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NREADRI8ETHD (Y1),
R MERR — FEER Y A 27 Zxt Ui, Wi EAR ] ORI G8 0 e, ZOERIZY 78
NRAL VI, HFERGICE > THY A 7 WCERREBIA LN o7 (FL),

8) MMINT 2 X B1EH
1 XX 10mg/kg MENENEEG-IZ . PN DA, NA, 5-HT K TN 5-HIAA D& &EITEAL LA 7273,
HVA & &2 A B L,
7, o AFNA-P-Ful Al LA T a— T I U ORI AEREICELE LT, T BN
KOva 7B ARE, BN DA ORGREHRZ B IS L2 (T > b)),

9) REREIRY L OFEAER (LDs 12 KIF %@)

AANORIALEITIE E A E DY) O LDs fEIC TR IAF S 72 o 7273, 3,10 3 DU i 30me/kg
@ﬁuﬁgmib\7D”fmvyvﬂ%ﬁuy//&U7I#WEﬁ/F4/@ﬁi%%ﬁb\
V72 RTIOEEEIHI Lz, kB, UTOEYOEFEMICEA L TIAERIEFHZ RS2
holz (w7 RA),
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TNTESRL B RusuuF TP R AFN RS R oL E S — b iR B U AR
NI KR,
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VII. EYREICET SRE

1. mAREOHR - AIEE

() BELEDLmMBEE
MG R L

(2) &= AR E B R
0.4mg 1[0¥& 5 T, 125min
0.8mg 1[5 T, 105min

VII. Ep#hfelcBd+ 5HA

14



) BEAETOMHRE
AN 2 R 72 BN ARG LB o g 7 V75 T NREOHRIZLLTO LB Th 5,

—_—n m # & R E
(0.4mg 1[EIKZE)
6
il
4_.
i
=
E 21 Tmax : 125 min
Cmax : 6.8 ng/mL
Ti/2 : #14hr
04
T T T T T
0 5 10 15 20 25
BOE % B M (hr)
(ng/nL) m i b B E
(0.8mg 1[@EIZE)
m
<3
»
B
Tmax @ 105 min
Cmax : 12.7 ng/mL
0 -
T T 1 T k3
0 5 10 15 20 25

T OE % B M (hr)
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(4) PBIERERET SMPRE
KPR L

2. RYFEERI/NT A—4

(1) BIEETELR
LR L

2) NAFTRLFEY T4
1) AR
(BE) A RBYHT—4

A XAEHWT, AHF0. 4mg BE 6 BEX RO L L AUC 2R, TATF TV T A 2. dng DIEIEZ 5k

WG LTZBED AUC & FLBRET L7 fi R, B2 roR PR3 62% ThH o 72,

2) MRS

AH 0. 4mg HE 2 $E L& 0. 8mg HE 1 SEO LW FMIRIEME A MRFTT 572010, fEANOERHEE 235 &
LCoRHBRIEC L B2 T L=, M T AT I T AREITAIa~ N TT 7 4—
THIE L, &% D Cryxs Taxe MOVAUC 23R, ZHHIZOWTHRE (BT LizkER, Al

FHCAEZETRO b TAEMFICFETH T,

(3) BEEEEHR
AR L

@) HUTFVR
KR L

(5) HHWER
BRI L

(6) MIFERMBEER

MiFEA & OfEERIZEIEIC L > TEIZRL FEEMRECOLPDLT —ETH o7 (B b, A

X, T ),
MmiEEH faaE (%)
= F il 15 79.5+0.8
A = 1. 5 74.8+0.8
7 > oo IE 74.0+1.2
E MLV T LT T 68.4+2.0
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WL © BESEERHS L
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4. o
(B%) v MIBIFLTF—X

AR TMEEIFIER CEm 2R L, &5 10 0%I213 T TICE2FIToMi L, %< OfM#ETI% 30 %ic e
— 7 L5,
TR, H - M - Tl - /MG - BT I~ OBAT L RO HILD D, FrEiEkC BT DL
DHIT, 24 FEEZICITEAEME & bied TIRRE & 72 5,
FEAF~DOREAT I REER O ifn Fh R B CRa M HP R K VAR, INIRE L b hic@m W iz R Lz, ek
~OBATRITN 40% THD (T b, #&A),

