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FRAREA
BAXERA ITFVILE
IFYVS5LEE0.25mg THEI]
IFYVS5LEEO05mg THETI]
IFYJYSLEE1mg THEI]

Etizolam Tablets

#l ¥ | 74 ba—TF 0Tk

R (B . R

BHOREERS ) EE-EMHEOLTECLVMENTLZ L

$E 0.25mg : 1 $EF=F ' T A 0.25mg &4

H OB . € E |505mg:l1EPTZTVT720mgEH

$E lmg : 1 $EH =TV 7 A 1lmg &

M 4 F T A
B # & £ 4 : Etizolam

) #E 0.25mg #E 0.5mg/HE 1mg
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I. BEICEYTSEE

. FAROER
AN, =F Y T LERHKT & T DIEMLEATH S,

TFVTARAND [7Ta7 7V AEE0.5] KON TT7 a7 7V A8E1.0] 13, 74 27 A5 4 v 7 AKX
2 (1B KERESEE RS SBRBERE U CHE 2l L, B ROREBR ka2 e, ZElk
B, EWFR R SEERBR 2 92056 L, 1992 4 1 A 27 HICAKGRZ TS, 1992 4F 7 A 13 HIZHFE % B
L7z, (GEFEE 698 5 (WBFN 5545 H 30 H) 1ZHDZ/KFRHGE)

FRbG (5B ORI, 2004 452 A 23 A, HKEIER 14 K5 2 A5 UKRMEGFH) OV
T HELY L7V & O F MRS R A2 1572,

200946 H1 HIZ. TA a7 AT 4 v 7 ARSI, 42 AET Y 7 —~vEASHICEE LT,
ZTO%, 201246 H 1 HICAE LY 7 —~ ST B E TSt A RS, fERGE T A
E TSI &k S iz,

RS IED7=9, 201241 A 81 HIZIRFTEAZ [ 7 a7 7 )L ABE 0.5) 725 [=F Y 7 AEE 0.5mg
THET) I, [7a7 7L A8E 10100 [=F VI A8 Img THET )] ICETOKRA215T 2012

12 H 14 Hblse LTz,

l=F> 7 L8 0.26mg THET ] (3, AEIRASHENRREERSD L UTHEZEB L, H KL

BT IEE R E., EEMRE., EWFaoRI SRR A i L. 2015 4 2 A 16 BIZAR % s, 2015
(FEAFE 0331015 5 (PR 1743 A 31 A) ICESE KFEHE)

6 1 19 HIZAe &P L7z,

2. Ra0aRFHRE

(1) ARANZ, =F Y7 LEef{BKT & T DR LEARTH S,

(2) EXRZRBIEME LT, KEME, PRI, REET X TV a— A0 EIAEGRE, BURUTBUIEAE, [H

HrEge . ITRERERE S . SEAN B Sh T D, (TVIL 8.

)

3. HEROHFFHFHE

(1) PTP>—hNiE, By Far hba— &7, 18T &1

4. BEMERICEL TAMIRERHE

(B!

(1) HERZREBIEN & PIHHER ] DEE

. BERERRLI,

T B B b

S T | A b BRE
RMP fiis

EMD Y 7 B MEEB E LT |
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I. &I SHRE

1. B5EA
(1) M4
TF VT AEE0.26mg [HIET
TF YT AEE0.5mg [HI[ET ]
TF T LEE 1mg [HET
(2) *4
Etizolam Tablets
(3) &AFDHRE
—frA L0

2. —i&4
(1) MB (K&
=F V7 A (JAN)
(2) 2 (MBE)
Etizolam (JAN)
(8) RT L (stem)
T B ANLGHEEK (razepam) OFRFHIE L L THEHSN TS, @ - tizolam

3. EEXANETRERX
e

4. DFRRUDFE
4373 0 C17H15CINgS
Jyf-& : 342.85

5. %A (MAiE) XEFE

4-(2-Chlorophenyl)-2-ethyl-9-methyl-6 H-thieno[3,2-A[1,2,4]triazolo[4,3- «][1,4]diazepine
(IUPAC)

6. {BER4A. fla. BE.
ez L

5&S



. HHEP BT SHER

1. YEEMEE
(1) %R - K
F e~ A OfEmEOm K TH D,
(2) BFE
TH 7=/ (99.5) IZR00EITRT <, T F= b U ASUTIKEER IO IT I <L KIZiFE A
EWRT 720,
(3) WiEtE
U ERR L
(4) AR (R, R, BER
A 147~151°C
(5) BRIGEBEMTEHR
U ERR L
(6) DERE
U ERR L
(7) TOMDERRIEE
MR L

2. AR OEMEHTIZH T ZREM
LR L

3. AV OERBSBRE, EEE
(1) HeBaBRik
1) SRANATHIR O EE I E vk
KDL L ) = VERIZ D EWINARY FAVZRIE L, RAD AT SV ERGDBANT I L
ZIET 5 L& ME DAY FUVER RO & 2 AIZFERROIRE DOWIN 2780 %,
2) TRINRIL A7 S VRIE I
FALA ) 7 2EEANEIC LV RBR ATV, KDALY ML ERBOBRANLS MV E T D & &
W DAY N OVILE D & Z AIZRBROTRE OWINZFRD 5,
(2) ERIE
BB A VA
A A BEK RIS . WERRTRIRIZI ) L, B RRE CRE T 2,



