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00 f 000 _@——= & L 100
N N~
ﬁso- Eso-
E 60 | E 60
% 4t —e— YT LBREEIE S5 M ZE) % 40 —e— YT MBRERE f5mel ZE)
2 | = = L] 20 e A
0 1 1 1 1 1 J 0 1 1 J
0 5 10 15 20 25 30 0 5 10 15
AR (5) AR (5)
120
too b e
&
o 80|
% 60 |
% 40 —e— V' ItT LB EIERSme ZE)
0 7 --- B B
0 1 1 J
0 5 10 15
AR ()
A I d 10 2 FAIME  GRIBR LA K O MERLH 0 98 H 28 o i)
e FEEAERU | VIVET KA R
e e o7 ADERE
(BEF. 5mg) %€ bmg [7E] HE
BRI | Bt | BB | R R = (%) SRR (%)
pHI1. 2 15 4y 102. 51 102. 93 SRy
501 pH3. 0 15 4y 103. 35 102. 48 SRy
N m N
SRR P oRe. 8 15 43 98. 35 102. 49 A
7K 15 4y 101. 56 100. 68 ey
100rpm pH1. 2 1543 101. 81 102. 16 e

<HEH>

(n=12)

BRI AFERA O B 2 i L2 & 25 TR TORMFICB W TR HZEE) O /¢ H eI

alic, UkXv,

AR B & AR HE R OB Y

T,



V. HH|ZE§d BIEH

JVIVE T LBREEIESE 10mg

rZEJ 10)

A Bk A VLT NE A EE 10mg [7E)
FEERLA ~A A Y —F§E 10mg
1EE H AR R 5 —RBRIE - ISR ER N vk
BRI 900mL
R 37+0.5C
Efizye 50rpm (pH1.2. pH5.0, pH6.8, 7K) . 100rpm (pH6.8)
B PHL. 2: A AJEJR 1 OV B 1 ik
% pH5.0:0. 05mol/L U »FKE _F K U 7 A& 0.025mol/L 7 = W%
% BRI W pHS. O ICFRAEE L7246 D
pH6. 8: H ANE 7 5 OV HFRBR S 2 ik
7K
FmmyErERS N L
FEHERIA D VR RN 85% 2 B 2 I IF M TR T &9 5,

e HHE

FEYERIANAS 15 43 AN ) 85%LL B3 254 ¢, AABREIAIAS 15 4y
PLPNIZIEY 85% LA HIAsH4 5 76, T 156 21T 2 i BREUK| 0 LR
HESR S HERLE O VR 3R = 1% DOFFHICH 5,

120
100

L
-

() B EE 3§
8

pH1.2, 50rpm pH5.0, 50rpm

o N
o o

() HEEBY
3

40 r —— Y UET LEE SR Omel ZE | 0 S e hET LEREE S 0mel ZE
20 | et S 0t /7 - E X
O 1 1 J 0 4 1 1 J
0 5 10 15 0 5 10 15
R (53) R (5)
pH6.8. 50rpm
120 120
100 | 100
g oeof g oeof
E 60 £ 60
% awt /S —e— VML WERFE 1 0mel ZE ) % 405 [f —e— VM W BRI 51 0ms ZE |
20 |/ --- G- BB 20 L/ B BRI
o : : : : : : 0 : : : : : :
0 5 10 15 20 25 3 0 5 10 15 20 25 3
AR (53) R HEERE (53)
pH6.8, 100rpm
120
100 |
B o |
i 8o
£ 60
% or 7 —— LT LBEREIE R 0mel ZE |
20 | <en e AU
0 . . .
0 5 10 15
R HEER (57)




V. #HFIZE94 51EHE

HEENCR T 2EPNE GUERBLA K& OFEHERLAN O P27 3 O HL)

= HEE B S ) VLT WA R
B (#E74, 10mg) BE 10mg [7ZE) HE
R HE | AR | RBRIE | TR R SEEHFE (%) EEEHFE (%)
pHI. 2 15 %y 100. 56 102. 10 Ray
50rpn pH5. 0 15 %y 101. 08 102. 95 A
X RViE pH6. 8 15 %y 96. 50 101. 55 Ay
7K 15 4% 96. 85 101. 37 ke
100rpm | pH6.8 15 %y 101. 72 102. 11 Ay
(n=12)
<fEE>