“C-alprazolam % 7 » NI H G- DA B el E

W @ 4 T REIEE (ug eq. of alprazolam/mlL or g)
3057%% 1. bR % 241IRF[R] 1%
i 53 0.23+0.03 0.14+0. 08 0.01=0. 00
it 0.05=+0. 02 0.04=0. 04 0. 00=+0. 00
F b7 i 0.47+0. 05 0.31%0.23 0.04%£0.01
T 0.30+0. 06 0.20=0.17 0.01=+0. 00
Jiti 0.32%£0. 04 0.20=+0. 14 0.01=0. 00
JH 4.22+0.33 1.640. 24 0.21+0. 05
G 0.31+0.03 0.18+0.13 0.01=0. 00
5 1.70=0. 24 0.88+0. 48 0. 02=0. 00
21 = 1.16+0. 20 0.65+0. 28 0.01%0.01
il 1238 0.09+0. 03 0.10%0. 07 0. 00=0. 00
BT ST ik 0.89+1. 00 0.7470. 91 0.01=0. 00
e 0.64=+0. 06 0.53+0. 26 0.01=+0. 00
B3 bt 5.13+7.68 1.460. 42 0.01=0. 00
B S il 0.197+0. 02 0.130.07 0. 00=+0. 00
& lili} 0.11£0.02 0.07%0.06 0.00=0. 00
B (A1 H &) 15.4+2.19 2.06=0. 70 0.02=0.01
B O(RE ) 14.2+4. 35 2.09+1.03 0.020. 01
4N 15 2.73%+0.35 3.40+1.98 0.03=0. 02

bt : Img/keg BRI 3 BID T b D15 REAE(R 2

(1) Mk —AxEEPT&Ed
(BE) v MIBITFLHTF—X
WiHd 25, (7w b, &AO) [VI-4. 576 &K
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(2) BR~DOBITH

(B3%) 7y MNIBITLT—4
feAgBAM it (7 v b #E0)

RAF~DOBATIE, &5 30 31 TREMIM IR D 72%, 2.5 Bl TIZ 50% TH Y . REiiih K

Db HLITHET D,

"C-alprazolam & 7 v NI £ 515 OREKRN R BESR &

p o TOHREIRE (ug eq. of alprazolam/mL or g)

S 3043 2. BIREfH
biE3 0.478+0. 038 0.138+0. 023
R i i 0.601+0.071 0.164+0.015
F K 0.103=%0. 023 0.030=0. 005
Tats fi& 1t 0.344+0.061 0.067=+0.011
e A+ b 0.598+0. 121 0.117%0. 004

(3) FiAh~DBITH

(B8) 7y NMZBITLT—4

REAL I A~OBATRITIR G 30 DRITIMATIRED 1.5 5 Th 205, BEEHSCNIE T T2 (T v FEA),

“C-alprazolam & 7 v MZHRE O %514 OFRLAR PN B REIR BE

- JHTREIRE (ug eq. of alprazolam/mL or g)
At IR73 it/ ik
0.5 0.3547%0. 144 0.228=+0. 081 1.55
2.5 0.202=%0.015 0.084=0. 009 2.40
6 0.072=%0. 050 0.034+0.011 2.12
24 0.038=%0. 009 0.009=+0. 002 4.22

(4) BERA~DFBITH
MG R L

(5) ZDhDMERADBITHE

R L
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5. H#
(1) ACHERAL R UM RR

B b AXKTT v MBI 2 REEE S AEMITRIKNDO LB TH D,

T b, A XKOE MIBIT S Alprazolam DFCHHFEEE

C"'|\r .