V. RAICEIYSIEE

1. #Ifg
(1) #HRORH

T AN TaA—TF ¢ T
(2) HEONBEEUHER

n— TF VT LEE TF VT LEE TF VT LEE
e 0.25mg HET | 0.5mg THET 1mg TH[ET
7T T 4N aA—T TR
! R HE~EA A
=
O [ O
i = = S=—
E£ (mm) 6.6 6.1 6.1
EX (mm) 3.0 %1 2.8 %1 2.8
B (mg) 112.5 87 87
_ n 707
VN N= 0.95 0.SA0.5 0.SA1.0
o — R @707 0.8-A0.5 0.8-A1.0
(3) #Aa—F
(Mv. 1. (2) WAIOHMER KL OPER ] OEZ)
(4) REDOYE
(MV. 6. ®AIOXFESLM FICBT 2 LEN] OHESH)
(5) =Dt
LR
2. RFIDOHRE
(1) DS GEERSD) OESERUVHME
s TFV T LEE TFV T LEE TF T L
e 0.25mg HET | 0.5mg THET 1mg TH[ET
o 1 g 1 gEH 1 g
EERlIp % o o e
=F T A5 0.25mg T F> 7 A5 0.5mg =F T A 1mg
HBEARFY) ., N U a v A KR SRt re— A Ny ERI YT U
Fory . fEEE L —|RE#EE Fexi ek rue—R XL R
A, BEMKTAFR, AT | TT VB~ XA BT Ao—RA B{LFH
WINF TV U~ R A by, =7 a—1 6000, HAFmoiny
T An—RA v/ ad—
/L 6000, #/v7 . BT
B =R bek




(2) BRESORE
DR L

(3) s
DR L

3. BERACHERAUERE
AL

4. A
LR

5. BAYT HEHEIED H SR

YR L
6. HEADEBEUHTICEITIRENE"
(1) hnsEaExR
OxF YT AEE025mg THIEET) B 40C - 75%RH [I#&aEmre (PTP wi)]
BRI H =EVAN PRATIAH]
<> 5 L GLSS 1% H 3% H 6 » H
IE2N ETZ-101
<BEIRED T 4L A ETZ-102 bl i e A
a—F 4 T EE> ETZ-103
fferRakiER ETZ-101
(EYVERG, SN PTHBLERE | ETZ-102 Bk — — A
%) ETZ-103
AL —ME (%) ETZ-101 3.4~4.1 2.4~6.2
(& B —PERER) ETZ-102 3.6~6.2 — — 3.8~5.3
<15.0%LL T > ETZ-103 3.1~4.3 3.6~6.5
. ETZ-101 87.6~95.0 86.7~94.6 86.6~93.5 83.2~91.9
i (%)
<30 4. TO%LLE> ETZ-102 90.5~95.1 87.3~95.0 86.0~95.5 83.3~91.1
ETZ-103 87.6~94.2 86.8~98.6 86.0~96.4 86.6~93.6
SE (%) * ETZ-101 | 99.2~100.0 98.8~100.2 97.9~ 98.1 97.2~98.7
©93.0~107.0%> ETZ-102 | 99.7~100.2 99.8~100.0 99.2~100.0 99.1~99.3
: : ETZ-103 | 99.8~100.5 100.0~100.7 99.5~100.5 97.0~98.3

X BHTREIIKHTLIEAE (%)
OxF VT A0 mg THET)  I#ERE 40C - 75%RH [fci&mdERE (PTP wld) ]
RERTE =IO P17
<> 5 BR G IRE 1% H 2 5 H 3 »H 6 » H
PEAR 8KA
<HBA~REED 8KB Bk SRy Bk A A
T AN baA—T 4 T EE> 8KC
fferRakiER 8KA
(MRS, SEAMVAIEBOLE | 8KB Bk A A A Bk
HIEE) 8KC
AL —ME (%) 8KA 11.3 2.2 6.3
(& EY—MEBR) 8KB 6.4 — — 2.5 4.5
<15.0%LLF > 8KC 8.1 0.6 4.8
GSHIME (%) SKA 82.4~86.9 | 83.4~91.7 | 84.9~89.2 | 86.1~93.1 | 86.0~87.9
<30 4. TO%LLE> SKB 84.2~88.3 | 84.8~90.2 | 86.2~92.6 | 88.0~92.7 | 89.2~91.3
N 8KC 84.0~88.5 | 85.2~91.4 | 84.8~882 | 87.1~886 | 87.5~90.2
itk (%) * KB | o8 091 081
<93.0~107.0% > 8KC 98.9 98.9 96.8 101.1 99.6
¥ FRBRICHTIEEE (%)




