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: i sy | s | (o7 | JRERA
15mg TMNP]) :
5 4y 4.0 5.6
@ le. 2 I\l@/ﬁ\
120 4% 14.1 13.7
10 4% 1.8 0.9
@ pH4.0 Bl
360 43 3.9 2.2
15 4% 2.5 1.3
® pH6. 8 Bl
360 43 4.0 3.0
15 4% 3.0 1.7
@ Kk 50 [Aliis Bl
PR kB s 360 4y 5.0 2.7
(VS RME) 1 ® pHI. 2 10 4 64.5 69. 3
RY Y L_— ] 80 A
0. 5% (w/v) ¥ 1557 76.5 78.9
© pH4. 0 5%y 95. 4 34,2
FY Y — | 80 e
0. 5% (w/v) TN 30 47 88.3 83.2
@ pH6. 8 10 4y 49.0 60. 0
EY Y — | 80 e
0. 5% (w/v) TN 30 47 90. 2 88.0
© pH4. 0 10 4% 63.7 63. 1
HY Y ~— k80 | 100 [z e
0. 5% (w/v) TN 30 47 95. 4 87.6




77BN AEE 20 mg TMNP |

FEAED : pHl. 2 50 [B]#E

100 -
80
60
40 r
20 -

0 00 L L T \J ?

0 20 40 60 80 100 120
BEfE (min)

FEAE® : pH6. 8 50 [A]iE

BHE (%)

100 -
80 r
60
40 r
20

0 OOOD=0=0 0 o 5 3

0 60 120 180 240 300 360
BERE (min)

FREAE® : pHl. 2 50 [A]#E
(RY Y — 1 80 0.5% (w/v) Fh)

BHE (%)

100
80
60
40
20

EHE (%)

0 10 20 30 40 50 60
B (min)

SEAWE®D - pH6. 8 50 [A]E
(RY Y ~_— |k 80 0.5% (w/v)@shn)

100
80
60
40

(%)

0 10 20 30 40 50 60
BFfE (min)

HERED : pHA. 0 50 [A]diE

100
80 -
60 -
40 -

BHE (%)

20

0 DOBO=0—0—0—00—0—0
0O 60 120 180 240 300 360

BERE (min)
FERR@ : Kk 50 [Adis

100 -
80 -
60 -
40
20 -

0 COOOO=0=—0 o o o 3

0 60 120 180 240 300 360
BEfE (min)

HERKO : pHA. 0 50 [A]diE
(RY I _— ] 80 0.5% (w/v) ¥shn)

BHE (%)

100
80
60
40
20

BHE (%)

0 10 20 30 40
B (min)

BRI : pH4. 0 100 [AdE
(RY I _— ]k 80 0.5% (w/v) ¥shn)

50 60

100
80
60
40
20

BHE (%)

0 10 20 30 40 50 60
BrfE (min)

-@— AEREA (7 7B X A8 20mg [MNP))
-0O- FRYERLA] (R Z —/LEE 20)

FITEIRF RIS ISV 2 [F) S 7 ik HE i

D7 E/RLEE20mg TMNP] DBHEBICE T HRFH
GRERBFH R CIREH K D F 1R H RO HE)
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&K U T7E/NLE20mg TMNP| DBELEEHICETLHRIFMH
(FEREF R VRERF| O FHBEHRDLLE)

ARER AT EHEHE (%)
. . BRI ,
BRI s o . R 2 LRI HE
HERITIE BB s | w07 esng | (SRR R
20mg [MNP)])

10 4y 5.4 5.0
@ le. 2 i@/ﬁ\

120 4% 10.7 9.3

10 4y 1.1 0.5
@ ph4.0 WE

360 4y 2.9 0.9

15 %y 1.6 0.9
® ph6. 8 WE

360 4y 2.7 1.5

10 4y 1.3 0.9
@ Kk 50 [Aliis Bl

YA R BR 360 4y 3.4 1.7

(SRR | ® pil. 2 10 4y 67. 3 67.1
AUV _— | 80 Bk

0. 5% (w/v) #In 30 57 89.9 86.7

© pH4.0 54y 93.3 35.5
RY Y _— ] 80 Bk

0. 5% (w/v) TN 45 4y 94. 1 87.0

@ pH6. 8 10 %y 48.2 61.2
RY Y LN— | 80 A

0. 5% (w/v) TN 30 47 88.9 85.3

© pH4. 0 54y 36. 3 43.5
AU Y — 180 | 100 [lHiz ik

0. 5% (w/v) TN 45 4y 100. 3 85.8

10. Réz - 2E

(N EEVDELGES - K. NESRRLCESR

M LR

(2) a4

(7 7B/ LEE 15mg TMNPJ)
100 & [10 & (PTP) X 10]
500 € (/N7 ]

