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23, BEHEZ 2R ClImmE g CRIER & 0 &HE S IERINEFNE & g LT o Tz,
2B, BORLLET TRIMMER® Y | LHIESHIERN 22 BT, 95 1 F25 THhEE ] O
ERTH-T-, FD0, @Ik LTI 2mg £ TIELEMICRIBERWEE 2 BN DA,
ARMEEBZT-HECEWEROMHEENE L D AHEMEN TR END Z Enb, TEREICIT1
A 2mg B2 RN L] ERE LT,

4. BERUVHECEEYT HIE

7.

RERUVAEICEET HIE

AIRIEICIE, SRREOEAMCRASES 2 &, £, I L TIRE L7I2&, RGPV TR

(R L CTHFEZ T L/ RMENRH D & TR S RN &,

5. ERPRALIR

(1)
(2)
(3)

(4)

BEERT—AR /N r—

SRR L ORANE 2009 4 4 A LIRTO &GRS E TH 5)

i PR R B A B

MMER L

A2 RICERER

DO2E 14 sk OREHERA CARIRZFZDBE LSRR L Lz, 5 EITEN COXKBHE
0.5mg~2mg/H ® 9 GIEEHEHED Img 2L L7z, [mA A X E/NA Img %2 1 H 1 [FgE
R 30 3 T AR 2 B G35 2 EAFAIE 3523, MBS UC 208 HIZHERT %
ZENTEDL] & LT
ZDFER, KAl Img 7 2 BRICHT= 0 # 5 Lt (29 ) OO0tk ELL EOSERITE 1
HT90%, H2HTIT% Th-o7c, £/o, H1MEAIZ Img #H%E5 L, H2HAIC 1.5 7%
WL 2.0mg (2R L72RE (9 ) OB ELL EOSERITE 1 TIX 67% Th - 7273,
2 HZIZIZ 89% CTh -7, BIEME L TIX, &Fx4 43 HITH 1 19% 8 #1)), % 28
20% (9% TR BN, Riel), BEE, S6O0XRENTERLDOTHoT2, WTHHERE
THY, BERAOZO®RIEE FIE L= D726,

@A[E 14 Jifi 53 DAL TR TR T O A RIE 5 68 il TR E DM TAF 0.5mg.
Img OWT g 1EBES L, Ao, ZeEz2iE Lz, A4 0.5mg (14 #1]) 1% 1mg
(53 f7l) & ~ERFEE U ELL FOWERNME 7208 (78.6% vs 86.8%) . AR RE | fE
W COAEEAITE) > 7= (Mann-Whitney U-test), gIfEFAITEEERIER 3 #1 (1.0mg &5
). WEELEETHEIEM 161 (0.5mg #58F), F LA LEE LT HEI1EH 4 6] (1.0mg
Pe58E 345, 0.5mg HGHE: 161 ThHoto, Fikz I E T HEIEHONFITERE (1
B, WS - AP B, S5o% ), »TRE - S50 A#) THo?,

@16 fp e N OB O NEF « DIENELZ 272 L -SRI SRS 83 il kgt L
72 1 H 1 [HgEE 30 AN AKl 1mg # R, &EGMEFEIE LT7TH EE L, &5
BIXEE, JER, SFRRBIC L EEE L7, 2mg 2% 5 L7 161, kb, AR A
RIRZED 9 BIZBRIN UT- 73 BIDNENT IR & oo 7= (72720, 1 BN 2E, BWERORE
W), ERRUEERE I ED EOWERIL 70%, 90w EL o ERIT 93% Th - 72,
BIVEANE 74 B 10 61 (13.5%) ([ZFBL L7z, WRRIZIRE 514 (6.8%)., BHEK, FHJH. 5
LOEK 21 (2.7%). BRI, HFEWV, B2 11 (1.4%) Thotlz, W HESE,
LETHoT, WMEEVNEETHEIER, PIEZ20E LT HRIERIZ -7 9,

VE) AKIORER ORI (r 2 28808 LT, @, AL 1E 1~2mg 3 EaNok 0 &5+
B, 7235, A, SERICE D EERIET 52, EEBEICIT 1E 2mg ARV L, Thd,

REERELER

1) BRI

OMEAEZLAL 1T B stk 5
HiY : KAl 1mg & 2mg (EEHE) Ok, K= F7E/XA (N) © bmg % & R3K
ET DR AT O

