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3450cm™ : HaM OH OfffEixe). 2920cm! : CH; OfERE), 1715cm™? : EG#AH
JViRF 28 C=0 OfffE#E). 1635cm! : 7 I F 1D C=0 O##Eixe, 1505cm™? : 1
) Y VR C=N RURE VB C=C DOfifERE, 795cm? : X>¥ 8] C-H OEH
R FAiRE) Y

(4) BORIEDOEMERIG (3)



4. BRDDEEE
BB VYT LEGES] OEREICE 2.
BAEEEE (0.1mol/L #iE%E 1mL = 38.24mg(C,oH,,N;0), + C,H,Op)



V. HAICRI DIEH

1. Az

(1) BIFZDXA. SMRRUMEIA
Ik 7' &| VIVETLABEGESES dmg [JG) | VIVET ABEAEESE 10mg [JG)
B o Al BNTZWEWEOREERAD 7 4 VLI —T « V5
- @0 [@E=
AKZZ (mm) Eff: 6.6 BEX:24 : Ex:3.0
E 2 (mg) 93 185

(2) HAIDYE
FZUER LU

(3) @RI d—F

- VIVET LiBEa#ESE bmg [JG)
FERIAAE T S5 ONT PTP & — b kicie#E - JG C15
- VIVET LBEa#ESE 10mg [JG)
SERIARAE T S5 ONT PTP & — b kicie#E : JG C16
(4) pH. =BEELL, B, KB, BEOERURER pH HF
BE=19244%

2. BEIDER
(1) BYRS (EHRES) DS
- VIVET LBaiEESE 5mg [JGIJ
1 #Eh VIVETLBAHE bLmg &5
- VIVET LEa#ESE 10mg [JG)
1#gh VIVETLBEAGHEE 10mg &6
(2) #h04
HIEKFOY)., RO —R, TV a—)VEEF MU T L, ATTY VR TR A,
t7oxo—X, ¥27od—)V 6000, BtF¥ >, =Zmbek, EE="BER. HILFUN
(u iy
(3) DAtk
B2=192/4%

3. HER. ABODEEICKHTDIER
B2=19224%



4. HRIDFERGTICHITDIREN

VIVET LBEGEES bmg [JG

O MnReAER ¢
CERIVRE ¢
OPTP %
ONTE%E

RESEMH - 40£1°C/75+5%RH

REFHAR : 6 # A

ABRIEE MR, R, EHEER, EESER

OPTP al%
FERIEE PEIR feEER SR EHEE (%) EEHEHR (%)
it (D (2) 3 4
ABRBE LR HE e 101 100.1
1 »A% HE - 99 100.6
3 # A% HE - 97 100.4
6 » A& HE e 95 100.1
@ONTalE
ABRIEE PEIR feEER SR EHEER (%) EEHEHR (%)
it (D (2) 3 4)
ABRBE G R HE e 101 100.1
1 »A% e - 100 100.8
3 # A% HE - 100 100.3
6 » A& e e 100 100.5

(1) BENEWEWEDREERAD 7 1 )V LT—T « » THTh b,

(2) LA ATRIECERIEYS © R 235~239nm KU 292~296nm IZIRINDBA %R o
(3) 15 77, 80%LA £ (K 900mL. /¥ RV, 50rpm)

(4) RFRED 95.0~105.0%

R EEEm AW IR (40°C. HHEE 75%. 6 #» A) OfER. BEOHEIETIT
BWT3FHLZETHD Z LRI N,

O EAFRETOLEM B Y
AR
OREITx g 2% e - 40C, 3 » A Y - [UEEER)
QBT g DL EMHER | 25°C/75%RH. 3 » A (B - B
@YiTxtd e | HMIE 120 7 1x - hr (&H - [EE)
ABRIEE | IR, WHIEER, EEHER, #E




AERIEE (2N EEER (%) EEIE (%) BEE (N)
J2tics (1 (2) 3 4)

BB G e 99 98.6 57
QiR 2zl 2zl 2l b7zl
Qi 2zl 2Lzl 2l 2{tHH (39N)