AR LA CARTERG O H B 2 B L7 & 2 A TN TORFITI W TR S E) O E F 206
FRIR LA & A YERLA O SRR D3RR S Tz,

alie, kX,

10. &% - 2%

() FENRBELRSR - %, HENERLGERS - ARICEHT S1EH

Y LR

(2) ax

(VIVET LBERBRIESE bmg TZE1)
100 & [10 & (PTP) X 10]
500 &£ [10 &£ (PTP) X 50]
(VIVET LBERBRIESE 10mg [ZE])
100 & [10 §& (PTP) X 10]
500 &£ [10 &£ (PTP) X 50]

Q) FPHEE
Y LR

(4) BROME

(k" M
PTP o) %& RYTFavr’'Lor 740, TV

1. Bligirft s h 2 EME

AR ANA

12. 2Ot
DRI L

10




V. BEICEET 5IEH

V. aEICEEd 41EH

1. SEEXRITHE
AHRAE - GREE IR S OB © IR IS D ARIRAEIEER <)

2. MEEXIFMRICEES HFEE

5. MEERIIMRICEET HFE
AFNOEGL, RIRIEDFIRBZMHE L TH6ITI T &, ok, MEKMED 2V ITE: 5 SIHIC
£ D RIRAE I IFIAR O AL TIFF TS o0y,

3. AERUVRAE

(1) BERUVEA=EOMEER
WE. AT VT AEAREE S LT 1A 5~10mg ZBEBEERNCGROEET S, 2k, SEE
WZIE 1 [E bmg 2> HFe 5% BAtE T 2, Flin, ER. ALV #EEEET 225, 1 B 10mg 28 2720
Zrlt s,

(2) BHERUARORERME - BR
PH R L

4. RERUVHAECEET HIE

1. BZERUVE=EICEET 5FE

1.1 RANZKET 2 KOG EAZRH Y . £2, b 9 A HIREE, MERFEMEER (BEER%E) 1TH
BIRTCH LN DT, AFIEHRSGT 254530 E (18 b5ng) »oHRG5 28G5 L,
R EETHET AEAIBEEL T OIITV RN SEEICHRGTH 28, 72770, 10mg 2272
WZ ke L, JEROUGEICHE S TREICED D Z &, [1, 7.2, 11.1.3 ]

1.2 AR Z2HET5548, REOEMIRASES 2L, £72. WAL TRE L%, BENRE
L CIGB & BRIAT 5 £ TITH4y 2o BRIRIF R 28 & N7 o 7oA. SUTREIR &R 2 V) T — RIS
R L L 2T 2B AR CICBWLWTHRERD bz L OWMENH DD T, MR HIT
HRENIEEN Z BRI T 2 AR B 5 & ZITIRH S RnZ &, [1., 7.1, 11. 1.3 ]

1.3 EEICHET 254, V& (1B 5ng) »H&E5 2L, 18 10mg Z@2 7202 L, [9.8,
16.6.3 ]

5. BRERREE
(1) BBRT—2/1\vH5—2
B R R L
(2) FRPREEIBER
B R L
() AERMIERFAER
MM ER e L
(4) HREFRYERER
1) AR EEEIER
O BEREUMFEIAAERFE-_ETREFM LR
AIRZEiF & L, FRIEREOBR S 20 LT 5B RIRESE Z2R5RI2, VLV ET A A R

BE (5mg, 10mg. 15mg ™) XX T7k®AR%Z 1 H 1 MgEEERNC 14 AE#E L7, EBEOFMmIC
X D MRS AR O T D EOWERIT T T 2 AREET 27.8% (10 £51/36 #1) . 5mg

11



V. BEICEET 5IEH

®)

(6)

RET 52.6% (20 /38 f51) . 10mg BET 60. 0% (24 {511/40 ), 15mg BE™® T 55.3% (21 #1/38 i) T
bHol-, WEROMET 10mg FE, 16mg #Y NI RFHIEEICEY (Wb p<0.05), JIE
NI E Tl 5mg. 10mg, 16mg BEP OFT N TR T T B REICHEICE > 7- (T p<o. 01) 1,
BIVEFARBIRIZ, 77 BARBET 14.6% (7 61/48 #), WNiRIZS S &, HHFE, SHERK, B 1B
SEA 2 M7 EL Bmg BETT 12. 2% (6 B11/49 ) . NFRIZERA 3 {1, ek, e b, JE 57K
@%M%Z#ﬁf\m@ﬁf14%(7wﬂﬂm\Wﬁiﬁr‘%ﬁm%S#\&%o%\ﬁé
B EITRRAS 2 e L 16mg BEY T 16.0% (8 511/50 1) . WNRRIZIRR 2 s & CTh o721,
VE) AFI OGRS kR O R D@, B IEAF 1Al 5~10ng 2 BEEERTICR D555 5, 7o,
B IZIE 1 B bmg 2 D G2 BAT 5, P, ER, KRR XV EEEET A, 1 H 10mg & % 72
WZkETh,) Tho,

