ¢ (2024 4 5 A BTE)

(The Australian <ZE . HSEOME >

categorisation system | C: Drugs which, owing to their pharmacological effects, have caused or

for prescribing may be suspected of causing, harmful effects on the human fetus or
medicines in neonate without causing malformations. These effects may be
pregnancy) reversible.

(2) NRICET 5N ER
AFNCBT DR EDOE RE2ATLEFICHETHEE 9.7 /NEE ) OHEOLHIILLTO LB TH
V. KEOIRMNCEL TR S,
(O BEDERZEHTHEEFICET HEE

9.7 /pNR

NS 2 Se & U T IR IRERBR 13580 L TV,

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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