@t 2l 2zl 2zl b7zl

(1) BENEWEWEDREERAD 7 1 )V La—T « VT ThH b,
(2) 15 77/, 80%LA £ (K 900mL. /¥ F)LE. 50rpm)

(3) FED 95.0~105.0%

(4) %A

ZEMEDFME [§EH - 17 )VAIDEaZERE TOREMFHBREITONT (FH) Fakll &F
8 A 20 B IZEEEH S Nz FHERIEE OFHIEIE IR > 7z,



VIVET LBEGE#IESE 10mg [JG
© fEzRER ©
CIERTERE
OPTP a%
@ONT %
RIFSM 1 40£1°C/75+5%RH
RIFHAME : 6 # H
HERIEE MR, WREE. BB, EEHE

OPTP @
HERTEE 27N Rt B BHEE (%) EEHE (%)
H Q)] (2) (3) 4)
BB EE BE 100 102.5
1 »A% BE — 98 101.9
3 n A% BE — 97 101.9
6 » A% A A 95 101.4
@ /NTakk
HERIEH 27N Rt Bk BHEE (%) EEHE (%)
H Q)] (2) (3) 4)
BB BE BE 100 102.5
1 »A% BE — 101 101.9
3 n A% BE — 100 102.2
6 »n A& BE BE 99 101.9

(D) NNV EWEDFEERRAD 7 4 VAT —T « X T TH Do

(2) AN ERICERITEYS | R 235~239nm KU 292~296nm (ZIRINDRA 27~ o
(3) 15 73fll, 80%LALE (K 900mL. /¥ F)L#. 50rpm)

(4) FRED 95.0~105.0%

REAERE AW INEAR (40C, HAEE 75%. 6 # A) DR, @EOHEE T
BWT3IFHLETH D Z LRI TNz,

O EIBRETOREMHER
ARG
OmEITH I DLEMHER : 40C, 3 »A (B - JES)
QIREITN I DLEMHER : 25°C/75%RH. 3 A GEYE - B
@YITxd D EM AR | MIE 120 7 1x - hr (&H - [UEE)
ABRIEE | MPIR, BB, EEHER, B



AERIEE (2N EEER (%) EEIE (%) BEE (N)
J2tics (1 (2) 3 4)
BB G e 98 99.4 63
QiR 2zl 2zl 2l b7zl
Qi 2zl 2Lzl 2l b7zl
@t 2l 2L 2zl b7zl

(1) BNV WEDFHEEREAD 7 4 VAT —T 1 VT8 TH %o
(2) 1577/, 80%LAE GK900mL. /YKL, 50rpm)

(3) FRED 95.0~105.0%

4) ZEE

ZEMEDFME [§EH - 17 )VAIDEaZERE TOREMFHBREITONT (FH) Fakll &F
8 A 20 B IZEEEH S Nz FHERIEE OFHIEIE IR > 7z,

. RARERVBREDZEMN
B4=19224%

.l EDEESZEL (MIELFRIR(E)
UER 2L




7. Bt
(EHZEEHOELIE]
VIVET LEGEESR Smg [JGI ®
[BREERGZOEYZREEETEBRT 1 R 71 L ED—MBEICONT CF 184 11 A 24 H
HREEEHRF 1124004 5) ] ITH/k S,

B | BAEFA —aBRiREass O RIVR)
pH1.2 HAEES BHHEERSE 1’
50 pH5.0 | #®»7z Mcllvaine DFEER
rpm
. [Ol8R %0/ G BR TR b pH6.8 HAEEG BHERSE 2’
BRI
7K HAERSG KBEK
100rpm pH6.8 | BAEF EHHERE 2 )
AHEEE : 900mL  EERMOEL 12 Xv b))V
I | BRI RIEE
- JERHE
oy | e R
pH1.2
pH5.0
50 Hog | BUBBLAIL 15 HLINICFE 85%LL LGS B, X 15 ikl
pb. 5 ERBRELHE D AT YE H R HUEHERIE| D SHGE HE £ 1 5% DEH 12 H 5,
7K
100 pH6.8
- AERER
(50rpm. pH1.2) (50rpm. pH5.0)
120 - 120 .
100 + 100 L = ]
3 80 | 380 ¢
Q 60 L < 60 L
340 | —o— VIVEF LEEEESE5mEJG) % 40 | —o— VIVEF LEEEESESmEJG)
s 20 t —eo— 1HHERA (BEAl. Smg) ko 20 L e MEHEMA| (Al 5mg)
0 : ‘ : ‘ ‘ ‘
0 10 20 30 0 0 10 20 30
BERE (99) BFRE (99)
HIERRTH D 15 DBV CGREREAE| T | HIERIR TH D 15 7712H 0\ CrBR A 1313
85% LU FBH U, /71 RTA OHIEEEEITHE | 85WLALBEH L., 1 RT4 > OHEEE|TE
“Hl 7 &Ll 7,