(7 7B/ IEE 20mg TMNPJ)
100 & [10 §& (PTP) X 10]
500 B [/N7 ]

XA TEE T B AT FE S ZE A& (R

Q) FREE
M LR

4 BRBDME
PTP a1t

PTP A1 . RV LE =L, TAI=7 A

_10_
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re—ad R)F LU ITIR—RTLI=T L
{LRER « #E
VAL S

AR =ZFLv

v ARV L

BEO® R =T L

{EESE @ HE

11. BRSNS EMER
YR L

12. 0t
RS RR L
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V. BEICEEY HIEE

1. HEEXIIHE

OFHRAE
ORFEHATREE

2. MEXITHRICEET HEE
BUE ST

3. RERURAE

() AZERUVHAEDMEER
(FERE)
W, RAICIZZ 7B RN E LT LA 20mg EEERTIICRO&KET 5,
ek, Fln, ER, EARICLVEEMT 525, 1 HEREEIT 30mg &5,
<ﬁiﬁ¢ﬁﬁ¢£§v§>
FIHIA « BH . AT 78RN E LT 1A 156~30mg ZRbERNCR 0G4 5,
e, R, R, EABICIVEEMNT 5, 1 B EIT 30mg £ 95,

2) AERUVHEEDERTERE - 1B
MBI L

<})JﬁEiHEJ_>

ROUGEITES THEIZEDD Z &,
(ERSE)

LTHFELT D AREERH L & S TRM SRV L,

1.1 KF 2B ET 5568, RIGSICHEAZEND LDV ENSHREZBET L2 L, Pt 5T
BT AEAIRBIEE T OIITVWRNSEEIZITY> 2L, 72770, 30mg @2 R2nZ && L, JE

1.2 MEOEAMIRM S22 L, o, RA L TRE Lcik, BEREFIZIW TR R

5. BRERALIE

MEBKRT—2/\vr—
BA=RSANA

(2) BR PR E B ER
M ER L

(3) B RIS RFHER
AR L

(4) #REL AT ER

1) AR
DR L
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2) REMHR
LR L

(5) BF - FRRERIGER
M ER e L

(6) BERIfE
1) HRAKERE (—REARERE. BEFEABERE. FARBELERAT) . 2ERTEERT
—AR—RFE. RERFTREKRABOANE
R LR

2) FBEME LTREFEONERERE L AL - RROBE
AR L

(1) £ Db
[] PN B A B
RRRE o OURIRRTR S (IR 2% s Lz “EHERIERABRICE W T 7B S A0H AR
RO B D
¥, BRERATIRIE (FINATR) ZR5 e L7 “HEMEEEER COEMNICE T 52 A2RITLLTDO L
B THoT- 11, 12) .

Wt JiE B CEEN))
WRERAT SR (FATRR) 131/189 4 693
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\

EEHE(ICEY DIEHE

ERPYICEEHSLEMXITILESHE Y
N DT REEH
NUTY T A, VLW RAGBE, mAAZEBRA ZAX YT A TILV=FTENRA,
=R ENRL, TATERLEREE, ~NaxH T A
vruraa L RIEA
yrrsuy, =AY Iay
A IV D URIEHA
VOV ET WA R
Fx /) M) TYRITEE U REA
A= R N
HE  BEO®H 2ILEMDOREE - WRFIL, BEFOETFRLESRT L &,

EEER

(D 1ERERML - 1ERERF
TE R A IR & D MEREABME 2T L TEI T2 &8 Ry OTRE Y RBRKRITHT DB
FPERENZ LD ZOZFEERZITT 5 REER O & FEIR IR L 72tk ORI B 54 2%

