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EWN T, (L2 NBEER S (Bl 7 A7 7 ARERRA S I2B8WTIHRY Y ) OA4FRT 1964
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BNRA, ZuXH YT A saFTERL JuT BTNV UL 7L YT ERY
VR, R4 VRA, NUTYITA =T ERA, NaXY YT LA TTENRL, TL
VTERA TVEY TG A TR TFTENRL TA= FTEAL TTEASLER
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TR BED H DB ONESUTNRE L, OB FIRLEZRT D &,

EIBERA
(1) YERERGL - 1EFRERE
VEHEBAL
KD S ORI BRI 22 i EH 2 550, BT E PR FHB, MRl I3@ s & C
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1E %R
T EANLNL, ROV TUTEEURFRICEWBIIEET DS, XY U T B EUZFE
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IOUTRBEUERFRICHEGT DL, XY UTBEURFRE GABAA TRIKE O EAE
FIZ LV, GABA ® GABAA Z BAR~OHFFMENEIN L, BEEHIC GABA O/EH 231584
5 EEZ BTN D, GABA IXIMNIHIMEARIZEDE O—>TH Y . GABAA SZHRIKZTE
MAEESEDZEICED, ZualAdrF v 3z LT A o ANt A 31,
FRAMI OB 2395 8 ~9, AAD Y UZBIMMEEERIC L VBRI NI BIT S
AIROPULEIEA OMEFD—o L LT, AN L3 L 9 IR GABA OFE A 850
S DR, RGO B 2 INH] U, N 2V & S sk B M s B A 4]
HZENEZLBND 10,
(2) EEEMTDRERAE
DT NANT, BREEMICBWTHONR Y TP REA & RREICEBER . PIARE
ﬁﬁiéﬁﬁﬁﬁwﬁﬂﬁﬁﬁ%%ﬁzkﬁ%@%ﬂfwéo
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~UA, Ty ROV W BV CHBESROER 2R, £2. A4 X 12 RO
JL 18 (TR T A 3N OMHIER 2 9,
PURZAEH
~ U ZAOWIFRER 19, T v hOEBRXTFRERR D KTy boar7 s R
B 160 [ZRB W TR EZER 277,
PR EH
YT ADNNT N T VBRI R OVEBRF R TN v b T h T Y —
VB R 71819 ROVEHHAS » R Y o720 20 (25 U CHURSER 2/, %
7o, BILE Y NOAHEY BRI 220 [Tk U CHUREIER 28T,
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T BN LDOIRE LA R EARZEDS R E L ERORE, Ao E, PFHIEED
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<HEANT—H >
1) PIAREHRERIT DR 300ng/mL LA E 29 L <13 400ng/mL LA E20EE 2 515
DML O & 7o Cid, AT IREE & 2h R & ORI & 2@ A3 580D HI TR,
2) VT ENRATOHARLHFIL, 300~400ng/mL DI FHEECTRET D ETHETELIN, HD
FRE DFEFR NI & ARG EEN R E X REROIRE Tl E 5 29,
(2) ERREABRCHZEIN-OPRE
1) H[E#E5
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RN GREOWINER TR, MPREDIXLSE HRE W,
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HAE] 5 A R G2 38 1T D i i P R B S OB RE[H]

wesam | oo | e | QT | e | RERETRE | RELRE

26) 4 18-60 10 2355 FN 33.8(25-40) 199.3(107-317)

27) 15 22-42 10 BEFR R 228(30-480) 223.3(73-770)
28) 6 19-35 20 2355 FN 60 293

5 32 AT 33(15-60) 125(73-171)

29) 6 27 . FHELME | 300(15-1440) 95(20-196)

5 73 RN 27(15-45) 98(66-148)

6 71 BN | 500(15-2880) 113(26-195)
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RN T B R L EFIRNEE L2 & & AP R CIREE X 2~3 fiPEE2 /R L C
HERE L. AR O EIE 20.4~60 47, THRFHO 0T 9~96 FefE], oA ARt I34
0.32~2.0L/kg. 7 U7 > A% 0.3~0.8mL/min/kg T - 7= 30734
F 7. MAER RISV 13 B A A R U 280 g I A T 8 R ON L o g - e
fif (AUC) IZHEICHAI L T\t OfE b 55 39,
FRARPN A G- M A R R (fERERk A) 8¢

(g 11]].} _
T P FEsLI0medE 58 (n=10) 151 FE L 0me 58 (n=12)
10 104
Hr
[1|
<3
E 05 05
G T T T T T T l:] T T T T T T
I0 20 30 40 50 60 10 20 30 40 50 &0
B I (57) B I (57)
2) e
MU ER L
(3) HhiElE