Q@ ENFEMHE_ESRERLEFRER (Nitrazepam x$5)

WRER I O 5.2 VB L 3 5 RIRERE 2 KR, VNV ET A AR EE 10mg XiE Nitrazepam
Smg & 1 H 1 MIgREEANC 14 HE&E Uiz, MERERSRUGEE O [HHEESE) DL EotESR
TV ET NEATRYERE T 65. 6% (42 51/64 f51) . Nitrazepam T 52.2% (35 /67 f5]) TH Y |
URETY IV ET MEABRIERENEEICE 72 (p<0.05) 12,

BIEFARBRIL, Y Ve T AEABEHERET 16. 5% (13 41/79 #1]) , NaRIZ5S 62 & BERA 5 1.
IR, FRARERAS 4 11, D F WV 31, BkEE, JRA 2 F72 8 THh Y | Nitrazepam #£C 18. 8% (15
F1/80 B) . WaRIZS B2 54, IRE 3, D F ., R, B, BLA 2 e & CHED M
ICEITRD DR T 12,

Q@ ENFEMB-EESHREMLLEGER (Triazolam xtHR)

WRHERE O 52 ME L3 A5 RIREBRE ZRRIT, Y VYT MEABEESE 10mg XX Triazolam
0.25mg # 1 H 1 MIBEEEATIC 14 AEFES Uic, MERIER SRGCGERE O [HhEELE) Dok
TRITY VYT B A RYERE T 63.5% (40 $11/63 1) . Triazolam £ C 75.0% (51 f51/68 ) T
V. WEERICAEERZITRO LN -T2 W, £72, WERDED 90%EHH X [FI1E-26. 2%~3. 2%
Tho., A=10%L L= R%EERHR TIZ, YL T AEABRERE O Triazolam FEICK 5 [F%
ME GELME) ITREH S e o T2,

BIWERZBRIL, VAT MEAEERET 9. 7% (7 41/72 1) . PERIZEERW 2 {h72 £, Triazolam
BEC4.1% BEI/74 61 <, WERICAEEZITGRO bR ho72 1Y,

@ ENEME-_ETHREMLEERR (REMERAHER) (Zopiclone xHHR)

2)

BE - AR

3 ALl EORIREZH T HEMEARRIELRE (ICD-10 25E L L TEWN 255z, YV ET A
AFRYESE 10mg XX Zopiclone7. bmg 2 1 H 1 FIELEIERIIZ 14 B35 U 7-, BERER Sl E R
O THEESE] D EOWERIT Y VYT AEARRERET 67.9% (142 51/209 f51) . Zopiclone #f
T61.6% (135 B1/219 ) ThHot= ™, Fio, LEEDED IOMFTXMIL-1. T%~14. 3% TH Y |

BEIRIICIHFA TE D EEBEZ DN AHWEHERDFEN=10%L LI-BEO FEMEH TIL, YA ET AlEA
FRHERED Zopiclone BEIZKI B [RIZEME (FELME) HMGES T,

BWERFBIRIL, YT LEAFRERET 31. 3% (66 f4/211 f4) . PNERIZEERE 15 14, IR 13 7.
SHOX 9MF, B, OB 81, w5k 6 1, FRHRIE 5 {72 £ Zopiclone FET 45. 3% (102 f5i]/225
B . PNERIZE M 69 £, ZRARER 12 . IR&. BURA& 9, 560X 8F, Bl 6 4, BHERE, B
RS 5 72 © T, Zopiclone BERAEITE - 72 (p<0.01) P,

