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I. BIEZIZBE9 5IEH

1.

BAFDEE

YNVET AEAREIL, 77 VA TRIBESNTZIER Y O T B RO AIRAITH Y | ARHETIE
2000 4 B & TV 5,

VIVE T LERERESE Smg TBRA) KOV ILE T LBEREEESE 10mg TBAA Y 1X. Meiji Seika 7 7
N RSN R RER S & UCRZ Al L, AP 0331015 5 (CERL 1743 A 31 H) I
FEODE B L OGRBR L2 B e, REMRER, AW RS A2 F0 L, 2012 45 (CFRk 24
) 2 AICARIRIE (FeA FIE R O 5 DI I PE 5 RIRJEIZBR< ) Z@iiE & L CRRBEZ TS L
776

D BEEN - ZEFEMSHME

(1) AFNZ, FERYOTEE LR THD, (2. 14 HBH)

(2) AL, BRELHHBTPIP & — FOE®ICES), S&EMEOTLHIH D, £o. 5
FIEmEICIX, FROZAAETRR DL, 6 BHSH)

(3) 5 mgFEM N0 mgHEL HIT, PTPalEE (105> — ) KUNTaENnH 5, (25 HSH)

(4) EIEM
BERREIWEM (AR & UT, &AM, BEBUER, Rk, BRkbEE . —mMeaim e
=, b oA IUREE, BEIRFECEEIR (ZEmRE) . PR, ITegReRES, SR H 6o
N5ZEnb5, (IILRLH ERLOZFESE) CATHIEH] 2H)



I. AFIZET SHIEH

HR5E A
(1) #%
VILET LBEREIESE SmglBAIE]
VIVET LBEGREIES 10mg BA4 ]

(2) *4%
ZOLPIDEM TARTRATE Tablets 5mg TMEIJI |
ZOLPIDEM TARTRATE Tablets 10mg IMEIJI |

(3) BMDEXE
—fes A+ B (GE) + THR)

— i
(1) f8 (Ha®
NET NEAEE (JAV)

(2) *4 (&fiE)
Zolpidem Tartrate (JAN, USP, EP)
Zolpidem (INN)

(3) AT L

-pidem : hypnotics/sedatives, zolpidem derivatives

3. BEARILRER

M
e /N
~ N / CHs H OH
< H
HaC . H020>>_/C02

0

H OH
N
HsC” ~CHs

4. HFRARUHF=
e =V (C19H21N30)2' C,Hg04
57 f& ;764,87

\

\

5. tF& (&8i%K)

N, N, 6-Trimethyl-2-(4-methylphenyl) imidazo[1, 2-a]pyridine-3-acetamide hemi- (2R,
3R)—tartrate (IUPAC)

6. BRA. M4, BBS, 58S

7. CAS Zix&ES
99294-93-6 (Zolpidem tartrate)
82626-48-0 (Zolpidem)

b ]|



M. ASEPICETHER
1. YEPHEE

(M

(2)

(3)

(4)

()

(6)

(N

SR - MK
HEOREMIEDOK R TH 5,
A Ko TIRA TR L 72 D,
MLk - R CTHD Y,

AR

ASLIIEEEE (100) IS99 <, NN- PAFIVRIV LT 2 RUIA X ) — VTR0 07
<L AKIZRRFIFIZS K, =& J—)b (99.5) UTEEKFEHFRIZEITIZ W,

AfnlX 0.1 mol/L MEFERRIRICIA T 5,

Akt 1 g ix, FERE(100)4) 3 mL, M N- P AFARALLT I FK 10 mL, A X —/LK) 25 nl,
AHKI 55 mL, =& /—/1(99.5)%) 90 ml [ZIEIT D 2,

WRiRE (37°C) ¥
pH1.2 : 10 mg/mL LA E
pH4.0 : 10 mg/mL LA I
pH6. 8 : 4. 7 mg/mL
7K : 8.9 mg/mL

R
BRAXHR IS U COKBORINAZ RO, BFUREITK 0% Th o727,

e (OfER). e, BRER
Al 59 190°C (5o f) ©

FIE R R

fiRfEE S (25°C) ¥

pha,:2.84 (WIVARFT VI WEE)
pha,:3.96 (MIVARFIIVE  EE)
phay:6.35 (f I XV —/VB  JiEE)

DERH
AR L

FOMDELRMEE
FEXE (o) b:89+1.8 (g N, N-PAFAKRLAT I K, 20mL, 100 mm)
LU ERE - E (237 nm)=676. E (294 nm)=375 (0.1 mol/L kil (1—100000)) 2

2. AMASODBREHBTIZETSREN

REERRL



3. BXES DOREFEHERE
(AR VET MEABRE ORI L )
(1) FZ7—47r 73K L 25 RS
(2) SRAN AT B E 15
(3) WRAMBIN A7 M AREE (BAEH Y 7 LEERIE)
(4) ARG TR (3)

