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9 77N LgE 15mg TMNP)
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2) *4%
QUAZEPAM Tablets 15mg MNP
QUAZEPAM Tablets 20mg MNP

) BFHDHEX
—ie4 A+ Bk (B8 + MNP
MNP: Meiji Nissin Partner, Pharmaceutical

2. —f&4
M2 (HLE)
7 7E¥ A (JAN)

(2) ¥4 (dfi%)
Quazepam (JAN, INN)

(3) AT Ls

diazepam derivatives : —azepam?

3. BEARITRHER
HEE -

CH2CF3

M FRRUSFE
2 C,H, ,CIFN,S
S+ : 386. 79

SRR

5. ¥4 (dfdi&)
7-chloro—5—(2-fluorophenyl) -1, 3-dihydro-1-(2, 2, 2—trifluoroethyl) -2/ -1, 4-
benzodiazepine—2—-thione

6. ERA. A, &S,

7. CAS Zi3&/S

36735-22-5
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MM ER e L
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4. BHIRATDEE
0.1 mol/L MHiKEEIC X B (RRMZER M)
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B I® 5
BR5E4 L2 7N LAY R .
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?sigtr/M\Nj;Jﬁ % @ = | #7235 m
RFE D ERR &= 120 mg BURIAAR

7.5 mm PTP v — k

.o AV DFEEE FERE
77 €L e = | &5 50m
LY/ .

20mg MNP B 180 ng
=ZN

(2) ZF DYE
WHME . TIV. T A oEHEZZRO Z &,

Q) #Aa—F

IRt 4 BFIAK PTP — k
9 7 /X LgE 15mg TNNP) MN113 meiji MN113
9 7 /XL fE 20mg TNNP | MN114 meiji MN114

(4)pH, ZFEEL, HE, LE, BROERUVREL pHEF
AL

2. HHIDHER
(M ADED CEHERS) DE=
1 SEFIC TREDR T & &/ T D,
H 2 Bk 4 4 7E/RLEE 15mg TMNPL | & 7/ LEE 20mg TMNP
7 TN 15 mg 20 mg

(2) I
9 TF7E/NLEE15mgIMNPy, & 7/ LgE 20 mg MNP -
ILBEARFIY), boEmavT Ty fimerae—2 FUUAREET R VA B kXU
rELtLn—R TS a— gl N UL WAL S, AT ATT Y U TR
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AR (B0 corEtRsg F) | o0 | 8T Aes
AL RN — MR R N N
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o iR e 364 H —
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40°C . Vi HIEAR (%)
; 4 6% A R 88.8~94. 8 93. 4~95. 6
75%RH 304> TOEHFES0% L
% (s L) (30% /»&H&'a’; %Lk )
R GFFRRE%) 99.3~99.9 99.9~100. 6
PR *1 *1
W 30°C. B (%)
. 75%Rl 3% H (30 COBHESO%BLE) 88.8~94.8 88.3~92. 3
PaN=N L —= ~ ~
e 2w R RE) 99.3~99.9 98.5~99.9
. PER %] *]
120
R R (%)
ot FRH Lux * h . 88.8~94.8 86.5~90. 0
. (o) | 0D TR )
R GFFRRE%) 99.3~99.9 99. 6~100. 1
*] o RIEEOBIFRA Y OFEHE
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o % —
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E%j&jf (3043 COVEHH80% L 1)
AN M _
fré‘%%) ;@%Hﬁ*‘rﬁﬁgﬁ iﬁA i@A
CHIET : 10. 0% %8 2. 720) " H
G HERREY) 98.2~100.7 98. 7~100. 2
PEIK - TR EER %1, *2 *1, *2
NN E= o,
PP (g”uj._f&;%) . 88.8~99. 6 91.5~94. 3
EHIRAT . +7 I E— 304y TOIRMZEZ0%LL 1)
o et "y o 367 H .
=hER AL BUF ) — PR R . e
(R ) CHITEA : 10. 0% %8 2. 720Y) =h 3
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PR *] *]1
s 30°C. A HERER (%)
) 3 88.8~94. 6 88.4~90. 4
s | 75%RH PAN oscotEso% E)
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A