CHy N
"\

N
/@ ('II;OH
Cl1 =0

K (V) Alprazolam
(5-Chloro-2-[3-hydroxymethy |- Svybk 0.7% (0%)
5-methyl|-4H-1, 2, 4-triazol-4- 4 X 0%
y|]benzophenone) E b 11%

Sv bk 0.3% (0%)
4 X 0.7%
E b 9%
uncu,T\

KB (1)
(4-Hydroxyalprazolam)

vk 0 9% (0.9%)
4 X 0%
E b 0.04%

l

HOC Ha~ Ny
N

N
> OH

SO
O

K () K (1)
(1-Demethylalprazolam) (a-Hydroxyalprazolam)

vk 2% Sw b 0.1% (0.8%)

4 X 8% 4 X 1%

E b 1.5% E b 15%

¢l N

KEm (V)
(a.4-Dihydroxyalprazolam)
vk 0% (0%)
14 X 0.1%
E +F 0%

) BAEZIRS CITHT D =k k,

( ) RIFEINICE

(2) KBICEAE5T 58H (F LU O—LP0FEF) OHFiE
CEoR#End, Y0

TINTZ T NMIFEEESE T 7 v — L P450 3A

) PEBBHROERRVTOHE
AR L

4) KEYDFEDOHERULLE

U133 & LT a-hydroxy & & benzophenone R T&H 1 |

ML THH O IR IIR,

(5) FEHRBYORER/NS A —4
REERRL

57—

AT I IRZE DK 1/3 DIEEZAT 5
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6. Bt

(1) Bt EResz
Prit /S 7 — TR PRI TS B

Fv b, A4 XKNRE MIBIT 5 Alprazolam DAERNERE

0,
\100%¢) Hﬂiﬂﬁ v bk 0.3%
IR (ZMi&) il
FF gk
HIEE - s & HH O
Sk 4+ 3 —
Bt e e 749% J o .
< — < < ' Tmax Tr1/2
Y . BiER . T P - ;
Sor i
BRILE 64% Bk 15 16
—t _
= 7
Sy bk T1% Zv bk 25%
4 X 45% 4 X 32%
E Y 7% B F* 79%

) BUEIZRT C kT B8 —k v |
BeGRERTIZ k14 HRE. +24 BERD, #48 R, JERDIL 72 BERE,

(2) HEitER
WC-TNT T YT DR L, JRP R OFER~OPEM 2 a5 Lo, #6514 B £ TICRP RO
PR S N BURRIL, ZNEN T9% KN T% Th o T2,
(B%) 7y MRS XCBIT DT —X
7 v T MC-T AT T YT MO G 12 K TR R ORISR ST BURREIT E N E 4L 256%
KO T1% ThoTe, FFRHA~ 0. 3% PRt v, IBHHRICIEER G 24 REFIZ 7T4% 23 HRE S 47z,
A XTI MC-T AT TV T LA B 12 BRI PR T O HE i S U7 O RR IR E IUE L 32%
N 45% T -T2,

(3) HEifEE
YRR L
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1. BREICLAREE

(1) BIREH
MY ER L

(2) B
(BE) A BT BT —4
EBRH Lo I MC-T V77 T A bmg/kg HERIRNEL G- L, 2 D% 6 REIZH 72 0 miEENT 217
Vo RZEGR B ORI O M B OSBHTY o DI A LT,
TAEULRIE 6 BER TR D 10.8% T 7275, BRI EFZAMI TH Y RBITh 5,

(3) EHEMmMEER
MM E R L
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HREESH TV
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SRR EEDER
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2.1 AANDORLGI R LIgBUE DBEERED & % &

2.2 MEPAZERARANEOBE i U A L VIRER B L JERZE(LIEL 2801 H D, ]
2.3 ESEMESEDBE [HtEERIC LY, JEREZE (bS8 2N H D, ]
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2.2 F1m V) AEMEAT 22 < OFAOTRMLEITBNT ThkAME] ofF %2 FER) &L, Si%id
WCIEHAN 23 5 L KO EEMLENMTOh T&E 72,
A, SERK 3LAE 3 A 24 BAFIT T, AMEVEN BARIRE S K0 A BRI IR SR 2%
. AT 3 [ - RinERR S REOBRSERLE LA A L EIHAERIC T
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(213 H BV OB FEEIR & O B OBIEICIEHF S E RV LI ICHERT D 2 &,
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9.5. 1 RO R Y DT R REA (T ERL) OBREEZ T -BEORICHEEA
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1. fE¥%ERA

