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1.1 RANCKH T 2 BIIHMEANERH D . £i2, b5 A DMREE, MEIREE LR (R R ) X H &Ik T
i5]he %6bﬂé@f KFN 2 P 54 B AIIT B [ 5sme))s bEG- 2 BET 5 2 &, e 2151
BT 5GBS EL HIATOW AR GEEICRGTHZ L, 72720, 10mg B2 7202 & &L, SER
DYEIT ﬁofﬁ%ﬁ%@éi&oﬂqlllmjiﬁj

1.2 REl =BT 256, REOHEMIRASES Z &, it fRAAL Tt L=, BEDEKLT
EEV &2 BRIAT D £ TIC 4 R IEIRIER S L R s o 1238 E . UTIEIR G I8\ T K L T
EFEE T o267 L kwfﬁﬁﬂ%%bﬂtk@ﬁiﬂﬁé@f\iﬁﬁ%%#é%m%@%
BAtAT D AREMEN S D & T IXRA S22 &, [1., 7.1, 11.1.3 &)

1.3 BlEICEGT 554, VEQ B Sm HEG5-2FMA L, 118 10mg #8272\ 2 &, [9.8, 16.6.3

Z ]

(fiE)

11 HERNICET DY 9 A 5 RESORIERRESEMCB VT, 20 OMERNEE LEO#EIE, Smg

&5%&@%1%g&5mﬂ§m e, RRFTEEIZHT- > T Smg 06 G 28K L. AENOHA
[>T 10mg ETOHEICE EODLFERHE Lz, BIREITEREEIICHRGTRE Tlanl, JE

%@&% EWEETSE D b TR LT,

7.2 KFIEG%, EE TOREN R, HAHWVIEERBICHEEL7-%, HOIRS £ TORERRNE

—IEPERT RS OHEDR B D,

7.3 V1. 3) 3)EErEE KO VI 6. 8) @k DOHEZBM



V. ARICEY HER

5. ERFRRKHE
(1) BBRT—91\vr—2
AR X 5y HER O FESE x5 SE 5L 55 5/
: . R R 24 4, .
— ~ N3
5 1 H[E# 5 _HEM 7 (0> 48 4] 2.5~15mg H[A]
e 5 _HEM @§§A 18 4 10, 15mg 7H
GUELER g e ‘ 113 5~15mg 14 H
N LR WA —7 AR 38 13 5~10mg 7~21 H
B “E R 155 4 5~15 14 A
G ; R & (Placebo : 50 1)) me
e S T I l N N
RN “HEAr—7 ARHRE 110 5~15mg 7~14 H
" ; ! 84 13
ik AHRE (Nitrazepam : 83 ff) 10mg 14 H
AR S k 72 5
FrigaR NE - —HER AR (Triazolam : 76 f51) 10mg 14
DIRNE ‘ 231 4
URE (Zopiclone : 248 f5]) 10mg 14
5~20mg
— il B R AR A= ik R 27 fl [RE LT 14 H
5~10mg]
FlECORE | A—T W | ORI 67 11 s~15mg (:;Ha)
. TR
A= 5y 8 4 10mg 3H
W E | R 94 Lom 3
Rz K| #ABR S bt BF (Triazolam : 9 44) £
| ET R S HEHERR 10 4 0 .
S B (Zopiclone : 10 44) e
® ]
E: e F—T AURSE 6 Bl 10mg 14 A
= AR
o 12 4
B @Jf};ﬁi/\ gzazolam, _— 10mg o
ST RIE | CEERY oA ” | 21 ;;“pam’ aeeno -
o A — 3R ) =
1@%?/\ (Zopiclone, Placebo : 10mg Hi[A]
> 12 41)
5~20mg
W& 55 A= AURSE 38 fi (fERELT | 3~6%A
5~10mg]
ot B
4 T FEARBR, HRPRIEHAARR, B 3B | RIRE 897 {3 - FIC 14 H
<] 5~15mg




V. ARICEY HER

(2) ERER=ER
ATHIEE T ARRER 29, 14 1505 T ARG 45, S AR HeieakER o8, — MR IRER Ok O'm i CoORER 1013(&F
]GRBT HITB T D RIRIEHE S KFIE L OB 5 SIS 5 RIRAE LR OICxE3 5 s =R
59.6%(476/799 fil)y Td - 7=,

[LHE M fh : BEIREZE 5 9(Suppl.2), 3, 1993]

[Ja&s oo il BRIREZE ; 9(Suppl.2), 23, 1993]

(A% #ME fh - BRIRIESE ; 9(Suppl.2), 57, 1993]

[faiH K& M ERES ; 9(Suppl.2), 101, 1993]

(e FME fth : BRIREESE 5 9(1), 79, 1993]

(i KEFE fh : BIRESE ; 92),387, 1993]

[ KA i BRIREZE ; 16(5), 649, 2000]

[(AEsF 7 fih : BEPRIESE ; 9(Suppl.2), 121, 1993]

[dH FH— fll: BEARES ; 9(Suppl.2), 149, 1993]

DA I fil : BEPREESE 5 9(Suppl.2), 167, 1993]

[y ]

LA ZR— il : BRIREESE ; 9(Suppl.2), 137, 1993]

(3) ERPRZFIRFER
LR A 24 BTk U TARH 2.5~15mg & HEF G U2k 5, 3802 med 2 Ft R OVE LaHE R 358
LN, BEMICIEMEIT W EE 2 O, £2, BEREERA 18 2kt L TAK] 10mg, 15mg % 1 H
1 [F 7 HEERR G LR bR ThH -7 19,
[k RIE b BRIREZ ; 6(4), 651, 1990]
EARANOEFRE = 1 HHZEIFHRK 10mg TH 5,

(4) FHERHIGRER
ANBRIE (FE5 SR ARIE S OV 5 DIR I 1 5 AIRIEIZER <) 13 Fil e xb%iz, AF4 1 B 1[5 5~10mg it
BERHRE L, DIRDIARA0 TLEVEICIIEN WAL, s 1A 15mg £ CHEEHEEICT, 15 1[H
14 HE#EE U2l 2K OVRIRSE B3 (& JSFE M OB 5 DI FE 5 RIRIEIXER < )38 il kf4ic, A
% 1 B 1 0] Smg sEEERT G L, ZEMEICHBER 2O EAE, 18] 7.5mg, 10mg ~#i#8ZC, 1 B 1[A]
7~21 ARHE LR 960 1 B 5~15mg BEEERT 1 B 5-OF ghitk K O Z BN RE STz,
[ LRk e fh - BRIRIESE ; 9(Suppl.2), 3, 1993]
g% oo fih - BEIRIEEZE ; 9(Suppl.2), 23, 1993]
(BAFIOAR S 1 A AEIZRK 10mg TH 5,

(5) HRELAIEKER
1) EEALILITHEREHR
ARAEGHE G RFE S O 5 DRI PE O AIRIEIEER < )FBFE 205 Bl 2 %F51T, 7T B ANEE A 58 Smg/H |
10mg/H . 15mg/H T, 1 B 1[0 14 A B GIC & 5~ EE R EER LiGRER 9 K& OVRIRE B8 (e A e
K OV 9 DI D RIRJEIXBR <)110 B2 512, AHND Smg/H, 10mg/H., 15mg/HOHETHD, 1 H
1[0 7~14 AMFERGIC L D4 —7 R BR % Ehi LT-,
T E G A L RGAER Tl BEIRSEIR AR UG CUeE R T EEYGE] BT T B AR 27.8%., A
7l 5mg/ H B 52.6%., 10mg/ H &£ 60.0%. 15mg/H Ff 55.3% T, SR OME TIE 10mg/ HEE, 15mg/ HEEDS
NERLFIRRE CIET R CTOEEREN T 7 B AFHCARICED | UEERIT 10mg/ HFEL 15mg/ ARETIRIER U
ThdeBEZxON, Fio, BHELAETIE 3 FRE BICT T vRBEE ZN e < A HEIXREIRTER 2
BUBELIZERURE CTH-T-Z 0, ImgAREBAELEEZONTZY, 72, A—T7VFEEBRTYH
[FER DA G DT Z &0 D RIRAEGH A RFRIE & OB 5 DI 121 9 RIRAE X ER < )IZxtd 5 2 H
L 10mg/H B2 b7,
[THE 381 fh : ERPRZEZE ; 9(Suppl.2), 57, 1993]
[fEH RE b BIREIK ; 9(Suppl.2), 101, 1993]
AR OAR S 7= 1 BHRITEKA 10mg TH 5,