BT A 7 NVE =& i 3R O T EE R (EW)

x5 MEAR R = B
AFH| 1mg #f 125 1, AA| 2mg & 135 . N & 125 4




EAp ARG

- FEAPRRE RIS B W TRIRAE, MRIE, 5 D, D DIRIE. £ Ot ThiE
MR E 2 5 2 5 A

+ WENR 5 OO R FE AN REIR] CABY 9~ 2 areEtE D e W EE

PR AR, BT - Sk, MEIRFEE ORI, B REIRE %

BEPAN 174 8 - RHRERIRICIEMERFEH O TE RV AE
o RUEBRAE A fk P B RS
o FE 4 0T R
- HEL, M. T BHEREEEOH HBE %
R 5 1k AHl 1lmg, AHl 2mg XiE Nsmg DWWt T o & LE F1F
1 H 1[EEEERT 30 0 Z AR O E, BT RIE LT 138 GER)
FEFHEEE HEAERFAM -
MEIRN A S, Rl L R HE . SfkckERE (MEIRNE., REEFE R O H
HROORRESE K 0 GEAM, 7 BEREREMG) . ARRRLR 2R (4 BeREREL) . AAE (7
BRPEEEAT) (2o W CRRBR IS T IR ICETEAT L 72,
AT 5 18 FELT/IURIANY v I R FEIC L > T L7z (Tukey test, U
test)
R ERRUGEE L. AH 2meg BEE N BEOMICHE % (p<0.001. Tukey test)

NRD BN, KAl 1mg., AA| 2mg MO N BEOHEE S EL EOEES T
49%. 61%K% TN 42%, #RESEDL EIX 83%. 90% K O 67% T - 7=, HHE
FEAE | FRE U R BRI S BRI A E AT o T, HREICOWT S
AH 2mg FEE NEEOMIZHEZ (p<0.01, Tukey test) 233D LAz,
AH| Img, AAl 2mg K O N BEO I REIRFR] ()& THF : Mean®=SD) 1,
6.321.79 FFfH], 6.8821.55 MEf KN 6.47£2.17 T, 1mg #£ L 2mg
BEORICAEZ (p<0.05, Utest) 2378H LT,

2R TIXREFEER O FBLFEIX 1mg B 30/125 ] (24%). 2mg BE 34/1351
B (25%). N5 & 31/125 (25%) Toholz, EERITREIT, SHox,
g CIERANC A DD — R 7 ER TH - 7=,

QU GHAE= |5 ¥/ A LDl 9
HIt A Img D=1 F2/S 4 (N) 5mg &t L Ui HBEB AT 5

HEBRT YA HTNVE I —% AW 2 BEW O “EHE KRR (HEN)
x5 ENS e
AH| 1mg #f 86 %1, N & 85 #
TR B G L UE R DAk B % AT AR ORIR A §F 2 5 HBE
- JRAIE LT 15~60 7%
« 1AL EHEIREK A fF R LTy &
F 7R - HEIRFAA R IC IEME R R E O TE VB
- BRI IE, SVERRMR A RN A A T D B
- mEL, M. OIT. BHEREEEOH HEBE %
B 1k A 1mg Xix Nbmg DWW g 7 o & LE 0 AfiF
1 B 1 [EEERRT 30 7701 2 BMICh 7= [A—E TRO&KE S
T EAHE H e (1, 238 BIC 6 BeREEEAm)
WG Z A (2 38 B2 4 BePERHMm)
HRE (2 BEIC 6 Bpsih) %
FENT 5 1 FEM O XA MR A B ICFE M L=, N R T ) —%25ET 5
Mann-Whitney U test & V>, HBLRO T x 2 test & U=,
TS AfUGERIX, 1, 2 8E QMEERICAEEILR o2, KAl Img BE KX

YN BEDORRRUGERE (90w # L, EoEIE) 13, 138 Tl 83.1% K% Of 80.8%.
2 1 TIX 85.7% K% N 82.9% TdH - 7= FHlILEH %2 /0B E O WA Dtk
FTR), WHELEE . ARECHWHEERICAEEEIL R -7,

ONHRFE R R ORI (O340 6 F2RFR) CIrEmige & b #5001 & & 51%
1. 2 IZAE (p<0.01. Wilcoxon test) 7RiZEN A HILT=AS, FEAIM DL
B Gl A B AR5 T2,