10. MEER
AHNE CYP3A TREEN D,

(1) HREEEEDER

RESH TV

(2) HRFE L ZDER

10.2 HiREE

(BtRISEEI S L)

SNV — VIR AR
T TR AR A

ZENDD,

A4 F BRARIEIR - HRE Tk BEFF - SRR+
HRAR e R A il A1 MRS, TEEST - )« RO | A B AR A e BT R VR &
Tz ) FTVURHER, HENRE)FOR T ERT D | R T DL NBEZLLNT

WD,

T a—)u

(BKi)

IR, EES) - | - R
HEENRE ) O T 23580 5
LD D,

FE LS AR A e 0 1 VR %
BT 22 EMREZLNT
W5,

DI Rl e s |

U hFELEDPERIZED,
AH|DAC, 7 VT T A
BHINENEH 2.5 f%, 0.41
%, 2. 2 {51272 0 | HHX AR pn
FHER GRS 5 & DA N
b5,

A D T g T o AR A3 L
INDHIENEZEZDLATWY
50

T Y FULIIVEIL TR

AR O M PPN B L, K
AIOBIVEHI 2338 L9 < A
LBETNRD D,

= Y ML ENL T=)L
fi > CYP3A (219 2 BLEEH
W& RFNORBIAPAE X
N5 ERBEZLND,

AT aFy—n

AFIDAC, 7 VT T A
BN ENEFI 2.8 fi5. 0.41
5. 2. T 51272 0 | HOARX AR D
HVER R T 5 & DN
b5,

A hT a3 —LA CYP3A4
ZHETDLENEBEZILN
T2,

AYaty—nu

PHER DI KO HNH D 35 %
W HT-, Ry —u
& OBFHIZ VB EOFREMED
faltt % LRl 5556 % bR X bt
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AENOHEERETTH L,

RAF 25— L3 CYP3AL %
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MR ED L7 D & TR
Ehd,
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A4 5

BRAER - FEE Tk

BEFE - fapRIA

TIVIRFY I o~ LA UTRE

AHFIDAC, 7 VT T Ak
EMERENZNEN 2.0
fi5. 0.51 %, L9522 0
HRAX ARSI E F 23 1583 5
LORENRD B,

AFH D T g T AR A3 L
INDHIENEZEZDLATWY
50

VAFTU

AR OB g, 707
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8. BIEA

1. Bl¥ER
ROBWERDBRH SO ZENH LD T, BEETHIATV, RENBO oG EIC3&kE%z
k4% 72 EWEY R AE 2T O Z L,

(1) EXLEIER & HER

1.1 EX%RIEA

.11 (RTFME GEEAB) . BBRER (BEEA) AKXV EDERTFELECDLZERHDHOD
T\ﬁ$%+ﬁmﬁw\%%&ﬁ@%%ﬁm&%hﬁﬁm&%#%:koik\@%$mkﬁ
LG EOZE WL 2N LEGEORIRIC LY | FBERE, AR, Bk, RIR, N2, 2157,
ERREOBENIER D H H b s 2 k#%é@f Beh 2T 2 5E810IE, A ICBET 57
FEEIZITO 2 &, [8.2 2]

11.1.2 RIBBE (HHER) . ?ﬁ(ﬁf?%)

11.1.3 FEORING] (BHEEAHA) « ABPERUE R E OMEREREBIZHWZGE . FERIHIA & i
HZERDB,

14 7F2743F0— BHERH) - £ 58, S92, B - Bk, BOnED0T F7 4
TR —NBLDONDZ BB D,

11.1.5 FFHERERES (BHEEAH) . BE (BE AW : AST, ALT, v -GTP ® LRH-%5 %1 5 ITH&EE
EOWERNOLDNAZENH D,

<R >

11, 1.1 KREHEAIC L D IEFE R OBEREIR OFE B 2 L CE 720, ABHEO®RBENTREYHEH L
-HEITH. %’ﬂiﬁ‘ifﬂﬁﬁ}zéﬂ’é EMBHY . WHESLTIERCEEBERR H ObND Z B H 5
720, ¥, BHREOER L L TEHAERESNH 520, KEEAICREET, EEMET S
NI DY e