4. AN DEE
(HRY W ET MBEAREOERIEIC L D) ©
N E



IV. &XIZBE9 5I1E8H

1. Fifz
(1) FRORZ ., SERUHER

(2)

(3)

i y S B |#H=— ko
B 7244 il 1, % ot i (ng) SR
VIVET LEREIESR| D b & — 27m B
s TANVDS . 93.6 .
Smg TBAJA | Sl b [FeRne | =— PTP & — b
6.6 mm
, s\
JnesaEEmEn D |Gy —szm | Wk
10mg TBAA | o M ZniZnt | =, PTP & — k
8.6 mm
(2) EEIDYE
EHYE . TIV. 7. Al oEE2ZHOZ &,
(3) #AIO—F
Hx7e44 BUHIAAR PTP > — k
VILET LERBIESR MS meiji
5mg TBAA ] 032 MS032
VIVET LBERBIESE MS meiji
10mg TERA | 033 MS033
(4) pH, ZBEXL. #hiE. LE, BEEOERUVREL pH EHE
BN
2. HFIDOHERK
(1) BsES GEMRSY) DE=
L EEFICENEN TROKDZEH/T 5,
IR T4 B %Rk oy =8
VILET LBEARRIEE 5
5mg TBAA HRY L EF A me
JILE T LERBIEE AT R
10mg TBAZA 10 mg
kY]
Hx7e44 woom W
JILE T LBEAREIERE FLEEKFIY . R Lo—R, b uAn—R TS
5mg TBRA] YTV a=nBFT NI UL AT T U TR T A
VILET LBRERIER fefbF %, ~27aa—L 6000, Wit ="k, =
10mg TEEE ] bk, ooy
ZFDith
Pt




3. BAH|. FLAOLEEIIRT HEE
BARSAYA
4. HEDEEEZHETICEITAREN
JILET LEREESE Smg TBAAR] © 7
TR . - | R e T
sy | RERIE | RERE | g HEHE RO | AR TR
PR - weR R *1 *]1
BUHN L) *2 *2
R GBI - o
TR HME *1 *]
(50 rpm. 7K. 15%9) | 88.3~102.2% | 95.9~101.8%
o ey b *1 *1
N FERBB R | 09 65100, 179% | 99. 57~100. 59%
i v e PRIK - TEERR R *1 k1
® BT w2 w2
P, CRRRIE) L
. o K5y
RIZFLAR | 64 A SR vy vy
(50 rpm. 7K. 154%) | 88.3~102.2% | 95.2~99.7%
== N — = *1 *1
R CHERRD o9 68100, 17% | 98. 88~100. 14%
PR %1 *1
VA P %1 %1
40°C - e (50 rpm. 7K. 154%) | 98.8~104.0% | 98.6~101.7%
(e - W) A (e %] *]
EEmr R E) 99. 3% 98. 8%
ML (N)* 54. 6 54. 2
LN %1 *1
. Ak x1 *]
nJ 9 N
L [25C, TS%RH| s e (50 rpm. 7K. 15%3) | 98.8~104.0% | 97.0~100. 4%
B (o e | SO P — ¥ 1
B JE R e 99. 3% 98.5%
A (N) 54. 6 40. 0
LN %1 *1
VA P %1 %1
50
1000 Tux P fABE;T% (50 rpm. 7K. 154%) | 98.8~104.0% | 97.7~99.4%
(i) - lﬁﬁwﬂ*ﬁ%%&ﬁgﬁ) *1 *1
JE SRR TSR 99. 3% 98. 7%
i (N) 54. 6 40.9