REMHR
AR L

MM ER e L
BREMER

1

ERRERE (—REARABE. BEEANARE. EARELRAL) . RERART— 5~
—RBE. RERAREFRBRONE
DR L

12



V. afkIcBY HIEE

2) RBEMELTERFPEOANBRRIEREE L -AE - HBROME
M LR

M zott
TR L

13



VI. EDREICETSER

VI. ExhEFER(ICEH 9 5IEH

1. REZNICEESHDHILEYRITLEHE
A IFYVEY VAEEE AT LNV VT B SR MEIREE
EE : BEOH DG OMEE « DIRFIZ, KHOETHRL 2SI L &,

2. FEIB{EMA

(1) YeRERL - R
VIVET AEAIEEIL. o, (BZD) ZAMRITKR U ORI 2B 27~ L, GABAL 2 O B RS E A 14
WTAbDEEZHNRD DY,

(2) EERMTHHABAE

1) REERICRIZTEE
VILET MG REEE 10mg Z FEEER IS BERTICR G-+ 25 & MEIRER 2800 L 7. MEIRZ X
REM HEIRIZEE4 2 2 L A < RIRIEIRZ IS8, BE~0FR bl LR, KBERRZITA bR
75)/)71—: 17) Zl)o

2) REfEHEEICXT H1ER
BRSNS Y L T MEATRIESE 10mg Z#55- U7c 1 eI ITIIB & 23R IRVERI 23 22 & 17223
FHOFLIBMRA TITBI A DN T 2,

3) BYMOBIKIZXT HIER
YOVET MEAREIL. L RT3 ROT v BN T, K0 ERA R IEIEIR 2 0 S 72 2079,
FAKOT v b OFEE—BER Y — AT 2 BT D Teino T 20, Ty MW T, EA%
BUTER T, Ffeldn -7 %,

) Z OO IR
VT NERBSIE, ~ T RSB T, SEHEROMIC, FURSHER . B R,
PHHERAR O RTHLDIE Y, £, Ty MCBWT, FRRERERLE 2,

5 RERSOFE
SNET MEAREIL, v U ACBWT, KERE L THMEOEMITIEN o7 Y,

(3) {EFISSERRSRT - FHERERS
LR L

14



VI

EMBREICEY HIHE

VI. EMEREICEET 518H

1.

i AR E D HEFS

ARLAMGIPRE

R L

PRAREAER CHER S - MAiRE

1) BEERA
R 6 1
VAP ES: i i

2V VBT A A IR SE
WY S AL, $E5-4% 0. 7~0. 9 BRI B i
(tin) 1.78~2.30 FEMCHECHOITIHA LTy Cou S OVILSE P B — R AR T HEIFE  (AUC)
B LT L 2,

£, RN 6 B

2.5~10mg ¥ ZZEERHCHER OFK L LIz ZA, Y Y

HEPIRE (Co)

\ZE L7214,

EENS R
(Eeiacs

(Y NVET AEAERESE 10mg 2 1 H 1[5 7 H [E&H

BHRIROEBEE LA, MFETREHBIZIIBELE 7THHTIRERICTHo 2%,
HAARE 0 4% 5B D SR R FE R 1) /R T A — 4

58 Thax Crrax tie AUCo— o
(mg) (h) (ng/mL) (h) (ng * h/mL)
2.5 0.7%+0.3 32.619.6 1.78=%0. 48 96 =58
5.0 0.840.3 76.2+29.7 2.06x1.18 2591218
7.5 0.9£0.6 10242 1.86=£0. 47 330£163
10.0 0.8%0.3 12073 2.30x1.48 491474
(Mean=S.D.)
W) AFOARBENAELOCRARET @, RAIEY VT AEARER & LT 1 F 5~10mg % BB

SR AHRET 5, ¥, @EE T 1 Sng DR G 2BAT 2, Filim, R, BERIC XY EEHEET

D,

1 H 10mg #2722

LET5, ThHD,

2)

A YF IR F AR

(VILET LBREIESE dSmg TZED

VIVET MO EEYESE Smg [ZE)] L~ A AV —§Eb5mgh ., 7 u A4 —"—klc L zhEhn 1§

wE?A@EkaLrﬁm)@%&A%%K%ﬁﬁ@ﬁm&ﬁLfﬂﬁ*%?k%%ﬁ%%ﬁL\
BN EyEhRE T A —& (AUC, Chay) (ZDVNT 90%(EHE X R HEIC THEGHINT 21T o T2 k6 5. log
(0.80) ~log (1.25) DOHPFANTH V. WAHIOEDZFHIRIEMENHER S N7z ™,