V. ARICEY HER

2)

3)

4)

(6)
D)

LR EREABR
ANHRAE (8 A RFIIE S OV © DI LT © RERIE 1XBR < )BE 167 B2 %512, AH| 10mg/H & % HR3E Smg/H
Z1H 1A 14 BE&ES L EEREERBREZIT o728 25, AFIHE 5 HE(10mg/ H )23 FEIRAE IR 2% i
BEROEHEHE CHARICELHE CHh o729,
[LRE #RHE fh BRIREZE ; 9(1), 79, 1993]
ARIEGHE B R FAE X O 5 DRI AE O ANIRIEIEBR < )BT 148 Bl 2 %512, AF 10mg/ A &% 3K 0.25mg/ H
1 H 1814 BEHE L —EHEMEKRBREZIToE 2 A, BRNICHFR TEXAWEBLRDZEAZ 10%
& L7z & & OREMEHEGG Tl AFIBS5HE(10mg/ B )OS FREEHE(0.25mg/ Bk 2 RIZEMEGES M)IZRE
HTEhote
[fEH REF M BREE ; 9(2), 387, 1993]
AHRIEHE A RARIE S OV O DI I O ANARIEILR <)EFE 479 Bl A5, AAl 10mg/ B & 5 7.5mg/H
1A 1E14 ARRGICE D “EHERIERBRZITo72E 2 A, BIRMICTFAETE2WERDEA &
10% & L7= & & ORI C. AFIFREGRE(10mg/ B ) % FREREE(7.5mg/ B )Wk 5 RIS (FEL PE) S EE
i,
[ RE b BIREIK ; 16(5), 649, 2000]
TR
i 535 1519
AR (S5 S RRIE S OV © DI LT 5 RIRIEITBR < )FBFE 38 il & %512, AH Smg & 2V ME 10mg/H %
1 H1E3~6 » HMEMKLG Lk 2 A, REIBGIC I AL M 7emtdE, (KFEE, 5 1E% ORER
FEEOE(, KBERZITZRO bilieinroT,
(A KEF b BEER & T ; 70(5), 1591, 1993]
[ #@Fe fil: BEREZE ; 9(Suppl.2), 179, 1993]
£2E - mEERIGRER
e i C OFMR 10419
P R AR BRUE (B & S E e O 5 DI I RE 5 RIRIEIEBR < )EFE 67 BT, AK| 5~15mg/H% 1 H 1 [A] 14~
21 HiE# G LIz 2 A, 5~10mg/H TAZITH V| LZRVEICFHCRIBER 2 W2 LR ENT-,
[drH FF— fill : BEREZ ; 9(Suppl.2), 149, 1993]
AR HISE il BEPREESE ; 9(Suppl.2), 167, 1993]
(P ]
LA 57— il : BRIREESE 5 9(Suppl.2), 137, 1993]
(FEARFIDOAER ST 1 HARIIRK 10mg TH D,
AEMER

FERARERE - FEERARERE GEFHHRE) - WERFGTREBRAR (MREREKRAR)

fili F picAE A AL 17

2000 4E 12 A5 2003 4F 11 A £ TO 3 FE/-IT 569 ik h> 5 3569 Fl DIER] 2 INEE U, 28 ME (b *F 5
3443 i) 72 & A W MEENT G 2155 BN DWW TRl 217 - 72,

AA%ICRWER DRSO bivlz, SRUGEREIL, EIREFZEORIZ b LT EnlERZ R L, 2T
89.0% CTdH > 7=,

FHIBIZIZ BT 2 Feillii 1

2001 A5 4 A5 2004 45 6 A £ TO 343 » ARIC 94 Higkh & 560 B OAEF 2 UL U 72 2k (FRbT % 52
501 i)l QN A P E (AT 52 333 B DWW TRl 24T - 72,

9.0%IZREIEM RO bivle, BRUCGEE ITMERIEE ORI PO L FmVEEREZ R L, 2ETIE
86.7% CTholz, BHWIHEGIZIVBRMETTT5H 2 Lidie < MEEITERO ol



V. ARICEY HER

i Lo D RERIFH A 17
65 kLA o i AR B (BTG JFRIE S O O IR I 9 AIRIEIIER <) &2 %F41T, 2000 4 12 A7 S
2002 4F 11 H £ TO 2 I 69 figkn> & 438 BlDOIER 2 UNEE L, ZEMEFRNT RIS 421 Bi) 72 5 N H R
PEEAT S 199 BN SO\ TR 21T - 72,
BERZEBRIL3.8% TH Y, BRUBGERE T, MERIEE ORI )b b 8ERE &< 2R TIE 87.9%
ThHoT,

(B &= HrEk LK : 61(12), 2279-2294, 2012]

2) ARRBEMHELTEREFEOABTRIEENE L -HEBROBE
LR



VI. EHEBEICEEY SHE

1. EEPHICEESH S ILEVMRITEEYE
A IFYEY VAEE AT LN Y VT B RIEIREE

2. ¥EBEER
(1) YERERGL - e
TEREAL « PR Y T B UZFIRDY T X A 7T D oi(BZD)Z K
TEFRER: @ 01(BZD))SZ BRI HRT L CEIRA 2 MM 2R L, GABAA SR OINHIERE 2 1958 U, MRS
HErTEEZLND 1819,

(B TRHRER DR Y DT BEZREIIZ 2 0D T XA TRHY | o1, o2 ZHEELIFEIND, ZNSZHEED
PR IAR IR0 0 | o1 ZZAMIT/MIN, RER, PORER, KIMECEH 4 BHICE 0, — T, o ZARITFHERICE S
TOFEMORMBICETT2HICL <, BETHAMKEL R D LS5,

(2) ENEZEfITZAERBAE
1) RHEERICRIZTEZE

TR ACAH] 10mg ZBEERNICR NG L, BEERFRY 77 7 0 —2HOTRET LT &2 A, ARFA
I3 stage2., stageREM ([ZITFEEA MIF ST, stage3 HAIRIZIEIR) Z M S 72, 2O Z & X0 AANT, MK
ﬁ%%kiR&A@%’wﬁﬁé K RIEIEIR A BN S T2 B2 bz, £, BH~OFFH
ULahSR, BEBIST A T, RREIREIRAN R (Z A 3N DI T L DR S iz 2029,
HEANDT —4 T2 BARIRIERT 2BV T, M FHIC REM MERICHEEZ KIF X3, KBKBLZIX
B HIVIR Do T2 ),

2) EoiEHEREICRT B 4ER 26
HEHEER A AA 10mg 28 M LT 1| SRS, IRAUEOMIEATHERE C o 5 multiple sleep latency test
T S DR BIRIEA RN A B2, BEIOFEERERE CIXEB XA Lo T,

3) EMWMIDRNKICx 3 HEMH

D #EER (FL, xa, Sy )
VVET NMEARREIL. YL (3.2mg/kg L EFRNEE G T O 3R EIRVER 28 L. BN AR IR R
LU, RIEIEIR S 2 — 2 & e o Te, EROFRBUTHCH T, (ERRHE BN E N D Th o723,
k\AI@%T\K%mbk*:mr%mm@@uhﬁmmﬁﬁw>i/hmm@@uiﬁrw 0.3
~1Img/kg DL ERE O 5D CTHREIERZRBH Lz, YV ET AEAREIL. 7 v MEEEBIFICB
CIRMERR A PRI (2 He A~ TR IR A sk D i 2 L 0 B8N S B & - 72 32,

@ BIE—EEYA YV ILIHTHER (a3, T k)
VLB T AEABEEIL, REER 2 (1~ 10mg/kg #8 11 5) TIEHE G EZIC HEIZHE] U CREE 28
H, W@@Rmn@ﬁ%ﬁif@ﬁﬁ%ﬂﬁéﬁtoL#L AR 13 REM BEIR (2T 5 Z L7 <
RIRHEIR 2355 L, ¥ H OER - E@E‘U‘/f T E RIET Z & ‘iiﬁfﬂo 7= 3, 7 v M(10mgkg #%
M % 5-) TIEMEIR - ﬂ@?‘ﬁ'/f I IVZET D REERE I 20 S8 5 — 5T, HRINEREEM 28072, L
7> L. REM MEIRFERIICITFZE L2572 39,

4) ZOMOPRER (XRVRX. v b)
YNVET MEARBEIL, U XA IRRT v F3OTRU Y U7 B R L FRRIC R, PURE KO
(R Zos L7z, SEEREM(EDso : 8.4mg/kg i A5, OIEMICHE~TIRMETEHA L,