11. 1.5 ERNIZBW T, KA G%ICEE R NTRERERE K OSSR 2 B L TIERINERM I N0, 1E
BWAE 5L E LT,

§1m &
—

(2) zothoEIER

11.2 Z0tDEIER
0. 1~5% AT 0. 1% A B
FERRGRT | IRE. O FEV - 550 | AR, IRER (-8
X, U NE =i N S O N
rRRREE, REkR, S,
JRER
i AST. ALT ® L5 vy —GTP @ k5
B e IiNES SN
S A¥8. ol - EM, fE | T
B, RETR - MEERASPRRR,
B IR
W EE™ wE, O SR SOG
B AHE I - M e 7y 5t A% 5 oD Ay BRORAK T
JER
Z D™ T
) FEEBLBEEE I AR A A & e
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SEBEFRAERBAER VERREEREE &

il FH s O AL D 2

AGBRHZ OFRA (FEFn594E2 H 15 H ~ 7t
PIE FRk24E2 H 14 H)
AR 2K 202 1,179 1,381
AR AIE 5L A 1, 356 7,103 8, 459
I 36 BLE 11548 265 299 564
RIS B4 384 394 778
BIE IS BUE G 19. 54 4.21 6.67
(B/AX100) (%)
BIVEF OFEEE RIVE B (%)

B - BRERRAEE 2 0.15) 8 1y 10 (0.12)
% — 1 (0.01) 1 (0.01)
O URFERY 1 (0.07) 2 (0.03) 3 (0.04)
WL 1 (0.07) 6 (0. 08) 7 (0. 08)

R - ORfRRRESRREE 69 .. (6.09) ¢ 63 (0.89) 132 (1.56)
P — 1 (0.01) 1 (0.01)
SinkEE 2 (0. 15) 2 (0.03) 4 (0. 05)
Bk — 1 (0.01) 1 (0.01)
B ((BD5s5 %) 1 (0. 07) 1 (0.01) 2 (0. 02)
GIERT) 8 (0. 59) 5 (0.07) 13 (0. 15)
BORIK T (Fhathiz) 6 (0. 44) — 6 (0.07)
BDEW (BHDOX - SbsbK) 59 (4. 35) 58 (0.82) 117 (1.38)

 HfepeREE 3o 0.22) r. oy - 4 (0.05)
I (s lE) 1 (0.07) — 1 (0.01)
JRER — 1 (0.01) 1 (0.01)
2t (1) 2 (0. 15) — 2 (0.02)

WEEE 6 (0.44) SR 6 0.07)
) B 6 (0. 44) — 6 (0.07)

 EothoRREEREE 1 0.07) R Lo 0.01)
BRRESE (R23E V) 1 (0.07) — 1 (0.01)

MR 175 (12.91) 201 (2.83) 376 (4.44)
IR (& - BRI S5 9 o5) 169 (12.46) 196 (2.76) 365 (4.31)
s (iR S) 1 (0.07) — 1 (0.01)
PEEL (PR /VIKF) 1 (0. 07) — 1 (0.01)
BERE — 1 (0.01) 1 (0.01)
R 4 (0.29) — 4 (0. 05)
AR 4 (0.29) 2 (0. 03) 6 (0. 07)
TR AT — 1 (0.01) 1 (0.01)
bR — 1 (0.01) 1 (0.01)
%3 hE — 1 (0.01) 1 (0.01)
Ve R—J0k (HEAREEE) 1 (0. 07) — 1 (0.01)

EfesslsE o av (3.47) 22 | 0.30) 69 (0. 82)
RS (E.L) 1 (0. 81) 1 (0. 01) 12 0.14)
AL 4 (0. 29) 1 (0.01) 5 (0. 06)
T 3 (0.22) - (0. 04)