(50rpm. pH6.8)

(50rpm. 7K)

85% LU FBH L. /11 T4 DY
B L7,

120 - 120 -

100 | 100 + ° o o ®
§ 80 |- o@ 80 |
~60 | ~ 60 |
15&3 40 + —o— VWET ABGEES5mMEJG) 53 40 + —o— VIVET LEGESEH5 M JG)
ke 20 + —e— ZMERA| (§EAI. Smg) ke 20 —e— EHEWA| ($EHI. Smg)

0 ‘ L w 0 ‘ ‘ ‘
0 10 20 30 0 10 20 30
e (99) B (99)
HIERRTH D 15 DITHWN CGREREANI YT | HIERR TH S 15 7720\ CRERRANILFET

85% LA FBH L. /i1 KT YRR HE
=1

(100rpm. pH6.8)
120 .
100 |
3 80 |
=60 |
3 40 |
oo |

—o— YIWET AlGRIESRSmgJG)
—e— FHEMA| (BEAl. Smg)

0 10 20 30
K (5)

HIEERTH D 15 T\ THERRIAFNT TS
85% LA FBH L. A1 o1 DY EREEIZHE
&l7=,

BEHEEDOBELMEDHE (FIEEHE)

EES | g B HEEdE (%) e
(rpm) | THHE (min) | BRI T
pH1.2 15 99.4 104.6 HE
" pH5.0 15 101.0 103.8 e
pH6.8 15 92.0 99.9 e
7K 15 101.6 100.3 HE
100 pH6.8 15 103.9 102.5 e

ERHERIA & SHBRRA OIBEHRZHIE Uz & 25, WINOHEBRFMITHENW TS [HRREERR
DAYZRREEHBRAT A N1 2] OHEEREITHESG L T,
PAE& D, FHERFE & RBREA OB LSS ORISR S N,




VT ABGESESE 10mg [JG] ©
[ R DN F SRR 1 R 51 %
SEAEERE 1124004 2) | 1265,

D—ERRIEITDONT CEak18F 11 H 24 H

HEHEE | OAREH —REBREEHERE O FLE)
pH1.2 | BAEEH EHERS 1K
=0 pH5.0 | #»7z Mcllvaine DEER
rom
_ AR B | DH6.8 | BARES SRS 2
SERSAT
7K AASES Rk
100rpm pH6.8 | HAREET; EHEAERSE 2 %)
AR E  900mL  EER[OIEL : 12 Xvwv)b
ST | IR I
- IR
s | e i
pH1.2
pHb5.0
50 Hog | BUBBLAIS 15 HLINICFE 85%LL LT B, X 15 Tkl
pHib. 2 BRI O THVE 3R A VEE IR O THEVE SR+ 1 5% DEFIC 5 Do
7K
100 pH6.8

- FBRIGR

(50rpm. pH1.2) (50rpm. pH5.0)
120 120
100 o * i 100
Q@ 80 | 3 80 +
~ 60 ~ 60
33& 40 —o— VIVETF LEGESES 1 0mglJG) *5‘5 40 L —o— VIVETF LiERRMESE]1 0mglJG)
i 20 | —e— iTHEBA] (A, 10mg) e 20 L — o {EMEBUF] (527, 10mg)
0 L L ! 0 I | )
0 10 20 30 0 10 20 30
KR (97) B (59)
HIERR TH D 15 7TV TEREREAE T | HIERR TH D 15 7712 W\ TElBRRA 315
85%LAEBH LU, A1 T4 COHIEEMEITE | 85%LAEBHL. 41 R »DHEREE|THE
HLl T &Ll 7,




(50rpm. pH6.8)

(50rpm. 7K)

85%A EEH L. 1 R4V DHEREEITE

B L7,

120 - 120 .