EEZBND M,

(2) E3NFEZAT 1T B RS
ERIEIRARY 75 7 4
RN B 1127 7B /X4 15mg L TR 30mg D% 1 56 G- THRANEARFFRE O IEBAH 1 23580 b, £z,
AR o 11 7 0 2 Bk AR BIR K2 OF REM BEERR 0D B2 Bk 137 B v 720 16718

(3) VEF R IR - FriehshE
YR L
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VI. EYEREICEAY SEB

1. MPREDOHR

(W AELEMNGIFRE
M E R L

Q) ERKRABR CHESIAOPRE
AW [ S 1 R
BIEIEIR L DA F R RISV A R T A o [EIREE 487 5 (CERL 9 4F 12 A 22 AAF) RO
FEE DAY LR ENERBR T A BT A VSO —EIEICOWT EREIE 786 5 (FERk 13 4
57 31 BHA)

7 7B/ AEE 15mg MNP

7 7B NAEE 1bmg [MNP) & RT—LEE 16 &2, ZuA4—_"—jkickvZzhnZEhn 18 (778
Ll LT 15mg) fEFER A B TICHERRERERR 0 G L Tl REMEREARE L, Honi
HYENAE X A — & (AUC, Cmax) (22T 90%[EHH X I THEGHIENT 21T - 755K, log (0.8)
~log (1.25) OHFPHNTH V., MRAIO LD FAFESEENHER SO,

HIENRT A—H SHBNRT A—H
AUC, ;, Cmax Tmax T,
(ng * hr/mL) (ng/mL) (hr) (hr)
7 7 ¥ LEE 15mg MNP 244.5+90. 3 20.8+5.6 2.7+1.1 19.0+9.6
Ko —LEE 15 251.8+95.1 22.4+8.7 2.8%11.4 18.9+11.9

(Mean=S.D., n=20)

(ng/mL)
30 r
25 + T
- T L g 15me MNP
20 L O FF— L8156

Mean£5.1L, n=20

R REE AR E

0 6 12 18 24 30 36 42 48 54 60 66 72
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77BN LEE 20mg TMNP)

7T BN AEE20mg [MNP] & RT— V8820 %, ZuRAAd—_"—ikickovFznth 18 (7 78R
Ll LT 20mg) fEFERCA B ISR REERR DG L i REMEREARE L, Hohi
HYERE/ T A — 4 (AUC, Cmax) (Z-DU T 90%[EHE XK VLIS THEFHIENT 21T - 725 K. log (0.8)
~log (1.25) OHFPANTH V| WK QLW FEHR G RSN

HIENRT A—H BENRTA—H
AUC, ;5 Cmax Tmax T,
(ng * hr/mL) (ng/mL) (hr) (hr)
77 B AEE 20mg TMNP) 299.1£113.9 26.1%+13.2 2.4+t1.2 24.0*+8.5
K Z —/L§E 20 323.4%132.9 27.5+12.5 2.811.3 20.6+£7.9

(Mean=S.D., n=28)

(ng/mL)
40 r

== DT LS 0mg MNP
-0 K580

Mean £35.D., n=28

N I, smr——

0 6 12 18 24 30 36 42 48 54 60 66 72
B iE (hr)

i 3 R EEAE DN AUC, Cmax FED /3T A — &3, YBRHA O, RIEOLRIREIEL - R % O R 5
TRCE > TR D ARMEN D S,

(3) hEE
M ER e L

4D BE - HHEEOEE
A2V 2D
[VIL. 7. fHEAE ) DIESR

BYLRERIN/INT A —5

(1) B4R A3k
TR L

(2) AR R e 4
LB L
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(3) HRERE R
AR L

WIUTFUR
AR L

O R mEE
AR L

(6) ZDith
M E R L

3. BKH (REaL—3V) &M

(1) T Ak
LB L

QD INF A2 EBHER

HEERR L
4. R
YR L
5. 9%

(1) ik — BRAPT BB
AR L

(2) % — BR BEBA P @B T
M ER R L
VI 6. (5) 44w DIESM

Q) it~ DT
AR E R L
[V 6. (6) B2 7Lm ) DIEHZM

) FEHRERA~DFBITH
M ER L

(5) Z DLDIEBA DB T
LB L

(6) MITFELME R

REER R L
95.10. 7% (EOIRIMAIEIE) . 99.810. 1% (RLRAAIE) L owEnH 5 Y,
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6. H