HEEEIR 2 38 L9 2 b iR B L, IR B A e i AP & [RER ISR ZE A K E < RO
FE. BFABREOREIC L) KEIEHOWT WD, LLTFIZ 2 2OMEZ =T,
1) 7B ARAOMIETREN. 1,000ng/mL LA ETIXHA S 72 hERE . 500~1,000ng/mL
TIHFHEREIBEIRO A — =T v FRERTH 5, B L, BAEOITITAEL, A0 M &,
B ARER S O, PRS2 EZE L. REICHIN~& TH 5 37,
2) VT R LD FHEAER TO R FEEIL, 900~1,000ng/mL LA EO ML PEE L FAETE 5 25,
4) BE - ftRECEE

EYREFRAI/NT A —4
(1) A E
AR L
(2) WRUEEE E#
EER R L
(3) HEREEEH
SHEANT =5 >
TRATHHICIRD 15 D VT FRIRN LR G- T O 0 X OV 2 O b B L 72 iH 2R3
e E R,



FHSCHRTO VT B/ S A EARN R G-1Z 361 2 i 4 A T8 2 -] K ONE i B E 4K

. - . v | THIEEEY | OGRS EK
$I§ = ifﬁk &5‘% XHL% E{%J;ﬁ (hI‘) a) XIO,S (hI"l)
frERR LA 13 46.6 14.9
38) 10mg(Hi[a])
T v — LA 9 105.6%4 6.6
5 BB L 4 32.1 21.6
39) 10mg(Hi[a])
iERTEA 9 164.0"1 4.2
40) 0.1mg/kg(Hi[A]) ft e 4 7 36.0 19.3
AR B4 325%) 5 31.9 21.7
M CEET35%) 5 100.7*2 6.9
29) 5mg(Fi[A])
BRI CTE4)271%) 6 44.2 15.7
EHELMECEY TR 6 99.273 7.0
EAE B CE4)265%) 10 34.4 20.1
41) 5~10mg(Hi[a])
BRI T34 267%) 13 37.1 18.7
1) 7.5~15mg(H# TERERRA 17 40.0 17.3
[50) A e 17 95.0% 7.3
a) 1 HISHE T © 0.693/1H 2 Y-8 (hr) CTHH
*1: P<0.05. *2:P<0.025. *3: P<0.01. *4: P<0.001
4) U753 0R
<SHENT—H >
TRICEFECHRIC X AFIRNBE G TOZ VT 5 0 2R OGS REOMEZ =1,
BFELERIC L DT B RADMEES VT T v A ROV
W& - . U AR | gy V7T AT
o | HE ok HEPISK (hr)  Z(mL/min) (L/kg)
R 5 46.6+14.2 26.6+4.1 1.13+0.28
37) (\)\.,1 mg:kg 7’/]/ 1 *‘/l/‘l\i
(H[ED FE S 9 105.6+15.2*4 13.8+2.4* 1.7440.21%4
29) 10mg FREZ L 4 32.1 35.0 1.16
(HLEDFHE P2 9 164.0*1 17.1 2.86
0'1%‘;/@ Hilal 5 5 36.0411.8 26.0+10.8 0.95:0.21
40)
10me/H A5 5 | 53.0£17.4% | 182:7.07 | 0.910.33
e
FHES M 0.46
(CF¥)325%) > 319 (mL/min/kg) 1.19
e B . 0.24
99) 5mg CE¥)735%) 6 1007 (mL/min/kg)*! 1.65
(HL[a]) §vE AV 5 440 0.35 138
CE¥I275%) ) (mL/min/kg) )
A ey o . 0.29 .
CE¥IT15%) 6 99.27 (mL/min/kg) 2.46™
FAETME 0.49
A1) 5~10mg (CF-¥1325%) 10 344 (mL/min/kg) 1.34
(A [ FAE A 13 471 0.63 187
CE¥I277%) ' (mL/min/kg) )




Wi - . e | THREEG | MAEZ VT AT FE
BN IR ok I (hr) > Z(mL/min) (L/kg)
R A
(62.5kg. 25 40.0 27.3 1.53
49) 7.5~15mg | IBW% 96.9)
(L [a]) JE i R
(100.3kg. 23 95.0" 38.1%2 2.81%4
IBW% 162.3)