<IEHZEENZ T D RSN - AW FRIRIEMERBR T A 8T A KD < R >

9 7H /L5 15mg TMNPY 7. & 7€ /L% 20mg TMNP] ®

B EIR L OB FHIRIEMERER T A R 7 4 VO IBIEIZ DWW T EHFERE 786 5 (K 13
5 H 31 BA)

ARERTVE - AR WHRERE 215 OSRUE)
AR
BRI : 900 mL
BRI : 37£0.5C
ABRiE - O pHl. 2 HARIESEH BaBRIE S 1R
® pH4.0 7= McIlvaine DOFEHEIK
@ pH6. 8 H AR AR EERIBRIESS 2 1K
@ /K
® pHl.2 + AU Y )L— k80 0.5% (w/v) &N
® pH4.0 + FY VL~_— 180 0.5% (w/v) HAN
@ pH6.8 + HAY VL~— ] 80 0.5% (w/v) HIN
% 50 [HEE (O~@®@), 100 [=E (©)
HEREEL - 5 12 XL

R RBRIEO~®

REHERIF S BLE SN 7o RIS BT 2 EE RO 1/2 OFHEHFE 2R3N
PRWESL M OWE SRSV L iR BR A 00 SR v SR A e LA o0
PR 8% DHEFHIZ & 5,

RERK®. ® (15 mg: 100 [al#z) K O@
FEUERIA O SRR DY 60% KUY 85% T D3 24 72 2 B sl BT 3lkBR A o
PR H R I I A VE A O SR 2 = 15% DO FFHIZ 8 5

HERE® (15 mg : 50 [Al#E, 20 mg : 50 M O 100 [A]H#x)
FEUERIA O SRR DY 40% K TN 85% T D3 24 72 2 B s\ T L ilkBr A 0
PR HH SR I I A E A O SR =R = 15% DO FIFHIZ 8 5

HERFE R - 2 7B/ LEE15mg TMNP] - 20 mg TMNP 1%, #4368 E S O LW PRI SRR T A R
T4 4 EHEHOREEOHTE] IIEWVHET D EE, WTNOHAICBWTHE
ELHTEINT,



9 7 /NLgE 15 mg TMNP
FENED : pHl. 2 50 [B]#E

100
80 r
60 r
40 -

20 :&O&—O—O—O__—O—_é
OCIJ. L L L L L L

0 20 40 60 80 100 120
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FEAE® : pH6. 8 50 [A]iE

BHE (%)
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0 CBOOO=0=L0—0—"0—0—20
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BFfd (min)

AEBK® : pHl1. 2 50 [Al#x
(RY Y )L_— 1}k 80 0.5% (w/v) Gshn)

BHE (%)

BHE (%)

0 10 20 30 40 50 60
BERE (min)

AERKD : pH6.8 50 [Aldx
(RY Y )L_— 1 80 0.5% (w/v) Gsh)

100

BHE (%)

0 10 20 30 40 50 60
BFfE (min)

HERED : pHA. 0 50 [A]diE

100
80 r
60 -
40 -
20 -

0 DOOO—=0—0 o' o)

BHIE (%)

O—=0
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BERE (min)
HEBRIK@ - K 50 [\]#5

100 -
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40

BHE (%)
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0 EOBO=0—0 O—0©0 o o)
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ABRIKO® : pH4. 0 50 [Aldx
(RY Y _— 1 80 0.5% (w/v) G

100

BHE (%)
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BEfE (min)

HERE® : pH4. 0 100 [BlH#E
(RY Y _— 1 80 0.5% (w/v) &GN

100
80
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40

BHE (%)
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BEfE (min)

—@— Y 7H/NLEE 15mg TMNP]
—O— (EAERA (FEA]. 15 mg)

1 rvEssics g B RS E S

97/ LEE15mg TNNP1 DBHEEHIZE T HRF
(HEREF R CFRERFN DT HBEHED LK)
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=& U 7E/NLEE15mg TMNP) OBEHEEHHIZEITIREN