5 REKREDFE (XIR)

VLB T MEAREX, v U A2 30mgkeg OEHEE 1 H 2110 HE&ROKERE L TH, EFEH
KOG ERIZ BT DEDOFBLUIRD THHWE D TH -7 37,



VI. EHEEICEY HER

(3) EFHRIRHER - iRk
MM ER e L



VI. EMEIEICEYT S5ER

1. hbBEORS - M
(1) S LA MR
AR L

(2) wEIMHREEERRE
VI 1. Q) ERREAER THR SNz RE)] OEHZM

Q) BB CHERIN-MPEE
1) BEmEigs ™
fERERRA 6 BIIC Y L BT M AR SE 2.5~10mg & ZEfFRFCHER ARG Lz 2 A, YA ET ALHE
RMPITEI S 4L, B 5% 0.7~0.9 FERIZ e i AT PR B (Conax) W2 L7078, THIS 0 (112)1.78~2.30 Iif
TN UTe, Conax S OVMATE FR R B8 — IR AR T I AE(AUC)IE & G- 22 kel L CTHgIn L 7=,

HEAEORSHOMFEHREKRE Mean+S.D.)

(ng/mL)
2004
1 |+ —— 25mg(n=6)
160 —=— 50mg(n=6)
1 L —e— 75mg(n=6)
il -
i 120- —4— 10.0mg (n=6)
i 1B
i3
g 807

40

(0 e T T //a

012 4 6 8 12 24(h)
Be Gt
(LRE =i b - BRRZEZR, 6(4), 651, 1990, X 6 LV &%)

BEROESHOEMRERNT A —4

4 5 B(mg) Tmax Crnax ti2 AUCo-»
(h) (ng/mL) (h) (ng * h/mL)
2.5 0.7%£0.3 32.6£ 9.6 1.78£0.48 9658
5.0 0.8£0.3 76.2£29.7 2.06£1.18 259+218
7.5 0.9£0.6 10242 1.860.47 330163
10.0 0.8£0.3 120+73 2.30+£1.48 491+474
(Mean®S.D.)

(EVARFNOAGR I 7z 1 B RIL 5~10mg TH 5,




VIL.

EYHEICEY HEE

2) RiEHS5™
BERERR N 6 BIIC Y L BT A ATRESE 10mg 2 1 H 1[0 7 BRI &% ICRO&%E LzE 2 A, miEdh

EHRBIZI1IHBEE 7THATIRERELCTH- T,

MmIFHRELFRE

(ng/mL)
1000

o—o 1HH (n=6)
—o 7HH (n=6)

100 o8~~~ — -
il
o
FP - Sy ——————————-
=3
i /\8
1 _____________________________________________
0.1 p /';/ g
0 2 4 6 8 12 24(h)
5. e
REESHEOEMRERN/NTA—4
Tmax(h) Cmax(ng/mL) ti2(h) AUCo.(ng *+ h/mL)
1HE 1.81.2 12045 2.33+£1.55 568t476
7HH 1.4+0.6 128 +39 226+1.33 552+446
(Mean®S.D.)

3) mEEEY
BRI 7 B(67~80 B, T 75 BR)IC, Vv BT AN AERESE Sme & BLEEATICRE ARG LTk 25,
e s A D J7 DM AT HE ST Crnax T 2.1 £, Hc i LA P B B 22 RF ) (Tinan) © 1.8 f5. AUCo T 5.1
fi5. e T2 R&E D72,
(FERER AT AH] Smg 2445 L7- & E ORG#EIT VI 1. Q) DHEFEHEL] OEABRT52 L, )

SR ECE TS EMRERI/ T A —4F

B Tax Cmax ti2 AUCo-24 AUCo-»
(h) (ng/mL) (h) (ng * h/mL) (ng * h/mL)
i 7 1.5+0.5 164.1+£93.7 46+1.7 1299.3-590.8 1337.8+577.6
fEFERC 6 0.8+0.3 76.2+29.7 2.06+1.18 — 259+218
(Mean®S.D.)
4) FrigEefEERE MMEAT—42) ¥

JHFREZE B 8 Bl Y L B 7 AEAFERIERE 20mg Z B O E Lz & 2 A, [FFE# O/~ T

Conax 1% 2.0 fi%5.

AUColE 53 fERE Mo T2,

FEEBEICHT S MR/ S5 A — 5

AUCo-»

;d_g% Tmax ti2
(h) (ng/mL) (h) (ng * h/mL)
JFREZE B 0.69+0.54 499+215 9.91+7.57* 42033773
it B Ak A 0.72+0.42 250+57 2.15£0.25 788+279

(Mean£S.D., D& n=7)
(IE)AAFIDER ST 1 AARITHRK 10mg TH D,




VI. EYHEICEY SEE

5) BHEEERE MWEAT—2)
PR EE 2 A 5 B 16 #i(Cer : 0~47mL/min)iZ Y /L EF LA FEE 10mg % 20 45 AR EiE
ALTeE Z A, BERANIHA B TORMERENV ) DA BITKE Do Tz 40,
FTo. BT AZT TV AHEBIEEREERE 9BV L YT A ATRESE 10mg 2 1 B 18] 13~18 HRE#E N
B b Uz & 2o MEFREITHERR GRS ZER CTH Y | M TOFERIRD Loz 4,

BREEICE T LRYMEERM/ S A —F

v Tmax Cmax ti2 AUCo-»

bz (h) (ng/mL) (h) (ng * h/mL)
H[E#& 5 1% 1.7+1.0 172+96 24+13 796 +527
K5 9 0.80.6 203+96 25+1.2 930651
MG 9 Bl & R —SEB & & T (Mean=£S.D.)

(AR DOAR SN LI ARG TH D,

(4) kL
TR L

(5) BE - HAEDOZE
1) BEOEE™
RN 6 BN VBT AEATRESE 10mg ZHlBH&E&NR G925 & ZBIERHE 512 T g
P B B (Toa)tE 1.8 £ 1.2 B & BBAET BDHEIZH > 7203, Coaxs AUC & HITRKRE 22T 72 < AH
DNRAFTRAFZEY T L IZTRFORELZZITIIAWEE LN,

MmEFPRECERE (ZREFEVHARROLR)

(ng/mL)

1000 5= === === == = == e
5 oftft  (n=6)

I 100§
i ]
A
g 104

0 ' 2 ' 4 6 ' 8 10  12(h)
51 IR

(e 6t fth : BRIREESR 6(4), 651, 1990, X 6 O 10mg &% 5-F D5 — & (Z2jEH) o Y

9 DOWIAT — X (B%)L D LE)

2) HRARDEE
VI 7. H8EAER ) OHZM

(6) BEMH (REalL—3ay) EBHICKYHBALE-EYMANGELEHER
MM ER e L

2. BMEERMNS A —5
(1) BB#7753%
LR L



VI. EYHEICEY SEE

(2) WRUNEE E R
MM ER e L

Q) W"AAXTFRALSEYT4 HBEAT—H)
A Y VT MEAREESE 10mg 2O # 5. YAV ET AEATEE Smg 2 HARNE S L TR 7=
NAFT AT E YT 4 (F)E 66.6% Tiho7- 4,
(EARAND KR S N HEER &5 Th 5,

(4) SHSEREEH
AR L

5 YITSVR BNEAT—%) ¥
CL=0.26+0.03L//kg(8mg i.v.. Mean*S.E.)
(BAAOAR S NI BTN EGTH S,

(6) N HEHE GEAT—%) ¥
V4=0.54%£0.02L/kg(8mg i.v., Mean=£S.E.)
(EAROARBE NI HEIROKREG TH D,

() MBEBHEEE
1) invitroBAZEEERY
YOLET MIMIEEE & 94.5~96.0% & mHRISHEA L .50~5000ng/mL DR EFIFH TIZIE—E Th o7,

JIVETL®D in vitroBEBHEEE (%)

o VNVET NEE
50ng/mL 500ng/mL 5000ng/mL
|=IiIR 96.0+0.0 95.3+0.0 94.5+0.2
v b 96.2+0.1 96.0+0.1 96.2+0.1
t RTAT R (4.0%) 84.9+0.1 85.5+0.0 83.40.4
E o BEYEFEER H(0.1%) 83.1+1.4 77.4+0.5 55.5+3.1
a7l (1.6%) 19.5+22 202+23 21.6+2.9

