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Q) FlREE
L

(4) BHDOME
PTP: R 7mELr TVI=U L

BEICET H1ER

AR Y =F Ly kv KU TRELY

1. Bt 5 EME
A% L7
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V. ‘aRICEAY 5EHE

1. EERIFHE
ARHRAE

2. PEXEHRICEAET HFE
BRE STV

3. BERUVHAE
M AZERUVHAZED#ER
LA Z YA L LT, @, RACIELIEI~2mg st ERNCR O & 595, B, Fin, IE
WKV B EIET 525, Sk 2T 1ER2mg A B2 2 &,

Q) AZERUVAEDHRTERE - 1RHL

55 AR 19401, B 5 MER607 61 & O — X B KSR 40461 D G 110541 HR 975451 28 A H 15 K
OB CTEM S, WERITUEEL E1352.9%~58.8%, oW #E L £71384.5%~86.3% T -
7o HEENREM B RIL0.6mgn313.3% (13/98%1) . 1mgn316.5% (124/750%1) | 1.5~
2.0mg7320.1% (47/234%1) . 2.5mgll E7328.6% (4/14%1]) TH-o7-72., T X HZEBRA
E LT, @E, AR~ 2mg & SHERNICR OG5 LRE LT,

I LTl lmg, 2mg2 &5 Sz ZHEMREBRVIC IS T 2 F G R TRt L7z,
Imgf G- TII R UCERE, ML RELOANE L A FnE CIZIER U Th o7, 2mgk
HREClE, 2REE, MEL2EROEHEL VEMICEZ2EEBEIRON o720, B
LARETIEEREE CRERA DV & HIE SHIEGINEERE L L CEnoTo, 2B, 5O
Vb TEWER® ) LHIESHIEGINR2261T, 5 H1fids [H%E ] opIEHTh 7=, £
D=, FmmE I L Cdi2mgE TIFERMEICHER VW EB 2 6N 08, AHABEZBE 256
WCEWEHROBENE L DA REMEN TSNS Z L n, TEHmEICIE1IE2mgE B 2 72V 2 & |
ERELT,

4. BERUVASICEET SFE

1. BERUVAEICEET HIE
AIRFEICIE, EOBERICIRASE2Z2 L, 72, RALTHE L%, BREFTIZRBWT
—HFENCER L CHEEE T AR H 5 & S IIRA S T2V &

5. BRIRAEE
MERT—2/\vH5—
AFNF2009F4 H LRI OAGESLH THH 72D, 38 LA

(2) ERER ISR
LR L



V. ‘aRICEAY 5EHE

() AERIGIFERRER
[E 1456 % OB CRIRZFF 2 D BE 2xtg & Lz, &5 B3 Cco%iEHE0.5mg
~2mg/H D 5 LIFEHER EOImga L Uiz, [a/ 2 X8/ XA1mg4 1H 1EEERIS0S Z
W2 ST 2 L 2 FAIE 508, LEIDG U C2EBITHET 22 03 TE5) &L
77
ZORER ., AF1mg# 2B 720 e b L2RE (2961]) O0RdGELL EOSGERITHE1E T
90%. W TIT% TH-7=, F7/-. HIHEHICImga &G L. FH2HHIZ1.5720) L2.0mgll &
L7ZBE (9f]) Ok #EU O FERITE LA TII67% Th - 7248, 2WHEITIL89% Th - 7=,
BIEA & LCid, 25430 CH1E19% (8%1) . H2#20% (96]) A5, RS, &
B, SO0 RERERLOTHoTz, WITNBRETHY | BHEAOZORE L IE LT
b DX o722,