*1: P<0.05. *2:P<0.025. *3: P<0.01, *4: P<0.001

(5) HMERE

VI. 2. (4) ZUT7 T A OHEBM]

(6) Zmit
NAFTRATEY T 4
<HEAT—5 >

1) BRAEG L- L ZEDOWINERDITHOXIIREL 3B, XA FT A FE YT 1% 103%LA

FThote 2% 39,

2) FEEBIOFANELETONRL LT XA T Y T 4 ZLLUFITRT 29,

RN G- TOERBINA AT XA F ) T ¢

5% B AR BB A
RS 32(25-39) 27(20-30) 73(68-77) 71(64-78)
TRBRE 5 6 5 6
NRAFT ATV T 4 101 77 97 86

3. B&H (REaL—>av) #&h

(1) BRAT A%
AR L

(2) 155 A— S EHER
MR L

4. IRUR

AN G-DOEA, WU O G & s U CEL 229—E LV, Zhik, Mo iEEoRB o
WERNOBHLMNTH D, ZHITK L, ZMAFICIHEA LTSRS — ISR TEe) TIRIE e
ThHDH 294, o, UTENRL, FEERGHY (N-TAAF LT B R0%) HCEICEETE
<, REHEGIZE DT EBARAROZEOIERREMOEFIIBEECTH Y | IMIF IR E F IR e
\ZET DO 5 H~2 B TH D 43,

5 9o
(1) 1% — ixBa 9 @aE T

RN T BN A EFIRNE G LTz & & BG4 10 RLINICIMINA~BAT T 5, IR EE 134

54 8 T hmBIZiET 5 44,

<EYT—4> (VR Ty b, TH)
1) A% CD-1 ~v7 A=3)Ic Y7 ¥/ A (8.3mglkg) #iLik D MiEd Kk OGO T
PR R ORI OWEHR . T B XA TGRS e/ i s | 2~_me o
A R~ DO T BN AOBATIE, RRME TIEFRED 3.43 5 (F¥)) Th o7z 9,
2) ¥ UA, Ty NEORT X TERNL (Bmglkg) HEEZ OB CTOY T B LREHE
BREOYTE LD TG PR 2k R a2 Rd 16,




T B LR ONNKERE T O YT BN AREHERS O
DT RN L O it el KL/ HE PR O HERS

FE%D kB R o> 27 B S AR E (ngl/g+S.E.) I Ll T 5/ ot 3 E (%)
I ~ A 7 vk 74 ~UA | Fuh 74
1%y 7.04+0.37 | 4.28+0.14 5.17 1.83

557 3.06+0.12 | 3.64+0.15 | 6.28+0.30 3.40 2.75 9.81
304y 0.74+0.09 | 1.01+0.02 | 1.13+0.06 7.40 3.60 4.03
LIRE[H] 0.13+0.007 | 0.42+0.02 | 0.45+0.02 2.60 4.66 2.81
IR [ <0.01 0.23+0.01 | 0.13+0.02 - 5.75 3.25
51 [ <0.01 0.08+0.01 | 0.08+0.008 - >8 4.00
10MERH] <0.01 <0.01 0.01+0.002 — — —
208 ] <0.01 — 0.01+0.002 — — —

(2) Mm%k —REEEBEPT @A

<HENT—H >

1) T EARNLEMERE AL L LT 73 Flo ETIBET & Ot RTOEigIc e L, BIR
(BT DI IEE L RE IREHMA DI LA RS L7 S, O 7 B A R AR @
I < EMTEAL, BHA L BB O M R IX 5~10 2 LA IS E LT 47,

2) U7 E/NA (10-20mg) Sl ot —ERRTHED LIEEFEL,. BBl ERIE
DA NMIEF 7 PR A ZHE LR, D7 BN AR RO CEET S
I, ST A2BIEHBERICBWTH U7 B RAIERIN TR Y . o2 kO g
HIREICB T 2R L IRIEOSAMITIZIE 1 X1 ThoTz 49,

3) R LT T B ANRNLAZEE®RE S L IIKERS L, U7 B NADZ) LK OEERHHY

Thsb N-FTAAF LT E/RL (NDZ) ORAMAE,  FFEEh R i 5E K O 5 R e 4
ZHIE LA R, BRI G IR TRERS TR omiEhEE i EH L, DZ,
NDZ I RHAMATHRE X 0 Z LML= 49,
T IR 2T E LV ER R L o TR, YT B RN (15mg/H) ERERE (B
AL OEE) Liza o, BRI (31318, 910g) DO#lfkN DZ K O NDZ ¥ 2 1E L 7= 5%
BE2UTICRT, DZ OFAMENIERE X 80mg/g A2 5 Z L1372 h -7, NDZ OffkAN
TEFEIL 78-284ng/g TH V. FFIOMEK & I BERENTRD H 7= 49,

JRIBIZBIT 5 VT LD K N-F A A F /LT ¥ 8L (NDZ) DR B 55 A

AR DZi# £ (ng/g) NDZiE (ng/g)
Ji 48 120
Dol 76 155
Jiti 28 284
P ik 32 78
i ik 60 110
fia s 8 80