(1) RIS R LB
EERR L
RHREIOW T FO#EDRH D 0,
T EBNRNLGFHOAFT VRS OBBEIRF~OBEBBRIZLVAELD 2-FF V7T EASA
2-Oxo—quazepam DKL, NNATHKEES LT VT NVENBREIND Z &2 <BEBHRIT 3 LB\ T
Kb ZZ 5, EERBERE LA OMRBERE CTERSND V-TATAFILTINNLTERL N -
Desalkylflurazepam 237 7 ERAEELGHIZEHE L, ORI TERAFELERFICA OGNS EE
REERERNC T B L T b, FERMEH O 3 B, 3-KkibEmoaagThy |, Eicr/ vy
0 R DG ThID,

Quazepam —p 2-0xo—quazepam — 2-0x0—-3-hydroxyquazepam —p 7 /L7 1 Bfds
|

N -Desalkylflurazepam 3-Hydroxyderivative

QRBIZEE5T S8R CYPEH) OHFiE. F5F
AFNX. F & U TAHIEESE CYP2C9, CYP3A4 TREIEN D,

Q) WEEEHNROERRUE DS
LB L

G REYOFEOEERWEML., FHELE
MMERR L
7T E¥/NA, M4 (2-Oxo—quazepam) FSJLNM6 (N —Desalkylflurazepam) OMRPHEAZ~ D AIZE
T A EBREEINEIEEBR B L O Y oL B F — UEIR AR THET U755 58 PO ER Tl
77BN A M BEUN ODIEMICITAEERZ LT, MERFEAEHATIIZ 78S A 8 M 1
FREDIER TH o722, M6 1X7 TERLA LV ABICHEVMERZ R LI EORERH D 1Y,

7. BE

MR L

UTOWERH D 1,

(1) BEHEEAL B OV

RS X OSEE IR S B,

(2) HEilik

fEH RN B A7 7B 8 15mg 38 KUY 30mg ZAERRFHEIR G- Lz & & | #5.5% 96 el &
TORT RRERPERITZNZE 9. 48%, 7.86% ThH o7,

8. FIVARKR—AE—IZET H1EH
MM R L

9. BMFICLLBRER

AR L
10. RENERERI SBE
BB L
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11.

g2k
M B L
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Z&e EALOIESF) (CEYSHIER

g DI

ERNBEFDER
EZN TR

\I#

EERNARETDER

2. B2 (ROBHICEFEBEE LGNNI E)

2.1 RANO KSR UBBUE OB O & % B3

2.2 ZYEPAZEBARNEO RS [RELY EASE28Z1RH 5, ]

2.3 HEIEMIEIED B [EEMBEEOEREZ B ST BEZNRH 5, ]
2. 4 MEARFFIEPEEBERE O BE [MEREEZ BT I2B8TW 1 5, ]
2.5 UV hFenzEEHRoEE [10.1 8]

RERIIRICEET HFE LT DERA

REI LTV

BERUVHA=ICEAET T8 EZTNDER
(V.4 FEROHEICEET HEE] OESMH,

BELREARITE L ZNDER

8. EELEARNIE

8.1 RILDOIRMZWETHZ &, [10.1 BHH]

8.2 AFNORBENEFLUZIZKY, R, EES) - £ - [KHEBRENEORTFAEZHZ &
W2 DT, HEVEOEIREMARE M O IR OBEICEESERVWE I EETH 2 &,

8.3 HFIZ L W HEMIKGFEEZELHZENHDHDOT, BIRE LIk 51C X 2 REI&Z G 207 %
Z &, RAIOWG kT 55T, IWRLOVLE A HSICHET 52 &, [11.1.1 ]