*1
*2
*3

AIERLEL 2 FU T nE

CARFN D THIES R OGRER 715 (S L=,
EaEl—MERBRIZHEE L,

= i L5182 R 6
: BEE

TBRR ) 1@ F O FICB W T 3FMLETH D Z & BHEH ST,

B (40°C. FEXHEE 5%, 6 # H) OfER. VILE T LEREEIESE dng




VILET LERELIESE 10mg TEAE] 7 ¥

T . e | o BR
PR - reRR R *] *1
AT 2 %2
GFEaRER (e
#@Eﬁﬁﬁﬂ(:i\f%%a) . Bk L
T
PTP/1 4 65 A T = w
(50 rpm. /K. 15%4%) | 91.9~101.7% | 92.7~104.2%
o gy e *1 *1
N Y ERRE G 99 19100, 15% | 99. 93~100. 31%
S ) ? PR - FeRR R *] *1
B WA TE 2 2
o FE A i 3 ;' iz
#@Eﬁﬁﬁﬂ(:iﬂ‘%%ﬁ) . ik L
R V%
R =F LR 61 H TEIINE 1 1
(50 rpm. /K. 154%) | 91.9~101.7% | 86.5~102.7%
RS REE detoh L *1 *1
ERRE G 99 19100, 15% | 99. 37~100. 13%
VEIR 1 o)
VA *1 *]
_w0C - oy p |50 rpm A 15%) | 79.7~07.9% | 93.9~07.6%
(Fke - ) R (ERR) *1 *]
fE s I 98. 6% 97. 9%
MEE (N)* 62. 3 65. 2
PR %1 %1
o A *1 *]
B [25°C. TE%RH| g oy q |80 rpm K. 155) | 70.7~07.9% | 05.2~08.3%
W | - ) — i o
B ﬂigﬁitﬁﬁ (ﬁ%mi) 98. 6% 98. 0%
A (N) 62.3 44.6
PER %1 %1
50H VA *1 *]
IN ~ 00 .5~ . 00
1?2§ﬂé?x ma | wmEstE (504rpm\ X, {?)g) 79.7 *?7.9/’ 94. 5 *?6 8%
1207 lux - hr| E ik Gehor i) 98. 6% 98. 3%
EE (N)* 62. 3 46.3
*1 0 ARHFND THRE L ORBRTE] (ES L,
20 R WA 4 RS PERBRICEA LT,
*3 1 BEH

AR 2 O IERER (40°C, FIRREEE 75%. 6 » H) OfE, VILET LEEEESE 10mg
TR (@ OHGIE Tk W T 3 FMLZETH D I &ERHER S,

ARERVBRREOREN
BN

ftuFl & DEEEEIL (MELFEHEIL)
BB L




7.

BT

<PEHZENT I T D RIS e OEEUE >

JVILET LBEREEESE Smg TBHAL ¥

(B EDH7p B 0 ETERA O AW FEH R EERBR T A R4 > Rk 1242 A 14 B =
SRR 64 B, —HE ERR 184 11 A 24 BHAF  IREEAT 1124004 )

RER L Bl (JP16) —fakBRE  iHEBRIE (O RLk)
RBR S

AERAA . VILE T LBREEESR Sng T8I

FEERLA . VL E T LBRERIESE 10mg TBRA)

BRI E - 900 mL, JREE : 37+0.5C

HBRIE K

[l 5 5y 50 [F1HR
) E e

FEYERIAIAN 15 53 LANIZ Y 85% LA BisH 3 5 546

YRR - BRBRELIFIAY 15 43 LIS 85% UL Biat 4270y, XUd 15 3okt 2 akBi
F DY) R SR HERLA O YRR R £ 10% OIS 5,

il 2 DR ol ELigRg sl 36 1 2 B EA O ff 2 OFS 1T, FBR R O SR Es R+
15%DHFHZHEZ 5600 12 fiF 1 ELL T T, £25%DHFEZ R 5 H DD,
(RS

VBRI & SRR D H 2B O [A G 2 5l L 7oA S, e Y EIZE A L, WA oFs H
ZEEAESE LHE SN Z L b, BRI &R ERLAN A FROICFIE CTH D 2 L SR
N7,

100
80
60
40
20

0

A ER (%)

o VIETLERAEEIERNg MBAA]
O BESF(JILETLEREEIES 10mg N8R4

0 5 10 15 20 25 30 n=12
B (43)

B VILETLBREESmg (B OBFHEHICETIEFN
(GRERRA R VIRERF| DT HFHED L)

qz

% HBREARCBERNFIOTGEHED L

SR ARERA (JILETL | BHERA] (JILET L
PR SERBES SnelBAA 1) | ERBIESR 10mg TB3E1) | 4

&

Jiik s | B | HIERRR PEEHEE (%) R R (%)

T iR TA (3]

15 %y 99.0 97.8 i
(R RE) 50 [Aliiz x 7 =

op

#® RBREFOELOBLEDLE

B SA VILE T LBERERIESE Smg TBHIA e
ik EliAg | RBRIK | HUERER i 2 D (%) FREEHE (%)
, - N 91.1 100. 2, 100.6, 100.6
VAR HH SR Y AN ’ ) , ,
({?\tt]‘fifi% 5;&5? K 15 4y 100. 2, 97.8, 99.0, 100.5, 99.0 HWE
4 = 102. 7, 97.17, 98. 2, 99.4




VILET LEREEIESE 10mg TBAA] ©
(B EIS OEY L RIEMRBR T A R 742 E 98 12 A 22 AT [EIRGEE 487 5.
—ERIE SERE I8 4R 11 A 24 BAT AT 1124004 )