100 + 100 +
< 80 <80 ¢
~ 60 —~ 60
153& 40 —o— VVET LERRIESE10mglJG) % 40 + —o— VIVET LEERIESE10mglJG)
90 | —e— EEMLA (. 10mg) %20 | —e— A (A, 10mg)

0 : ! w 0 : ! w
0 10 20 30 0 10 20 30
iSiE1NG)) E (o))
HIERETH D 15 BN THBRRANI T | HERSTHD 15 1B CHRERRE I3

85% EEH L. 71 R4V DHIEREEITE

=1

(100rpm. pH6.8)
120 .
100 + ¢
~ 80 L
~ 60

3 40 |
a0 |

—o— VIVET AEG#IES10mglJG]
—eo— FHEMIA| ($EAl. 10mg)

0 10 20 30
E (53)

HIEERTH D 15 T\ THERRIAFNT TS
85% LA FBH L. A1 o1 DY EREEIZHE
&l7=,

BEHEEDOBELMEDHIE (FEEHE)

EES | —pgas IR I (%) .
(rpm) | P (min) | BRI e
pH1.2 15 102.7 103.8 e
L, | pH50 15 99.8 103.4 e
pH6 8 15 875 98.9 e
K 15 99.3 101.1 e
100 | pH6S 15 100.7 103.7 e

ERHERIA & SHBRRF OIBEHRZHIE Uz & 25, WINOHEBRFMITHENWTS [HRREERR
DAYZRREEHBRAT A N1 > OHEEEITHESG L T,
PAE& D, FHERE & RBREE OB LSS ORI R S N,




10.

11.

12.

13.

14.

[REEHBEANDBEE ]
VIVET LBEAEESR bmg [JG) RO IVET LABEAEEESRE 10mg [JG] &, HAEFHEEE
EERITED 5NV IVET LEAEBIESFE OB HFISITESG L T\ 25 Z LRI N TN D,
HEAE | HE —meBREEEERE ONNVE)
ABRS | [OER%L : 50rpm BRI - K EERRE 0 900mL
aimE | A ORISR
BHFK | 15 9. 80%L Lk

EWFHEERIE
B2=19224%

SEIP OB OMEDEERE
HE IVIVET AEaikiEsE] OmRRERITE D,
BN ORI RIE | R 235~239nm KU 292~296nm [TRINDOBAZRT ,

BRID DB R DEE]
HE IV)VET LABEGEESE] OEEIEICL D,
WA 7ax 7574 —

paLii
B2=19224%

AT ORI D H D REEY)
BEY UMD H 2T DHERMEITIE. T-AFIVEDD Do T-X FIVEZGOEL DFEEYE
DHFEREZ 0.1% U T ITRESNTND, V

EARDWMERESS - IMRNFHFRIEBESICRIT D15k
B2=19224%

ZDfth
B=19224%



V. BEICEIHIEH

1. EERFIHE
RIRSE (e SRR O > ORI e > RIREIRE <)
k%%-%;m%ﬁ?%@mrwﬁg>
 RRDREIE, FEEOREEAREL ThEES 2 L. 5. REKTIED SRS OF|
LRk S R I I3AR OB IS T X 20,

(@

2. BERUHEE
WHE. BAIIEWVET LABEGEES U T 1 EH5~10mg #FEERNIROKRSET 2, h. S
T3 1 [E bmg M o5 25HIAT 5, Fifn, ER. FERICKDEEERT 5. 1 H 10mg Zi8
AW L ET B,