SRYENRE N T A — X

15

HIE/RT A—H BENT A—H
AUC (0-24) Crax Thex tie
(ng * hr/mL) (ng/mL) (hr) (hr)
Y NVET MEGRESE 309.9£136.6 85.1*£31.6 0.7%£0.3 2.0%+0.4
5mg [ZE]
~A A Y —§&E bmg 290.1%+131.9 77.81+29.4 1.0%0.4 2.1+0.4
(Mean=S.D., n=20)




VI. EYEREICET SRR

3)

ng/mL}

120

100 P -

—a— VL EF LEREEESmg[ ZE]

i ¥4 A —=EE5mg
ﬁ 80 Mean=8.0., n=20
W
1
oo o
=
gt
iR
;4

20

BRI (hr)
MmAEH VL ET AREHS

(VIVET LBERERIESE 10mg TZED)

VNET AEAERESE 10mg [ZE] &~A RV —$E10mg%h ., 7 0 XA —"—{EIZLY T 18
(Y NVET NEAREEE LT 10mg) B S 7 IHE HERR O 35 U CIl A R LA &
HE L., oI EEMENGE ST A —% (AUC, Cpy) (ZDVNT 90%(E HH X VA THERHIRIT 24T > 72
FEF, log (0.80) ~log (1.25) OHFPFANTH Y | WAIOEWFRIFRSIEDSHER S Ll ™,

SRYENRE N T A — X
HIERT A—H BEIINTG A —H
AUC (0—24) Cmax Tmax tl/Z
(ng * hr/mL) (ng/mL) (hr) (hr)
VIVET WA R SE
A 529.71264.9 141.61%£44. 2 1.2x1.1 1.9%0.6
10mg [ZE]
~A AU —§E 10mg 577.0x309.0 158.4=%75.2 1.1%£0.9 1.9+0.7
(Mean=®S.D., n=20)
(ng/mL)
240
200 .
—a— VI EF L ETEIERE10me[ ZE)]
i A A) —EE10mg
R 60 Mean=8.0., n=20

=L B

R B T

ra
Sl

16 il 20 22

B (hr)

Mg L e T LREHER

(SRS AUC, Cpax D787 A —Z 18, PBRHE OB, (R ORI AL - B O RS
THC L > TR D WREMD B 5,

GEE
LR L

16



VI. EYEREICET SRR

(4)

2.

(M

(2)

©)

(4)

®)

(6)

3.

(M

(2)

BE - FRXOZE

1) BEOFRE
R 6 Bl NV BT A A RRESE 10mg 2 BB N#EE T2 & EERHEG I TRm
HEE P B SRR (Taw) 1 0. 80, 3 B[ (Mean=£S.D.) 735 1.8+1.2 W] (Mean®S.D.) (Zi%
HET DN 7275, Coaxs AUC & BITKE 2B R D072,

2) HREDEE

yoroEDY

R A 8 Il 77 B 600mg XX 7T EARA 1 H1ES HMKRO#HRSL, B, Y Les

NEATR 20mg P AREOEE L&, VT s D EVUPFARRCEIT S Y L ET AD Ch,. AUC

KXt 137 7 B RO TEREN 58, 73 KO 33%DH B RIK T80 biiz *7,

1) ﬁﬁ'@% XN AEROHER D@, AIEY LT LEAEEE S LT 1 [ 5~10mg % 5B EAT
RO G925, 728, EEIE 1 bmg NH#&EGEBT S, Fn, Bk, BRI XD EEEET
523, 1 H 1lomg xR & 75,1 ThD,

3) ZDMHHEEDTE
[VIL 7. fREAER ] OESRR

%%’ r_uHHE,J \05 /)-l

R A%
MR L
% U 33K FEE TE 35
MMER e L
HEREE TR
MM ER e L
GYTSURA
MMER e L
<HEZ>

4. 5mL/min/kg, JFREZS - s CHECF *
NTEE
YR L
<HE>

0. 68L/kg*®

Z Ot
AR L
BEH REaL—>av) @i

R A A
MM ER e L

NG A= EHER
MM ER e L

17



VI. EYEREICET SRR

@)

4)