RER L - Bl (JP16) —fakBRyE  IHEBRIE (O RLik)
ARBR S
AEREE : 900 mL, JRJE : 37+0.5C
ABRE : OF RIRHRBRIEDOSE 11 (pH1. 2)
@E#EDT- Mcllvaine DFEEHK (pH5. 0)
@ B R BRI DS 2 W (pH6. 8)
@K
B3 35y 50 [ElER GRERIKD~@) . 343 100 Bl GRERIK®)
) E L e
FEHERLE K OGRBRBUHN I b 15 23 DAY 85% DL FIaH 4 %2>, X% 15 e kit
% SRR LA D S H SR SR VR O SRR SR £ 15 % OFAFRIC B D
HARBREA BT A YVIET LBEREESE 10mg TBRE ] OB EEEICHES L,
FEAERUA b OYAH B OB IME SRR S iz,

AEREQD - pHL. 2, F4350[EH5 HERKD - pHE. 0, 454550[]#z
100 | 100
€ g0t = 80 F
g\_]‘{- 60 F 3% 60 |
@ @ |
g 40r / o 40
B 90 L/ B 20
0 0
0 5 10 15 20 25 30 0 5 10 15 20 25 30
B (93) R (93)
BRI : pH6. 8, F3:45750[E]HxA ARERIE@ « K, 1357500045
100 |
= £ gt
a W
i €0y
! &40
B oot

0 5 10 15 20 25 30
HEfE (5)

HERK® : pH6. 8, 484y 100[A]HE

100 r
80 r
60
40 r
20 1

0

—@ ®

935 (%)

o VIVETLEREIEE0mg MEA)A)
O RERF (52H]. 10 mg)

n=12

E'Z

0 5 10 15
BERA (53)

B VIETLBREEES 10mg MR OBEEHICEITH5ELE
(HEBRREA R MRERFOTHBHEDLEK)

_9_



£ ABRUHRCEENHO THEHEOLE

. VILET LERRIE o B |

s g 10mg TBBR1 | Gl 1ome) |
ik [ B I E R R SEHEEIE (%) EERINE (%)

@ pHL. 2 15 4y 99.5 100. 9 A
5 | @ phb. 0 15 4y 99. 1 99. 2 WA
PR R E 50 [E1#5 | 3 pH6. 8 15 %y 98.6 88.8 SRy
(S RVE) @ 15 %y 90. 4 95.9 E
10§%é§$£ ® pHS. 8 15 4y 99. 0 98. 8 BERas

<N R~ OB A > Y
VIVET LBRERIGEE dng TSR] KOV ETLBEREEESR 10mg TBRA] 2. AAERFE
LB RITED SNV IV ET LMEABREEOWHBKIZES LTV D Z LR S TV 5,

RER L B (JP15) —fkakBRiE W HEERIE (OX Rvik)
B SA:
[BIHA%K @ 4547 50 [AlfR
ABRI 0 K. 900 mL
TRHBUE 15 R OBEHFEIT 80% L ETH S,
AEAER . VILET LBRERIES dng TB/A] OEHIHRIL88.3%~101. 4%, VILET LERE
1B 8E 10mg TBAE] OWBEHIHEIL 91.9%~101. 7% TH YV, WTHORA G EHBKIZEA LT
WA EDBRER ST,

AW ERE

BN A

NP DH D DFEZRHERE
(AR VT MRS OHERRRIC L 5) P
LRAN TR R B (BRI 5+ 235~239 nm JZ OF 292~296 nm)

HWHPDENHD DEES
(AR NEeT Al AsESEDEEIEICEL D) ¥
WKk v~ N7 74—

kil

Y LR

IBAY DAREMED H DR
HETIE, FERICBWT, IBETIAHEMOH 5 72 288EWE 1L, T— A F KD (1) B
FEENTWA, (1) 258 x OFEGEWE OFRREIL 0. 1%L FICHES N TWS 2,

-CHs

_10_



13.

14.

TIEADELGES - NENRRGERICET H1FH

A L7g

T Dith
LR L

_11_



V. BEICEI HIEHE

1. EEXITIHE
AURIE  (Fe B RF8IE K O 5 DI 120k 5 RIRIE IR <)
hEE - HRICEET AERLDEE
AHEN O I, FIRIEDEHEBAHEE L THBITI 2 b, BB, HAKMED 5 VITEH -
IR D RRRSE I IIAA O A XS T X A2,

2. AERUVHEE
HHE. BRAIZ i//»tTA@EMU:Lfllﬁl5~10mg>&5jn4xl_ RO T 5, B, &
BT 18] 5 mg DR ZBAT 5, Hln, R, FERICK D EEEET 52, 1 H 10 mg