(FEREA R CRERF| O FRHEDLLE)

eI SEEIEHE (%)
BTk . o 97 EINLEE HEHE R HE
AR ) TE B A )
AR [Al#E % HE R 15mg THNP) | (%0, 15 mg)
54y 4.0 5.6
@ le. 2 i\l@/ﬁ\
120 4% 14.1 13.7
10 4y 1.8 0.9
@ ph4.0 A
360 4y 3.9 2.2
15 4% 2.5 1.3
® ph6. 8 A
360 4y 4.0 3.0
15 %y 3.0 1.7
@ Kk 50 [Aliis Sk
YA R BR 360 4y 5.0 2.7
(VS RME) 1 ® pHI. 2 10 4 64.5 69. 3
AUV _— | 80 Bk
0. 5% (w/v) #AN 15 5y 76.5 78.9
© pH4. 0 54y 95. 4 34,92
AY YV )L_— | 80 A
0. 5% (w/v) TN 30 47 88.3 83.2
@ pH6. 8 10 %y 49.0 60. 0
YV )L_— | 80 A
0. 5% (w/v) TN 30 47 90. 2 88.0
© pH4. 0 10 %y 63.7 63. 1
AU Y N_— 1K 80| 100 [H]#x A
0. 5% (w/v) TN 30 47 95.4 87.6




9 7E/NLgE 20 mg TMNP
FENED : pHl. 2 50 [B]#E

100 -
80
60
40 r
20 -

BHE (%)
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BEfE (min)

FEAE® : pH6. 8 50 [A]E
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40 r
20

0 OOOD=0=0 5 o o 3
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AEBK® : pHl1. 2 50 [Al#x
(RY Y )L_— 1}k 80 0.5% (w/v) Gshn)

BHE (%)

BHE (%)

0 10 20 30 40 50 60
B (min)

AERKD : pH6.8 50 [Aldx
(RY Y )L_— 1 80 0.5% (w/v) Gsh)

100

(%)

3
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HERED : pHA. 0 50 [A]diE
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40 -

BHE (%)
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0 DOBO=0—0—0—00—0—0
0O 60 120 180 240 300 360

BERE (min)
FERTR@ : Kk 50 [adis

100 -

60 -
40
20 -

0 COOOO=0=—0 o o 5 3
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BEfE (min)

HERKO® : pH4. 0 50 [F]H#E
(RY Y _— 1 80 0.5% (w/v) G

BHE (%)

BHE (%)
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B (min)

HERE® - pH4. 0 100 [Al#R
(RY Y _— 1 80 0.5% (w/v) &GN

BHE (%)
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BefE (min)

—@— Y F7H/NLEE 20mg TMNP]
—O— EAERA (FEA]. 20 mg)

1 rvEssics g B RS E S

97/ LEE20mg TNP1 DEHEEHIZH T HRF
(HEREF R ORERFN DT HBEHED LK)
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10.

11.

12.

13.

14.

=& U 7E/NLEE20mg TMNP) OBEHEEHHIZEITIRENS

(BRI R DR A O T 1935 D b 8)

eI SEEIEHE (%)
BTk . o 97 EINLEE HEHE R HE
S ER ) B "
AR EIL g HE R 20me TNP) | (5%, 20 mg)
10 4y 5.4 5.0
@ le. 2 lﬁ/ﬁ\
120 4% 10.7 9.3
10 4y 1.1 0.5
@ ph4.0 A
360 4y 2.9 0.9
15 4% 1.6 0.9
® ph6. 8 A
360 4y 2.7 1.5
10 4y 1.3 0.9
@ Kk 50 [Aliis Sk
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) #AN 30 77 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
YV )L_— | 80 A
0. 5% (w/v) TN 30 47 88.9 85.3
© pH4. 0 54y 36. 3 43.5
AU Y N_— 1K 80| 100 [H]#x A
0. 5% (w/v) ¥ 4557 100.3 85.8