4. TRYR
NAFTFTRLISEY T«
TEFER AT Y L EF MEATRESE 10mg 2% D&% 5 LY VT Al AR 8ng Z#IRNE 5 LT
ROIENRAFT_RAFEY T £1366.6%Tdho7-29 FEAF—2),
E) AFOEBEIN-AELOCHET B, ATV ETFT AEAREE L LT 1A 5~10mg Z 5t EERTICR
#5925, 2B, BEEIZIE 1 bng »OH&E5 256635, Fm, JER, RARICK OV EEHEE T8, 1
H 10mg #2722t E35,] THD,
5. Hf
(1) Mm%k —mKEIrT@EdTE
MM ER e L
(2) mi%k—RREEEAFEE
[VI.6. (5) 4Fhs| DOIESHR
(3) Eitr~nBiTHE
B o Lotk 5 B Y LV E T AEABRYESE 20mg T AR O EE Lz & & RO AL PRI
B 580 0.004~0.019% CTdh > 7=, #51% 3R H O3/ M PREIX 0. 11~0. 18 TH o7z
ONEANTFT—%), (IVI.6. (6) LT DEBMR)
F) AFNOARIN-EL AR DEE . AT AV ET AlAEEE & LT 1 [\ 5~10mg ZgtE =TI
BO®ET 5, 2B, mBEICE 1 E bng 2 SERE LT 5, Fin, MR, BB L B EHERT 228,
1 H 10mg 2 2WZ L E45,] THhD,
4) FEHE~DBITHE
MMER e L
(5) FothoEB~DBITHE
MM ER e L
(6) MTBEQKEE
A VBT AEA RS 10mg 2R A# 5 L= 0 MEE AR &R 96.0~96.3%TH 0, I
HECRJERE 50 K OV 500ng/ml. TD in vitro EAMBARE OMICHEITRD SN o1z 2,
6. {1t
(1) ACHERGL B UM BHR B
VOVET AEAEE O KESIEHF TR SN FOER LD EFRO A F LENRBRILEI N TH LR
VR E 7o T EIE A AT LA D REI Tl o T 0,
(2) RBICEAET SBER CYPEH) OHFE. FE5F

VYT AEATRE ISR HIEE S CYP3AL D1 ) CYP2C9, CYP1A2 73 X D4y F-HEIZ L v fREf &
oW (IVIL 7. FHEAER | OIESR)

PEBEBEHROEERVZDEE

YR L
REYPOFHEDEERVEMEL., FELLE
YR L

18



VI. EYEREICET SRR

10.

11.

Bt

fERERLA 6 Bl VBT AN AFEHESE 2. 5~10mg ™ A ZEIERFICHERR N Lz L 2 A, b4 24

R F TORRPICHEIE S 72 REBEIZ, WTNOBREREBIZBWTHEREGED 0.5 T & Z< b3

f%okwoik\@%WA6%KV»ETA@E&ﬁf1mg%1Hl@?ﬁﬁ%ﬁﬁ_%m&ﬁ

Lzl Z A, 5B, 4 XOT H ARG 24 BRI O JR HRZ(LAR YRR T A 5 505 & [FEE, #5

BD 0% FThHo72 %,

F) AFNOARIN-FELR AR HDEE. A AV ET AEAEEE S LT 1 [E 5~10mg ZgtE B
AfeE3 2, 708, @E I 1 E bng oG 2T 5, Fin, R, REICLVEEERKT 8, 1
Hlomg #2722 Ed5,] Thd,