BIVER GREREITIK T 5 & HE S NZFELEEIR OB D 5\ T E 7= 72
B O3 BLR T, 1A B AR 1mg £ 15/86 51 (17.4%) . N £ 19/85 1] (22.4%) |
2 W AK] 1mg B 13/73 # (17.8%). N # 14/79 5l (17.7%) Th o7
Fo. PIRIZE S ZREIEAORBUEL, AK| img #E 2 6], NEE Sl TH -7,

@HlABR IR 7 LT ¥ R0 L oLbilg) 10
HiY : AFl 1lmg D7)V ZE/3A (F) 15mg Z X & U7 iR 217 95,

HEBRT YA HTNE I —% - 2B O —EHE KRR (EHN)
PO IS o 2 R
AFH| 1mg B 77 1, F R 73 41
BEPARCN e Sl < R U TR RN B T DA 7 S TN ABRERE T, AIRAE, #RJE, 9
DR, ) OMREEF DM L B S, MEIREELZFZ-BE %
EEVAN IS4\ - N o FE 4 ) 0E R
- SUVERRRE A BN R O B
- HERIPRINE 2 & B0 b D EE
- HERD, i, ThAIWIBEEL AT LHBRE %
kBRI IE A#| 1mg XiZ F 15mg OWFhinkg 7 o & L% 0 417
1 H 1EBERK 30 pIcETEHEERO#KRE, 1EMKEGE LR, 418
M GFb5MEM) ofkser e L,
E R A B HEFERTAL
BRI TGEE (7 BeBEREAm)
BE OIS (T BpERTEAT)
WG A E (4 BEPEETAM)
HRE (7 BPEEEA)
fENT 5 1 FLLT /Yy RFA MY wrEICED (U test), HERIZOWTIL x 2
test. Fisher EHEHERT X N & A7,
R 150 i 42 B175 1 L & kR L CTIRE0N BT vz, B H £ TS5 X

N=DX 8HDHTH -7,

R ERUGERE L, FHEEOERII FHOTNLELY bAZICEN-
7= (p<0.05. x2test, Fisher), U2 UH&EESEL BITWEAERICHA BT
o Tz, AH 1mg B, F RO EESGED, EOFIGIE 48.1% & U 47.9%,
WERE L BT 79.2% K N 76.7% CTd> o 7=, BE DG, MR 2 E L OH
FAEIZOWTH, MEMICAEREREZTRBO LN T,

R MEIREERT 1%, AF 1mg BEC 2.17 Fff, F # T 2.13 B 055
DOIEEDFRO LI, WMEERICAEERZITFRO Lo 7,

BIVEF OF BT, AF 1mg BF 15/77 1 (19.5%) . F & 15/73 1] (20.5%)
ThHolo, I bHENED - T FEIRKIIAA] 1mg £ 8 #1 (10.4%) . F#F 14
il (19.2%) ThH o7z, T2, FIICE S ZEITER AR 1mg BEZ 2 61 (&
B, S50 B 1 BRI, B, BEE, HEV, S50
=, B 1 M) ISR BT,

DU GIREA B %55 1L Ol 1
Fif) : A Img Dm XY 5 1 (HXZ) 10mg ZAHRE Ui BB AT 5.

bR T A ZTNE I —% iz 2 B o " HERERER (EN)
PO & AR IEAR PR 55 B
AA| 1mg #f 84 5, HXZ #¥ 82 1]
TR GRS E c NEL - DENEMEIRIC 31T D Ak B ONABE N o o 45 FRIEIR 5 2 3F 2. 5
BEE
EEVA S <SR, REN, MWK, BEJR. TR & CE L BEIR Z2 45 DIE R o B
- EIEFG I E, SRR A RENE O BE
- RSO H D B
- HEROD, I, BHEREEL T EE F
BTk AFA| 1mg Xix HXZ10mg OWFhinkgk T o Z LE0 fF1)




(5)
(6)

(7)

1 H 1 FEEERK 30 o b, BGHMIIER7 M E L,

T HERHfTH H EfReEE (MER N2, FEERRRIRRE & OF A th 4R BB 2 $ 5-AT & A RIS R
7 Bl EAML)

WER e (4 BPERTAf)

AR (7 BeW&RHih)

BE O (7 BPEaTi)

fiR AT 51k NEFF 27 2 ) —7 =213 U test, HIBIROHEIT x 2 test, Fisher [
EEAVT,
T S DRUCERL, WA B2 o7, KA 1mg #, HXZ FEOUELL