PRI ERE

AR ANA

WP DFNHE D DiEZHERE
(1) FiERIC X 5 a0 R e
(2) #EEI/ n~ N IT 74—

AP OEMES DEE!
Wtk s m~ 797 4 — (MIEYEE)

ki

ARV

EAT DAIREED b 5 HTMY
AR L

TFENDELGER - MENERGERICET H1F®

U ER R L

ZDith
MM E R L
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V. BEICEEI HIEHE

1. PEEXITIHE
1. ARIRAE
2. FREEAT SR

2. RERUVHAE
1. FHERE
WH. RAZIEZZ 7E/RAE LT1IE 20 mg ZRERNCRAOK ST 5,
¥, FlE, SRR, ARV EEERT 52N, 1 BEmEIE 30 mg &5,
2. FRERRTIREE
FHRIE - . RACIEZ 7B SAE LT 1 E 156~30 mg ZatERNIR &S5+ 5,
¥, . FER, RBICIVEEEBT 22, 1 ARmEE 30 mg &35,

(Ri% - REICEEYT 2EALDIE)
ARIEIZIE, BEEOEANICRMSES 2L, Fio, IRM L THE Lk, BERETICE N T—
RFAIZE IR L TS 2T 5 IREEDR & 2 & TR S B Rn 2 &,

3. EmPRRLIR
MERRT—2/1\v7r—o
A LR

(2) BRER 3R
TR L

(3) BRER S IZERER
TR L

(4) FFR AR
TR L
(5) REEHITER

1) BAE AL A ITRE RISHER
REERR L

2) LLEEAER
M E R L

) REMHB
AR L

0 BE - FEMHR
AR L

(6) Ja Ay A

D ERRAERE - BEEAKERE AR - ERFTRIRKRRER (THREKERRFER)
M LR
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) ARBFMHE LTERFEDABRRITEMR L I-HBROME
LR
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VI.

\

EEHE(ICEY DIEHE

ERPYNICEEHSLEMXITILEMEY
RV UTRE U RIEA
NUT YT A, VW RUERE, ol AZERA XX T A T= M TERA,
= NI ENRL, IALTEBRLERE, ~NaXt T A
vrutuno s RIEH
V=7 = D= SVl =/ =
AIFZ Y DU RIEHA
VLY T N AR
Fx ) RN T a YT RHEA
TaFy T A

2. FEBE{EH

(1) YEFRARLL - 1ERARF

R UTRERET, FELRIHESREEDE CH Dy — T 2/ BEE (y —aminobutyric
acid:GABA) @ GABA ZRIKD Y7 % A 7Tl % GABA, ZRE~DFEA ZIRESELEME2HT D,
Z O GABA, ZABITEHOY 7 2=y ML VRSN TEY GABAICKVENT 278074 RF
¥ RN EZOREERICHE L, TORER, ZOF v RVEI LTz GABA FHFEMEA A B & TiE S+
5 10)O

NE MR A R & T A MRS A A L CERIT A2 &, RNy UTEY Y 1 ZRRICKT S
BFMER BN LD, ZOZEEEZ L THEIRROFNG X OVREESR 2 30325 2 L1 X 0 hE
REAMHEE L CERT 2 &2 005 1Y,

(2) ERhZ R T HHABRBAE

YR L

<HBE>

UTOHRENRD D Y,

RV UTEY Y BZ) ZREKICT DB (7> 1)
7 v MEETAL HFHEE LA & fix OREOHFRIEY %2 H-7 L= T8 XL E L HIT
FOS S8, BHEAR~D H-7 V= K T EBRLADFES % 50%HET HHEREMREEZH N L-, £
DFEF, 7T B RAGFR Y VT B ZBEKOY T 2 47 BZ1 ZRERISERNW e BlFnE 2~
L7

TEARVEA (B CTOER)
LFEYFEER (TR, Ty b, 2aBILOY XFL) IZBWT, ORI OT7EE U RIEE
W) L RBRDOFFRF AT R T A (IR - $85F, JURE, BIMEEER. AishiRIER R L) 2R LTz,
< 7 AITBWNT, FsthERVE o U IR 58 O AN & D o 7,