kS U RR—4—IZEHT B1EH
MM ER e L
BRNFICKDBRERE
MM ER e L
BENDERZETHEHE
1) BHEEESEE
B EE AL AT 5B 16 ] (Cer : 0~47mL/min) 12V L EF AEAEEE 10mg & 20 45 RIEIRA
FHotiEA™ Liel 24, BERANCERBHTONMAER (Vdg) OREREICKE -2 UE
ANT—4H),
70, BITE2Z T TV DEMEEEESRE IFICY L ET AEAEERESE 10mg 2 1 B 1 [H 13~18 A
MR O&S Liz & & oM g EEITHERIRSEELIZIEFR U TH O M TOZRIIRD Siho
7= (WEAT—4),
) AFNOERBEN-HELROCHAREIL DR, AT LT AlAERE S LT 1 [\ 5~10mg Z B E i
ICRENEET 5, 7B, @EEICiE 1B Smg NOEGZBGT 5, Flp, ER, BRI ST
BN, 1 H 10mg B2 W2 Ed5,] ThbD,
2) FFeefE=EEE
FFAEZE 88 8 Bl V' /L B F A A FRHESE 20mg ™ 2R ARG Lz L 2 A, [AHEI ORI~
T%Mizo%\MCi53Pk%#0#m(ﬂ.AT )
JHFREZE BB |2 36T D W FEGRn) /N T A — &
. Tmax Cmax tl/z AUCO—OO
A& (h) (ng/nL) (h) (ng - h/nL)
iIRIEYSE 0.69+0. 54 499+215 9.91+7.57% 4203+3773
B 0.72+0. 42 250+ 57 2.15+0. 25 788+279
(Mean=®S.D., ¥DIHn=7)
F) AFNOARSNIZAELOCHEIT A, BRI VT Al S LT 1 [E 5~10mg Z & E Al
ICRENEET 5, 7B, @lEICiE 1B smg NOEGZBMGT 5, Flp, ER, EEICX D EEEEET
D3, 1 H10mg B2l 35, THD,
3) =EE
B T (67T~80 5%, EW T51%) IO/ AT AEATRIESE dmg 2R N5 L= = A, Sk
BED ST PREEMRANCHANT Cuy T2, 14, Toax T 1. 8%, AUC THE. 1{F, t1p T2 2MERENSEY
Z Dt
HEEE L

19




VI &2 (EREDIES) ICBYHER

VIL.

3.

6.

T (ERLOEES) ICHYLEH
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i s
KETRA SCE 8.1 Pregnancy
(2022452 H) Risk Summary

Neonates born to mothers using zolpidem late in the third trimester of
pregnancy have been reported to experience symptoms of respiratory
depression and sedation.Published data on the use of zolpidem during
pregnancy have not reported a clear association with zolpidem and major
birth defects [see Data/. Oral administration of zolpidem to pregnant
rats and rabbits did not indicate a risk for adverse effects on fetal
development at clinically relevant doses /[see Data/. The estimated
background risk of major birth defects and miscarriage for the indicated
populations are 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%—4% and 15%—20%, respectively.
Clinical Considerations

Fetal/neonatal adverse reactions

Zolpidem crosses the placenta and may produce respiratory depression and
sedation in neonates. Monitor neonates exposed to AMBIEN during
pregnancy and labor for signs of excess sedation, hypotonia, and
respiratory depression and manage accordingly.

Data

Human data

Published data from observational studies, birth registries, and case

reports on the use of zolpidem during pregnancy do not report a clear
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association with zolpidem and major birth defects.

There are limited postmarketing reports of severe to moderate cases of
respiratory depression that occurred after birth in neonates whose
mothers had taken zolpidem during pregnancy. These cases required
artificial ventilation or intratracheal intubation. The majority of
neonates recovered within hours to a few weeks after birth once treated.
Zolpidem has been shown to cross the placenta.

Animal data

Oral administration of zolpidem to pregnant rats during the period of
organogenesis at 4, 20, and 100 mg base/kg/day, which are approximately
5, 25, and 120 times the maximum recommended human dose (MRHD) of 10
mg/day (8 mg zolpidem base) based on mg/m? body surface area, caused
delayed fetal development (incomplete fetal skeletal ossification) at
maternally toxic (ataxia) doses 25 and 120 times the MRHD based on mg/m?
body surface area.

Oral administration of zolpidem to pregnant rabbits during the period
of organogenesis at 1, 4, and 16 mg base/kg/day, which are approximately
2.5, 10, and 40 times the MRHD of 10 mg/day (8 mg zolpidem base) based
on mg/m? body surface area caused embryo—fetal death and delayed fetal
development (incomplete fetal skeletal ossification) at a maternally
toxic (decreased body weight gain) dose 40 times the MRHD based on mg/m?
body surface area.

Oral administration of zolpidem to pregnant rats from day 15 of gestation
through lactation at 4, 20, and 100 mg base/kg/day, which are
approximately 5, 25, and 120 times the MRHD of 10 mg/day (8 mg zolpidem
base) based on mg/m’* body surface area, delayed offspring growth and
decreased survival at doses 25 and 120 times, respectively, the MRHD
based on mg/m’ body surface area.

8.2 Lactation

Risk Summary

Limited data from published literature report the presence of zolpidem
in human milk. There are reports of excess sedation in infants exposed
to zolpidem through breastmilk /see Clinical Considerations]. There is
no information on the effects of zolpidem on milk production. The
developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for AMBIEN and any potential
adverse effects on the breastfed infant from AMBIEN or from the
underlying maternal condition.