A2 [E 1456 5% O AR TGP CIRER O RIRJE B 686112 TR O TAAI0.5mg, 1mg
OWT N ELEMES L, Aok, Zetames Lz, A#10.5mg (1461)) 1X1mg (53%1) &
e L EOMERIMED - 7208 (78.6% vs 86.8%) . EFRUEE XML COREE
L8y~ 72 (Mann-Whitney U-test) , BIfEAIXRRERIVEHSH (1.0mgk 5-7E) | HEZ LEH
ETDRWEMALE (0.6mgf L) | hiEA 0B E T 5EIEM46] (1.0mgi 58 : 36], 0.5mg
BHHE 1) Thoto, PILEZMLEE T HRIEHONSITFERIRE 6 . B - AR (1
) . S6ox (Af) . »THE - SH0E (14l Tho7ed,

16ftis% & N2 O R sk O NEL - IFENF 2 %2 Lo S MIEIREE B A 83f 2 x4t L Lz, 1
H 1M E 30 BT AR Img 2 AR, #EHMIZRAIE LCTRLLEE L, BE5EIT4ERK, EIR,
EEIREEIC X 0 B EHE L2, 2mgZ G L2161, SkbeE 9. IR H R0 9f 2 sk LT
TR RS G & Te o (Te72 L, NI R ARE, BWEHOARAE®T) o SREGEREIISGEED
DWERITTO%, LCRLEL EOSERITIZS% TH - 72, BWEAIX746IH 1061 (13.5%) 123
B L7, WRRITEIRSKBGME (6.8%) . BHEEK, B, SO0 H2F (2.7%) . BEE. O FE,

BB (1.4%) Tholc, WINBRE, THEEThHo, BMEZLELTLRWEM. ik
ELE LT HRWERIE 2D o729,

CRAN DR - FBIEE . RAUCIZ1E 1 ~2me % st N5+ 5)

(4) FREERYER BR
1) BRI ER
OEFALAITRERIGHERY
HEY : AFlDO1Img & 2mg (FEEHE) Okik, & ONitrazepam (N) Ob5mg# kI L2

LEGEABR 21T 9
REBRT YA ZTNVHE I —% - SEE O T B R
PO MBI i 2 R
AFN1mghE125%1, AHI2mght135%1, NEE125/4]
T B G UE AR EIR I B WD TCORIRIE, FEIE. O . O DIRRE, T Ot T
MR 2 5k 2. 5 BE
- BEARFEE OFLEE N EHIR CEEY T 2 n[REMED I B
< PERIL HEER, AR - Aok, BEIRFEEORN, A RREIIRR 4%




V. ‘aRICEAY 5EHE

F e bRof I UE « RIREMFICIEM2FLHE O TERVWEAE
- SRR A kN R R
- EE I E R
- HEEZRD, ML . BHEBEEOH L EBE %
RER AF1mg, AFI2mg XIINSmgDOWF g T o &2 LNEY 1
1A 1EERT30%y AR A, G HIMIZELE L CLEM GER)
TR H AR -
MEAR N A U, Frlli bR BLE . 2dcEE (ERNE. REREOD
H oo RAESE X0 GG, TEeREREAN) | BEFEZL AR (4B:BEFEMm) . FHE
(TERPEEEAM) 12DV TRBRIK T I FTAm L 72,
figHT 5 FELT I URTRANY v I 7B > THENT L7 (Turkey test, U
test)
(T S PRRUCERE L, AF2mght E NFEORMIZAEZ (p<0.001, Turkey test)

NRD LTz, K&llmg, AHF2mgfk ONHED 4 kLl EOEI AT
49%. 61% K% N42%., BEFEi#ELL 11383%. 90% M U67% Td - 7=, W
LA P LA R L3RI A BRI R o T, ARHEICHSW TS
AAH2mght & NFEORIZAHEZE (p<0.01, Turkey test) iR Hiiz,
AF1mg, AHF2mgfk ONFEO FLHMEIRKFE (14 TEE : Mean®=SD) 4,
6.32E 1.79FF[#, 6.88+ 1.55F[ & (06.47 £ 2.17TH;[H] T, 1mght & 2mght
DI EZ (p<0.01. U test) NRH LT,