L OEIEIE 47.6% K T 53.7%, RCUGELL BIX 76.2% K ) 84.1% Th - 7=,
MRS . A RE R OBE OMSRIZHOWT S, WEERICA B 221330 5
2o T,

BIERIIAA 1mg #F 18 5] (21.4%) . HXZ #f 19 f5] (23.2%) 1ZHILL 7=,
FERATITAS 1meg BE. HXZ BETIEZ, Rdeld (1561, 20 ) #HBEE (23
B, 851, SH-ox (1541, 18 4) FENFI L, ®EORIEHD HXZ
HET1H (REel), BEKR, V., 5S50X) ([ZROBNTE,

2) TEMHAER
Y ER L
B - fRRERIGIER
MMER L
BENER
1) FRARERE (—RERARERE. BEERARERE. FRARBLERAE). WERTEE
T—AR—FE. WERTRERABROAR
PME R L
2) RBEEZFHUELELTERFPENDHNBEIIEREL-AE - ABOME
BARSAYA
Z Dt
[ENAE 176 Jiti i 12 33\ C 320 S v 7z 5 B ik 591010 2 & Ee fEPRARBR O SR I3k D & 8B
D ThHotz,
B M OSSR 31T 2 IEIRFE S B E 990 Bl OMAUEEE L., &L 1T 52.6% (521 i) .
ek #ELL T 83.0% (822 ) TH o7,

DB EE
W% | =W % B
Sl B B 3 E2N)
MERE e | owes | YT | we |sesuik ) %ﬁaﬁ;? Pk
M ot 990 134 387 301 52.6 83.0
2) J5 ¥ FR R o ot
srgpm | oR | B g | O e
‘ = Bl U e g B E (%) (%):’
FRRRETE 564 81 231 164 55.3 84.4
B 5 oM 247 27 89 81 47.0 79.8
A IRIENE 116 14 43 37 49.1 81.0
w e 32 7 11 8 56.3 81.3
Z Dt 31 5 13 11 58.1 93.5

FIER] 1096 Bl 188 4] (17.2%) ([ZEIER 2353880 Sz, F7emIEA L, IRA 95 14 (8.7%) .
RS 61 1 (5.6%). S HOE 59 1 (5.4%). FHERK 35 14 (3.2%). HAJW 25 1 (2.3%).
DEWNI5H (1.4%) HThoT-,
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VI.
. RBEZHMCEESH HIEEYMRITIL SR

EMEEICEHT SEHE

RS OT VU RFER
— %4 VT ENRL, = TEBARLRE
HE  BEEOH 5 EEMDONREUIRRE L, EHOEFRLESZRT L2 L,
ZEIEA
(1) ERELL - ER%RF
VE SR
TEENZ B 57 2 RO R M OR « HR T35
TERBET
2L A 2B ANNE, MBS RS E AW e BRI BT, Xy T Y
VRIS LEWERAMEE T LTEY 2, oy Y T B EYRLAY & R
GABA R==a—1 %) L CRMLBROMR FE 262 2 &1L v MEIRZE A
HEBZLILTWVWD,
(2) EEZE( T+ HEERAE
2L AFBNRAE, BAFOR YU T B RILEM EBUOIEHER A7 hLEHF LT
BO, PTEARLLY LD RMERERER (v 2) V) FIREER (Z v b)) V. 8HEHE
A (w7 R) 2 LT ERALYFOFIEER (w7 R) 3 2L,
1) FEAREESRIER V
TR N AZ R EROKREG L2 A, FAR X — U K DIEIRFE I 2NMER L
7= (EDs0=0.4mg/kg)
2) PIARZAER Y
Water-lick 27U 7 FRBRIZEWT, 7y MRV AZERLAEROKEG LILEZ A,
7w hOWT 3 v 7 BN HEEFRICEIN L7 (0.1~1.0mg/kg., H&/IM2hE=0.5mg/kg),
3) $HERER 2
~ U ADBEHEL, KAEOo L A X RLAORKROKGEICI VMGl S /A%
£#=0.05mg/kg) .,
4) PruFWALER ¥
~ 7 ADEBERI L DMEMEHETOIAE, Bl A Z B R AOREPENES-Z X0 ik
s’z (EDso=3.8mg/kg).
5) WhikEENFEEER v
VAR T v b ORESEIEIZB T 2 HFER X, 2L A X ERLAORAOEGIZL D KA
FRRER I &7z (7 A :1~10mg/kg, EDso=4.6mg/kg. 7 v b :2.5—10mg/kg.
EDso=4.0mg/kg) .,
6) fnshiEIEH 19
T A AZ PR LERAKRE Lz & 2 A BEEICBIT A ERILTE - 72 (B
/MEHE=10mg/kg)
L A BB S Nt e ME B REIR B i A MEF RO 10 5 & mWMEZ R L, mEH