CF#5#ENTE, Mean®=S.E., n=3)

2) invivoBEBREEEY
VYT AEABE AR ORE L2 OIMEEE AFEARIT 96.0~963%TH 0 | [REHIHE LT in vitro
EAMABRLEDOEICERRD LN -T2 LG, YA ET AOMBEEAKEIIEmIEEINR

W EEZ B,
VILETLOEREEE (%)
5 1% I M PP BE (ng/mL) EHEMEAR%)
o 30 4y 64.4~118.2 96340.1
e 4 5] 209~ 78.1 96.0+0.2
o 50.0 952+0.0
in vitro
500.0 95.5+0.1

CPH5ENT . Mean*S.E., n=3)



VI. E¥EREIcBT 51EH

3. RN
3G A o RS (s
W U SR EME R L
<BE> (Fv b, PN
7w M MUC R VBT AEA BRI 2 8% 0% 55 O R I OE H B REEIE =R 0 Fn L 0 HEE L 7RI =R
1% 88.6% ChHh o7, £z, TATERIRN L OFE O 5% O SR i REdEIER O b X 0 #EE L 72 W =R 1T
1042%THH ¥, WTHOEHIZBNTH Y AV ET L2ORARIIIBRITFTH -T2,
AERFIGER « R4 &R L
<BE> (Tv W
JRAEEZ » MZ UCHEE Y VBT MEABIEZ R NG L, 5% 24 FFfl £ COEH- 2307 > o+
NIRRT 5 & 5% 48 FE E TOMRMFHIZHE 5 HSEED 16.8% ., JRHIZ 7.6%., #FEHIZ 73.1%H°
PRt Sz, 2o b, Ty MIROE 5% OBH FICHaE S 72 BETEE DK 24% M3 IELE D & R
WEnzEEz 6N, L, BT ORBICEKITIESRE CTH Y . RELY VYT LAOGITIEER I
HLYDEEZ LN,

4, S

(1) 1% —fxEEFT&E B

MM ER e L

<BE> (T v )9O

7/%’”Cﬁ&/WETA@E&W%%Dﬁﬁﬁé& b L BT AR SIS B L BItk I
¢/»t7Ae FAAT L CHE Lz, MAR/fgEdh Yy A B ARE LT 0.31~049 ThH-o 7z, MK

w%¢m% WEDDREBIL I NET AOENEGITENETI 14~54%, 54~84%TH V. MF YV /L ET A

DOEIGNMAEF L0 @hrocZ & X0 mEFREYORA~OBITIHILX Y LV ET MR TIRWEE X
BT,

(2) mK—FRBEPERYE GAEAT—%) ¥

VOVE T MEAAERYE A IR P ORI B AT DT A kS & LIRS VT, REIRD
BrEETAZ EnHREINTNS
<BE> (Tv M)W
R 18 HEH DT » MZ UCHER Y VBT MEARIEZ RN G325 & &5 30 0% OBERIZITRHED M
HER ORI EE O 3/4 FREE, RRYEICIE 173 BRE D METEED oA LTz, #5524 REZ I3 A BR < 42
TORR VRN AT RERR EE Y, 48 B IIZ K ZBR < 2T OMBNSREREDSBRHBRLLT & 72>
770

R 1SHBE S Y M "B YVILE T LEREEE 3. 29mg/ke

BORSZOBARUVRBHABAKSEREE

@ T BERE EE (ng eq/g Xid mL)

30 43 4 FER 24 B 48 FER]

ISREN A 1002148  (1.00) 237428 (1.00) 9+1 (1.00) N.D.
i 734+ 87 (0.73) 18219 (0.77) 101 (1.11) N.D.

iy 756+ 84 (0.75) 23017  (0.97) 131 (1.44) N.D.

FEK 195+ 33 (0.19) 102+ 8 (0.43) 10+2  (1.11) 4+2

=5 eH 333+ 40 (0.33) 89+ 9 (0.38) N.D. N.D.
Mg 366+ 34 (0.37) 103£12  (0.43) N.D. N.D.

b 291+ 47 (0.29) 78+ 7 (0.33) N.D. N.D.

Lol 383+ 55 (0.38) 111+ 8 (0.47) N.D. N.D.

it 354+ 54 (0.35) 10311 (0.43) N.D. N.D.

Jhigk 496+ 66 (0.50) 13616 (0.57) 71 (0.78) N.D.

ik 360+ 60 (0.36) 112+ 7 (0.47) N.D. N.D.

N.D. : BRHIRSFLLT . ()N OFE oo R f A s B b A o3 (Mean+S.E., n=3)



VI. EYHEICEY SEE

(3) Air~nFiTHE NNEAT—4)
AT oA S BN NV ET AEATRKESE 20mg 2 4 8 30 ptklciR e Uiz, Behk 3 Befil B ORE
LR O FHHEMR IR 5 & 0.004~0.019%TH Y . FLitansEFHRE R 0.11~0.18 THHo7z, &
% 13 RE B Tk, iy v T AR 0.5ngmL L FE TR F L2 %,
(AFOERENT= 1 B AEITREK 10mg TH 5,

(4) BEHR~DIFITH
MM ER e L

(5) ZDHOMEB~DIBITHE
Y EE R L
<BE> (Tvb)
7/%’”Cﬁ&/WE7A@E&W%$@&UIHl[ﬂ8ﬁﬁﬁ@ﬁm&5bto
Hila % 5 Gl &ﬁw SIS RE iiﬁ_“ﬁb Hﬁ\mﬁ R OVEALE (a5
FE X0 @O HRESS . BRI T M D 14% O H e w%htoﬁﬁmﬁﬁﬁ VIR, BN, R
J& R OKIGIZ TR se S S = 720 T, ﬂﬁ@fﬂ%%f IIHEHERIZERD bz ro 72 ¥, KIE®H
5Tﬁ\E$W%%%§ﬂ%*btAmMiMEHH%*ET%U\Eﬁﬁﬁukbtkﬁz%ﬂko
524 RefE % ORI B REIR I Z 21 M B UIBRIZIE —@ L 720, 41, B, APk, Bk, PR, FZ/E.
EpE, JHLE CIAER X0 EIRE O BERENRD b, &&&E 5% 35 B BIIXBIR,. ML O R RE T
DOIDRHERES B SN0 A T, 70 B BIZIXZ 5 O CHREIRRLLT & 7272 99,
ﬁ@7/b’“Cﬁﬁ/wETA@E&W%#%W&U%uﬁﬁbt&% e b5-t% 3 RERFICARER K & &
AT BICRORCE W EENZR D i, &5 168 FFEZIC b b I M TIEH AR D LNZ, LL., =
AUD OFARRNIREE L, 3 & U CIA Ui %@Mc@&ﬁmw7mv//%%mﬁﬁbtk%@%f
L0 HIEL, DOBERLESLNHTH -7,

S MZMCERYVILE T LBEREEE 3. 29ng/kg REROREZOMEBAMSEEREE (hg ea/mL XX g)
fig e 5% 24 R I 5%
pIE 7 ] 14 [ 21 [ 28 [A] 35 HH 70 H H
1fn 4% N.D. N.D. 161 15+3 18+8 N.D. N.D.
A1 N.D. 1942 3444 35+1 50+9 N.D. N.D.
KA N.D. N.D. N.D. N.D. N.D. N.D. N.D.
/NI N.D. N.D. N.D. N.D. N.D. N.D. N.D.
TR N.D. N.D. N.D. N.D. N.D. N.D. N.D.
IR ER N.D. N.D. N.D. N.D. N.D. N.D. N.D.
R AR N.D. N.D. N.D. N.D. N.D. N.D. N.D.
RGN N.D. N.D. N.D. 80 N.D. N.D. N.D.
Ha i N.D. N.D. N.D. N.D. 6+1 N.D. N.D.
Lk N.D. N.D. 10+1 9+0 13+3 N.D. N.D.
fiti N.D. 8+1 14+1 16+2 21+4 N.D. N.D.
JH ik 52+1 117£8 160+10 215+25 206+38 N.D. N.D.
5 gk 20+0 35+2 59+2 70+5 90+17 101 N.D.
Elk=s N.D. N.D. N.D. N.D. N.D. N.D. N.D.
il N.D. 7+1 100 15+1 22+5 8+1 N.D.
[N N.D. N.D. 8+0 7£2 9+2 N.D. N.D.
il N.D. N.D. N.D. N.D. N.D. N.D. N.D.
fin A N.D. N.D. N.D. N.D. N.D. N.D. N.D.
B &g 13+1 91 313 213 30+1 740 N.D.
B N.D. N.D. N.D. N.D. N.D. N.D. N.D.
[EIRAH N.D. N.D. N.D. 7+1 N.D. N.D. N.D.
E=) N.D. N.D. N.D. 7+1 N.D. N.D. N.D.
Ji N.D. N.D. N.D. 111 29+3 N.D. N.D.
= N.D. N.D. 8+1 132 24+5 N.D. N.D.
N 35419 174 7138 24+5 221+87 N.D. N.D.
N N.D. N.D. 9+2 1810 6030 N.D. N.D.
N.D. : HHRFLLT (Mean*=S.E., n=3)
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5. ft