M N RZIEE 18 (1.33) 7 (0. 10) 25 (0. 30)
HIEARE (<o) 1 (0.07) 1 (0.01) 2 (0.02)
BARAR 9 (0. 66) 1 (0.01) 10 (0.12)
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MR AN (MR 5y WA %) 1 (0.07) — 1 (0.01)
MR (HEER R PRED) 5 (0.37) (0. 10) 12 (0. 14)
ST 8 (0. 59) 7 (0. 10) 15 (0. 18)
PR - RREERREE 4 0.29) 29  (0.4) 33 (0.39)
fFhEE — 1 (0.0 1 0.01)
LDH |- - — 2 (0. 03) 2 (0. 02)
GOT |- 3 (0. 22) 20 (0. 28) 23 (0.27)
GPT |- 5- 3 (0.22) 25 (0. 35) 28 (0. 33)

v U LB ILE 1 (0.07) 1 (0.01) 2 (0.02)

arurey k&)

y —GTP |- - — 8 (0.11) 8 (0. 09)
LAP |- 5- — 1 (0.01) 1 (0.01)
REEE - I ©on 1 (o
AP -5 - 1 (0. 01) 1 0.01)
VLB LY RARE 2 1) T 2 (0.02)
DEETE (B)%) 2 (0. 15) — 2 0.02)
RMEREEE o 1 (oon 1 (0.01)

R 1 Bk — 1 ©0.01) 1 0.01)
~~< k27 VU Map, — 1 (0.01) 1 (0.01)
PRAREE - L on 1 (00
PP — 1 ©.on) 1 0.01)
CWREAREE 1 ©.on = 1 (0.01)
OB (REARR) 1 (0. 07) — 1 0.01)
KR AdEEREEE SRR Loy L (0.01)
E: Yt — 1 (0.01) 1 0.01)
REyEE 39 (2.88) 24 (0.39) 63 (0.74)
FE () 1 0.07)  — 1 o)
Wy (1256 X) 3 (0.22) 1 (0.01) 4 (0. 05)
B ) 29 (2.14) 16 (0.23) 45 (0. 53)
EA Y 1 (0.07) — 1 (0.01)
ETH (DI 1 (0.07) — 1 (0.01)

1 ) JiE 10 (0. 74) 9 (0.13) 19 (0.22)
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IX. FFERPREABRICRE ¥ SRR

1. —hREHE
BEAF DR U7 B RHEY) L RERIC, BBV O PR IES) - f)E . bﬁﬁ%%ﬂbtﬁ\bﬁ-
AN 2 EEERIEEERS BT RIE B AR - WEER - A7 & ORI bR EL RITI
mole (TR Ty b, EBAEY M UHF a3, A X),

2. &%

(1) BERSEERR
7 > PAHERHERIORE 1B 5L ORI T, BRI DT PRI DR, S
AP Tl otz, ¥

(LD50 . mg/kg)

EiLY) ~ 1A Z v b
B GRR J ? J ?
e | 1,410 1, 700 3,100 1,220

(2) RIEHEEGSHRER
RO CTHRER A FhE LT,
Fw ki 1) 3. 30, 100 X% 200mg/kg/ H . 5 MR O#KEE, !
2) 150mg/kg/H . 5 ¥ #E 1 # 5,
3) 3, 10 X% 30mg/kg/ H. 24 » AM#EAOHE G,
4 X :1) 1. 10 X% 100mg/kg/ H. 3 » AR O#L-,
2) 0.3, 1. 3. 10 Xi% 30mg/kg/H. 12 % A MO 5,

BT R OB e Wik KIESGEEIL, 7 v M2 AW 5 &SGR L 24 » HEGHERICE

WTCIEHEIZ 3mg/kg/ H TH Y . A X TIE 3 » AEGHABR T 10mg/kg/ B, 12 » A #5308 TIX Img/kg/
HTH-oT,
RRMENME RS 2 2 5 100mg/kg/ H UL Lo @A ERETIE, ERFTR & LT, BEMEAMIE~DRE (F
BEEHNE, B EERIE) | KOEHANRYOREIC X 5 H OISR T 5 &5 2 551 E SiEEN
WO BTz, 7RI, HEMEARG~ORET, ML L= 7 E8/XA (150mg/kg/H) KT E
/N5 (900mg/kg/ H) I > THRBOHLNT (T v ), o, BEFIRERGRHIEKEDNRE I LTW
L3, FERENT, 7 v FCiE 10mg/kg/ BEE-D 9 » H B LAKE, A X Cld 3mg/kg/ B 5D 6 » A B
VIR TH o 7=,
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B b U= BT, 7 v b 50mg/kg/ B GHEL T VX 3mg/keg/ H L EOFEREIZHB VT, JRIFO
FETCSRIANN « EE R « BB ENHEONTZN, T v b bmg/ke/ B FOBGEE KR N X%
0. 5mg/kg/ H B G CIIFFR T REFTRIERD Sie otz 219