(3) 1R AR IRIFRE - Frigehrfal

MM ER e L
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EYBEICEET HIER

meEEDHER - BEE

(M AELAEDGmMPRE
YR L

Q) ZEMmARESERRE -

w5 Tmax (hr)
9 7 /8LEE 15mg TMNP 15 mg 2.7*1.1

27/ LEE 20mg TMNP) 20 mg 2.4%+1.2
(Mean=*S.D., 15 mg ¥ 5 : n=20, 20 mg %5 : n=28)

Q) ERRABR CHE SN OPRE
< AW R S R >
BRERILOEY PRI EMERBR Y A KT 4 v [EIEE 487 5 Pk 9 4 12 A 22 EIH) L QON:
FEE IR DAY ZRR SRR T A BT A VO —HEIIOWT ERERE 786 5 (FRk 13
5 H 31 BA)
S TF7EINLEE 15mg TMNP] 7 -
9 TFHE/NLEE 15 mg TMNP) & EHERIALZ . 7o 24— N—3BZ LD ZEnEFN 18 (FT7E AL
LC 15mg) EEERA S I He BRI B RIRR O & 5 L C I qﬂﬂ%ﬂhﬂi/&%f%{ﬁmb Boni-ky
e T A —% (AUC, Cmax) (22T 90%E X MEIC THEFHIRMT 21T o 7oAk K. 10g(0.8) ~

log (1. 25) DHIPANTH v . HIRG O AW IR D HERR STz,

30 ¢
25 F
=)
£ 20 }
o
g
$ 15 —— 7 7t /\LtE15mg MNP
Il
fox —o— FEERH (FEF. 15 mg)
& 10
=) Mean+S.D., n=20
5
0 1 1 1 4
0 6 12 18 24 30 36 42 48 54 60 66 72

REfE]  (hr)

15 mg T EREOMmMEGR Y 7HE/\LREHE
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x EWIENSA—4 (15 mgEEEORSE)

HENT A—H BHEINTG A—H
AUC,y_.7, Coas T Ty
(ng * hr/mL) (ng/mL) (hr) (hr)
S JAVN
o7 i 244.5+90. 3 20.8+5.6 2.7t1.1 19.0%+9.6
15mg TMNP]
LK
PR 251.8+95. 1 22.4+8.7 2.8+1.4 | 18.9+11.9
(BEA, 15 mg)

(Mean=S.D., n=20)
MAEFRPREEN NS AUC, Cmax ZED/XT A—F X, #BRE OB, (RIROEREURIEL - RFfE S OBk
KL > TR D AREERH B,

S TF7EINLEE20mg TMNP] © -
O F7EINLEE 20 mg TNNPy S HERERIRNZ s o 24— NN—JEIZX0ZnEh 1 8 (7T B RAE

LT 20mg) MRS FITH AR BRI O3 G U Tl R (L RREZJE L, 55725y
BN T A =% (AUC, Cmax) IZ-DOWT 90% 15 FHIX FEIS THFHFNT 21T > 7o/ R, 1og(0.8) ~
log (1. 25) DHFEPHN TH v . FRF| DAY AR FIED MRS S iz,

40 ¢
35 1
—~ 30 r
]
£
en
£
% —— /- 7 /N LgE20mg TMNP]
T —o—1EAERH (§2H. 20 mg)
®
g Mean+S.D., n=28
O
1 1 1 1 1 1 %
0 6 12 18 24 30 36 42 48 54 60 66 72

e (hr)

20 mg I ERQMEER Y 7 ENNLREHRE

6

& EYFHENSA—4F (20 mgERZOREH)

HIE T A—H BENT A—H
AUC,y_.7, Coae T Ty
(ng * hr/mL) (ng/mL) (hr) (hr)
DT EINLEE
299.1£113.9 26.1113.2 2.4+1.2 24.0%8.5
20 mg TNNP
L
PR 323.4%132.9 27.5412.5 | 2.8*1.3 | 20.6%7.9
(BEF. 20 mg)
(Mean=S.D., n=28)