(1) AENTH T BRIGITIHMEAZRDH D, F72. bS5 SHREE, BIRMEAER EHERS) 13
FERENICH >HONDEDT, FElZ2RE5T 54238 (105mg) » o524
THIL, PUEEBTHEET ZBERBEL2 T ITVWRASEEIKRST DI, =7
L. 10mg Z2BA RN L L, EROWEITH > THEICED D Z &,

(2) AH 2R 5T 284, REOBERICRAIES L, $/2. RAL TREL-K. BEN
PR U CIEBI £ BIIA T 5 & TICH9 /R BEIRESRID Lz dn 5 7o B, BRI H N T |
—BICEIR U TH B 21T > 1L BE R LT BN TREDD b L OBENH 5D T,
KT DENIEE 2B DOREMAYH 5 & X IRAS BRI &,

3. BRFRAIME
(D) BT~/ {7~
BT L
(2) BRI
BRI L
(3) ERPRIEIZELER
LR L
(4) RIS
BRAFRI 3 L
(5) IRETHYEIRR
1) B EA LI TR R
BRARR3 L
2) HRHER
SRR L
3) R
BRARRI 2 L



4) BE - fRRERIEIER
FZEENZ L
(6) ;BEAVER
1) ERMGERE - ISEERMERE (ShlRE) - BHEMRFTRERRIER (MAREERREIER)
FZEENZ L
2) EERRMF & U TRIEFENDRNEXIIENE U T ER DI E
FZE LR



VI. EFEIEBICE I DIRE

1. FEZNICEEH DILEWMRIILEWEE
IR OT B RERSE (VY oy ZAVE7DY)

2. E1B{ERA
(1) {EFRERMI - Rt
{EFREML © w1BZD Z&1E?
ERRT © X2V V7 U VEEEHALIIIFIERREENE GABA, REFEDY 712y MT
FHEL. J2ITHET 2 ILITLD GABA, REKAND GABA OFMMEZE D,
GABA , ROFREINGIEE 2 858 U CRIREFMEFAZR I, v
(2) BRI DHERMHE

FZHEER R L
(3) EFAFIREGR - FHmEERE
B) =2



VI. EYEREICE T HIEE

1. MEEDHER - BIEE
(1) iaR LB mPiRE

B) =2V

(2) &R MPEERERRE

RN T

A%

"EE BEE n Tmax (hr)

JIVEF LEGEESE Sme [JG)

e | MRBOEOKRS | 30 0.88+0.41

VYT LEGESESE 10mg [JG)

e | MRBOEOKS | 16 0.86+0.52

(3) ERFREER ClEER S NI MRE

(EMHE M EER]

JIVET NEGESESE Smg [JG] 10

(Mean=+S.D.)

[ FEZRDOEYZNREEABRA 1 BT A VEDO—HREIIONWT CFk 184 11 A 24
H ZEEEEHF 1124004 5)] TS,

VIVET LBEEEIER Smg [JG) CEFRERAZ, 7o F—N—kicdbznghn 1§ )V
BT ABEGERIE & LT S5mE) BRMASFICHEROREORS U CIRHRELEREZHIE
L. EonE8EM#HE/ o X—% (AUC. Cmax) [Z2W\WT 90%EHEXREIEIT THist T 2
To7:45%R. log (0.80) ~log (1.25) DEHHANTH D, MAIDAEMZENRFIEN R S Nz,

itk

#E

i S ARSI

(ng/mL)

120 ¢

100t

80 r

oo 1

40t

—o— VLT AEARESESmg [JG)
—o— fEEERIA (§EH]. Smg)
Mean=S.D., n=30

#E5&OERM (hr)




<EWENEE/ ST R — 4 >

HENT A= BENTA—F
AUC, 44 Cmax Tmax Ty
(ng » hr/mL) (ng/mL) (hr) (hr)
VIVET NBEREEE
$ 5mg [JGJ 260.355+126.174 | 77.06+25.52 | 0.88+0.41 | 2.03+0.85