OxF VT AEE05mg THET)  IERER  40C - 7T5%RH [I#&OEERRE (T a%) ]
RERTE v b P17
<> He BH 4G IR 1% H 27 A 3 »H 6 » H
E27N 8KA
<BHB~REED 8KB A A A A Bl
T AN a—T 4 U TEE> 8KC
TR bR 8KA
CEMERG, SRAMATEMOLE | SKB blikay blikay blikay blikay blikay
e k) 8KC
AL —ME (%) 8KA 11.3 2.3 5.7
(& EY—MEBR) 8KB 6.4 — — 4.0 1.6
<15.0%LL T > 8KC 8.1 1.9 3.5
GSHIME (%) SKA 82.4~86.9 | 88.1~91.5 | 88.2~91.4 | 91.9~97.7 | 93.1~97.5
<30 4. TO%LLE> S8KB 84.2~88.3 | 86.5~91.4 | 91.3~939 | 90.3~954 | 89.0~91.0
: 8KC 84.0~88.5 | 88.2~92.6 | 88.5~947 | 90.4~95.5 | 87.9~92.4
SR (%) * 8KA 97.9 98.3 96.0 99.6 101.6
©93.0~107.0% > 8KB 98.3 99.8 98.4 100.8 101.3
8KC 98.9 97.5 97.3 100.6 100.7
¥ RRBRICHTEEAE (%)
OxF YT hEEImg THET]  J#EBR  40°C - 75%RH [A#&adkie (PTP @) ]
RERIE H =N PRATIAH]
<Kk > &5 BHAIRE 1A 3 7 A 6 7 A
PR 0KB
<HAB~REABD 1FA bRy A e bliikay
T AN TaA—F 4 TEE> 1FB
BB 0KB
CEPERIG,  SRAM AT B ) 1FA bRy — — bliikay
5) 1FB
BUF)—E (%) 0KB 7.0
(& B —MERBR) 1FA 7.8 — — —
<15.0%LLF > 1FB 11.2
. 0KB 89.7~92.8 84.4~91.2 87.4~89.9 85.7~89.3
BHPE (%)
<304y, T0%LLE> 1FA 86.6~92.2 86.4~90.3 85.1~88.6 86.1~90.5
1FB 87.4~89.2 87.3~90.8 88.0~90.3 88.0~91.7
R 0KB 98.1 97.5 99.7 98.9
. 1FA 96.4 98.6 97.2 98.1
<93.0~107.0% > 1FB 98.0 99.0 97.6 96.4

% RRRICKHT HEHE (%)




(2) IR OLEN

O=F V7 £ 0.26mg TAET)  Walt 40C [, [UERA]
AR IH H E A PRAZHIA
<K > kel PR An ks 15 3»hA
<ﬁﬁéﬁjﬁ7wvA ETZ-103 | POREOT AL WARED 7 4 L WARED T 4 L
:ﬁ*?4‘/7‘fi> =7 4 T =7 T =7 T
- 352%*%0%& > ETZ-103 87.8~92.6 84.1~91.0 86.3~90.2
4B (o, RS
—os ilg}) 0% ETZ-103 100.1 100.9 100.3
(Z&1ME) wE (N) ETZ-103 81 80 76
X BREICHTLEAR (%)
OxFY T LEE0.25mg TAET)]  Modt 25°C - T5%RH [, BRI
AR IH H EA) PRAFHA
<Bikg > & kLS 144 3 #n A
e rgnos | BFEOT A | BOREDT vh | BAREOT (LA
o a7 4 G 2T 4 TG 2T 4 TG
- 352%*%02/‘& > ETZ-103 87.8~92.6 87.3~93.8 85.2~95.5
N (Y
£ E. (o, *
<9§’ (;5’\*13); 0% ETZ-103 100.1 100.1 100.9
(ZEMH) wE (N) ETZ-103 81 55 55

Ko RTRBICHTOEAE (%)

Ox=F YT AEE0.25mg THIEET )

25°C + 60%RH, gt 120 5 Lx-hr [D65 H, v —L & T

v 7T ]
RERTE A SN TR
<> H BHAGEE 30 /7 Lxhr 60 /7 Lx-hr 120 77 Lx*hr
PR
. TARBD T 4 IV I | WD T 4 IV | BIRED T 4 IV I | TAREGBD T 4 IV I
<BOREDT 4 71 BIZ108 | "as vt | a—sar stk | a—sa /| a—7 4 7k
a—F T RE>
WHME (%)
<30 4. TO%LLE> ETZ-103 87.8~92.6 88.2~89.3 83.1~92.4 84.1~87.2
G (%) *
<93.0~107.0% > ETZ-103 100.1 100.3 98.3 95.1
(&) wE (N) ETZ-103 81 76 75 75

X B RICKT AR (%)




SR EHEHIR : 2014/10/6~2015/1/28

Ox=F YT AEE05mg [HET) Mot 40°C Y, [UEAH]
ERIEH =RV PRI
<JHAE > &y Rl 23 1% A 3 5 H
Mk n=10 HEO~REAG | AO~EAG | Afa~%EAG | Afa~REAA
<HEA~EERAD T 1 VL CP2101 |74 vbha— | OT 4 ba— | DT 4B — | DT 4L Iha—
a—7 4 VT EE> T4 T EE T4 T EE T4 T EE T4 T EE
WHME (%) n=6
<304y, TO%LLE> CP2101 86.5~92.8 89.1~91.6 88.4~95.1 88.6~94.0
@i (%) * n=3
£ 93.0~107.0% > CP2101 94.2~94.9 93.8~94.9 93.4~94.8 93.7~95.2
(35l WE (N) n=10 CP2101 50 49 49 48
X BHTREIIKHTLIEAE (%)
OxF YT L8E0.6mg HET) @ 25C - 75%RH [, Bk
HERTE H =BV PRI
<HHE > H5 aLGLE 2 i 1% H 3 »H
PEPR n=10 HE~REOR | AE~KFEAR | BE~REAR | At~ KFEAR
<HEA~REABD T VA CP2101 | D7 4 ba— | DT 4 bha— | DT 4 ba— | DT 4L ba—
a—F 4 U TEE> T4 T BE T4 T BE T4 T BE T4 T
WHM (%) n=6
<304y, T0%ELE> CP2101 86.5~92.8 88.4~91.5 90.3~92.4 89.5~93.3
a8 (%) * n=3
£93.0~107.0% > CP2101 94.2~94.9 93.1~95.2 94.5~95.6 94.1~95.7
(35 WE (N) n=10 CP2101 50 38 39 41