MHEPHREEAFTNT AUC, Cmax FED/3T7 A =2, YBRE ORI, REOTRIIAEL - B 5 ORUR
R E > THRARD RN D D,
— 16 —



(4) th s
LRk L

G)BE - tHEDEE
M ERe L
VI 7. 8 BE{ER) oHEEZROZ L,

6)BEH (REL—ay) @BHTICKYHBBALE-EYMARNEEEEHER
MM E R L

EMRERII/NS A —4
OF Livii
LRk L

(2) W U2k BE 72 38
U ER R L

B RLATALTEY T 4
AR L

(4) HRERE R
gk L

®)7UTI R
DR L

(6) B AE
U ER R L

() M B AR
TR L
95.10.7% GELBUHIBIE) . 99.840.1% GELIASIBE) L OWERHD .

IR 4R

MM E R L

i
(1) % — BREPI &A1
AR L

(2) Mm% — R AEREFT BB
MM ER e L
(VI 10. 334%. EEIR. RELBE~ADEES 1) 2) Q) 0EESZHOZ L,

(3) Hit~ DT
AR L
VL 10. 5B, ER. BERE~ORE D)) OWEBHOC L,

() BB~ OBATHE
DR L

_17_



(5) Z Db DBBE~ DTS
YRR L

5. K#
(1) BB R U B R

HEE R L
BRI OV T FO®ERH 5 19,
TTEBNRNLGFHDOAFTVIRTFOBERF~OEBBRIZLVAETLD 2-FF Y 7 7B A
2-Oxo—quazepam D KY-1L, VAT ES L2 TV FVENRESISND Z & 72 <BRIZ 3HLITBWT
KL Z % T D, FEAHTREE LA OB CERIND N -TAT LIV T NTENL N -
Desalkylflurazepam 237 7B RAEEGHIZERE L, ZOZERI TERLAFRLERFIZAONIEE
RERAERICEH G LT d, EERMRHOE 3 BRI, 3K bbEmolasaTthy, FEiZr v
7 g e OREM TS,

Quazepam —p 2-Oxo—quazepam —p 2-0x0—3-hydroxyquazepam —p 7 /L7 1 G
1

v
N -Desalkylflurazepam 3-Hydroxyderivative

Q) RBBAET HEF (CYP4S0 &) Oy FiE
& UCHFAREITEESE CYP2C9, CYP3M TR EI NS,

Q) VEEBNREDEERVZTDEE
MM ER e L

4) REMOFEDEERULLE
LB R L
77 E¥RA, M4 (2-Oxo—quazepam) L TM6 (NV-Desalkylflurazepam) DEI/ERHZ~ U 2ITE
T A BB L OAF Y L B X — UIEIR S AR TR L 72 5. PUEB1ER T
X7 7B ANA, M BN OERIZIIAEZEZNA LT, MERFFPEAERTIEXZ 7B AL M4
EFEBEDERTH 7228, M6 1L TERA LD ABISHRVERZ R LTI OBERH B 1Y,

B) EHERBMDRERII/NT A —42
MM E R L

6. it
(1) HEtHERL B VR ER
YR L
Rhds L OFE P ICHRE S LD L oBERH D 1V,

(2) Hett 3=
MY BRI L
EHERAB 7 TERL 15 mg BLU30 mg ZHtREREHEER G Lz & &, Beh% 96 Rl & T
PR BRI R X ZF TN 9. 48%, 7.86% ThHh o= DWMENH D 1V,

(3) HEt R E
MM ER e L

7. FSUORR—E—IZEHT B1EHR
BN -3V
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8. BMFICKDBRER
AR L
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VIIL.