22 AVE TIERELEIE R O F B R 1T 1mg#30/12561 (24%) . 2mgh¥34/1351
Bl (25%) . N5RE31/125 (25%) Tdh 7=, TRFERITRTIT, S5O
&, BRI HEIRANC A DD R IER TH o 72,

QLeEiAER (xtBRZENitrazepam & D ELER) 9

B : AFI1mgPDNitrazepam (N) bmgz x5t & U7z elaAR 217 5,

BT A AT NHE I —% =286/ 0 B 5 LEGAER
PO ANHRE BB
AH1mght86H], NEE85/
EERA s e % < KRR OSSR 22 2 I AR T ORIRZ 3F 2 5 B
- JFAIE L T15~60%
s LALL ERERIE A LTy 25
T bRAf I UE - MEARGAA R IC IEME72Rid O TE RV ERE
- DI, SRR AN AT 5 B
- EHEL, M, T BHEEREEOH HBEE %
BRI 1k A 1mg XIINSmgD W g 7 o X LED 1
1 H 1EEEERT30A I 2@z 7= v Rl —E TR Ok 5
EEELIE H ARRUGERE (1. 208 B 12 6B FEAEAM)
WEFEZ AT (218 BT 4B P ETA)
HRE (28 B IC6ERMEAL) %
AT 5 1 FEM O eI XA 2 M BN 2Rl L=, B T I ) — 2 EZE 35U test

Z AV, RO T 2 testE H U2,




ARICET 5IEE

ARRUGEE T, 1, 28 & L mEERICHEZET o Tn, AR Imght L
NEEO B UGEE (OB EOEIS) 13, 1 Trx83.1% 4 1880.8%, 2
I TIE85.7% K UN82.9% T - 7= (FHAMMLIE ] 2 75 FHZ & D 72 W GE Dk
R) , WHEZEKE, ARECHmBERICAEEIT o7,

IR B OMERRFERE] (9700 B SRR CIXmiRE & & Ga1 & s
%1, 2HICAE (p<0.01, Wilcoxon test) ZRiLFEMNH L=, HHIRK D
B CIIREBEET 2o T,

BIVER GRBREEICEN T D & HIE S N RECHEIR O BEHE & 2\ N 3 7= 7e
) ORBE T, 1% KA 1mghE15/86 41 (17.4%) . NHE19/85
(22.4%) . 2% AE|1mghE13/73%1 (17.8%) . NEE14/79%1 (17.7%)
Tholz, £, FILICESTZRIERH OBLX. AF|1mghE2f6], NEE3H]
ThHo7T,

QLEE AR (fFEZEFlurazepam & DLEE) ©
B : AFl1lmgDFlurazepam (F) 15mg#4 %t & U 72 lbiikBk 217 5,

T A Z TN I —% W28 O TS R el
PO M AR o o R
AAKLmgRE77H], FRET341

TR BRI UE © PR SUTEAR RN BT D0 k72 BN ABEHRE C, RIRIE, FRE,
IO, O ORREZ Ofth LW S, MEIRFEE 2GR 2 7B E %

FpBRAN L UE - FE A I AR
- AMERRRE A kN BE D R
- HERIEIE 2 & B0 b 5 BRE
CEHERLD, M. THOVIIEEEL AT LBEE %

aRBR 5 1 AFmg X IFF 15mgD W\ Nk 7 v # LNEN Y i)
1H1FESERIS0 ICEEHE 2R O&E L, 1HEMBES & Lz, 4
(GFtoilfE) Ofkkea 7l & Uiz,

FEFEE EFE FEAT -
Bt MR UGEE  (TEREFEAM)
BE O (TEMERHMm)
WG ZZ 2R (4B PERTAM)
HHE (TE:PEFEH)

AT 715 FLELT/ vy RNTRA R w7ikICED (U test) . HERIZOWTIL 2
test, Fisher[E#HfEHRT 2 &/,