Ko RTRBICHTOEAE (%)

OxF VT AEE0.5mg [HIET

MEAEE SR - ok ®E 120 U Lx-hr

[D65 &R (%9 1600Lx) -

FRERTE H =BV R &
<M > FE BH AG 40 5 Lx hr 80 /7 Lx-hr 120 & Lx-hr
PEIR n=10 AB~REAG | AE~REAE | AR~ SKEAG | A~ REA R
<HAfB~EEABD T 4V A CP2101 |74 vba—|OT7 4 ba— | DT 4ba— | DT 4L a—
a—F 4 TBE> T4 2T T4 v T4 2T T4 v
R (%) n=6
<30 4. TO%LLL> CP2101 86.5~92.8 86.6~92.2 86.7~91.7 85.4~90.3
“& (%) * n=3
£93.0~107.0% > CP2101 94.2~94.9 93.1~94.0 90.4~93.3 93.0~94.1
(&) WE (N) n=10 CP2101 50 46 48 44

Ko RTRBICHTOEAE (%)




SEREHEHIR : 2014/10/6~2015/2/5

OxTF VT A 1Img THET)  ®WotE 40°C YL, [UBEA#]
BRI H =R PRATIAH]
<A > 5 BA AG I 23 1% A 3% A
Mk n=10 HE~%EOR | HaE~KEAR | AE~KHEAG | DA~ EAR
<HEA~EERAD T 1 VL CP0101 | D74 ba— | OT 4 ba— | DT 4B — | DT 4L Iha—
a—F 4 T EE> T4 T T4 T T4 T T4 T
wHE (%) n=6
<304y, TO%LLE> CP0101 89.0~94.3 88.9~93.3 88.1~91.8 90.0~96.2
@i (%) * n=3
£ 93.0~107.0% > CP0101 96.6~99.0 95.6~97.5 97.4~98.6 96.4~96.9
(&) #E (N) n=10 CP0101 54 61 62 63
X BTREIIHTLIEAE (%)
OxFV T A8E Img THET) ok 25C - 75%RH [HEOL, Bk
BRI H =R PRATIAH
<k > H5 ALGLE 2 i 1% H 3 »H
Pk n=10 HE~REOR | AE~KFEAR | BE~REAR | At~ KFEAR
<HBA~EEEBD T 4V I CP0101 | D7 4 bha— | DT 4 bha— | DT ) ha— | DT 4L Lha—
a—F 4 UTEE> T4 T BE T4 T BE T4 T BE T4 T
HEHYE (%) n=6
<304y, TO%LLE> CP0101 89.0~94.3 86.6~90.5 88.3~91.5 88.7~92.9
a8 (%) * n=3
<93.0~107.0%> CP0101 96.6~99.0 97.0~98.9 97.2~97.4 96.2~97.4
(35 #@E (N) n=10 CP0101 54 41 38 41

Ko RREICHTTOEAE (%)

OxF VT AbE Img THET

MM SR - BROEE 120 5 Lx-hr [D65 J6IE (B9 1600Lx) * &

BARER]
AERTEH =BV Ny
<M > FE BHAA R 40 5 Lx hr 80 /7 Lx-hr 120 5 Lx-hr
MR n=10 HE~REAG | AO~REAG | Aa~%EAN | Afa~%EAn
<HBE~REEABD T VA CP0101 | D74 Nba— | DT LT — | DT fAAT— | DT )L LAT—
a—F 4 T EE> T4 T BE T4 T EE T4 T BE T4 T EE
WHME (%) n=6
<30 4. TO%LLE> CP0101 89.0~94.3 90.6~93.3 87.9~92.0 88.3~93.8
“E (%) * n=3
£ 93.0~107.0% > CP0101 96.6~99.0 98.0~98.5 96.7~97.7 97.7~98.4
(2%&fE) WHE (N) n=10 CP0101 54 49 45 44

Ko RTRBICHTOEAE (%)

7. RRERVERROREN

FARANA

8. FILDEAELL (MEILFMEIL)

AL

10




9. BHtE

(1) WHHk
TFY T AEE 0.26mg THET|, =F Y J7 A8 0.5mg THET] KO=FY T A8 Img [HIET
1Z. AAREKFHERLASFICED DN F Y T LEORHBIRICES L TWD Z ENERENTH
%,
GRERIEIZ /K 900mL Z AV, S RWEIC L Y, 50rpm TRBRZ1T9)

B
FoRE HE RE R (GRS
0.25mg, 0.5mg, lmg 30 47 T0%LA I~

(2) ¥R
<xF VT AEE0.25mg THET] >
BIREIR S DAY FHRI MR T A R T A 5D EICOWT (K 24 £ 2 A 29 A A% E
%% 0229 5 10 75)