BN L LT D,

Ri% - AZEICEET SFEALDEE

(1) ABFNZHTDROSTIZMEAERH Y, £72, b 9 A D IREE, MEIRRELEER (e RE)
THEERGFICZH oD DT, Kﬁl%&ﬁﬁ“éfa/\ 38 (1Eb5mg) MHEEE
BlthT 22 L, RS THETIHAIEBEL + 2TV AN DEEICEET 5 2
Lo 2L, 10 mg 2Bz Ll L, ﬁ&@&% P THEICED D Z b,

(2) AR ZBET 556, MEOHEMMCRASESLZ L, 72, WAL THRE L%, BEN
PR U CiEEh 2 BRAE T 2 & TIT o0 7R BEIRFFRET S & e o 7354 SUSREIRE 30
T—HFICER L TS 2T AR B VW TRERD S b & OWERH 5
DT, HENPERT HRNTEEN 2 BRAGT D ATREMEN & 5 & ZIFIRA SE vz &y

3. ERERAIE
(1) BBERT—2/1\vH5—
BEARR/NA

(2) BEERZNER
M ER e L

(3) ERFRECIEER
R L

(4) RRMHER
R L

(5) MM
1 REBILLTRERGHS
DR L

2) LEEXEAER
Y EER L

3) REMHBR
LR L

1 BE - FENER
AR L

_12_



(6) AEHER
1) ERAAERE - HECARERE (FIRE) - RERTRERHAR (TREERKRER)

TR L

2) RRBEHLELTERTENDNERITERE L -HBROME
A% L0

_13_



VI. EMER(ZH9 5I8H

1. EBEZMICEESHDILEWIXILEHEE
A IV VU UIEE AT IR Y U7 B RMEIRIE
s RUTYIT A, VLW RUERE, ol AZERA Yy Aoy, TR
FISTAh, ITTENRL, 7= FTERL (i

\

2. FEEEAR
(1) VEFRERAL - /£ FIMLR 2

N VT BE VKA TIHRON, N Y OT B U S TR S L, [WEED
TERMZ R, XU VT B R EENLITIHEIP AR EZE GABM AR OV T 2= MT
FEL, ZZITHET 52 LIT XD GABAYZAAR~D GABA DBIFNM: % EisD . GABA, R DN
S % MR L C RRIRSHR PR T 2R,

ST RFAL Y DT PR & B LC o, BRI < | REIRBI I T
HORZAER, HORE i MR M 2358\ 00 DS T o

(2) EHERES 1T BHBAM
AR L

(3) {ERSBBSRT - FRESR
BB L

_14_



VI. EMENREICRET SIEE
1. MAREOHTR - X
(1) R LEAG MR RE
BB L

(2) &= MR EE
VIL1. Q) EREREBRCHEE SN I-MHIRE] DEZZROZ &,

(3) BRREAEBE TR IN-MPEE
< AW IR R >
JILET LERERGSE 10mg TBRE) ©©
(B FREIES O FRREMERBR T A RT A > SR 9 4F 12 H 22 AfF  EIEFLE 487 5.
—IBIE CFER 184 11 H 24 BT FEAFARE 1124004 &)

VILVET LEREIESE 10mg TBAA] LARUMERLA] (BEA]. 10 mg) ENZFN 18 (VA ET AH
AEAHEE LT 10 mg) %, 2 A 2 WD/ 0 24— _R—3EI2 X0 @R B FIoi R T, R
A5 L7, B 13 EE T MOREIFIZ 7 BMULEE L=, #4501, &5 0.17, 0.33, 0.5,
0.75, 1, 1.25, 1.5, 2, 4, 6, 8 KUV 12 RefEj#% Ot 13 WREAUIZER M Z 4TV >, HPLC yEIZ T g
Y VBT MREZRE L, SONTIEYEIE N7 XA —4% (AUC,, C,,) 12V T 90% 5HHX
FEIC TREGHIRIT 21T o 72, EOFER, AUC,. C,,, & & IEBRILAI & AR UERIE 0O St B fil D )
EDFED 90%[EHXENE 1og (0. 80) ~log (1. 25) DEAFAN TH V) . WD AW F o R e

mani,
300
B =-O-- pEYERIA] (BEA1. 10 mg)
i —o— VILET LBREIELE 10mg M838]
250 F i
= (Mean+S. D. . n=24)
=
S H
2200

e
353

150 FHYEY

100

MAE T T A

50 H

] (hr)

B 10 mg SR EROMBEFRVILE T LREHR

x 10 mg FIREFRDEYFE/NS A —4

NRIE==4 \o = — Z/% \0 = —
e HIENT A—H BBEINT A—H
N AUCI Cmax Tmax T 1/2
HH (ng * hr/mL) (ng/mL) (hr) (hr)