3) FEEMEOEAEGHER— 7 > M2 0.5, 3 XX 18mg/kg/ H AR A H L7723, 3mg/keg/H
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FRNETOETRR

AIUZIBITS

VT F ey AL, 2021 4E 8 HERLE,
—, AFXV REEOHTH 110 » [ETHK
Jb a3 — VEEE IR 72 & O IE CTHEH ST b

e

HAR, 7990, AL A, BFH, TAVH, 7T A, ~ULF
REINTNWD, AL, REIE, REEMHED H D, /"=
o {ﬁ% —

v 7.7
Bl 5584 1%, Xanax TH D,

32K HER G EIZLLTOLBY THY | SEOKGBIRDLE T E 2D, [EN DGR
WNEDOFH TAAN 2N 52L,

DEIE (8

4. BEEXIFIE
-+ ZERES. BEERERE. BERHERIE) IS8T SRRERGT L UL -
ek - #0157 -

HERR[EE

6. AZERUVHAE
WEL. RACIZT AT TS50 LT 1 H L 2mg & 3 EINHT
A SIIEEE (TN
L. 3~4[ENTSy
T TCIE, 1 0.4mg D 1 H 1~2 BIEHNOHMAL, HETHHETH 1 H 1. 2ng 22720

JERIC LV HEHER T 5, HET 354
JTRAKRET D,

o545,
m%n%%%laz@gabf%&t%

bDET D,
NEICH TS FEFTIKRR (2024 F£5 ARKR)

4 KIE e[

FIE K VG & | Tablets Tablets
0.25mg 250 microgram
0.5mg 500 microgram
1lmg
2mg

hHE TR H: | XANAX is indicated for the: Xanax is indicated for short-term
« acute treatment of generalized anxiety | symptomatic treatment of anxiety in adults.

disorder (GAD) in adults. Xanax is only indicated when the disorderis
treatment of panic disorder (PD), with or | severe, disabling or subjecting the
without agoraphobia in adults. individual to extreme distress.

JAEK OVHE | Dosage  in Generalized  Anxiety | Duration of treatment
Disorder Xanax should be used in the lowest possible
The recommended starting oral dosage of | effective dose, for the shortest possible time
XANAX for the acute treatment of patients | and for a maximum of 2—-4weeks. The need
with GAD is 0.25 mg to 0.5 mg administered | for continued treatment should be
three times daily. Depending upon the | reassessed frequently. Long-term
response, the dosage may be adjusted at | treatment is not recommended. The risk of
intervals of every 3 to 4 days. The maximum | dependence may increase with dose and
recommended dosage is 4 mg daily (in | duration of treatment.
divided doses).
Use the lowest possible effective dose and

X1 ZEEE
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frequently assess the need for continued

treatment.

Dosage in Panic Disorder

The recommended starting oral dosage of
XANAX for the treatment of PD is 0.5 mg
three times daily. Depending on the
response, the dosage may be increased at
intervals of every 3 to 4 days in increments
of no more than 1 mg per day.

Controlled of XANAX in the

treatment of panic

trials
disorder included
dosages in the range of 1 mg to 10 mg daily.
The mean dosage was approximately 5 mg
to 6 mg daily. Occasional patients required
as much as 10 mg per day.

For patients receiving doses greater than 4
mg per day, periodic reassessment and
reduction is

consideration of dosage

advised. In a controlled postmarketing
dose-response study, patients treated with
doses of XANAX greater than 4 mg per day
for 3 months were able to taper to 50% of
their total maintenance dose without
apparent loss of clinical benefit.

The necessary duration of treatment for PD
responding to XANAX is

After a period of extended

in patients
unknown.
freedom from panic attacks, a carefully
supervised tapered discontinuation may be
attempted, but there is evidence that this

may often be difficult to accomplish without

Anxiety

250 micrograms (0.25 mg) to 500
micrograms (0.5 mg) three times daily,
increasing if required to a total of 3 mg
daily.