BVl
HE AAREFS  EHRBRE S RE
[El#E% K ONABRIG « 50rpm (pH1.2. pH3.0. pH6.8. /k). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) T, FEUERLAIKR OAS X E HIT 15 0 LANIC ) 85%LL EIRH L7,

- pH3.0 (50rpm) CliE, FEHERLF O FEAEHEDN 60% K U 85% LD 2 KEAIZEBWT, RihDFH
s SR AT VE R D A SR £ 15% D EEFHIZ & - 72,

- pH6.8 (50rpm) T, HEHERIAIDFEIR D 60% K% Y 85% LD 2 RE ST\ T, AR
s SR AT VE R D A R £ 15% DRI & - 72,

<K (50rpm) TIE, FEHERIFI R OASIE E HIC 15 4 ANIC ) 85%LL EisH LT-,

- pH6.8 (100rpm) TiX, pH6.8 (50rpm) DFRERIZISVNT 30 /o LAINITEEHERIA ARG & I
85%LL HIRH L7=7=. 100rpm DORBRZ AW L7,

YA b RO HZFE) 2 ERE] (7 /32 5£0.25mg) & e L2k, 2 ToRBRIKIZ W T 1%
I DA FRIRIFEMRR T A R T4 ) OHERBEIES L,

(s H it )
EHE (%) pH1.2 (50rpm) BFEHE (%) pH3.0 (50rpm)
100 ————— 100
80 -7 80
60 60
40 40
20 —e— T F /35 L§025mg THET) 20 —e— T 75 L§R0.25mg THET
0 — & — F/i2§0.25mg . 0 — & = F/iR§80.25mg .
0 5 10 15 0 10 20 30
BrfE (53) B (53]
BHE (%) pHE.8 (50rpm) B () 7 (50rpm)
100
80
60
40
20 —e— T ¥/ 5 4§1025mg THEIL] 20 —— T ¥/ 7 L§E0.25mg THETL]
0 = & = F/12§§0.25mg ‘ o = & = F1I2§§0.25mg ‘
0 10 20 30 0 10 20 30
B (5) ()

(n=12)
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<TF VT LEE05mg THEIL] >
BRERLOEMZOREET A RTA VSO L IEIZONT CERL 1345 A 31 B [EIE
I 186 =)
AERZRAT:
iE AR wEHREBRE SRk
[R5 ONRBRIE - 50rpm (pH1.2, pH4.0. pH6.8. /K)

CHE]

- pH1.2 (50rpm) T, FEEUERLAIKR OASIX E HIT 15 0 LANIC ) 85%LL EIRH L7,
- pH4.0 (50rpm) TiE, FEHERKIR OAR T E HIZ 15 LN T 85%LL BV L7z,
- pH6.8 (50rpm) Tid, FEAERFIL OURGIT & BT 15 /0 LANIC Y 85%LL EiaH L=,
-k (50rpm) Tid, FEUERIE R AL & BT 15 2 LA ) 85%LL s L=,

LUb, KO HEE) 2R ERG (732 §E0.5mg) LI L7ofR, 2 TORBRIRIZI VT £33
IS DA IR FEMRR T A T4 ) OHERBEIES Lz,

(B )
BHE (W% pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 100
80 |  aemm—-k==——" 80 e
Ao
60 60 y
’s
40 40 L7
20 —e— I 5 U3 L405mg THEL) 20 L7 —e— T F T LE05mg [BETY
o = & = 7/ {A§0.5mg ‘ 0 = & = 7/{2§£0.5mg ‘
0 5 10 15 5 10 15
EFE (43) B (4
BEE (%) pH6.8 (50rpm) BEE (%) A (50rpm)
100 100
80 80 -
T e T
60 60 -~ -
40 40 -

—e— T F T LEF05mg TBHETL]
-4 - %f\'lﬁo.smlg

—e— T F T LEF05mg TBETL]
- &= %f\'lﬁo.smlg

20

20

15

10 5 10
BEE (53) BEE (53)

(n=6)
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<ZF VT LEEImg [HET] >
BIEI L OEMFHIRENET A R T A LV FEO—HBIEIZOWT (CERL 1345 A 31 H EHFRE
786 5)

AR
iE AR wEHRBRE SRk
[l 3 ORI - 50rpm (pH1.2, pH4.0. pH6.8. 7/K)
CHE]
- pH1.2 (50rpm) CliE, FEEUERLAIK OASIX E HIT 15 0 LANIC ) 85%LL EIRH L7,
- pH4.0 (50rpm) TiE, HEHEREIL OARGITE HIZ 15 LN T 85%LL BV L7z,
- pH6.8 (50rpm) Tid, FEHERFIL OURGIT & BT 15 /0 LANIC Y 85%LL BiaH L=,
-« Kk (50rpm) Tid, FEUERE R AL & BT 15 2 LA ) 85%LL s L=,

LlbE, RinOWHEFE) 2 5 ERA (732 8Elmg) & LERER, £ TORBRKIZIW T MHEFE
DAY FIFEFIERERT A R T A ] OHEEMEIHES LT,

(Vs H i)
BEE (%) pH1.2 (50rpm) BEE (%) pH4.0 (50rpm)

- - — = —— -
-

-
-—— -

—e— T F S5 LEImg TBET) —e— T F S ALfImg THET,

20
- & = 7/ 2i1mg - & = FIIAREImg
0 1 1
0 5 10 15 5 10 15
BFfa] (43) BEfE] (43
FEHE (%) pH6.8 (50rpm) EHE (%) ¢ (50rpm)
100 100