VIVET LBRERIER
10mg TERA ]
FEYERUA] (BEAI. 10 mg) | 24 | 583.73+217.94 | 219.15+89.81 | 0.66+0.49 | 2.50+0.69
(Mean=S.D.)
MAFEHR PR EEE ONT AUC, Cmax ZED /X T A — & X, #BRE ORI, (RIE OBREURIEL - FEfE % O
BRSMEIZ K > TR LMD D 5,

24 | 577.33%x178.71 | 189.53£56.54 | 0.75+0.47 | 2.51%0.71

_15_



JIVE T LEREIGSE Smg TBAAL ¥

VILET LEREEIESE dmg TBRA ] (3. 15 &R 288 OB RLA| 0 A1) S [R) 27k Bk 7 A
RIA ) IcES3%x . VILETLBEREIES 10mg TBAA] AiEvEmg b L= & X IRHIREN
FLL, EMFmICREE A s, ( TV 1. 3% oEESROZ &,)

(4) s
AR L

(5) BE - FRROZE
VI 7. fAEAER) OHZMR

(6) BEE (KE2L—a>) BITISE Y B L ENANDEEHER
R L

EYLEER/NDA—4
(1) fEtrAE
T A MNE

(2) BAREEEL
BB L

@) NAATRATEYT 4
B L

(4) HEREETEH
kel : 0.30368=+0. 11784 hr'(Mean=S.D.) (f@&HEREA B T2 10 mg SEHEIRE O #& 5 0) 19

(5) FUFF VR
BB L

(6) HHETH
KPR L

(7) mTEAHEAE
AR L
LIFO#ERSH D 210,
YLET A 50, 500 38 KT 5000ng/mL (7 U —HiHHE) ORETOE MR ARSI
96.0~96.2% Ch o7 (KIRE n=3, invitro, VHrENE), £, EEKRAS T GF) 2
VIV ET MEAEEESE 10mg & AR 30 /03 KO 4 WRE o0 AR Fk A 3R1T 96. 3%, 96. 0%
Tholz CEEEITE).,

. IR
BRI L
<HBE>
UUFOWENDHD Y,
WUERAL - Y HAEE (> B)
IEATAEER © 7 » BIC MC KLY L BT AEARRE AR DG L, 5% 24 B £ CoEaH 2R
Bh=mal—raraiili=7y O+ _fENIcRE LIZE &, &% 48 Bl £ Clo&k 5k
HHED 16. 8% MAAHHIT, 7. 6% RAUT, 73. 1% NHEHPIcHtt S, 2D enb T v M

_16_



PO LB IR BRI SN ERED 9 B, £ 24% N HLE BRI SNz & & 2
STz, LU, I REER L ORERIC S & D2 REWIIFEE T, R OIS
RIZVNVET LAOFEBHRICHEG LW EEZ LN,

4. O

(M

(2)

(3

~

(4

~

(5)

;% — R B P9 & @ 14

AR L

<HEZ>

UToO#HRERHD 9,

7w M MCHE# Y Ve T NEA R A R 0 & 514 30 43 O KT RE O/ i AE R R EE FR1 X 0. 14
Tholz, 2B, 7 v M UCHEERR Y NV ET AEA R 2/ 0B 5% 30 23 O M ik feic 5
D HRERDOE G 27.6% TH Y, TOMITIRHHE LTHEELZ, 202 EnD, YA Y
T D OREHIIARZACRIZ B~ - B P 38l LI < W2 EDVRIB S T,

% —Ra R R @ad

AR L

LITO®ERDH D,

VIVET NN A IR 2 I h OXEIR B A Dk A G & LTS IRIRERBRIC ISV T RZSE
R el 2w 5 2 L3R E N2 Y, GMEAT—%)

<BE>

PEIR 18 HEDZ v MT MC Sk VB 7 AR 2 NG LTz & & O BUR RERE
ZHE LTz, #&5 30 0% Tl TR TS RER L D 75% Th -7z, IR LUFK
CTIERHARMAE IS REIRE DO Z NI 33%., 19% CTh oz, #4524 Kl CIEFEKH gt
RS RmIRED 5% L, AFIEZ Bk < e VAR P BUR RER B 1 IR IR LU T Th - 7,
ey 48 WML TIE. FARTBEREIR IR SIRE D 2%I2 L. o s Mg T39I~ T
BHRFLA T Th o717,

i ~DBITH

M ER e L

UToO#ERHD Y,

AR O 5 FlC Y LV E T MEAFEEEE 20 mg 2R OEERE, RE(ROILH PR T
0.004~0.019%, #51% 3 KefilH ORI /iR 0. 11~0. 18 (FF : & 1 HHE
TR 10 mg, AMEANT—X)