4) I 12~15 WOIEFITH LT, P78 8L (15mg/H) % 1~4 BEIKERA#KRS L, B
R adE, BIRmAET, BIEATE, BIEKO T B/ L (DZ) KO N-TAXAF )L
TR (NDZ) REZFHRIEREZLTIORT, £TITBWT DZ, NDZ OERNBHE
D Hiv, KR NDZ OFRENE L DZRE 2@/ I HEEZ R Lo, £72. IR
BUWTO NDZ O, FHRMIEFREZ EESETh 7z 50,
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WG ~D VT B S ARAERE N RGBT S
T ERLADLD KO N-FARAF VLT BN A(NDZ) DS

(ng/mL or ng/g)
400 F
I:l ol g LA
[ N aparEais,
300 l - ,5’;
L n=1 %
it 2
g o200 [ ,’//
2 %
7
o 7 ?
100 - 7 Y %
Z Z
fﬁ 7
) 7 /;

FRid(MnsE) M58 0508 (i) BSIROH) ISR R

5) WEMRIZ X LT, e pc P 7 BN A Z HEIFF AN S (10mg) & ORI $E5- (0.2mg/kg)
%, Y 0 30— 140 4y M OHTE - 17—265 4y DMV v 7V aEd, o786 (DZ) K&
CEERBWCTHD N-TARAF LT A (NDZ) OFRHMAMAE, BEE)R T & O
WRIAE PR 2 8 L7 SR 2 LU NS, ik, §rdEdic, DZ &KUY NDZ Ok 4%
K OB ERAR AT PR A 1, RHMARMAE IR L0 B B IEVMEZ R LTz 5D,

I B 5 U7 B R A0 HEfh AN R OFRIRNE 5T o
BHA, g o7 B R ADZ) M N-F A X F LT B ANDZ)REE

(ng/mL)

PP al0melihiE (n=16) sl AR 2me kel (n=6)
[Joz 300 *} } [[]oz
=0k ANz [ wpz
"ﬁ s }
® o 60F 200 }
B sof
0}
a0t 100k
20 _
10+ Z 7T ff
k| A =3
R T RN FEARR EERR EEEIR SR

(3) Eit~DBITH
<HMEANT—5 >
IiE% 6 HiF. 7B/ A (DZ) % (10mgX3[E/H) HElICHEG L, 4 HE (BDZ&EE L
T 130mg), 6 HH (8 DZ & & LT 190mg) (2, DZ K UIN-7 A A F /L7 E /3L (NDZ)
DR - FIR DM R ORFL P COREZHIE LI R A2 L FIORT, ZORER RS,
R A~D DZ £ 512 L 0 FFLH~D DZ K O FERH TH D NDZ OBATHRD Hiv, F3L
ZiE LTI DIEWIFIEA~BITT 5 2 LAVRS T 52,
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BBl 7B NA (10mgX3[BlI/H) Z2REREG LEGEOYTE/ L (DZ),

N-TARXAF )T B A (NDZ) OFEFOMEp K& ORESL e A

53 W% D o I ]

4H HGADZ : 130mg)

6H HG#DZ : 190mg)

FEHI DZ NDZ DZ NDZ
RERL O I AE i (ng/mL+S . E.) 491456 340+59 60122 483+32
R R (ng/mL+S.E.) 51+2 28+4 78+18 52+8
Sk o> MR (ng/mL+S.E.) 172+5 243+8 74+10 31+6

(4) BERA~DFITIE
<SHEANT—Z >

FRRRAOIR R 2 D 42 Bl O BET L, 27 B3 A (10mg) 75 1% o i o O ik (CSF)
FOT B ANLREZRE L, mEETREOM%AY CSF ~#AT L7z~ (CSF i/t ik

FE) Z LA TITRd 89,

T ENL (10mg) HiTER O Mg & OYMEBEIR(CFS) T O 7 B /R AR EHER

(ng/mL)
140+

120+

i 100+ 1L GOy SIATN
?]l 80
«E% 60 (ng/mL)
i A\+ C
10 L S
e CSFhT 7L 6 [lf
208 AL ) 4 %
F A {/ 2 i
L1 ! | Gl ke s
1/21 2 3 6 24
F§ [ (h)
MR 7 B LRIk 2 MEER(CSH T 7 B X ARE DR
P& 5-1% ekt IRy R (IRE FET) 0.5 1 2 3 6 24
CSF i J3/ ifn 45 o i 5% (%) 3 3 3 2 2