80
60

40
s —e— T F /S LiFImg THETL.
Z -t - -T-ﬂ}\ﬁi‘lmq

—e— T F S LiFimg THETL.
- = -T-‘Hlﬁi‘lmq

20

15

10 5 1
B (53) B (43)

(n=6)
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10. FiH - 3K
(1) FENARELESR - B, B/ \SEKLESR - AXICET 5188

FARANA

(2) a%
(TFYS5LEE0.25mg THETL))

100 € [10 $£ X 10 ; PTP]

(ZFYS5LEEO05mg THEL])

100 #& [10 £ X 10 ; PTP]
1000 #& [10 $£X100 ; PTP]

1000 8 [T AT v 74 T ]

(TFYJSLEE1mg THEI))
100 &€ [10 #£ <10 ; PTP]

(3) PHEE

FARANA

(4) BHROME

1.

12,

784 PTP 3% INT
TF T NEE PTP ARV Fub L2744V, T

TAI=T L R ZF LT
3 F— b

0.25mg [HET I =L
N PTP : RUM{fbe=Ar7 4L, TR : RKVZF LT L T7XL—hK -7
I%\/7A§E :#lelf/\‘ I/:"&A _J_cuiﬁ;l/\ = 32
05mg FHEIJ S~ A bV = N V7 IR
Eo—: R 7L 7 LA — b GEEYeME)
PTP : RVl E=LT 1A, T
. =T LW
ETITLE e gyxFLoFLoa )

iR h 3 EAHE
LR L

Z0ft
MR L

14




V. ARICEYSEE

1. BREXIEHER
OMRMIEICIS 1T DAZ « BRGR « 119 5 - Pk eg ek - MEIRFE
O % DIHICBIT DA% - BEIR - MEIRFEE
OLHE (miELE, H - +FRIBEE) (BT 2 HRERZR L NI « BE - 15 > - MEIRFEEE
O A RRIEIZ R 2 MEAR R
O FRERRICBIT 2% - Bk - 19 Sk LU B R
SHAESE ., MEURE., I SRR

2. EXEHRICEET HIE
RE STV

3. AERUVHE

(1) BERUVAEDOHES
(FESE. S 2™
WE . RACIE=FY 7 4L LT1H3mg % 3 BN CRAKLGT 5,
(DBE., BHHE, BREE. HIREEER
HWE., RAZIE=F Y7 4L L T1H LAmg % 3 [ENZHT TROKET 5,
(EEEEREE)
WH. RAIZIZ=FY 7 4L L T1H 1~3mg Z8EERNC 1 R OKET 5,
B, WITNOGA bR, ERICKV EEMEET 528, mmEIZiE, =FY 742 L T1H 1.5mg
FTET D,

(2) RZERUVHAEORERE - B
U ERR L

4. AERUVAERICEET IR
BRE I TV

5. ERERALAE

(1) BERT—321Rvr—o
M EE R L

(2) ERPRIEEHER
MR L

(3) HERIGEREER
M EE R L

(4) HREEROSER

1) EHNERITRER
Pl v/

2) R&EHUHER
MR L

(5) BE - WEAHEER
MR L

15



(6) AEMER
1) EARERE (—REARKRE. FECEABRKRE. EARGELERRAE). RiERST
—RARE. REFRFTREBRAROAR
U ERR L
2) RBRFH L LTEREPEORABRNITEIE L-AE - HROBE
L7
(7) £k
Y L7

#T—4~

16



VI. EMEBICEYTSEE

1. REFNICHESH S LEMRLEEYE
RV TRECRILEY

TE  BEOD DA OREE « SRS, KFTORMNIEELESR T2 L,
2. ¥BE#EHR

(1) {ERERL - VEFFF
BR TE R K% R BRI DR Y DT PR/ RITEN L, K% - BiER EoFER
WEYET LYY,
(2) ENEREMT SRR
18.2 £ F TR
18.2.1 MFAR%EH

TREE R B C 0 BRI AR O FE R, SRS - MRIR — PUARIER 2o O
18.2.2 §R#% - EHIR/EA

PERER N M C O REA MEIR N T I, EREIREF I 2 A SIS R S 720, IREERICITR 8 2 KX

K7einots, F£7-. REM HEIRZ 0 L7-23, REM KBEEZ 380 S ho7= "),
18.3 BT DR

18.3.1 MAREA

@ K EPIARZER L OMBEREm W E VDb F LT 7= EH (w7 2) KO
PE R X D MBS OIHIER (r2) 8, YT E LD 6 [EEMAITH DY,
@ ~UAXIET v McBIT b invivo DEBRT, A MLV AATICEDMNT I (KX, /b

T RLFY >, Br =) ONREIEERO U Z R < S5 8,
18.3.2 §R#% - EIR/EA

DF RO A FMIE TIE. 0.16mg/kg 7> 5 EH 22 @ 2734,

@~ AZB T B IENKHFOERT, HUEMKEEK 7 oL oF X 0T 5 Z &1L HEREY
FEM 2R,

18.3.3 B RIEEMRIER

RATBITDHHERT, VTERLERERD, y-[EfF (Sherrington ML) OA T, o-[FEfE

(Pollock-Davis U itk 224) 1255k LC & 58\l BRIERE MR A o34,
18.3.4 15 2%H

<~ 7 RAIZET S in vivo DFEBRT, ZBRRILI DHIA I 7T IV ERRICHEN LT FLF oo
FHGAL &5 %),

(3) {ERSETEM - R
DR L

17



VI. EMBEICET HRE

1.