BB
BB L

Z DB~ DFEITHE

MR L

<HBE>

LT OHWMENRH 5,

7 v M HCHEERR Y L BT LA ERYE & BRI 10 % 514 30 43 D FEA PN I BT B T PR, B ik
R, s, BEE. B3 K OVINEG TR BUNREIREE K 0 midho 7o, PN B BETR BE 13K
<, XMAEHRHAREIREEIIX 0. 14 Tho 7o, &5 24 K[z TIINTIK, B, EER LUK
THERED RO BT, O CIIM R AL T Th o729,

7 v M UCHER Y Ve T MEAERYLZ 1 B 18] 28 B BIRERR D %5 L 7= B oo i 45 i RE R
JEMN DR O T2 AUCy—y, 1 14 [BIFEE-LLBED AUC IIZH BZEDRBO DI ho T2 & (s
Br) . EBEIRBBISELIZ D B2 b, 5% 24 R O G BElR 213 5- 14 [BIH
DBe—iE &0 ik, M. FFlg. BhK. 25102 < O CIMmAE R RE & ik L TER
FEWCA A Uz, B b4% 840 BERE (35 H) TIdMlig, &R L OB Tl 5-4% 30 S5 fED

_17_



5.

1%LL I U, ofEsk CIam BRI T Th o7z, 54 1680 BEfE] (70 H) TIiX4 T
O CTHRHBRUT &7 o72 19

A

(1) ARBERGL R O BIR R
UG L
KEFFFIHF TR S, ZOER S DITHTEFEERDO AT NVENBIL SN THNAR B E IR o 73K
HIEEO 2 WNEHH TH D Y,

(2) KBICRE59 585k (CYP4S0 %) OHFiE
T & U TR REIRESE CYP3A4 L OV CYP2C9, CYP1A2 TRE S5,

Q) YEEENREOEERVZDEE
MY ER e L
<HE>
LIFO#HERDD 19,
7 v MY VET MEAEEE 2 D EB L OMAIRN&E GO A 47 XA 807 4 13%
VI 45.8%., 46.2% LIFIE—EL7=Z b, BROBG LY AV ET NMITELENLIZIZ
SERIZIN S v, Al CORIEEIERHI W I E O 54% BFRE SN D 2 E R STz,

4) REMOEEOEERULE
LG L
[VI.5. (1) RBEEPEIEURBREE OESME,

(5) EHERBHMORER/AATA—42
AR L

6. HEiH

(1) et ERAL R R
MM ER R L

(2) B
M ER e L
AR O#AERH B 9,
fEFE AT FIT VT AEAREE 2. 5 ~10mg (K H&E 6 #) A ZZERHZHiE#5-7% 24 KFfH
F CTORFPREILEPEIR T 2.5, 5, 7.5, 10mg &5 TZhEh 0.12, 0.12, 0.17, 0.15%
Tholz, YIVET ABEAREE 10mg (6 61) 2 ek 05 L 72RO JR PARZ LR PR 2135
1. 4. THEEHLENFNO0.15, 0.12, 0.10% Th -7,
* 0 RFNOEKRE L - HEE T, RACIEYy v v 7 MEAEE S LT 1 B 5~10mg
EECEERNCR OGS 5, 28, @EEcid 1 sng RG22 G5, Filn, GER, &
BICK VEEHEET 225, 1 H lomg 22722t E15,] ThD,

(3) HEHIRE
MU ERR L

7. FSURKR—2—IZEHT H1EHR

gk L

_18_



8. BEIZKABBRER
AANTMIEBIT TIERRE Sh a0,
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I. Z2% (ERLDIESE) CEAYSIEH
1. BERBLTOER

A
24
ABIORRAZIZ, b O A HIRRe, MEIRFECEER (BEERE) RHobbhb Z &ndb b, £,
ANRETDO, HDEWVIFHRTEERFOHEELZTLE L TWRWI ERHLIOTHEET L L,

2. ZERRREZOEA (FRAREEZED)

22 RoOBEIITEELRWI L)

(1) AFN DS Ixt LIBEUE OREFERE D & 5 B

(2) BELIFEEDD HBE VHHEREOIK TIC I v PN EF L, /ERANELS HHbh
LDBENDDH D, ]

(3) FEIEMMNIEDBE [MHtkEERIC X VEREZELIEIBENRH D, ]

(4) AMEPHZEMARANEO RS [IRES LR L, EREZFELSELIB8ZNNH 5, ]

(5) AANZ X 0 MEIRFEFER (BEIEERS) & L CREITEZ R L2 RS 8HE [HE
B - MEATA . FEEEICE D IEIRMAER 2 RET2BENRH D, ]

FEIZER ROBEFEIZITEG LN E2FAIE 3508, FHopnE &3 2855I EE IR S
THZL)

Wit O, AU, AU M B R OVIN I A% [ 25 D A M 720 & CIEIRASRE N B E IR T LTV 58
A FERINEIC L 0 REET A F L a— R af 2 LT, ]