D HTHEL TV,
ANV L B S — U RENR R M OVER IR vE ) otz sl B (o4 5
A REREIR K O 5/ MERH &
| REERR H SR AE i stk A e
(mg/kg, #0) (mg/kg, #&H)

= e FAWN 1.0 10.0 10.0
T=RK 7B 0.32 0.1 0.3
)T YT A 1.0 1.0 1.0
ST EIRA 3.2 10.0 3.0
JaF T h 1.0 3.2 3.0

D A/ = 100.0 >180 —

o OastRAEH D/ IME AT E
R 550 1 P 0D e/ P e

) NV VTR BT Z A TS D B 19

2L A ZBIRAL 0l SRRSO FFERE W, (7 v )

BHl 7 v~ =1 Z AW fEEaE#IRRBRICBW T, gL A Z PSS 3/ MRIERE SO ol Bls
BRI FEA L (Ki=10nM), ZOfEAaBAEILZ 7 v = F 7B XA~ 3%, U7
PRAZHAE 11 (2o o, 0L A 2P oS AT EIERE L O 02 I IR~ EES L.
ZOREAHFME (Ki=29nM) 13/NMBEE S ~OBFED 1/3 Tho7z, i, 7Vv=Fr7

- 11 -



BRARLT T BN AT 01 RIS R OFHEIR 02 TS BIRNT U HIRIEE L WEL
FPECRES LT,
Z v MM, B BIREEARICES LZBH] 7 v~ =it 45
NV UT B UHEERORE S E R
fEEEmE Ki (nM)

A N (01) W8 (02) Bl (03)
T=KrTENRA 29 30 137
A AW 110 130 362
o)L A X IRN 10 29 213

8) A HERRANMIE |- e 1 F J 2
LA H YR 2mg HEFER A+ (64) ICRO#FEG LzE 2 A, ANRER & O R EE
MO, SHERKRE OGRS Hiviz, £z, MEIROFBEMEICE LTk, Stagel &
L AREIR A B D S 7228, HRIGIEIR (Staged, 4) ICITHELE MIT X 2otz 19,

& EEIRER PO 2 BIRIFRICH T 2815

Q,
( A) *:P<005 +P<01 (#5wem b Wilcoxon test)
100
REM REM REM REM REM REM REM
- " N
. staged staged staged stage
75 stage3 | staged staged staged
staged stage3 staged . <taged stace3
. | staged g 9
stage2 stage? stage? stage2 stage2 stage2? stage2
254
0 stagel | Stagel ™ Stagel” sagel 1 stagel stagel stagel
B1m  F2®R B3R IR H2®m  E3W
HHER ARER [E{ER

L AfER (REM; Rapid Eye Movement)
(3) YEFAFIRMER - FribrE
TR L
<7;§<%>14>
LA ZE RN 2mg & 3 AR L7 B+ 6 BIOKAKREIRAR Y 77 7 4 —DFEFR TIL,
FEEM CARRIFIAY 22 43, BEARERGERF 13K 406 43) ICHE~ ARRIER X 2~9 70 FEfE,  HEAR
FrothiE 9~48 /M HER L7z,

- 12 -



VI. EMBEICET SEE
1. MFREDOHTRE
(1) BRLAMGMPRE
EERR L
(2) EREARHER CHER SN =IMARE
Hi [ # 5
REFERALF (8H]) ([ZuAZE/NA Img ZE G LcL 2A BN S Ui
5% 1~2 R A A Zha 0 IR 13 Ing/mL O R BEIZE L, RN 10

B CThH o7 4,
8_
i
AT
o 6
;; 1meiZ 5 84(n-8)
i

(ng/mL) 4

1 1 1 1 1

2 4 6 12 24
x5 ¥ (hrs)

A AGZENLZRESHICEORSZOMEBPREAKIRE

<~

GMNEANT—%)
HL A X B8 Img HiEIRE 0 514 O S B REAXBRRS IR 19 (f A 6 1)
Tmax Cmax T1/2 AUC /{/l) j_Y/\/]) ? = U 5“ A
(hr) (ng/mL) (hr) (hrxng/mL) (%)
2.2+0.8 5.6+0.7 9.9+2.4 61+21 73+16
AR B G- O AR