6. BENERZHI HPEEHICHIT IR

(1) EBHBHE - IERZEDOHLESE
9.1 BHHE - MERZEOHLEE
9.1.1 k. MKE. REXWMERUVRKODEREEDOSMHE CHFREENSEIZETLTLS
BE
BFE LR A BRI SN 2562 RE, BHELRWI L, RKBITATFTLa—v A&
Loty [11.1.3 2]
9.1.2 =BEHF
TERDRB bbb BENLEH D,
9.1.3 LEEDHDHEHE
DEENELT2BENRH 5,
9.1.4 NICHRENEEDHLESE
TERDRBR bbb BENRH D,

_20_




(2) BEkpelERE

9.2 BHaelEER
W DR

FIC X DRMERORBITIEET 2 Z &, — RIS EIET 2B H 5,

Ho

Q) FFHrElEE B

b

9.3 FFH#aE ﬁ%%%
WL DEWERORBUZERET S Z &, —MRICHEIEBIEST 2 M1 H 5,

W) DR

D EEReZ=A T 5F
HEIHTWHARWN

(5) 4E8%

9.5 1E4m

PRI SUFHEYR LT ATRENE D & 2 MR, Tai Lo Rtk etz ERl 5 SHlrsh s
BCOHEET L L,

9.5. 1 SHIRPICHDO N Y DT BV RIEA OB G 22 12 BEFOPICH B LA 5 REORE
Ve HPE L7236 JRAFE & I L THEIC SV & ORAIRHERE DN H 5,

9.5.2 Ny U7 R RIEHNTHAERICHFLAEE, gL, EEMET. BHEREET %
ﬁ\@ﬁ\@%%ﬁ-ﬁ@%\?7/%€\5ﬂﬁﬁ\Wﬁ@@\%ﬂ\ﬁ%m\ﬁ%
:?:&ﬁﬁ%éﬂfwéoﬁﬁ\:ﬂ%mﬁ%m\%%ﬁ%%éwﬁﬁi%ﬁ%tbfﬁ%
SNDHBELH D, o, NV TUT R RIEHTHARICREOHM AR 2§ 2 LV lRE

9.5.3 SYUAICIHN L7her, HIBERITERICHEAER A & b DI S 2 &5, oy VT B LY
FUATRE SNT B,

(©) LB

9.6 2L

EALART S5 2 &1ﬁmam%@%mA_ﬁm&5Ltﬁ I B RO 0. 157 BEEL T~
TT5LOMERDD D, FAERIER, FERDELRITI LMoY ST PEL R
WA (DTEAL) TRESHTEY IR 5 TREMAS B 5,

(NINg
9.7 /INR
INWRAE A kG & U T2 ERIARERBRI T L Turieuy,

(8) =tnE
9.8 S
DENORGEBRMT SR EEEICKREGT D 2 L, EERMRFEORIEMNEIL LT,

7. tHE{EH

10. #BEEH
AFNX. F & U TAHIEESE CYP2C9, CYP3A4 TREIEN D,
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() HRAZESEZEDEH

10.1 $FAZES BERALLEWCZ L)
HH 4 2 BEPRAEAR - (& 515 KR - falsaln v

g7 8 FE D $E E SO 40 | EEATESR ) T D AFNT. HNEM ORI L - T
[8.1 ] Hil 28 = 3 F Aoy | IPEDN A | U R B OV AR O d e b i

»H5D, MDZEMERED 2~3fFITEmE D T ERME I TV D,

U R FENL U R FELDOTF k7 a— A P450 \ZxET 5 BEAHIRHE
J—t7 TERIZ X 0 | DR L7256, ARF o fH i A Kigic
[2.5 ] FRAALZERTHENS,

QHRAFIELZEDEH

10.2 AR (BFRICEET S L)

A4 S5 BRI IR - (& 51k F&FF - fEkRIA 1
T a—)L FA A AR AR R | & B PHRARRANEE 2ET D,
() TERZHm+ 252 L
T ea ST I RALEAR
T ) FT IV
KON
2L — LR
R
MAO BH. 24
VAF AFNOERRHEIRE | S AF D DF b7 o —245P450 12509 5 EMEHIC
NHZERHD, L0, AHORBVEAEINDIBENLD D,
2l4E F
1. BIHER