A S 15011 Hr 4251 23 LI LARE & fkfe L T G- 058 b7z, bl E £ THRESh
T~ DIXSBHI DI T - 1=,
B BB 1L, FHEEOBISIIFHO G ALEL Y bABEICE -T2
(p<0.05. x2test Fisher) . UL UHEEEEL LIXWEEFICA EZEIX
o lo, AANmeht, FREOHPEESEL EOEIA1348.1% K 1M47.9%,
BREETGELL FI1379.2% K ONT6.7% Thh -~ 71-, BFEOHIZR . M2k KOs
FEIZOWTE, MBEMICAEBEREZITRD bR -T2,
SEPIRAIERR R, AF1meht T2.170:R] . FRET2.138FM 0 5-5i17226 D
JERDNFRO LI, MEERICEERZEITRO SN o T,
BIVERH ORBRIT, AAImght15/776] (19.5%) . FRE15/7361 (20.5%)
Tholz, FbBENE Do TRIRIEIIAF ImghESH] (10.4%) . Fhif14
il (19.2%) Th o712, F7-. FUILITE > ZEWEHA B AHF I mghEz26] (15
B, SHoE . PR 1B, B, BRI, O FV, S50
. BHNE ;1) SRR BT,
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@ ER (BB ZEHaloxazolam & DHLE) 7
H# . AHl1lmgDHaloxazolam (HXZ) 10mg#% xR & U7z beisikik 217 9,

BT VA v HTNH I —& W28 0 — B g R bRk
PO KFRIEIR R E R E
AFI1meghE84%, HXZEE824]

F e B G UE < NEL - DENBHEIIC 35 1T B A6k K OVABENNIE A oD A Tl e B P 55 %
R DEE &

EERA A7)\ 7% KT, BN, WMk, SEIR. TR & CF L BEIR A5 AR 0 B
- EIEMEESE, AR A RN BE O B
- BRI NEH O & B BE
cEERD, . BHEEELATOBRE %

BT AF1mg X IFTHXZ10mgD W ng T o & LE Y ff1F
1H 1B AIS0 AN O 8 5, BEEHIMIRAITHER & Lz,

EEELIE H EfRUcERE (MERNZ., REEFERIREE K OVH h o dREAE & H T & A RIC
e, TERPEEEA)
WHFEZ TS (4B PEFEAM)
HHE (TEXRESEMN)
BE OIS (TELRERHM)

MEAT 5 1A EFE A7 2V —F — 213U test, HILFRDOLLENIT x 2 test. FisherE 2R
HEx AW,

R ERRUERE L, WRERICA BRI R0 o T, AHIImehE, HXZEE O ELL
L OFIE1347.6% K 53.7%, ORWELL L1376.2% & 84.1% TH - 7=,
WEFE 222 . HRER OHBE OFGIZONWT S, WEEMICE E 22T
SIS T,
EIERIIAF ImgRE18%1 (21.4%) . HXZREE19% (23.2%) 1ZHH LTz,
JEARB] CIEAF ImghE, HXZEETIX, adeid (1561, 20%1) #HBEE (23
i, 35f) . S5Hox (1661, 1861) HEMNFEL Lz, &EORIWEMIHXZ
BT (delf, R, HDEV, S50X) IR D LN,

2) B ER
BN

(5) B - HHEBIHER
PR L

(6) JAmAIER

D ERMERE (—REARERE. BEERAREHRAE. EAGELERE) .
HWERFTERT 2 N—RARE. HERTRERJBRONE

EERR L

2) RBEMH L L TERFEONE IR L 1% - HBROBE

R L7
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(7) =Dt
FENAER176/E 5% IC BV CEME Sz “EHERARBRL D2 SRR RBOBEIIRDO LB TH
277,

B DS EHC 381 5 REAR FE 2 3599001 O A 0B FE 1%, Ll FT5h2.6% (5214]) . =
R ELL FT83.0% (822f1) TH - 7=,

) EelRUEE
wg | PSS B i)
X ) 2 E3) ED
POE 3235 e e o o (g Z%%L %3%38(%/5. PLE
REEHIR s 990 134 387 301 52.6 83.0
2) [ REBRNREE
B I I I R e L&;ﬁf%&ép r
MBS g | e = g /j o A
FRFRE P 564 81 231 164 55.3 84.4
B 5 P 247 27 89 81 47.0 79.8
A IFRIE N 116 14 43 37 49.1 81.0
e M 32 7 11 8 56.3 81.3
0t 31 5 13 11 58.1 93.5




VI.