3. MERIIHRICEAET SFERALDIELTDER
(V. BEICEHT HIER] #2752 L,

HZERUVHZEICEET SFERLOEE L ZTOER
(V. aEICET 5B 220752 &L,

5. BEERERNR LT DER
BEHE ROBFITHEICHT T2 L)

D =998 EEMOEM R H oD, BIERBREH LTV, ]

2) miliE [TEng ~0&kb ) OEHEMR]

3) LIEFEDCHDEE MEEKTALLLNLIBENNHY . LIEEDH L EE TR O
BIZHO B BN D5, ]

4) IEHOH 5 EHE [ OEEMR]

5) BEEDOHLEHE [HHENEIEL, /FAPBRHoDNIBENND D, ]
6) BICEERIEEDOHHEH MEHNEHEONOBThDRH D, ]

6. ERLNERANIR L ZOEARVLESZE
EELEFNIE

D) ERICEVEMRGEZECDLZE0HDHDT, BIRE Uik 512 & 2 K814 2 ke
5T &, RROERE M T 2568100, 16 LOEMZ +olcmerd o2 &, [TEX

7REIWER] OIS H]

AHN O BN B LI RO, IR, RS - B ) - KA EBRE ) e EORTIAREZ D

ZERHHOT, BENEOEEL R EfER A2 O B OBIEICIEE S SRV D ICEET S
N

2)
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. HHE/EH

HEER
AFNX., E& LU THFEEDICHIEESE CYP3A4 L OB CYP2C9, CYP1A2 TR#tE 5.

(1)

(2)

HRZZEFDER

BN - AP

HEEE L FDER

(BEREE] (FHICEET A Z &)

HHN 4 S g AEMR « FEYE 1A Here - fERRE 1

PRI BRI o Hboiud Z 8 | FRANFIZ R 23] X 35 Al RE
NHDHOT EHEIEGT S| ENDHD,
Z &,

HRAR AR Pl ) FRENZ HARAR R HIE R 28 | AFI R ONZ L 5 O A 1L A fh

T ) FTVUHER | BRSNS L0 T, HE| SRIMEER AT 5,
IV EY — VBRI | IR TH L,

A

A
T a—b (i) FEFHERAE « JTE - SEBIERAESE | 77 /L =1 — L1 GABA, ST IRICIE
OIERTAHERT D22 ENnd | AT D2 LEITL Y e
HOT, CELHIZTHIEZLE | HIEAZ R 720, fFHICEY
ZEEDT L, P FAR A RE SR /R & 19 i

TLILEDBHD,
V7 rrevy AFNO M PR EEDET U AR | S IRGHIEESR CYP3AL 3358 &

HDBE T 2B ENBH D, | v, FRIONFIMEE S D,
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KIEOTASTCE | 8.1 Pregnancy

(2022 42 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 [see Clinical Considerations and Datal.
Published data on the use of zolpidem during pregnhancy 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 Datal

The estimated background risk of major birth defects and miscarriage
for the indicated populations are unknown. All pregnhancies 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
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Human data

Published data from observational studies, birth registries, and case
reports on the use of zolpidem during pregnancy do not report a clear
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 pregnhant 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 5 elimination half-lives) after AMBIEN administration
in order to minimize drug exposure to a breast fed infant

KEOTEATCE « AMBIEN  https://www. accessdata. fda. gov/scripts/cder/daf/ (202247 H 8 H7T 7 & &)
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F—ANZ VT D4FE
(An Australian categorization of risk of drug use in pregnancy)

B3(2022 45 H)

https://www. tga. gov. au/prescribing—medicines—pregnancy—-database (202247 H 8 H 7T 7 & &)

ZF SO

A —A MF U T O44E (An Australian categorization of risk of drug use in pregnancy)
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
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8.4 Pediatric Use

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. Ten patients on zolpidem
(7.4%) discontinued treatment due to an adverse reaction.

HE[E D SmPC
(2021 48 H)

4.2 Posology and method of administration
Special populations

Paediatric population

Zolpidem is not recommended for use in children and adolescents below
18 years of age, due to a lack of data to support use in this age group.
The available evidence from placebo—controlled clinical trials is
presented in section 5. 1.

5.1 Pharmacodynamic properties
Paediatric populations
Safety and efficacy of zolpidem have hot been established in children
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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 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%), hallucinations (7. 4% versus 0%) (see sections 4.2
and 4. 3).

KEOFAFSCE « AMBIEN https://www. accessdata. fda. gov/scripts/cder/daf/ (202247 H 8 H T 7 & &)
PEDOUSICE : Zolpidem Tartrate Smg Tablets
https://www. medicines. org. uk/emc/ (202247 H 8 A7 7 & &)
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