ROBWERNRHHOND ZENHDHDT, BEELTHIATV, REDED LN HGEITITKS
T 57 EWEY R LE 2T O 2 L,

(D EXGEMER & HER

1.1 EXLEIER
1111 RFHE (FEEAR)

HHIC L VEMEGAEZEL D2 RDHLOT, BIEE+oI2iTV, HERUREHRIZERL
EEICEETHZ L, £, EATICBT 2EEEORM B 7 LEGHIRIC LD | R
RIE, =, Rk, RIR, A2, I8, BHEOBER”L b2 B850 T, &5
EHIETD5A12F, RAICBET 7 SEEICITY 2 &, [8.3 2]
11.1.2 RiMEE, $#E (I bHEERR)
11.1.3 FREIRING|, REEARXFILa—2R (Wb HEER)

FEASRE N B EE IR F L CWABE IR G LA, R AT L a— A2 RBZT 2203
HDT, ZOLIBRGEITITREL MR L KA XN L 72 EE R @ a2iEd 52 L, [9.1.1 &
]
11.1.4 BHER (DR, E8%). EEEE. BRERE. 9EES. BE. EBkLH. EBfat
BT, i, HARE. SEBEE. RE (T BEERE)
11.1.5 —@HFREREE. 1535 5KE (T b HEERH)

AR w5 55T EN GBI 270 L, HEIITY 2 &, ok, HHICRBELRNE
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10.

11.

12.

F. HOEE, BRFESE2TV., TOHKFZEEL TV ARNWEDOHEERH D,
(2) ZD D EI1ER
1.2 ZOtoEI1EA
5%LL E 1~ 5%ATS 1%AT 8 A< B
R& - IR | S5o&, | HFEWV, . 1T | #1950, R, s, KNIk,
FIEE R AR & Bk, VBIUHE, JRIGEE BITR
FE AR R WU e R—ER, RIS, B
B Sk, N, EEhRE,
TR R AEIEE. DN
P ifT\ALT\IJn10>J: FpkrERE S, S
=
W52 Mg, Ml B RS -\, M ERR. T3, @
i, B, MR (W, 0k
W HUE 595
5 TRk TRAB R,
g3 TEDFRERRIK T
JiEPR
il iRigiziE (R%) |[RBoRE. HAORE
H Hig
FZNE O
R W7y, gy, HIE PERINEE, R
G B 13T . T

R ERRICRITTE

REI LTV

BERS

13. BEKS

13.1 &

AEN OB G2 A TR DN B EDONE L LTI EB=L (R U7 B E /IR
A 285372561003, BERC7AV~EB= Lol EoFEEE2 LTl &

EAELEDZFE

14 BRLOIE
14.1 ERIRFEHFEOEE

PTP BEEDHANT PTP > — F 22D H L TIRHT 2 L 98355 2 &, PTP > — FOFAEKIC &
0. WSS EIER AR L, IR LA B 2 U CHERRIA X & O EE 72 A 0HE 2 0F %
THZENDD,

ZDMDEE

() EREREAICE D L HE#R

15,1 EREREEMICE D <153
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TG LIEHEADFESNRNWEE 7L~ E=L (RN UTBEUZRERERA) &5 Sh
ZRET, HCA Rz &G 256, KAIOEE: - JUSEIERNZ, BETL28ZnNH
éo

(2) JEFRPREABRICE D < 1B
REI LTV
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JERRPREABR B9 4 1EH

I ER

(1) AR
VI S FEEICBE T 2T | OHEZM

(2) REVEEEHB
AR L

(3) E D> FEEHER
AR L

HEaER

(1) BER S B
AR L

(2) RIS H R
LT L

OF U=t
AR L

(4) %A R
AT L

(5) R R BIEHR
PG L

(6) BRI S5
AR L

(D Z DA H BN
AR L
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X.