EHEEICHT HHE

- REZNICEEH S ILEYMRITEEYME

ROV TEPEURFER (PTERL, = FTFTERALRY)
HEE  BEEOH AWM OB XTI REIX, HITOEFIRLESRTH I L,

. EBEER

(1) FE FRERME - YEFAMER

PR
NI B 53 % RIMRR B DR+ E 0

{E s
LA ZBSAE, MR ARER 2R Y DT P e AR E O A BMERR T,
R TTEBE L REEMIH LE 0B Z R L TERE Y, thoXv Yy T B e RIEEY
LIS GABAMFIIR = = — 1 > & A L CRIGR R OBR FHAIHT 52 Lo kv, Ik
RAMAT D L EZ DD,
iﬁ RALA BB SN Y ST ¥ ESRRRS T 5 A T D 0 VREE~OERED

. JERRVER & iR ERD BEEL WD S Tnd, (v b, w7 X&)

(2) Eh & A1+ 5 BRI
1) BEERR ISR E 10
TRV AR ENLERAOBREG LT A, TN Z— VT X AHMERKERINIER L7
(EDs50=0.4mg/kg) .

2) AL ER0
Water-lickl 2o 7 U 7 FERBRICBWT, Ty MIuaaA XX B azRkoks5LzE2A, T
v O g v 7B HERFICHEM L7 (0.1~1.0mg/kg. fH&/NEIE=0.5mg/kg) .

3) fEEMERY
~ U AOHRKEEREIL, [KAEO /LA X B RXAORKROKGIZE 0 IH Sz (RIEE=
0.05mg/kg) .

HHIFONAERR
~ 7 ADOBEBRNKIC X DEMEMHRT VAL, 2L A 2B R AOEENE G X IH S
7= (EDso=3.8mg/kg) .

5) B EE EE E L0
YU AKRDT v NOREREEICT D HESE, m A A X B RLAORAOKGIZL Y &2 &
EBICHE S/ (w7 & 0 1—10mgkg, EDso=4.6mg/kg., 7 > b : 2.5—10mg/kg.
EDs0=4.0mg/kg) .

6) st iR E Y
YAV AZ R ERORG LIZE 2 A, IBEIEICBT 2 HEER I8N /b
e E=10mg/kg) .
tz/1/>< 2B S WL R A IMEH S BEIR G iR A ME T R O 1065 & mVvMEZ /R~ L, WfEH 2 &
SBEL T,



\e
”»

EFEIEICRI HIHE

ANFYNILER —LBERHRE VBREEFHHEARICHT S
FREEREOR/MEAE

| MEERRHE R AE AR E A L
(mg/kg, #H) (mg/kg, #H)

=PI e AV 1.0 10.0 10.0
TN= R TERA 0.32 0.1 0.3
YT VT A 1.0 1.0 1.0
TN 3.2 10.0 3.0
TaFy T A 1.0 3.2 3.0
A= =% 100.0 >180 —

o T EAEI O fre/ M B
NG SR D e/ M B

DRI OTEEURBERY TE A FI2xtd H8FMHEY
2L A BB SN NT o IZBE~OBFIEREV, (T v )
BH] 7 v~E =L ZE AW fEEERABRICBW T, b A X B8 A3/ MM O o 1TRIZ R
FICHELSFEA L (Ki=10nM) . ZOfEABFMEIZ 7 L= b T B R AT K3ME, U7 R
DZHAIEE D o T2, B A X B S AIFRIEAE S O o 2MZRE~BEG L, TOME
BArE (Ki=29nM) 3/ MIKIBAEE &~ D B réon/sm@of:o ﬂﬁﬁ TIL=RFERARDT
B AT o 1R R R OFFBEIE o 2802 AR F 0 L LWBRPETREA Lz,