T (ERLDOEES) CEHY SIER

ZERNBEFDER
LR

BEERRNELZDER (RAERZEV)

[ZEZ (ROBFEIZEFESLAEWNI L))

L. AREIORSTZx LiBEE OBEERE O & 5 5

2. AMPAZEMARNEOH 2B [IREE LR SE28ZhW03H 5, ]

3. HEIEMMENED H 5 EH [EEHEIPEOEREZ B ELBENLH 5, ]
4. BEIRFRFHEREUE RO BE MR EELZELIE BTN H D, ]

5. U hrenzgbrholRs ((FHEER] OERE)

[RAIZEZ CROBEICIEEE LBV LZRAET I, HFHIHELTIEEICITESEICHRS
T5ZE)]

Jip O AR, A S 8. R OV I A2 s 2 oD A M 31 4 OIS BE N B IR F L TV A B4
[REEH A F N a— A& LT, ]

MEXITHRICEAET HSERALDIE L ZDER

A LR

AZERUAEICEET SERALDIE L ZTDER
V. AEICETHIER) 2oz b,

RERSAR L TDEH

EERS (ROBEICIEEICESTSHIL)
(1) m3dE MEAPBRS Hobh BN H 5, ]

2) mknd (TElE~O&KE] OHEEBM)

3) LEFOHLEE [LEENEET BTN D, ]

4) FFiEE. BEEOH L EE FEE. BEEOH 5 88 TIPS BIE 4 5 M2
HHOT, EYOENEFRIZ L LEWEMORIUTEET 52 &, ]

(6) MCHEMREDH D EE MEHPBR LoD BTN H 5, ]

(6) SR SUTAEIR L TV D aleetE 0 & % /B (s, pElm ., IR E~OR G OHBR)

(1) pRSE (WNREA~ORE ) OEZM)

(
(
(

EERQEARMIR EZDEARVRETE

BEGEARNEE

(1) BHORMERT S 2L (FEMER) OEBM]),

(2) RAIOFBEBPFHLZICK O, R, EED - £ - KEESRENEORTFTAEZ S Z
ERHHOT, BREDEGEFBIRELEIBBOBREIEFIERVWIOEET LI &,

(3) AR EHKGTHEE, FIGBEAERNH DDV BNOHRGEZBBT 2L, S aET
HETAHEAIIBIEZ FOIATWRNBEEIZTY> 2 &, 72720, 30 mg 2BV &
&L, EIRDOUEITHE > THEICED D Z L,

(4) SERIC L O EMIKGEEAE LD 2 ERHLOT, BIRE Uik 512 L 5 B A 425800
5Tl KOG EZfkT %A 121, IR LonEEE HolckiT o2& (TEKR
REIER ] OESMR),
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7. tHEEH

(1

AFNX. F & U TAHIBESE CYP2C9, CYP3A4 TREIEN D,

)GHAZR LT DER
GHRES (BFRLAGVC L)
RH2%E EREREER - HEEAE WrE - BlREF
=Y PO BEFRC IS & | SR Th D AFNL, BAR
HZTBENRH 5, W ORI X o TWRIXME [k

L. REALEKR OF OREW O I
RE R NS D 2~ 3 51T @ E

HIENFEINTWA,
U eV UrFELVDOF N7 v—AP450 (2
(/—¥r7) *tTHEEEERICE Y, OF

M L7256 ARFN O M E 2R
M EHT 5 Z LTRSS,

Q) FRAEE L EDEH
HrREE (BFRISEET S L)
REBF FRERAER - HHEHIE HWrF - BIREF
T FAAAS A AR REHN AR | & BISPReh R E 289 5,
(FKH) EHEBTLI LD D,
AR AR I I A1

(7= ) FT7VUFERK,
2L B — LR RS
MAO FHZEH

VAFVV REIOMERBEEREND | VAF P DOF h 7 a—2Ih P450 |12
ZENnh D, $IBEHEMERIC L D AR O
NIHEINLIBENLRH D,
8. ElEA
(M EMERDO#E

AT A8 R A 55 D BV FE BB L 23 D e & 722 D AR & S0 L T/,

(2) EXLEIER & DHER

BRGREMER (BEEAH)