The elderly or in the presence of debilitating
disease

250 micrograms (0.25 mg) two to three
times daily to be gradually increased if
needed and tolerated.

If side—effects occur, the dose should be
lowered. It is advisable to review treatment
regularly and to discontinue use as soon as
possible. Should longer term treatment be
necessary, then intermittent treatment may
be considered to minimize the risk of

dependence.

recurrence of symptoms and/or the
manifestation of withdrawal phenomena
(2023 % 1 A) (2022 11 B)
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AIIZBIDREDE e T 2B BT DEE9.4 AFEREE A §5%E . 9.5 4hm, 9.6 X FLhw ] DIH

DRI T OLBYTHY, KE CRERMCE) A=A U T E 135825,

(O BHENERZEILBBICHI HIE]

9.5 %7
Tl MOTHENR L CW D RIREMED & 5 o thlid, 1RE EoFRMEN Gt L BBl 5 &Yl b
BRIZORZETHZ L,

9.5. 1 RO R Y T B E LV RIEA (DT EARL) OFGEZIFTEEREORICHE LR
T D WO E R 2 HPE LBl L L THEICZ W & OFEFIRERSERH Y . £
AR ZEICRERG L& &, BB, RO T, HEFORERIEDHEMAHE X
nTnb,

9.5.2 Ry VT BV U RIEANITH AT ILAEE, mEH, JEEME T, HERRET, mBk, v
MR, MR, PEVRENE - JERER . 7 —B . GIrE, e, IRk, IR, SRS A
T ENMESINTWD, ks, T OERIE, BEBUER & 2 WA RARSE & L T
ENLHLELHD, T, XUV UTEBE U REATHAIRICHEBEOHEEA KL Z 92 L RS
EhTnb,

9.5.3 SipRTEA Lt HERTAERICEERER 2 H b d Z &3, XUy UTEE
RIEHITHE I N TN D,

9.6 122LIF

BIZBTSEDL L, B AT ~OBITRRESNTND D, v FREILPICBIT L., Bk
FICREIR, REHDEEZR I T2 2R, oy DT B URER] (U7 EL) TG X
NTEY, Fo, BELZHEBRT D AEMENH B,

or!
Pregnancy
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.
KERAS SCE
(20231 1) 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.
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Clinical Considerations

Fetal/Neonatal adverse reactions

Benzodiazepines cross the placenta and may produce respiratory
depression, hypotonia, and sedation in neonates. Monitor neonates
exposed to XANAX during pregnancy or labor for signs of sedation,
respiratory depression, hypotonia, and feeding problems. Monitor
neonates exposed to XANAX 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
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.

Lactation

Risk Summary

Limited data from published literature reports the presence of alprazolam
in human breast milk. There are reports of sedation, poor feeding and
poor weight gain in infants exposed to benzodiazepines through breast
milk. The effects of alprazolam on lactation are unknown.

Because of the potential for serious adverse reactions, including sedation
and withdrawal symptoms in breastfed infants, advise patients that

breastfeeding is not recommended during treatment with XANAX.

F—ANZUT D43 FE

( The Australian categorisation C (2024 4 5 A BLAE)

system for prescribing medicines in

pregnancy)
<BE O E>
A=A+ Z7 VT D5
Category :Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing,

harmful effects on the human fetus or neonate without causing malformations. These effects may

be reversible. Accompanying texts should be consulted for further details.
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(2) NRIZET 2iBsER
AR DR EDY Faf 2B T HEE.7T /NEE OHEOTHITILL FTOLEBYTHY, KIE
DU LE M OFE[E D SPC &1F 52D,

(O BHENEREZEILBEICHI HIE

9.7 MR
NS kG & LT IR RRRER 13520 L Ty,

L LA
KERAS SCE Safety and effectiveness of XANAX have not been established in pediatric
(2023481 A) patients.

s Safety and efficacy of alprazolam have not been established in children and
HE[E > SPC

(2022 %11 H)

adolescents below the age of 18 years; therefore use of alprazolam is not

recommended.
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