(5) Z DRI~ DFITIE
<HENT = MEEA~DREATHE >59

6 BIDORERERANIZY T BN (10mg) ZHEHRROBESG L, MEFOR T B NARE, FERL
G T BN ARE L OWMER  OPRERER 2 HE LR 2 L FIORT, R~ 7 B X

AOBITIZ. RIfIEHEED 1.620.3% (Mean=S.E.) Tho7-,

UYL (10mg) HEREIHE G REO MR & QMR 027 €73 SRR

(ng/mL)
300

b JEEEATTESA (L)

—o— #|ITESAMKE)
—0— WP T E L

48
IF§ [ (h)

(ng/mL)

0 g
i

425 i




<EWT—H> (T k) 5

Z v MZ 3H-Y 7B/ A(0.6mglkg) & EFENES- L, 1. 2. 48 KR tE ORI

T EBRADSHIREE FRIORT, VT BN ARE i—%ﬂfaﬂa%ﬁ%lﬂ#ﬁ'%&ﬁw%m<
FFig(fAE D 14.6 1), BEBHOIENI(12.9 %), BiE(5.3 ) DIATERE &7 o72, 2kt
L. I CIZ 0715 LI BIRVVEZ /R Lz, £72. 1 BEE S 2 BEfE i, i s i %7%
BAETMEEA LR D DN oT-Z L T & FRiERF I i/TJZ/\AZni’J
DL TWD EEZBND, 48 K% TITA—T 2 (fE) Ik bLEREL TR, Pﬂ@n’ﬂ
BECIEEAED LIEKIBIZIETF LTSI L, I—h A (JAR) TldiZ s A EIETIEER
SV AWASAN

SH-V7 BN 4 (0.6mg/k IEEN B 5% D T » MAERIZEIT 5 27 B3 L D510

MEREN I G- DK IT 2 VT B R A D51
B 4 1R 254 48 %
ng/iifklg I e R B b ng/fifklg | mMAEFIREL: | pg/iRklg
(. 4% 0.047 (1.0 0.045 (1.0
i 0.047 1.0 0.042 0.9
JF M 0.688 14.6 0.613 13.6 0.031
B i 0.250 5.3 0.315 7.0 0.027
O i 0.071 1.5 D.S. 0.0
Jifi 0.075 1.6 0.113 2.5 D.S.
JEE gk 0.073 1.6 0.047 1.0 D.S.
i 0.032 0.7 0.028 0.6 D.S.
R 0.096 2.0 0.027 0.6 0.016
TN 0.071 1.5 0.039 0.9 0.060
i W 0.050 1.1 D.S. 0.0
B (5 JE) ) 0.605 12.9 0.152 3.4 D.S.

kR SH-T T B S ARE O MR IZx S b
D.S. : HIEMES:HRAE & FER IR L TR Y A EOE & T b0yt o
(6) MPFPELMEEE
MAEE AfE A 213 96.8~98.6% & D T\ 56),
EEE TR AN LR L, B CTOREILE L 57,
FE B OB R K D IERE G RIZ L RF- L 5659 ILpElG C %);HE EOERIT 2.19% & R
% 57.59)

Hﬁ'ﬁ'&@%ﬁi VLTI 84% & AEERRRA & HE~MRIETH % 56),

6.
(1) HEREL R VA BHRER
T EARAF, FICHIETRE S, IEEEROREW CTH D N-T AA TV T ERLAKY
N-AFNITEBRAEBR AT ERALRY TV 7 o s Bas SIESMIHRIES 5 56,
F7o. DT EARLIT CYP3A4 T LY f\“‘/YVTJz’ E°‘/£%0)7J<E§“ﬂﬁ%§éﬁ*7‘<?fﬂAL:ﬁ%ﬁié
., EOMITHHFERKBILIR S AT 5 60.60),
k. FIRNEE Lz & &, TR REIEIT AATF AT B ARLAOLBH IS 39,
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DT BRSO 56

s 0
N\ .