BEAEH 10 ], ElvE 13 Blic L A X PR 1mg & 9 H B ER GO Mg h e X, 3
M EBICEFIRIEIZE L, TOROME (&5 12 BEEE) 1Z0)R& 51 U CREEERE
THI 30%, EENERETR 60% o7z, EFIIREETO RV A X B/SAREITEFEE TH 15
B, Elnd C 18 RO - Gl L, Bt 3 R & ZREME 2 Re 9 5t AR b 7e
holm WMEANT—%),
(3) &
MY ERe L
4) BE - HREOEE
BRI L

2. BMEERAINT A —4

(1) FRAE
A ER R L

(2) RULEETEH
YRR L

(3) HEREETEH
EER R L

4) 2075 2R
311mL/min (1mg B[RS A # G, A 6 ) GHEANT—%)

(5) B MEHE
R ER R L

(6) Tt
BRI L

- 13 -



3. BER (KEalL—ay) @i
(1) R
BB L
(2) 135 A— 5 EHEH
kg L

4. TRIR
WA ERAT « B IR
NAFT AL FGEY T 4 1
73% (Img H[FFEO# G, @HFERA 6 ) GEANT—4)

5 9

(1) Ik —AxBEFS @@
MY ERe L

(2) Mm% —REEEBEIPT @A
MMER L

(3) Fit~DFITIE®
W EYPIZ OB 5L ICa /L A B/ A 2mg R AFYS- L=, ZDOREOILT & it oAH]
OPFEIT 0.06 L FEEH STz, £7o. it 28 TILIRISBAT U7 ARH K O & RIZRHA
~O¥ERED 0.35% CTh-o7-, UHEAT—H)

(4) FEER~DFITHE
PA)- L A

(56) ZDthDEEA~DIBITHE
MMER L

(6) MPFPELIEEE
91.4% (& hm#E) GMEAANT—%)

6. K
(1) RBEELE UHBHRR 17
REFEBAL © I
AR BT 5 Al L A X BN 2mg R NO#RE L & 2O ERBEDIL, =LA

2B IRKD Y, e LB AR TTH -
7o GUMNEANT e ©
- 4§70H o0 vigias 43— -0-glucuronide
oS N R T———C
(FEHHER)
O
OILAZE IS A OILAZE/RADS )L &0 EEREE
N A FIAE
B o B o
F N N
oH ZIo0Ease O Aé -0- glucuronide
07NN c =N
a Cl a
OS5+ /%A ASEAADS Vo O Efask
Q)L A ZE IS LD SRR

(2) RBIEAET LEFR (CYPH) OHRFE. HFEX
EERR L

- 14 -



B)M@LLwiwﬁﬂ&U%wﬂAm
A B G-1%, K 20% 23 WllEl@idsh R 2 520 7o, (Img BERE O £ 5 R 6 61) (SELA
T—X)

(4) REYOFEEOHEERVEEL, FELSE T
AT, JRPICIEMHAE TR b e -o7-, (2mg BRI O&E., EEERA 5 6) (OHE
NT—4)

HEitt

R 8 42 )L A Z B /XA 1mg Z#E D RGREO T 72T a v A X B oRAD T V7 v g
AR THY ., HBhE 24 FE#% £ TICRGED 70~80% 2 R I HEt S iz 2,

<7}33§>17)

5 B 5 44102 UCHEEFR e L A X B84 2mg 2R D& 5 U7 Bk Cid, A o iae & Ot e
JVABRBIRED T IVT 0 U FRREARD B, TR TP OPEIEREER 18 FEfl] & —E L Tz,
UC— BRI E L, 12 & A EBOHRNGHRES L, R OFEEPRIRITRE D& LT 86% Th > 7=,
7ok, HEHEIE 1 AR T 13.6 BRI TTH o720y, EERICREED 3%LL TN v,
AEANT—4)

bS5 LR AR—5—IZET HIEE
BHE R L

BMEIC L DREE
AT « R4 Bk L
I EAT

<BE>19

KB R RBE 5 LI 1L A XY SN Img {15 % 1T\ BT IR o & OSBAT A 22 06 31 [ o>
REALHR R Oy w_owfw&ﬁﬁémto%@#% BLA LS ARBUAR DS L 4
WD IR IC L B HEAR LN ot —JF. ZA7 0 U BERA O K5 L ik
L DI S 1 = £ B ST AT —5)

BT « %4 E R L

- BEDEREHIHEE

RS L

2!