I R E DHERS

(1) ARLEDGOPRE

RUER R L

(2) BREABRTHERBShOPRE

16.1.1 BEEES

TFV T A 2mg HHEBEREORS LA, WIXEG T, e RN 3 FMRIZE S,
I TP E D MK 6 BRRE Td o 720,

16.1.2 REERS

HRIEDHNC T T A 1mg §EZ 1 A 3 [AIRE 30 47005 1 KFRICAERE Q&b L2 & | 55

W% T A, 14 A KR ON28 HHOMAETEEIXIZIEE Lo,

16.1.3 EPF MR F1EHER

DT FYSLEE0.25mg THETL]
BIRES S DL EHIR SRR A R T A VO —EWIEICOWT CERE 24 4E2 H 29 B A
AT 0229 %5 10 =)
TF VT AEE0.26mg [AET] HOF /S8 0.25mg &, 7 0 A4 —"—EIc kb thEh 1 8

(=F YT 4L LT 0.25mg) REEMARFICHEERBROKE L CEh =T 7 AREZ HIE
L. o3 YHhiE T A —4 (AUC, Cmax) (22 T 90%(5 X MIEIC CHREGHIEIT 21T > 72
fEH. log (0.80) ~log (1.25) OHEPANTH V. WHIOAEDFARIEMENTHE S,

HENT A—=F

BENRTRA=F

AUCo-24 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
ITFV T LEE
34.761+10.47 4.8082+0.7315 0.89610.225 7.44+t3.11
0.25mg IHIEL]
FORAEE 0.25mg 33.591+10.98 4.6044+1.0289 0.938%0.401 7.40£t3.29

(1 #2#¢5-, Mean=S.D., n=12)

(ng/mL)
6 _
—— T FV 5 AL$E0.25mg [HETL]
m - -7 /XX $F0.25mg
;*S’
EE 4 | 185485, Mean£S.D., n=12
T
e
J
v
L2
P
E
0 , : : !
0 4 12 20 24
BEfE (hr)

MR NZ AUC, Cmax 500/37 A — &3, #ERE OBIR (R OERHEHL « B 55 0 7R
L > TERRD AN D D,

18




@xTF VS5 Lsk0.5mg THETI)

A R PR B 3 BRI E (RN 55425 H 30 A 3E5R 4 718 &)

TF VT LEE05mg [HIET] MOT/SAEE0.5mg &, 7 R A4 —_"—EIZXVZENnNEFh 18 (=
F T hELTO0.5mg) BHEMRAS FICHEEHERR NS L CfEr=F Y 7 AREZHEL, 5
SV IENRE R T A — & (AUC. Cmax) (T2 TS CREFHIENT 24T - 7= fE . ikl
DOEMFRRIEMENHER S Y,

HIE/NT A—H BEINT A —H
AUCo-13 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TF T LEE
61.42+13.50 10.8t2.1 0.74%0.14 4.98+1.41
0.5mg [HET |
T /X AEE 0.5mg 60.34+12.19 10.7+2.4 0.83£0.28 4.39+0.72
(1 $£#¢ 5, Mean+S.D., n=10)
(ng/mL)
0o ] —— I FV 3 L§0.5mg [HETL]
-2- 7 ¥ 2 $%0.5mg
10 13E#%5, MeanxS.D., n =10

[o0]

R S N H S R
(0)]

MAEHIR N NS AUC, Cmax 50/ 7 A — & (3, #ERFE OZIR, (R DL + IRp 55 07k
KK > TERRDAREMEND D,

19




@xTFYSLfE1mg THEIL]
AW R R I B 2 BRI E (BN 55 4 5 A 30 H  ZK5KHE 718 %5)

TFY T AEEImg TAET] ROTFRA§E Img &, 7 u A4 —_"—EcLvZznFn 16 (=F
V7 AELT 1mg) @EEMAS FICHEHERROKLG L CiEF=T Yy I AREZHIEL, 55
N7-3@Ete /R A —% (AUC. Cmax) (2 OWTHOBONTEC THEIT 21T - 7245 5. miAlo
EMFR RS SR S T2 ),

HENT A—H BENRT A—H
AUCo-13 Cmax Tmax tise
(ng * hr/mL) (ng/mL) (hr) (hr)
TF T LEE
117.54+25.41 20.7t4.2 0.90£0.16 4.82+0.95
1mg [HETI]
T XA EE 1mg 122.22+26.29 21.6t4.1 0.77£0.22 4.98+1.26

RERE B~ NI W H BB

(182# 5., Mean*+S.D., n=10)

- T FVZ LiEing [HEL]
-t TN EEImg

188485, Mean=S.D., n =10

8 13
RS (hr)

MR NZ AUC, Cmax 5 00/37 A — &3 #BRE OBRIR (R OERHEH + B 55 0 7R
KL > TERRD AN D D,

(8) shEE
B R L

(4) BE - ftHEOEE
(Tvit. 7. MHAEAEH] OEER)