1) REFEMS  EHICKVEMKGEAE LD ZENHDHDOT, BIEET/DITATV ., R O
MICHERE LEEICER ST 528, -, BHATICBIT 2R 5 EORM B 720 LS F ik
IR0 REIIE, . Rk, FIR, A, AR, SREOBENERS S Hbihvs Z &N
bHOT, BHEFILTHEHAITIE, RAICHEET LR EEEICITHIZ L,

2) RBEE, I  AMEE, SILELRHLDNDL I ERB D,

3) BREIRING|. REEARFILIA—2 R RGNS Hboid ZEndb b, £, FEREREN &
BEIETLTWAEBREICKRE LEZEE, RBIA T Va— A2 RITIER"HHDOT, =
DX RBARITITREZ MR L, BREX D7 CE @& E#ET DL,

4) FBrER (OB, 28%), BERES. BEEE. pERS. BE. ETXH. EgE
T. $8EL. HIARE., SEEE. EELALL DN EOWERNHDLOT, BRENRD LN
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BEIIFR 52013 57 b uE R 1T O 2 L,

5) —@AMRIRMRE. 52 5KE : —kaimts, /-, bIHIA3RERHLDID Z
ERBHHDT, AFERGETHBESITIIVENSEBT A2 L, BEIIITY> 2L, B, +
FTHEELZRWEE, HOWElE, BFESA21TV., TOHKELZLEL TWARVEDRENH
Do BENBOONTGAIIIRGEZFIETLHZ L,

() D EEH
Z DD EIER
o OE F H

FEHiER R - BER, DFEWV, S5O0 FHFE, BB, FTAVE, #1952, MRk
W, S, AR, Bk, OETUE, RS, STRY. U e MR, K
THOIRR, BEEE, L=, A2, EEhLERZ, MiRE . WIS, nNg

FF & JHrERE S (AST (GOT), ALT (GPT), LDH % k&), ¥JH

JHIEER O, O, BRI, EK - R, WEAEAR R, TR (ERE. B, IEUE.
mE7S

BEAE T

B PEEURE, I )55 oD i AR AR IR

AR IR, AR 1) BH

B Hig

B TR

Z Dk 7). ARRGVEE, FEVT. $ES7. MR, PERMEE. JRPA. 12TY . I

) ERANEEARREER VIRRREERE—E
AR L

G)EBEKE, GHHE. EEERUVFHOEESEESAORERRIREE
MM ER e L

6) BT LILF—IT 5B RUHRERE

(22 CROBFIZIFESLAEWNI L))
1. ARAIO RS 3 UEOE OBEERE O & 5 B

Z Dt D EI1EA

5 E T B
BEE #is
9. BERE~NDRS
BIHE~ORSE
il UL, RIS ORIEM S RE LT 00T, SRS EG AT 5 SEEICEST S
zl,
10. 38R, EMR. RIBFAORS

bEIE. ER. RILBFAOERE
(1) 4w (3 % L) UFAEIR L TV D AIREMED & 2t NI, 16 L0 A AR MEDS kit 2
RIS LB ENLHAICORKEETH T L, DERPICHON Y 7 B B RHEHAI D
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11.

12.

13.

14.

15.

16.

BEE2ZTEBEONICGREAT D IREDOREIRZ HE LI BREE i L CTH
BILZ W EOEFHRERE NS 5, ]
@)ﬂ%%@@%k I, VR LA EENEHRMEE ERlD LR SN DGO KT 5
Lo (R OT B RERTTHARICHRLNEE, iEr, EEMR T, SERET, i
BOE. WEAR. GEIR. PEULING - EEIEL. F7 2 — . SR, rhale, BRI, (KRR,
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HH i RLAENE
KEOUFT SCE 8 USE IN SPECIFIC POPULATIONS
(202341 A) 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.
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general population, the estimated risk of major birth defects and
of miscarriage in clinically 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 pregnancy, 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.
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(202341 H) 8.4 Pediatric Use
Safety and effectiveness in pediatric patients have not been
established.
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