N-Bé A F AL
=N a

N-FARAFIITHEINL R i TAVN PR (7N

(I PE)
e yN: 304
3 [ 3

Fvrarsigias

% ERARALIE NAFWARHLSA, A s
F2ENLGEHER) 7vray sk

(2) RBICEAE5THEE (CYPE) DHFiE, HFEXE
T ERAR, BB TRHE S, FOEREIE N-LATF AR 3 KL THY
CYP2CH 7 77 IV —KkOCYP3AY 777 IV —DFEINRBEINTWND,
P450-cDNA ZHUAATE D 7 3 =7 7 A )L A % HepG2 Ml ke S8, 7B/ 8o EHc
592555+ (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1, 3A4, 3A5) Z /=L = A,
T BNLIS NLT /AL (A T V) 8T 2 T B A~ Clid CYP2C19,
CYP2B6. CYP3A4, CYP3A5, CYP2C9, 7=, U7 B Ramb 3k FuFxiivh, T~E
L, N-BLT %4l (A F V) 2R TEIFT B RL~DONH Tl CYP3A4, CYP2C19,
CYP3A5, CYP2C9. CYP2CS8. CYP2B6 ORI #E IG5 L T\ D Z LR S 7z 62,
) VEEBAMEDEERVZDEE
P L 2
4) REYOFEOEERVEML., FFELE
ON-FTAAF N T B RAMIEFEEM DR 7V —= 2 FRBR B CHRE A 2R IEE DN R
S5RTWV5 63,
@ON-AFNAX VB RANIEFEIMDO AT ) —=0 FRERIZB W TR A RGN R D 5
TG 63,
@A F B NRAZEMA T U —= 2 7B K ORIV CIEMERFRD HAILTUN S 63),

<AMEANIZIUT D RE >
TRICKEE LRI LD T RO TFEENRBH TH D N-T AAF LT E/XA (NDZ) DO
S & R,
EFESCERTO N-F 2 2 F L7 B X ANDZ) O 5 - 15
A SR PO 3y NDZO i1 5 0803 (FRe )
64) (F3S PN 92
65) (F3S PN 250( 71-603)
RS R 395(136-690)
66) FE R AR 57( 42- 96)

7. Bt
1) HEMERALFS L ONRES - JR. E(H 55
2) et
SH CTHERR L7V 7B /3A 10mg & & MIRROFE Lo & & JRPBPEIEIX T1% Th o7, £
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72 RO 5O R PR LAEEI R 1T 1~2%TdH ¥ JRPITIIRB LRSS & LT,
TBNRA, TARAF LD T B RNL R OAF VB 8L 0 &tz 33.34,55,67,68)

3) it
tr (n=2) I 3H-YT7 ¥ L (10mg) Zfk 035 U ChR PR 2 R AL E L 7=k 54 DL
TORNRT, R EITHRG% 4 KON IR IZ A Biv, JRAPFEIEO RN 2.7 H T 18
H o7z > THEENZRD B a7z 59,

3sH-T 7 ¥/ A (10me) & #% N #5- L7z 2 il & th kit

o’ ——BHA
s —o—EHEB

% OF DOSE / HR

1 L 1

L L L 1
0 2 4 6 8 10 12 14 16 18
P 5RO H

8. FIUAR—AE—IZET BIEHR

AR L
9. BFI & BREE
AR L
10. BEOHREHT 28E
il

e 7 i 5B P S, MR IR TS S I 07 B S M 2 BRI LT & X . EESE A BT 54070
AR ONH AR5 . FEHETE S i C DR 2 (Rl 2t 0,

FFHSAEIR B

FFREZS BT B\ UL 27 8/ A O AR DN S R AR A L 0 b i % ored 3857,

PRI 3 50 A P s 59)

(ng/mL)
500 500 i
B EHERE A (n=1) FhaO— A2 EE (n=1)
100 I 100
il P LPREL
t1,2()=505h TEsh
s e t1/2(2)=1030h
Hh
i e m gD o
% 10} J"'Mﬂ 10 | R
%;g_( —NFAAFAYTE L s
_ﬂ.—-" %
i e L NFRAFATTEL
! I
o i
A
1 | 1 1 l 1 1 | 1 l
0 20 40 a0 0 20 40 60 a0 100
i [ (h) IR B (h)
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11

VI
1.

Z0kt
LB L

et (FERLOFEESH) ICBYLHEHE

ERNBEZFNDER
E I TV

T

L

BEERNRLEENEH

B2 (ROBEZITBRELEWNIE)

2.1 AVEFAZEBAGNEOBRE oV SAERICEVIREN B L, JEREZEL ST 2205
5, ]

2.2 HIEMIEIPED S HEE [(RHOGMEIERIZ X VIERPELT 282006 5, ]

2.3 vav s, FiE AN FYA oOBENEET Va— L hEORE [ & XICHEIR, BRIk, M
JEAL T, faRMEs a v 7 03H bbb 01 d 5, ]

2.4 Ve (HIV Za7r7—8lREAD), =~ bhben - U h ez holRs
[10.1 &)

(figan)

2.1 F12 U AERZA T AIANL, Sk L LICEABKEZH LIRIED EH- %30k 7- USER %1
BB TNNRH 5, HNETOBRBRMOBEIMER T, 7B M50 ia U ERNR
HOENTEDICEREESINTWS, L L, EBEOEKE ECIXRAZERMA RO B3 CER
DOIAFNTEE D> T2 & DAL B 5 69,