Zv MM, B, BREBEEZERICESLEPHIZLEZLIZHT S
RUYPTHEEVEERDEEERAR
FEAEFME Kl (nM)

S

M (0 1) Tl (02) Bl (w3)
TN= b TENRL 29 30 137
DTN 110 130 362
LA Z B RA 10 29 213

8) IR RERAR MR (C R T T E1
HL A SRS 2mg @ B (66]) (3 AMIZ o7 o TR AK G LA MEIR K (A MER
RY T Z774—) ZHELTHER~DEELFNANT, TOFRE, v A 2B AT ARER &
IR TR O, REREEOEMNEZ 76 Lz, 70, EROS BRI LTI
Stagel & TN L A HEAR 2 88 B — @ MEIC D S 7223, IRIEIEAR (Stage3., 4) (T} %ﬁ’%’i’&ié
Tpinoie,
(%) & BEAREY B 4 BRERESR S T A E S

*:P<005 +P<0.1 (ES5EiEOEE: Wilcoxon test)
100

REM™ REM
REM REM REM REM REM

staged ..
staged " | staged .. staged staged |
staged staged

754 staged staged staged
stage3 staged staged

o staged

501

stage? stage2 stage2 stagel stage2 stage2 stage?

25+

0 stegel | Sragelr Stagel” sager 1 | stagel stagel stage!
B17E  B27E E3W| F1W FE2®  HEIW
HER IRER OiE®
L AHER (REM; Rapid Eye Movement)
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() YEFAFRIREFR - FikhFE
AR L
(%) B
LA BN A2mga 3H BIRA Uz ds B 16l OMKIEIRAR Y 75 7 ¢ —OFERCTIx, &Y
il ONARIFRTR92247 . BERRERRCIFEIE/40657) 12~ ARRIFRFTIZ2~95> 404, AR RRoe IRF ]
1 L9~48 IR LTz,



VI.L EYEREICET HIER

1. M REOKES
(1) s HR LR 7 Mo R
LR L

Q) EERFABR THA SN IHRE
HEx 519
HEERAT T (8f]) ICr LA X B ARLImga ARG Lce 24, EeNITRIN S, &h5#%
1~ 20 [H] CIAE A BN AL /3 IR EE 1349 Ing/mL O e i BEIZ 2 U, TN ITAI 100 H T d o 72,

alL
Jiinl
e
22 6
}.E Tme# 5 BE(n-8)
B

(ng/mL) 4

=5 EErs)
AL ASZENLAEZREBHICEOZRSHROMBPRREERE

ALA 2 ENLImgEEROKZRERDOEYBERERER

(2% A 641)
Tmax Cmex T AUC NAFTXAZEYT ¢
(hr) (ng/mL) (hr) (hr Xng/mL) (%)
2.2+0.8 5.6£0.7 9.9*+24 61t21 7316
GMNEANT—%)
RERGROEEN

FAEZT1OM], EEma 136lc n L A Z B/ A 1mgA 9 H MK E K 5-F o g bR L, 3E& 5%
ICEFIRBIZZEL, ZOROME (BH12FFM%) IP)E#E R U CEFEFRETR80%., &
HE B TRI60%E Do T, EFIRIETO m L A X B/ AR I FEH TR, Sl CT18
R O i Tl U, Rt X &E B2 BT 2T xR bk oz GFEAT —
) o

(3) chas
R L

DRE - HRAEOLS
AR L

2. EMREMBI/NTA—F

(1) BB H5 3
AR L



VI.L EYEREICET HIER

(2) IR YRR FE FE £
EMER L

(3) KT
B L

O e P
311mL/min (ImgHEIRE A£G R pA6H])  GHEAT—%)