10

EEMFEICEAYT HEEB

HE X5
o F . 7 7B LEE15mg TMNP)

77BN LEE20mg MNP

MRS (5 =Rl kS 10 3R)

BEMEEES (FEE-EEEH)

GRS (FE — EREOLFZICLVERTZ L)
VSR 15 % s A e AT

[EEEEEES

HEMEEES FEE-EHEEH )

B
R 347

BEIRE T DR
SRR

kW EDFEE
FRE STV R

BERITEHM

BERMEELTA R AV

<TYoLEBY : FY

Z OO BEE T EM

« 7 7B S A8E 15mg (MNP - 20mg [MNP) #ARA9 2 BERE~
[XII 2. = O OBIEE R DES R

Bl—H5 - RIZhE

[Al—R3 38« K7 — L 8E 15, &E 20

RN [Ny T B RER ERIEAT] 707 B RAE@E, X T a8
% REMETRFE O I T 7R 0

EREZEFA B

R

HERFTEARDRFABRVEARES., RMELERNKZFAR. REMAKREFEAR
W54 RLEIR7ERFRAEH H KT SEAM I EIN SR A B BRFEBAGTEA B

7 7“‘2&1\}??% 1omg 200743 H 15 H 21900AMX00536000 200747 A 6 H 20074E 7 H 6 H

7 Tta\/\n\ﬁjﬁ 20mg 200743 A 15 H 21900AMX00539000 200747 A 6 H 200747 H 6 H

MEEX (IZREM. RERVAELEEENFOEAEBRUVENOAR

AL

BEERRE. BIEERAXRFAEBRUVZEORE

ARV
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11. BEEHR

AL

12. IEHREHRICEAT 51FHK

ARANZAFEIE DT | AT A

V.

=N

ARZRELTDHZENBEISNTND,

97 5 (CERL204E3 H 19 Af) (&b HFEEIT 1[H 30

13. &EI—F
. AT AL | (IR = — ; Ve 7 MERIE
e e : \ HOT (9 5 e \
I
4 7?6\;&5 tomg 1124030F1037 1124030F1037 117950702 620005382
I
4 77?; “;pr’f 20mg 1124030F2033 1124030F2033 117953802 620005386
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KE DO UsfF S 8 USE IN SPECIFIC POPULATIONS
(202341 H) 8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy registry that monitors pregnancy outcomes in women
exposed to psychiatric medications, including Doral, during pregnancy.
Healthcare providers are encouraged to register patients by calling the
National Pregnancy Registry for Psychiatric Medications at 1-866-961-2388
or visiting on line at https://womensmentalhealth. org/pregnancyregistry/.

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 association with
benzodiazepines and major birth defects (see Data).

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 risk of major birth defects and of miscarriage in clinically
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recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations
Fetal/Neonatal Adverse Reactions
Benzodiazepines cross the placenta and may produce respiratory depression,

hypotonia, and sedation in neonates. Monitor neonates exposed to Doral
during pregnancy or labor for signs of sedation, respiratory depression,
hypotonia, and feeding problems. Monitor neonates exposed to Doral 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 pregnhancy
which were adjusted for confounding exposures to alcohol, tobacco and other
medications, have not confirmed these findings.

Animal Data

Developmental toxicity studies of DORAL in mice at doses up to 400 times
the human dose (15 mg) revealed no major drug-related malformations. Minor
fetal skeletal variations that occurred were delayed ossification of the
sternum, vertebrae, distal phalanges and supraoccipital bones, at doses
approximately 70 and 400 times the human dose. A developmental toxicity
study of DORAL in New Zealand rabbits at doses up to approximately 130 times
the human dose demonstrated no effect on fetal morphology or development
of offspring

8.3 Nursing Mothers

Risk Summary

Quazepam and its metabolites are present in breast milk. There are reports
of sedation, poor feeding and poor weight gain in infants exposed to
benzodiazepines through breast milk. The effects of quazepam on milk
production are unknown. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need
for DORAL and any potential adverse effects on the breastfed infant from
DORAL or from the underlying maternal condition.

Clinical Considerations
Infants exposed to DORAL through breast milk should be monitored for
sedation, poor feeding and poor weight gain.

https://www. accessdata. fda. gov/drugsatfda_docs/label/2023/018708s0291bl. pdf (202447 H 1 H 77 %
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(2023 81 H) 8.4 Pediatric Use
Safety and effectiveness in pediatric patients have not been established.

https://www. accessdata. fda. gov/drugsatfda_docs/label/2023/018708s0291bl. pdf (202447 H 1 H 77 %
)
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