JEA B R 3K - AT AR R R SR 2 2 R m A (RAEZEm) (IS & TIepE A kN R )
% [PAZERBAMENRE ] (CAF L=, (201947 AfF MEHA LoEE] &%ET)

2.2 KRANIFHIEIER 2 AT 28ATH D720, BEEME/PEOBEIIIHEL STV,

2.3 va v 7, BEEE TIIRER, (K ERENERE, BRI B8EZNRH Y, A X LH A
OENAMET L a— )L R BEE TR 23R H O b b BENLNH D 69,

24 =)< RLLENL - U RFENL (R84 "Frty KNy 7) OEFRLEDOEAEEZX
0. BFt L7z, CYP3A4 (Zxt T 2BAMILEMERIC LV, M8E OBEEF-CRER T 4 i = 38
TNRH D, (2023 4F 2 AFF MER EoiEE ) &GET) [IVIL 7. (1) fFHZEE & 208 E (10.1)
DIAZ ]

MEER (IR ICBEHET HFE LT DEH
BRIE STV

BAERUVHEEZICEET R EZTDER
(V. 4. HEKROCHEICEET 21EE 25K

EELGERNIE L ZDEH

8. BEELEKRKEE

8.1 IR&. TEE) - 9] « KEHEBRENEOR T REZ L Z ERHDHDOT, AKEIKEGFOBE
(21 BB O EEA G R A O B OB EICIEE SV K Y ICERETH 2 &,

8.2 BMAICL VEMIKGFEAZELDZENHLHDT, BRE Lok 512 X 2 EHIH 28 %
Z L, ARG 2GS 25120, 1BR EOXVEEEZ I BmET A2 L, [11.1.1 BR]

(figa)

8.2 Rk 29 4F (2017 4F) 3 A 21 BAY JEAEGTEE EH - AVERAE R RRREREENC LY |
TEARSAERIE, PIRZIHE O TANAIRE LT EIN R Y U7 ¥ B R IREE) K%
DEFHMITONWT, TEEZRFEAREE | KO TEXRARFEIER ] OBITERFEICE T 2 R
Zat# L7z, UGETOMBIZLLTO®Y,

OIEFILEAICEI VRSN Z ENH D=0, 1BRE LIk 512 X 2 &80 2 ke
D EOIEEME T 5720,

QAGBHEOHIFANTREIMEA LG EIC S, FIREEDERIND ZENH D | HESH
IERRCBEREIR D & & b 5 7=,

OEMBEIC LI VIKENELDZ L0 H 0 . ERRSOEK L U CEARREENH5 -0,

@ SEELEORIERIX. HARKRESZORBEIZRL T Y U7 BV B IEEH)
ENBEINT-E2TOREICH LN D AREMEN G 57280,

- 16 -



OEBHBEOHPANIZB W TYH, FREGERERIND Z RS0 WO LR EETUE
KRB DONDEBENLH DD,
[Ivil. 8. (1) BERZREWEM & OHER (11.1.1) ) OEZE]

6. HENDEREZAY VEEICHIT HEE
(1) GHHE - BEEZFOHLBHE

(2)

(3)

(4)
(5)

(6)

(7)

9.1 AfHE - BIEEBFDHDHEE

9.1.1 DEEDOHDHEE
FERNEALT 2B 200 H D,

9.1.2 MICHREMEZTDH S EE
TER R < HE b s,

9.1.3 =BEE
TERREH oD,

9.1.4 SEEERE. FRFHENDOFHREIATNLESE
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(DIAZEPAM- diazepam injection, solution : Hospira, Inc.2023 4 4 H)
INDICATIONS AND USAGE
Diazepam is indicated for the management of anxiety disorders or for the short-term relief
of the symptoms of anxiety. Anxiety or tension associated with the stress of everyday life
usually does not require treatment with an anxiolytic.
In acute alcohol withdrawal, diazepam may be useful in the symptomatic relief of acute agi-
tation, tremor, impending or acute delirium tremens and hallucinosis.
As an adjunct prior to endoscopic procedures if apprehension, anxiety or acute stress reac-
tions are present, and to diminish the patient's recall of the procedures (see WARNINGS).
Diazepam is a useful adjunct for the relief of skeletal muscle spasm due to reflex spasm to
local pathology (such as inflammation of the muscles or joints, or secondary to trauma); spas-
ticity caused by upper motor neuron disorders (such as cerebral palsy and paraplegia); ath-
etosis; stiff-man syndrome; and tetanus.
Diazepam Injection is a useful adjunct in status epilepticus.
Diazepam is a useful premedication (the intramuscular route is preferred) for relief of anxi-
ety and tension in patients who are to undergo surgical procedures. Intravenously, prior to
cardioversion for the relief of anxiety and tension and to diminish the patient's recall of the
procedure.
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Pregnancy
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Advise pregnant females that use of Diazepam Injection late in pregnancy can result in se-
dation (respiratory depression, lethargy, hypotonia) and/or withdrawal symptoms (hyperre-
flexia, irritability, restlessness, tremors, inconsolable crying, and feeding difficulties) in new-
borns (see WARNINGS; Neonatal Sedation and Withdrawal Syndrome and PRECAUTIONS;
Pregnancy). Instruct patients to inform their healthcare provider if they are pregnant.
Advise patients that there is a pregnancy exposure registry that monitors pregnancy out-
comes in women exposed to Diazepam Injection during pregnancy (see PRECAUTIONS;
Pregnancy).