(1) ARBIERAL R ML BRI
VYT I CRE A%, FID, T2V RO X FOUENKER LS TTRE M-I Y, &5
WZBAL SIVT AR VTR M- T ICE D8R8 TR Sz, s, JRPEROEFOERBFIIM-1 T
o7,

VILE T LDHETE KBRS
-OH
\/@:f@ . /@:%@ /@:%@
/N\/OH , "CH3 /N\/OH
v@:%@ __CH/@:)O _,CH/@:%@
’ ~CH,3 ’ ~CH; H/ ~CH;

\ SIEF A /

(2) RBICEAE9 8% (CYP450 &) Do FiE
t MFIZ v Y —AKTO cDNA %8t hF b7 r—2A P4SO(CYP)ZE W =B/ D. B MaBiF5 Vv
T LD M-II~DOHNT 1T CYP3A4 1212 T, CYP2C9 X° CYPIA2 R E DA FREL LG L TWb EEX D
iz —J7 M-ILH B M- T ~OREHNITHBE /B AFAET DR NG LTV D b D EB 2 Hifz 359,

Q) VEEBHROEERVZTDEE
MY ER L
<BE> (Tv M)W
lwﬁﬁfwﬁfA@E@ﬁ%?yhKﬁm&wﬁmw&ﬁﬁwm%%®ﬁ$%%$#%ﬁwtﬁu&ﬂ
FILIFIFE 100%THY ., 7 v FPIRNZEGIEOARAL FT XA T8V T 4 (F)NRAOEGRO F LI1EIE 5
L7z e, BAEEREO F AMERWERIZFR COMELREEZRIC LD 2 & BRI Iz,

(4) REMOFHEDEERUVLLE
MM ER e L
<BE> (Tv b, wUR)PD
R ZIETEIZRR D H LTV,

(5) FHERBMOEERI/IANS A —4
MM ER e L



VI. EYHEICEY SEE

6. it

(1) BEHEAL R R ONEAT—%)
fEERRCA 3 Bl MC Ik L 7 MBI 20.2mg & HEIRR D595 &, B G ETRE O KR XA

P& UTHEE S v, REGIRITRBIMEE TH - 7o, IR, EHIZEN LTI 55.8%. 36.5% 2Pl S 4172 %9,

UCREH YV ILET LERREROERS R OME e
_ HEMEE et 5 8%) O EI Ve
v B [
PRI R % i Gt 5
5 HH 55.8+99 36.5+6.9 — 922+12.5
(Mean®S.D.)

R)AFNOEBE SN 1 HAEIIKK 1I0mg TH 5,

(2) HEtER
1) BEigs W
RN 6 B Y L BT AN A FRESE 2.5~ 10mg Z ZEERCHER O G L& 2 A, F5% 24 R
FCORPICHE S NIRRT, WTORGEIZBWTHHREED 0.5% L TE T bTNHhThH-

7o
(E)ARAID AR ST 1 FARIL 5~10mg TH 5,

2) RE®/RE™
BERERR A 6 Bl Y LV BT A AERESE 10mg 2 1 B 1[H] 7 HEEIRZICRAKREG L 2 A 50,
4 KON H BG4 24 BB O R PRV PEI R T E AR 5.5 & ERE, REED 0.5% LT Th o7,

(3) PittsERE
AR L

1. FSIURR—E—(ZEET B1ER
UI% Y DDl RERICBWTC, PHFEREOREE THDL VU AFX T v OIMYBIREICHENRD LR

Pz

776

8. BNFICLBMRER
BT TERE SR,
( TVL 1. 3) 5)BHErER T £ ) OHSM)



. ££¥% (ERLOZEES) ICEJISEE

1.

BERNEE ZOES

|
REDRAKIC, +5%SRE. BRMEER EEERS) RHObNEEAHD, 2. ARE
TO.HAWNIFREEFOEREFTEELTOVENWI ELAHIDTIEET DS EL[7.1.7.2,11.1.3

(i)

KENZBWT MEREZ 2G5 UBERIORTREEL ., @ S IXRRTEHETITENE & > 7-%. HO%E
BLEN, P REEFFOITEIOREM 720 %M’Eﬁﬁﬁxﬁﬁ%ﬁké@@ B OREIWERIZ W T, FDA X 2007
3 HICKETHIE STV D BIRSEERK 13 Al 2 6 RICIEEME 21T )z Lz,

— 05, ENICBWTHARATRBEOBEWERANRE SN TWDZ L 2%t &9 A ) Ikke, MEIRFELEER
ﬁﬁﬁ%x*@@%ﬁf@twmifw&éwi¢$ﬁﬁﬁ®m%$%£fwa&m T EEE
Fodk L7z,

RELEDEHA

B (ROBEICEIBELLENI L)

FI D R (2%t Ui EUE OBEREE O & 5 B

%ﬁﬁ%%@%é%%[Qﬂ\wbzﬁﬁl

SER I GED B [HtsEERIC L VIEREZB(IL I B8ZNRH D, ]
%%%@%ﬁﬁh@*%[ﬁf#iﬂb ER B IR BENLH D, ]

AFNC X0 EARRECEER (BIHEIRE) & L CRFITHEZREA L2 NS85 [EEALAE - i
BATA, FHEICEDMERMAERZBIATI28T1H 5, ]

m%%%*

=
2.
2.
2.
2.
2.
2.

1
2
3
4
5

(i)

2.1 —iRiZ, BHIOIFEFNORSIC LV IBBUELZ AL U B IR — Y2 a8 T 2EANFERS I
TVW¥WE%%%T67 EENEL, vavsE @ﬁ%@@%%%ibék%h#%éo

2.2 NEANOT =X Th D0, FFHERE TCOEYEERBRICB N T, FROEMRHHEEDIRTIZL S
EEZHID Cuaxs AUC OHEENATROH 5N TEY 3, KFNIHFE RIS NDIZ D, 20X O 7R
FTIRIMHPBREN LR L, EFHPESBLDLNDIEBENLRD D,

2.3 RENIOFHHMFRIERIZI R Y T B RIERE LD 950 90, ZeEE2EBE LY U7 e R
MEIRIEOMEH EOFEEICHELT TRt L T 5,

2.4 RENIEPEFR OB TH a2 U AEMIIR ST, IREICREZ 525 Z 1370 EeB 2 508, K
HRBRICHTZ > T, XY VT BV RBREOMH EOFEEEZSE & L CRAMkMAZERBARRARE*D R
FERALTELEERDBHD D, ZEMEZBE LV Y VT BV RIEREOFEH EOEEICHE
CCR#E LTV,

* KRB EMM SO PN [RVEREARAR] Th b, HFICEET 3 [MERL SRR ME L2 WA
£(2019 £ 5 A 31 HBfICRB T, Him ) AEREET HRACE T 5585 RNk Fi25R5 TR Eoi:
EJ®&J_owf% H0M TV, [EHBARENEE ] & TPAZEM AN ICER T2 2 L NEETH D LTS
Nicled, BROBEEZYET Lz, ZOWETICHEL, MaofidE b [P A RN AT L,