Clinical Considerations

Infants exposed to AMBIEN through breastmilk should be monitored for

excess sedation, hypotonia, and respiratory depression. A lactating

woman may consider interrupting breastfeeding and pumping and discarding
breast milk during treatment and for 23 hours (approximately b5
elimination half-lives) after AMBIEN administration in order tominimize

drug exposure to a breast fed infant

FEE IR SCE Pregnancy
(2021455 H) Use of zolpidem is not recommended during preghancy

Studies in animals do not indicate direct or harmful effects with respect
to reproductive toxicity
Zolpidem crosses the placenta.
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If zolpidem is prescribed to a woman of childbearing potential, she
should be encouraged to contact her physician regarding discontinuance
of the product if she intends to become or suspect that she is pregnant
A large amount of data on pregnant women (more than 1,000 pregnancies)
gathered from cohort studies showed no signs of an increase in the
incidence of malformations following exposure to benzodiazepines or
benzodiazepine—1like substances during the first trimester of pregnancy.
However, in some case—control studies an increase in the incidence of
cleft lip and palate was observed with the use of benzodiazepines during
pregnancy.

Cases of reduced fetal movement and fetal heart rate variability have
been described after administration of benzodiazepines during the second
and/or third trimester of pregnancy

Administration of zolpidem during the late phase of pregnancy, or during
labour, has been associated with effects on the neonate, such as
hypothermia, hypotonia (floppy infant syndrome), feeding difficulties
and respiratory depression, due to the pharmacological action of the
product. Cases of severe neonatal respiratory depression have been
reported.

Infants born to mothers who took benzodiazepines or benzodiazepine—1like
agents chronically during the latter stages of pregnhancy may develop
withdrawal symptoms in the postnatal period as a result of physical
dependence. Appropriate post—-natal monitoring of the newborn is
recommended

Breastfeeding

Zolpidem passes into breast milk in small amounts. Zolpidem should

therefore not be used by breast—feeding mothers

S

F—x h 5 Y TN B3 (2024423 H) *

B3 : Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed
Studies in animals have shown evidence of an increased occurrence of fetal damage, the
significance of which is considered uncertain in humans

Prescribing medicines in pregnancy database (2024,78,720 7 7 & &)
<https://www. tga. gov. au/products/medicines/find-information—about-medicine/

prescribing—medicines—pregnancy—database >

INREICER T HECE
HARDOEFHRIXD [9.7 /N OHEOZHEIZILLTO LB TH Y | KEOUH SCE R OZEESPC L 1357
5,

I BHENDEREHATAEBICHT HIE
9.7 MR
INREEZ G & LT AR O R B2 48HE & U BRRRBRIT SN L TuZany,
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Hish A
KB SCE 8.4 Pediatric Use
(20224E2 1) AMBIEN is not recommended for use in children. Safety and effectiveness
of zolpidem in pediatric patients below the age of 18 years have not been
established.

In an 8-week study in pediatric patients (aged 6-17 years) with insomnia
associated with attention—deficit/hyperactivity disorder (ADHD) an oral
solution of zolpidem tartrate dosed at 0.25 mg/kg at bedtime did not
decrease sleep latency compared to placebo. Psychiatric and nervous

system disorders comprised the most frequent (>5%) treatment emergent
adverse reactions observed with zolpidem versus placebo and included
dizziness (23.5% vs 1.5%), headache (12.5% vs 9.2%), and hallucinations
were reported in 7% of the pediatric patients who received zolpidem; none
of the pediatric patients who received placebo reported hallucinations
[see Warnings and Precautions (5.5)]. Ten patients on zolpidem (7.4%)

discontinued treatment due to an adverse reaction.

HEUSST CE Paediatric population
(20214E5 1) Safety and efficacy of zolpidem have not been established in children
aged less than 18 years. A randomized placebo—controlled study in 201

children aged 6-17 years with insomnia associated with Attention Deficit
Hyperactivity Disorder (ADHD) failed to demonstrate efficacy of zolpidem
0.25 mg/kg/day (with a maximum of 10 mg/day) as compared to placebo.
Psychiatric and nervous system disorders comprised the most frequent
treatment emergent adverse events observed with zolpidem versus placebo
and included dizziness (23.5% versus 1.5%), headache (12.5% versus
9.2%), and hallucinations (7.4% versus 0%)
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