TR RIA]
8. 5mg) 256.297+£129.592 | 80.87£25.75 | 0.83%£0.46 | 2.05£0.80

(Mean=+S.D.,n=30)
MEFFRETNT AUC, Cmax FD/NT A —F 3, #HBEDER, HAROKMOL - KEED
HEARMIT L > CTELSAREMED D D0

<[EFMEDHIERER>

AUC .94 Cmax
90%EFEX ™ 10g (0.9648) ~1og(1.0924) | log(0.8555)~1log(1.0542)

VIVET LEa#RESE 10mg [JG1 'V
[BRERROEVZNEEABRAT A T4 VEO—EBEIRDNWT (Fak 184 11 A 24
H TRFEH 1124004 5)] 1T/,

VIVET LBEGEESE 10mg [JG) SEEREIZ, 7 oX4—N—KicLbznth 1§ (/
WET LBEGEES U T 10mg) BERABFITHEEROROKS U CIMEEhRZ2Z LERE 28]
EL. BoNEMHER T X—¥ (AUC. Cmax) 122\ T I0%EHEXEEIC Ttz
1To74E5%. log (0.80) ~log (1.25) DH#HHEWTH . WAIDEMZHEEEHHER S Nz,
(ng/mL)
240 ¢

220 7

h 160 || T —o— VLT AEAKESEIOmg [JG)
—o— fEEERIA (§EH]. 10mg)
Mean=S.D., n=16

2 4 6 8 12 24
BE5%oE-E (hr)



<EWENEE/ ST R — 4 >

HIE/IST A =% SEINT A=
AUC 4 Cmax Tmax Ty
(ng » hr/mL) (ng/mL) (hr) (hr)
VIVET NEAEE
$ 10mg [JG) 551.882+301.781 | 180.05+64.98 | 0.86+0.52 | 2.02+0.95
ERHERIA]

607.227+£328.660 | 172.03£61.96 | 0.84%+0.30 | 2.01+1.04

(#EAl. 10mg)

(Mean=+S.D.,n=16)
MEFFRETNT AUC, Cmax FD/NT A —F 3, #HBEDER, HAROKMOL - KEED
HEARMIT L > CTELSAREMED D D0

<[FEMEDHIE-ER>
AUC .94 Cmax
90%EFEXE] 1og (0.8189)~1og(1.0210) | log(0.8907)~log(1.2321)
(4) s
ZHERZL

(5) BE - HAROXE
VI Z2tt (ERLEOERSE) ([TBEd2IEE - 7. HEFH] DESR
(6) B&EH (REal—23Y) BRICKDHRAUICENAANBREEEER
ZHEER L

2. BYBRERI/NSA—F

(1) BFEE
FHERR L

(2) RPLEREELS
FZHEER R L

BYNAAPRAISEUT «
B) =2

(4) BREEEE
fERARASS

Al B58 | &5HE n kel (hr?)

VIVET LEGEESE Smg [JG) 62y A [ 30 0.3959+0.1430

S L=y s 1 %€ SEIRE
VIVET AEaERIER 10mg [JG) R 16 0.4134%0.1765

(Mean=*S.D.)
(B) TIPSR

FZEER L
(6) PTBE
FZEER R L



(7) MIREBFEER
9 96%"

3. DRIN
) =2V

4. 53th
(1) Mm% —ARaF&E:E 1
FZHEER R L
(2) Mm% —FaERRAF T @@
VI Z&M (EHRLOTEES [TBETSEE - 10. @ik, ERE. ZARENDOKRS] ODESHR
(3) EitN\DBITiE
VI Z2t (EALEOERSE) [TBEdDIEE - 10. ik, ER. RAFENOKS] DESHR
(4) BERNDBITIE
ZEER L
(5) ZDfthDFEBANDIBITIE
ZEERRL

5. X
(1) BB R UM SRS
REBF I CTRE# SN, ZOERSDIFBEFRD X T IVENBALS N THINVER VR L7275
EEDOLWREITH D, V
(2) RBICEIS 958 % (CYP450 %) D3FiE
VI Z&M (ERLOTES [T SIEE -7THEEA] DIESR
(3) YIEE BN RDEERVZNDEIE
FHBERR L
(4) KEYDFEDEERULLER
ZEERZR L
(5) EEABHMDZERRE/ NS X —F
B) =2