25@ﬁ%ﬁfﬁi%w&ﬁ%%ﬁ@ﬂb%ﬁ#éﬁ%f%@\%ﬂm;%@ﬁ%%ﬁ%m%@@wké

BETIE, LTORUBEZ NS,

- B OBERMETER T
TR EGIEBLO FTHEMEIT T 53 R i
-Wﬁﬁ%ﬁﬁ BEOEFN <. BRIOZ2HIENTE 20

KHLHVE E LT, AREIOWRESCFRAFFOSIENIMEEIEIT 2 <. BUR, AF o 1L EIRFEAEER R O

AREME A B CE A ER W L, TARFNC X v EIRFEAEE IR (BIHERS) & L CRFITE 2B LT

ENHOEE & TR OHEIZERL, EEMETLI L L L,

MERTHRICEET HEE L ETDOER
(V.2 REXITHRICEET HEE) 22WT52 &,



VI. &2 (FERLEOIEE) CBY 51EH

4 RERUVREICEET SIEETDER
V.4 RZRUVREICEEYT 53R 22MT52 L,

5. BEELEFRMIE L TDOEMA

8. EELGEAMIE

8.1 HEMICLVEMEKFZELDZ LNRHDHDT, BARLE LI 5IC L 2 RGN Z®ET 5 Z &,
AHN DR 2k 2 5A 12T, IGR EOMLBEEZ Holcimat+ 2 2 & [11.1.1 B

8.2 AANOFEPBHIUZIC O, IRK, EES - £Hh - KEESREN R EDK TR D2 L0 d
DT, HEEOEEL R SfERE M O IR OBIEICHEF SERVW LI ICEET D 2 &,

()
8.1 IRIFITHEMICK VR END Z ENH D720, BRE LIk G I X 2RI ZRET 5 & 5 ER
Mk L7,

8.2 KA OFBEN BRI J O, IR, EES - B KETEBREN R EDK TR D2 N H D,

6. REDHERZATHIBEHEICHT IR
(1) E#tE - BERFDOHLEE

9.1 &6t - BMEFREZEDODHIHIEE

9.1.1 fitEl. MKIE. REXWMERVINMEEETD ML E CTHRRBENASEICETLTLSESE
B EST 2SRV EHBr SN GAEBRE &5 L, FEINHEIC L 0 IRIBT ATV a— A%
EZ LT, [11.1.4 2]

9.1.2 RBEZE
EMOERMNELS S Hbiv, BIERNEE LT,

9.1.3 DEFOHIEE
MERTRS LN BENNH Y | EROELICTORDBDBENN B 5.,

9.1.4 NICHBEMEZTOHIEE
TERDBBR bbb b BTN H D,

(i)

9. 1.1 —fRICIEIREEEANIMERMH 2R -T2 3B 2D L Sb T b, AEITHEIMED, Fi%E, <&
i B OVIM A5 B 3 O e 70 & CREIFSRE DS B IR T L C WD RBREF AR Z R 5325 & M
MEIREZABEFNRHALZ D, XUV OTEE U REREOMHH FOEEICHED TEHRHEH L TV
Do

9.1.2 BHAE CIZEDOEANELS H O b, ERSCEISLHEENEL VLTV EBSLZ oD 0
b, ZOXHBRBFIIEEICEGETOLERD D,

9.1.3 MEKFRLLEOLNDIBENNHY ., LEEDH HHEF TITME TIZ LY EROELIZS 70
HBIENDRDD, iz, T v b~OEA| 10mg/kg LA B OFER L, MERTAALNTND ),
9.1.4 Xy U7 B U RIERFKE CIXKICHRENEEDOH 5 BETIEHRBMS b obis Z &b 55

T2, RNV VT EE U RERIEICHE L Tl L T\ 5,

(2) BHReEREERE
9.2 BEHReEERSE
PR EIE L, (EHRS Hobh BTN D5, [16.6.1 2]
(FERL)
HNEADT =2 Th DA, BEEREEHE TOERDERERER N2\ T, DMAROIINZTED 5T
BY, PEEDEEL, EHNES DN OBTANDH D,




VI. &2 (FERLEOIEE) CBY 51EH

) HH‘%EHF:BE% ]
FrgRelEE 25
931E LREEOHLEE
Bh LN L, REMEREOIKRTIC L 0 MR LA L. (EARE bbb BENRH 5,
(22, 16.6.2 Z ]
9.3.2 FEZEDHLEE EELTHEENHDBEZER)
RAPREDIL T IC L v b REEN EF L, (EANM bobhoBZhndb b, (1662 BHH]

(FERL)
9.3.1 N2 £ZERBEZTDEH 2.2) OHOMMESRT S L,

(4) £JEREERT 28
BESL TR

(5) x4

9.5 11w
PRI SUFAEYR L T2 ATREME D & 5 MR, TR oA RE etz Bl % &Hlr s n 256
WCOBREGS DL, AT FTREBZ®ET S Z L RE SN TEY | MIREHICAA 2 &G &
M L0 HIZE U7 VLSRRIl i, IRER. St L NS O BERUIEIR 23 & B 5 2
LD, k. ThbOERIT, BERKIE L LT%&iéﬂé%/z}%%éo

(FFRL)
fefkmmtEo 7 — 213 [VIL 4. (2) & —RREFERE ] OHSH,

(6) #&=FLim

9.6 2347
B ERTSEL L, AR ~BITTH 2 ENREINTEY HrERICEREZEZTBENLLH
%, [16.3.1 8]

(FERL)
AT ~OBITOT— 213 VL 4. Q) Hir~DFEITH] DHEBH,

(1 IMNRF

9.7 /hNR

NRFEZ G L LTo A O eV 2 451E & U7 BRIRERBR T2 L TVhZeuy,

(8) =&
9.8 SEE
EEILHE Z D30, 2, BWERABRE LTV, [7.30 16.6.3 ZH]
(7R

— iz EE b & %&:iﬁ?é’ﬂrfhz’ﬁiu EYOERAERLS HObbd 2 E0X3H D, AHlZ EimE I
B L7 E & EERANCEAEEEF R AUC 28 &L, 22 i 2B O 23380 H T ¥ @
BRI S 1@9&%‘@@3%%#@33 TERNERZ DRF LK R5BZENND 5,

1. HE{ERA

10. #EEH
AKHNZ, F & U THEWIGERIEESE CYP3A4 K O—#F CYP2C9, CYPIA2 TR#Ef &5, [16.4 &)

(1) HRAEREZTDER
RESN TR




VI. &2 (FERLEOIEE) CBY 51EH

(2) BRZE L ZDER

10.2 SRR WARICEET S L)

SN — LERERE R

i

HHL % RPN - 58 515 W - falRiK
JERIPR A PEZ NGNS B B D Z ENH DO T, | FEIIRI R A S 4D FTER M &
BERICEGTHI &, %,
PR AR ) FA A HFARA R E A S8R 2 & | ARFI L N2 40 5 o SEF v A= A e 3
T2 ) FTIUFER | LA DHOT, EEICERETHI L, EREHET 5,

7L 3 — L (K1)

FERPREAE - K13 - EBIREAE S OO (K F A3
YD 2 LB DT, T BN
BHEX S¥DH T L,

T b — LT GABAA Z BIRICAERT 5
Z LI L PRI ER &R
720 PRI & 0 AR AL HAR AR

MEERT LB H 5,
V7rrevy AR OMFFFEDPMET U ARG T | S EHIESR CYP3A4 25555 & v, AH
[16.7.1 Z ] LBENNH D, DOREHIMRE SN D,

(i)

RIFRA « — MR AR AR SR A S OVRRER A1 & B ISPERIERE 2 9 32 Z E b T D, E7o, i1 X
NORFNFFARN G128 T 0.1mg/kg PLE TIERE D RVMEE 232 ST D ),

RPN T = 2 F7 P BRSOV e — ) VEEEHEIRTE) « KA OV A B O FEA LA AR
FIEHZA LTV, MHAICHRARMEER ZHMmT 2k2n0nd 5,

T a—)L(fJH) : T3 — VBRSO T Y G T EIRE SOOI AR IR UK B ) 3R
BURRSEDOIERZHET 2 Z LX< MbNTRY , 7L a— Lo AR ImE /E R X, GABAA
ZRROBERIEN 72 ERE 2 I RIROBEREICER T2 Z LB LT/ > TS,

KA T Na— L OPFHIC X D RErEEIERE, BEMEERE 2 Et L 723k 0TIk, AH 10mg
P EEHZ BT DL DD FEEEIRE © 7 L 2 — L 5 K A FIN 7 i s B RE O R
2, Tva— L EOBFRIC L 0 IEBLE, D FWEROERSEOMRE  EEREEEICEI T D ER e
DFEFERER DFEFRFIEL DI N I ST\ D,

ZNBDIERDAFI LT NV a— L OBEMEE TH LN TWD Z & BEFIBDOBIMOFEE NS |
ARENZ X BEER E TV a— M X BERPAMANZEE ML TWND Z ERRINTWD, ek, K
H & TN a—LOUFHIC K D IRNENREICE T 2 M AEERITFE D ST o,