20




2. EYEERB/INTA—S
(1) fBAE
MR L
(2) WRALEETEH
U ERR L
(3) HEEEEH
U ERR L
(4) Y73 2R
MR L
(5) HHBE
U ERR L
(6) Tt
U ERR L

3. BEM (REaL—>ay) @&
(1) A ZE
MBI L
(2) RSA—2EBHER
R L

4. MR
TF VT DI D> B HESC TR S 5 2,

5. 9

(1) mi&-iEEIFTEEYE
(VI. 5. (5) ZDOMOMEE~OBATIE] OEHSM)
(2) miE-RRIREIFEEYE
(TVIl. 6. (5) ilhm) DOIHZH)
(3) AA~DBITHE
(TVIl. 6. (6) #=Hbw) DESM)
(4) fEER~DOBITHE
MR L
(5) ZotinB#~DRBITHE
16.3.1 MBI~ DOBITH
7y MCUC-TF Y T MEROEG L 58, T 2 Ik, M OZ OOl TIE 0.5 I
I AT REIR EE 2N e & 72 0 L 24 BRI, FFIBIC e IR 0D 1/10 FEEE O BSHRENSGR ® H i
TAEMNE, BT A OIRIFREICHE L, $70, KR SHME TKERSG LTH, I, BhE.
ME, ORI, HEERGOHEA &L TE L EFXR < ANEREETDR2WEEZ DR
B,
(6) MPEEAKEEE
16.3.2 EEEAE
93% %

21



6. R

(1) REEREIR U BHERRR
16.4.1 {CHBIERGT
FFl >
16.4.2 {REBHRER

ERERR NI T F T A O &G LI E O R EREWIL 8 (L= F IV ED o KEAEA (MID) K

CED I NI v BEREER, 1ALA FAIEOKELE MVD) O7 Vv a o Baaikch s 1Y,
(2) RBICBEAET 58% (CYPHE) OHFFE, F5=X

AFNT. FFAETEESE CYP2C9 O CYP3A4 TRRET &N 5, [16.4.3 B3]
16.4.3 F kY O—L P450 D5 FiE

Rt % £ % P450 4y 7-FEIX CYP2C9, CYP3A4 TH 5, [10. BR]
(3) VEEBHNROFERUVZFDOES
MR L

(4) RENOEFEOERRUFIMEL, FELE
AR L

7. Bt

BEEOK 54%NIRPIZHER SN, OB ELR LI ML RED 7 V7 v U Eiais, MVIO
TN a BRI CRERIZD o 720 1)

8. FSVARR—A—IZBHT S1EH
B R L

0. BIHIZLHRER
LRk L

10. BENDEEZETH8F
MR L

1. Z0Oith
MR L

22



VI. £t (EAELOZXESF) CEYHEE

1. EERAREZTOERE
EIN TRy

5

2. ERHABLTDER

2L.BE (ROBEIZIFBELLGZIN. &)

21 SEPAZEBARNEORE [(Hia ) AFHIC KV IRER B L, JERZE(LIEL 208D D, ]
2.2 FREMBEIEORE [FtEIEMIC LY ERZE LS ELIBTNLH 5, ]
(i)

2.1 —fRICPAZEMARKANROEE TIH= U A2 AT 2EAOR GICLVIRELZ ERSED
B H D, KRNI 2R 6= ) MEHEZA LTS Z &b, Ny T B REEH
FEEDIER & L TRE Lz,

2.2 AFNTH= U AR LR EMZ A LTl Y, BEICX 0 BEFHEIIEOIERZB(L S5
BENOHDLZ LD, NV UTEBEUCREAIFEOEE &L L TRE L,

3. MEXEIHRICEET 5FTELTOER
BES TV

4. RERUVRAEICEHEY 5TB L ETDHEH

REINL TN

5. ERGEFNIE L ENER
B.EERLEAMIE

8.1 IR&, EET - ) - KEEBEANFOEKTNEZ L2 LB3H LD T, AAIBRGHOEHEITIX
H Eh B O E IR EBR 2 1 O MO BABICIE R STV L 9 IR T2 2 &,
8.2 HMICKVEMKGFLZELL ZENHDHDOT, BARL Lk 512 L 2 R 28T 5 =

&o AR OEEG Zikle T 25 A 113, IR ORI Z FoIcRET 5 2 L, [11.1.1 ]
(fif)

8.1 AANTHF: - IRIFMZA L TRy, RK, EED - £ - [KANEBREN F O T2 Z %
IERBDHEND, RV TUTEBE U REAIOFRMICHE L TRE LT,
82 IAFITHEMICL VIR END Z LD D72, @R E LTkl 512 KX 5 RN 28T 2 &
O EEMAEE 5 72 R E LT,
6. HEDEREATHIBEICETIIRE
(1) S6HE - BERFOHLHBE

9.1 AHHE - IEESDHLEE

9.1.1 DEEFEOHLIBE

MEE TR LLNLBENRH Y | JEROELIZ OB DBENDRH D,
9.1.2 MICHFEMWEEOH S BE

TERANHS bbb OBENRH D,

9.1.3 EHHA

TERANHS bbb OBENRH D,

914 PEEMEEEXIERLCTRESR (FRF2) OH5EE

MERBERE DS IR F L CWABEICER G LTS a, RBIT AT LV a— AR ZTZEnH 5,
[11.1.2 &=/#]
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