Nursing

Advise patients that breastfeeding is not recommended during treatment with Diazepam
Injection (see PRECAUTIONS; Nursing Mothers).

Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed
to AEDs, such as Diazepam injection, during pregnancy. Healthcare providers are encour-
aged to recommend that pregnant patient taking Diazepam injection enroll in the NAAED
Pregnancy Registry by calling 1-888- 233-2334 or online at http:/www.aedpregnancyregis-
try.org/.

Risk Summary

Neonates born to mothers using benzodiazepines late in pregnancy have been reported to
experience symptoms of sedation and/or neonatal withdrawal (see WARNINGS; Neonatal
Sedation and Withdrawal Syndrome, and PRECAUTIONS; Clinical Considerations). Avail-
able data from published observational studies of pregnant women exposed to benzodiaze-
pines 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 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 Diazepam injection during pregnancy or
labor for signs of sedation, respiratory depression, hypotonia, and feeding problems. Monitor
neonates exposed to Diazepam injection during pregnancy for signs of withdrawal. Manage
these neonates accordingly (see WARNINGS; Neonatal Sedation and Withdrawal Syndrome).
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 diaze-
pam 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

Diazepam has been shown to produce increased incidences of fetal malformations in mice
and hamsters when given orally at single doses of 100 mg/kg or greater (approximately 20
times the maximum recommended adult dose [0.4 mg/kg/day] or greater on a mg/m? basis).
Cleft palate and exencephaly are the most common and consistently reported malformations
produced in these species by administration of high, maternally-toxic doses of diazepam dur-
ing organogenesis. In published animal studies, administration of benzodiazepines or other
drugs that enhance GABAergic inhibition to neonatal rats has been reported to result in
widespread apoptotic neurodegeneration in the developing brain at plasma concentrations
relevant for seizure control in humans. The window of vulnerability to these changes in rats
(postnatal days 0-14) includes a period of brain development that takes place during the
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third trimester of pregnancy in humans.

Nursing Mothers

Risk Summary

Diazepam is present in breastmilk. There are reports of sedation, poor feeding and poor
weight gain in infants exposed to benzodiazepines through breast milk. There are no data
on the effects of diazepam on milk production. The developmental and health benefits of
breastfeeding should be considered along with the mother's clinical need for Diazepam injec-
tion and any potential adverse effects on the breastfed infant from Diazepam injection or
from the underlying maternal condition.

Clinical Considerations

Infants exposed to Diazepam injection through breast milk should be monitored for sedation,
poor feeding and poor weight gain.

A=A N7 U7 D45 (An Australian categorization of risk of drug use in pregnancy)
diazepam : Category C
Drugs which have caused, are suspected to have caused or may be expected to cause, an
increased incidence of human fetal malformations or irreversible damage. These drugs
may also have adverse pharmacological effects. Accompanying texts should be consulted

for further details. (2023 4F 12 H ELE)
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(DIAZEPAM- diazepam injection, solution : Hospira, Inc.2023 4% 4 H)

Pediatric Use:

Efficacy and safety of parenteral diazepam has not been established in the neonate (30 days
or less of age).

Prolonged central nervous system depression has been observed in neonates, apparently due
to inability to biotransform diazepam into inactive metabolites.

In pediatric use for the treatment of status epilepticus, in order to obtain maximal clinical
effect with the minimum amount of drug and thus to reduce the risk of hazardous side effects,
such as apnea or prolonged periods of somnolence, it is recommended that the drug be given
as a slow intravenous push over 1 minute (see DOSAGE AND ADMINISTRATION). The
safety and tolerability of the recommended dosage regimen is supported by a randomized,
double-blind study that included 162 pediatric patients ages 3 months to 17 years who re-
ceived intravenous diazepam for the treatment of status epilepticus. In this study, 16% of
pediatric patients who received diazepam experienced severe or life-threatening respiratory
depression.

Benzyl alcohol has been reported to be associated with a fatal gasping syndrome in prema-
ture infants.
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