U772 By cEERASHNCZY 77 B 600mg XiX77vAR%E 1 B 1[A5 AMKEO&EEL, 2
H, YL ET MO 20mg 2R OG- Lz &, V77 BV BB Y LET A
D Cinaxs AUC KU 1 1377 B ARGEHRFIC A~ TEREI 58, 73 KT 33% DA /R K F 251
b, ZORKELTY 77 Bl L5 CYP3A4 OFFENE 2 Hiviz 92,

R)AFNOEB SN 1 HAEIIKK 10mg TH 5,

<HE> MEEMAICEL T, 2E8RRD LN WIFHEOERGENE AT — %)

fEHERR N Z2 et BRI ER A EAE B 2 320 L 7=, ¥ A F VU GERRRA CYP LEI KR ONT =F V7,
WIS AF O BN E R OSRE N 2 ERICE B2 5 2 7o 9, £ N Tar Yy —nLrEOR7vas
V=W TV CYP3A4 FHEIDIE, WL b AR O ENREIZ B E 5.2 o Tc O, AFIXY Tx v
DI ENHE N O EN S LRIERIC B L 5. 2 122729, F-, KANTU L7 7 U (CYP2C9 DFEE)D
7u hun B URRICEEE B 2oz Z Ehh, UL T7 7 ) CORBIRCEARBERICEE L2V
ZZ 5Tz ),

B, KFNIEED CYP HFREIC IV RE SN2 &b, B—00FIC Xk 0 RS 58 Wit~
THAEERZZTEHWEEZ LNDEN, AR T X TOMEALEDLEIZ OV THRFT SN TWD I Tk
AN



VI. &2 (FERLEOIEE) CBY 51EH

8. EI{EH

11. BIEA
WORWERNS Lo d Z ERHHDO T, BEL+HITITV, REFPRD NG I3 H G %2 ik
T A7 EmUREEITY L,

(1) EXLEER & DHER

1.1 EXLEIER

1111 R7FEME. BERRAEIR

BN X0 EEFGEERNEZ AT D Z L RNHDH DT, BIEZ T4 TV, JHE R O SR
BLEEICEE T2, £, #ATICBT 2 H 52028 2B 20 LS oIz L0 | KBk
PERIR, W B WS BEOBEBERO0.1~5% RN H HOND Z ERNHDLDT, HG5E2HIET 54
Wi, RAICEET D SEEICIT) 2L, [8.1 2]

11.1.2 B, BHEST

W AZEEE AT, SEEL0.1~5%AT), L)%, B, NS 0.1%AK0), Eik L~V O T (HE
REDZEOREHIER K OEREEN S bbb Z &b b,

11.1.3 —BHERIRMERZ0.1~5%AKi). B 5 5 SIREGEE L), ERMAER (BHERSE) EE R
B

REHZITESHE ST, BRPICEZ SRV IICEET LI &, B, TOICRELARVWEE, &
DIEfL, BHEELZITV, TOHKRELZZEL TCWARWEORENDH D, /-, A2 G EERAE -
174, FREORELH D, [1.. 7.1, 7.2 58]

11.1. 4 FEURINH|(BEE RBH)

FERFSRE DN B IR T L CW A RBEFICRE LG A ., RBIT ATV a— AEZRZTERHDHD
T, ZOXIRIGAITITREZHER L, BRI 5 R EHEARLEZITH) 2L, [9.1.1 ]
11.1.5 FFHREfEE. &E

AST, ALT. y-GTP, Al-P ® _EFZ% k5 e SE ., SEMO T LHEERINNS bbb Z &0
H5,

(2) ZDthoEIER

11.2 ZnfthDEI1ERA

0.1~5% A3l 0.1% A BERY]
KRR R Sbox, IRX. M. AIRE, HER, HE | #5E LU, R
VW, R, BE JoEas
Mg EmEREEZ . B ek
Sl ALT k5. »-GTP k5., AST b5, LDH k&
X ik EHAR
Hib#s L, EH-, BERRIE. MW T H OFERE . BA0THE
[(B3n BiE
IEBULE B, £ 9 FERK
B R Y. T et
iR B WAEE, HH
Z D, Mg, AP N

E DEBEIC LD &inE 28T 508 HE ST b,




VI. &2 (FERLEOIEE) CBY 51EH

SEIEREE—ERE
EHERDMEE & RRE

R E CORRRKAER mREOHESE
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8.1 Pregnancy
Risk Summary
Neonates born to mothers using zolpidem late in the third trimester of pregnancy have been
reported to experience symptoms of respiratory depression and sedation [see Clinical
Considerations and Data]. Published data on the use of zolpidem during pregnancy have not
reported a clear association with zolpidem and major birth defects [see Data]. Oral administration
of zolpidem to pregnant rats and rabbits did not indicate a risk for adverse effects on fetal
development at clinically relevant doses [see Data].
The estimated background risk of major birth defects and miscarriage for the indicated
populations are unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2%-4% and 15%-20%,
respectively.

P NES[RY Shpe Clinical Considerations
(2022 -2 HE&ET) Fetal/neonatal adverse reactions
Zolpidem crosses the placenta and may produce respiratory depression and sedation in neonates.

Monitor neonates exposed to AMBIEN during pregnancy and labor for signs of excess sedation,
hypotonia, and respiratory depression and manage accordingly.

Data

Human data

Published data from observational studies, birth registries, and case reports on the use of zolpidem
during pregnancy do not report a clear association with zolpidem and major birth defects.

There are limited postmarketing reports of severe to moderate cases of respiratory depression that
occurred after birth in neonates whose mothers had taken zolpidem during pregnancy. These cases
required artificial ventilation or intratracheal intubation. The majority of neonates recovered
within hours to a few weeks after birth once treated.

Zolpidem has been shown to cross the placenta.
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Animal data

Oral administration of zolpidem to pregnant rats during the period of organogenesis at 4, 20, and
100 mg base/kg/day, which are approximately 5, 25, and 120 times the maximum recommended
human dose (MRHD) of 10 mg/day (8 mg zolpidem base) based on mg/m? body surface area,
caused delayed fetal development (incomplete fetal skeletal ossification) at maternally toxic
(ataxia) doses 25 and 120 times the MRHD based on mg/m? body surface area.

Oral administration of zolpidem to pregnant rabbits during the period of organogenesis at 1, 4,
and 16 mg base/kg/day, which are approximately 2.5, 10, and 40 times the MRHD of 10 mg/day
(8 mg zolpidem base) based on mg/m? body surface area caused embryo-fetal death and delayed
fetal development (incomplete fetal skeletal ossification) at a maternally toxic (decreased body
weight gain) dose 40 times the MRHD based on mg/m? body surface area.

Oral administration of zolpidem to pregnant rats from day 15 of gestation through lactation at 4,
20, and 100 mg base/kg/day, which are approximately 5, 25, and 120 times the MRHD of 10
mg/day (8 mg zolpidem base) based on mg/m? body surface area, delayed offspring growth and

KIE DI SCE decreased survival at doses 25 and 120 times, respectively, the MRHD based on mg/m? body
(2022 4= 2 HEGT) surface area.
(o)

8.2 Lactation

Risk Summary

Limited data from published literature report the presence of zolpidem in human milk. There are
reports of excess sedation in infants exposed to zolpidem through breastmilk [see Clinical
Considerations]. There is no information on the effects of zolpidem on milk production. The
developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for AMBIEN and any potential adverse effects on the breastfed infant from
AMBIEN or from the underlying maternal condition.

Clinical Considerations

Infants exposed to AMBIEN through breastmilk should be monitored for excess sedation,
hypotonia, and respiratory depression. A lactating woman may consider interrupting
breastfeeding and pumping and discarding breast milk during treatment and for 23 hours
(approximately 5 elimination half-lives) after AMBIEN administration in order to minimize drug

exposure to a breast fed infant.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/019908s40s044s0471bl.pdf (2022/7/4 77 7 & R)

Hi g Ak

F—A M7 U T DI

B3(2022 /-5 A
(An Australian categorisation of risk of drug use in pregnancy) ( i )

2% O
A —A +Z U7 D%3FE : (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.
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8.4 Pediatric Use

pediatric patients below the age of 18 years have not been established.