A YPRS L

&t (ERLOIES) ICEYSHIEAB

ERNBEFDER
E STV

T g

ﬁ%mﬁt%wﬁm
2. BER(ROEBEIZIF/ZRELELIE)
2.1 2EEAERANEORE [(Fia ) MERAICEVIRIEN ER L, JERZEALIEDIZ END D, ]
22 ESEMEEIED R [ ERIC L W ERNE(NL T H2BZNNH 5, ]
2.3 RHN DAk LiEBUE OB LD & 2 B3
(figa)
2.1 990tV AERZAR L TRV Bl & HZEKERE S 2 0 IRENS A L, ERZ2 L

SEDLZENRHD,
2.2 WFREIC L VIERZE (LSS BTh A D 5,

RERIINRICEET HFE L EDER
BE STV
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. RZERUVRAEICEHEY 5IE LT DEH

(V. 4. HEKOHSEICEETIER I 25,

. BEEREAMIE L ZDER

8. EELEARMIE

8.1 AKIOFEIZ LY, R, HE - EH ) - KEEBRNEORTNEZ L2 E08HLHDT, K
A H-H o B 1213 B B O EERE R A 1 ) B OBt F S RN 2 IR T 52 &,
82 HAICL VIEMIKGFEELDZ ENHDLOT EBIRE Lk 5 I X2 EHGEAEZBET S 2 L,
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NOCTAMID® lormetazepam 1.0 mg tablet.

RIRE - R
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<Therapeutic indications>

Short-term treatment of insomnia (characterised by difficulty in falling asleep and
frequent nocturnal awakenings).

Noctamid is only indicated when the disorder is severe, disabling or subjecting the
individual to extreme distress.

<Dose and method of administration>

In adults, treatment should be started with 1 mg lormetazepam as a single dose.
Patients of advanced age should take 0.5 mg lormetazepam as a single dose. For
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patients with chronic respiratory insufficiency or hepatic insufficiency, a dose
reduction should be considered.

It is possible to double the dose in individual cases.

The duration of treatment should be as short as possible. Generally it varies from a
few days to two weeks with a maximum of four weeks, including gradual reduction
of dose.

In certain cases, extension beyond the maximum treatment period may be
necessary; if so, it should not take place without re-evaluation of the patient's
situation (see Special warnings and precautions for use, Duration of Treatment).
Noctamid is to be taken with some liquid shortly before going to bed.

Noctamid should not be given to patients under 18 years of age for insomnia
without careful assessment of the need to do so. The single dose for patients under
18 years of age depends on the age, weight and general condition of the patient. The
duration of treatment must be kept to a minimum
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(NOCTAMID® lormetazepam 1.0 mg tablet. : Bayer New Zealand Limited, 2019 4£ 2 H)

4.6 Fertility, pregnancy and lactation

Use in Pregnancy

Pregnancy Category C: “Medicines which, owing to their pharmacological effects, have
caused or may be suspected of causing harmful effects on the human foetus or neonate
without causing malformations. These effects may be reversible”.

As a precaution, Noctamid should not be used during pregnancy, delivery and lactation. If
Noctamid is prescribed to a woman of childbearing potential, she should be warned to
contact her physician regarding discontinuation of Noctamid if she intends to become or
suspects that she is pregnant.

If, for compelling medical reasons, Noctamid is administered during the late phase of
pregnancy, or during labour and delivery, effects on the neonate, such as hypothermia,
hypotonia, hypotension, moderate respiratory depression and sucking difficulties can be
expected due to the pharmacological action of the compound.

Infants born to mothers who took Noctamid or other benzodiazepines chronically during
the later stages of pregnancy may have developed physical dependence and may be at
some risk of developing withdrawal symptoms in the postnatal period.

Use in Lactation

Since small amounts of the medicine may enter the breast-milk, Noctamid should not be
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administered to breast-feeding mothers. By calculation, 0.35% of the daily dose of a breast
feeding mother could reach the newborn.

A —A N7 U7 D53FE (An Australian categorisation of risk of drug use in pregnancy)
Benzodiazepines (\> Y V7BV FH) & LT : Category B3, C

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.

C : 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.

(2025 4F 6 HIEH)
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