B) P HRE
EMER L

(6) Z DAt
AR L

3. &M REaL—>ay) @
(1) Rt A%
MU ERR L

()85 A— S EHER
B L

4. RN
RURERGL « H I
NAFTTRALSE) T 415
73% (ImgH[AlFR G /R A6H)  GMEANT —4)

5. 9%
(1) Ik — A B P9 @ @ 14
Bk L

(2) hit—R4 BERIPT BB It
LR L

3 Eir~DFB1TIHE
i EUIRZ O A4 IZr NV A B/ 2mgh R A5 LTc, DR & i F o A HA] o
FEIT0.06LL T EH I &z, Fiz, 2R CTHRICBAT L2 AK K Oa A RIZRHE~ O #
HED0.35% ThHh-o72, GEAT—%)

(4 BEEA~ DR ITHE
B L



VI. EYBNEEICRET HIEHE

(5) Z DI DB DHTHE
AR L

(6) MBTELFEEE
91.4% (& hm#E) OGrEAT—%)

6. K
(1) X BERAL B UL TR R LD
BT AT
R - BB 7HAICa L A ZE RN 2mgh R OB LT L X OERBEDIX, LA X2E
NREADT NI v BIAEERTHY, T —EHIEN—AFIL—7 7 a  BEAIERTH -7,

GMNEANT —4)
CHs
N
O OH Z)LonO s -0-glucuronide
© [ (zﬁmgﬁ>u *”G
OJLAZEINA QLA SENRLADY Vo0 Eas &
N A F)UAE
f o H o
2 N N
OH Vo0 EaE O -0-glucuronide
(o] A =N (o] —N
(o] O Cl
OS>+ /A OSE/RADS Vo O EasEk
AL A5/ ADKRBHER

Q) KBIBAE5T 5B%K (CYPE) ODHFiE. H5F
U ERR L

@) MEEEYNEDEERUZDE S
EOHGH, K20% S IENEEAE A Z T 72, (ImgHEHE O35, BEHRA6H) (FEAT
— )

() REMO B DR RRUTEMRLL, FELED

e, SRR BRI bR o T, (QmgHEE O, [ERASH)  SHEA
)
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EWMEREICEHAT HHE

10.

11.

- B

fREF R8I T L A Z BN A ImgZ R ARG REO EREWIX eV A X B RAD 7 VT v g
AR TH Y, BH24RRI% F TITHE G EDT0~80%03 R HIZHEE S jui=19),

(%) 11

5 B -5 I UCHE k2 L A X BN A 2mgZ R O 85 Lo ilBr T, g oS E R OV e v
ABRRED T NI a A RO BRI, R OPE R 18R & — & L Tz,
UC— I EIL, 12 LA EEORPLHRIE S, JRPOFEEPRIERIIRE 05 T86% Th - 7=,

72k, HEHZIARYE T 1T 18,60 M TH o 7oy, EE IR G EDO3I% L TARD b,
GrNEAT—%)

S U RER—E2—IZEH9 15K
MR L

. EBNFICEHBRER

- MEREE AT
EERR L
- MR ZEHT
(%) 19
R A RBEAIT 1L A Z B/ A 1mehk A 4525 24TV g i 911 1 K ST oA S0t 15 Pl o oD R
AR B O A 1 C“Dh\?fttiiﬁ%§ﬂ7§%lfio ZDORER, BV A ZBISAREACIRDI3A & P
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St Bayer New Zealand Limited
We 4 Noctamid

T - Hikk FEF
Noctamid 1.0mg.

FE5E H 1983481 1H
ZhHE - ZhR <Therapeutic indications>
A - & 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
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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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
administered to breast-feeding mothers. By calculation, 0.35% of the daily dose of a breast

feeding mother could reach the newborn.
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A —A 7 U7 : An Australian categorisation of risk of drug use in pregnancy

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.
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