6. HFt
(1) HEHERGI R U
24 B & TORPIRMRIE 0.5% U T TH Do V
(2) Bttt
B) =2V
(3) HEtthEE
ZHERZ L

7. SV AR—9—ICEAT DER
UER 2L



8. BFICLDIFEFE
VI Z2t (ERLEOERSE) ([TBd2IEHE -13.88&kS5] DIESRK



ViI. 224 (BERELEDZFEFH) CEY DIRHE

FEIDRABEIC, 555K, BIREHIER SHERE) IPhohndlehHhd, Fi.
AEFETO, HDVWIhEREROHESZEIRL CVRBLIERHDINDTERITSDI &,

2. ZRABEZNER (FRIERZSD)

(22 (ROBEICIHHZE LR E)]

(1) ABI DRI UEBEDBIERED H 58 E

(2) ERLIHEEDH 2EE [E#EEOR T ICLOMHREN EF LU, fFANBL HH5OND
BENRD D]

(3) EEAEIEDRE AR FHICL DIERZELS B DB ZNDDH D]

(4) SUPAEMBARNEDORSE (IREMERL. ER2BIE 28NN DH D]

(5) AN & 0 EIRFEMHER EBWERE) & U TEETH2RHALLILHHOEE [ERLR
B - fS1Th. FHEICEIEREHERZAR T 28N DH 5.

[REIZEZ (ROBBICES UL EZFRAIE TN, FICWEE ITHEEICIEERICIEST
D))

FirE O, IKUE. SESREROMMERESE O & THIREENSEITET L T\ 55
(IO T & O BREEA A )V =2 A2 2 LRI ]

3. MEEXIIHHRICRIET DERLDFEE ZDEH
(V. WBRICETDIEE - 1. MREXIIZIR] DIESHE

4. RERUAEICEEY DERLOFEEZNDEH
V. BRICET 2IEE - 2. AERUHAE] OESR

5. EERSRBEZNER

BERS (ROBEICIKEEICIESITDIL)

(1) ®F5RE FEMOEANEL Hobi, BWFADRER LT, ]

(2) mnE ((SRMENDRS] DIEZR)

Q) LEEDHZEE [MEETHDLSLNLEZNLDHD., LEEDDH 5 EBE CTIIERDOEL
ZORDDEENND D]

(4 FFEEDH2EE (ER] DIESR)

O) BEEDHZDEE HHUIELEL. fFAMBRHOONDIBLTNHLDH D]

(6) B ICERERRE DD 2BE {EAPMRIHOoONDIBLTNNDH Do




6. EERGERNIRE ZNEBERUVLETE

EEREFRNER

(1) FERIZEOEMRFZEC D ENHDHDT, BRE LM EICL 2RMERZET S
Z&o FAIDEGZMFT D2HEGITE, R ELOBEREZ IR 22 &, ([BIHFF
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8.1 Pregnancy

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 Data/. 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.
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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 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.
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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.

»* < https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/019908s
0451bl.pdf > (2019/06/27 77 £A)

=+ Z V7505

ADEC : Pregnancy Category (An Australian categorisation of risk B3
of drug use in pregnancy)

5% | TEOBIE

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.
< https://www.tga.gov.au/prescribing-medicines-pregnancy-database >
(2019/06/27 7 7 &£ R)
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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
[see Warnings and Precautions (5.4)] Ten patients on
zolpidem (7.4%) discontinued treatment due to an adverse
reaction.

%1 : < https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/019908
s0451lbl.pdf > (2019/06/27 77 & A)
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4.2 Posology and method of administration

Special populations

Paediatric population

Stilnoct 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.
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5.1 Pharmacodynamic properties

Paediatric population

Safety and efficacy of zolpidem tartrate 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 tartrate 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
tartrate versus placebo and included dizziness (23.5%
versus 1.5%), headache (12.5% versus 9.2%), and
hal;ucinations (7.4% versus 0%) (see sections 4.2 and
4.3).

% 2 . <https://www.medicines.org.uk/emc/product/4931/smpc > (2019/06/27
77 XR)
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