KE O SCE
(2022 4% 2 A %3T)

discontinued treatment due to an adverse reaction.

https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/019908s40s044s0471bl.pdf (2022/7/4 7 7 & X)

AMBIEN is not recommended for use in children. Safety and effectiveness of zolpidem in

In an 8-week study in pediatric patients (aged 6-17 years) with insomnia associated with
attention-deficit/hyperactivity disorder (ADHD) an oral solution of zolpidem tartrate dosed at
0.25mg/kg at bedtime did not decrease sleep latency compared to placebo. Psychiatric and
nervous system disorders comprised the most frequent (>5% ) treatment emergent adverse
reactions observed with zolpidem versus placebo and included dizziness (23.5% vs 1.5%),
headache (12.5% vs 9.2%), and hallucinations were reported in 7% of the pediatric patients
who received zolpidem; none of the pediatric patients who received placebo reported
hallucinations [see Warnings and Precautions(5.5)]. Ten patients on zolpidem (7.4 % )




XI. {§&

1. FAFl - IREXFICERL THREFIHZTS ISH->TOSEHER

AIEDOTERICBET D 1EE  AEIITEGE 2T TR WEVEICBET AN E £ D, kBT ) T
LTWARVHAELEENTEY, HETHLIEHEIN TV IR GTETHE LN EA2EEL LTIRRL
TW5, EFREEENFERERZ BT 2 ETOSEFRTHY . MLEORGERTHOTIEAR,

(1) Hm
PLF OEFIEFH BT ERY A N (Astellas Medical Net) H Q&A D~— V&M
https://amn.astellas.jp/jp/di/qa/index.html
FoU— |

(2) % - BEERURERSF 21— T OBBE
gk L

2. TOOEEEH
LRk L

— 44—



BHERRST

PAT S ARE/RASH
RREPRXEXEAREI2THSE1S
BR5THEIS

/71X EH
HEMTEEBEHE=TB20&25

1eis -

SANOFI g



	表紙
	IF利用の手引きの概要
	目次
	Ⅰ．概要に関する項目
	1． 開発の経緯
	2． 製品の治療学的・製剤学的特性

	Ⅱ．名称に関する項目
	1． 販売名
	（1） 和名
	（2） 洋名
	（3） 名称の由来

	2． 一般名
	（1） 和名（命名法）
	（2） 洋名（命名法）
	（3） ステム

	3． 構造式又は示性式
	4． 分子式及び分子量
	5． 化学名（命名法）
	6． 慣用名、別名、略号、記号番号
	7． CAS登録番号

	Ⅲ．有効成分に関する項目
	1． 物理化学的性質
	（1） 外観・性状
	（2） 溶解性
	（3） 吸湿性
	（4） 融点（分解点）、沸点、凝固点
	（5） 酸塩基解離定数
	（6） 分配係数
	（7） その他の主な示性値

	2． 有効成分の各種条件下における安定性
	3． 有効成分の確認試験法
	4． 有効成分の定量法

	Ⅳ．製剤に関する項目
	1． 剤形
	（1） 剤形の区別、外観及び性状
	（2） 製剤の物性
	（3） 識別コード
	（4） pH、浸透圧比、粘度、比重、無菌の旨及び安定なpH域等

	2． 製剤の組成
	（1） 有効成分（活性成分）の含量
	（2） 添加物
	（3） その他

	3． 懸濁剤、乳剤の分散性に対する注意
	4． 製剤の各種条件下における安定性
	5． 調製法及び溶解後の安定性
	6． 他剤との配合変化（物理化学的変化）
	7． 溶出性
	8． 生物学的試験法
	9． 製剤中の有効成分の確認試験法
	10． 製剤中の有効成分の定量法
	11． 力価
	12． 混入する可能性のある夾雑物
	13． 注意が必要な容器・外観が特殊な容器に関する情報
	14． その他

	Ⅴ．治療に関する項目
	1． 効能又は効果
	2． 効能又は効果に関連する注意
	3． 用法及び用量
	（1） 用法及び用量の解説
	（2） 用法及び用量の設定経緯・根拠

	4． 用法及び用量に関連する注意
	5． 臨床成績
	（1） 臨床データパッケージ
	（2） 臨床効果
	（3） 臨床薬理試験
	（4） 探索的試験
	（5） 検証的試験
	1） 無作為化並行用量反応試験
	2） 比較試験
	3） 安全性試験
	4） 患者・病態別試験

	（6） 治療的使用
	1） 使用成績調査・特定使用成績調査（特別調査）・製造販売後臨床試験（市販後臨床試験）
	2） 承認条件として実施予定の内容又は実施した試験の概要



	Ⅵ．薬効薬理に関する項目
	1． 薬理学的に関連ある化合物又は化合物群
	2． 薬理作用
	（1） 作用部位・作用機序
	（2） 薬効を裏付ける試験成績
	（3） 作用発現時間・持続時間


	Ⅶ．薬物動態に関する項目
	1． 血中濃度の推移・測定法
	（1） 治療上有効な血中濃度
	（2） 最高血中濃度到達時間
	（3） 臨床試験で確認された血中濃度
	（4） 中毒域
	（5） 食事・併用薬の影響
	（6） 母集団（ポピュレーション）解析により判明した薬物体内動態変動要因

	2． 薬物速度論的パラメータ
	（1） 解析方法
	（2） 吸収速度定数
	（3） バイオアベイラビリティ
	（4） 消失速度定数
	（5） クリアランス
	（6） 分布容積
	（7） 血漿蛋白結合率

	3． 吸収
	4． 分布
	（1） 血液－脳関門通過性
	（2） 血液－胎盤関門通過性
	（3） 乳汁への移行性
	（4） 髄液への移行性
	（5） その他の組織への移行性

	5． 代謝
	（1） 代謝部位及び代謝経路
	（2） 代謝に関与する酵素（CYP450等）の分子種
	（3） 初回通過効果の有無及びその割合
	（4） 代謝物の活性の有無及び比率
	（5） 活性代謝物の速度論的パラメータ

	6． 排泄
	（1） 排泄部位及び経路
	（2） 排泄率
	（3） 排泄速度

	7． トランスポーターに関する情報
	8． 透析等による除去率

	Ⅷ．安全性（使用上の注意等）に関する項目
	1． 警告内容とその理由
	2． 禁忌内容とその理由
	3． 効能又は効果に関連する注意とその理由
	4． 用法及び用量に関連する注意とその理由
	5． 重要な基本的注意とその理由
	6． 特定の背景を有する患者に関する注意
	（1） 合併症・既往歴等のある患者
	（2） 腎機能障害患者
	（3） 肝機能障害患者
	（4） 生殖能を有する者
	（5） 妊婦
	（6） 授乳婦
	（7） 小児等
	（8） 高齢者

	7． 相互作用
	（1） 併用禁忌とその理由
	（2） 併用注意とその理由

	8． 副作用
	（1） 重大な副作用と初期症状
	（2） その他の副作用

	9． 臨床検査結果に及ぼす影響
	10． 過量投与
	11． 適用上の注意
	12． その他の注意
	（1） 臨床使用に基づく情報
	（2） 非臨床試験に基づく情報


	Ⅸ．非臨床試験に関する項目
	1． 薬理試験
	（1） 薬効薬理試験（「Ⅵ．薬効薬理に関する項目」参照）
	（2） 副次的薬理試験
	（3） 安全性薬理試験
	（4） その他の薬理試験

	2． 毒性試験
	（1） 単回投与毒性試験
	（2） 反復投与毒性試験
	（3） 生殖発生毒性試験
	（4） その他の特殊毒性


	Ⅹ．管理的事項に関する項目
	1． 規制区分
	2． 有効期間又は使用期限
	3． 貯法・保存条件
	4． 薬剤取扱い上の注意点
	（1） 薬局での取り扱い上の留意点について
	（2） 薬剤交付時の取扱いについて（患者等に留意すべき必須事項等）
	（3） 調剤時の留意点について

	5． 承認条件等
	6． 包装
	7． 容器の材質
	8． 同一成分・同効薬
	9． 国際誕生年月日
	10． 製造販売承認年月日及び承認番号
	11． 薬価基準収載年月日
	12． 効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	13． 再審査結果、再評価結果公表年月日及びその内容
	14． 再審査期間
	15． 投薬期間制限医薬品に関する情報
	16． 各種コード
	17． 保険給付上の注意

	ⅩⅠ．文献
	1． 引用文献
	2． その他の参考文献

	ⅩⅡ．参考資料
	1． 主な外国での発売状況
	2． 海外における臨床支援情報

	ⅩⅢ．備考
	1． 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	（1） 粉砕
	（2） 崩壊・懸濁性及び経管投与チューブの通過性

	2． その他の関連資料

	裏表紙



