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; ﬂi:g%@a)iﬁf};f BV0300 AN a—T | g ba—T | 4 vha—T | g ba—T | 4V baT—T
i AT S4B @ v T @ v T @ v T ° VTR
fiEsBR (HPLC) n=3
Sl BV0300 Sigey ke ke STRey FEE
WHME (%) n=6 BV 5 ) -
<904y, 85%LL 1> 0300 | 97.7~104.5 | 101.5~102.6 | 99.6~102.0 | 93.7~101.1 | 48.0~100.
G (%) *?2 n=3
< 05.0~105.0%> BV0300 | 103.4~104.1 | 103.1~104.8 | 101.7~102.0 | 101.0~101.3 | 99.9~100.4
(%) #E (N) n=10 | BV0300 89~99 60~69 60~171 76~80 69~80

X1 :RRT % 0.45 DHHBME : 1.0%LL T, RRT %7 0.92 DHBEMWH : 0.16%LA T, il % OFZME : 0.1%LL T, #IHE

WE  1.2%LLF
X2 RORRIIKHTLEEE (%)

%3 1112 BEENEAHIED =80, HIEA L=,

BitgSh - K5

OFVT DA MEESmg THET

VET v 7 THE]

Mt =R - BROEE 120 5 Lx-hr [D65 e (9 1600Lx) + > % —

PR IE H =N L=
<> T B AR 30 57 Lx-hr 60 5 Lx-hr | 120 5 Lx-hr
eI 1=10 HDWREED | D WKEED | D WIRERD
- FHRO 7 4 v | FERIED 7 4 v | O 7 4 L
i ® & M9 . . g o R
< ﬂéwméﬁ’i&iwﬁfaﬁﬁ 2 BV0300 | ) o5 oy | na—s vy | na— oy | PRHEINEG
T AN a—T U TEE> -
&E B BE
WigERE (HPLC) n=3
1> BV0300 Bk SR THEE rEE
R (%) n=6 v
<920 4y, 85%LI > 0300 97.7~104.5 98.1~100.9 95.4~99.6 88.9~98.8
a8 (%) *2 n=3 BV
<95.0~105.0% > 0300 103.4~104.1 102.1~102.9 101.4~101.9 98.2~98.8
(Z&MH) #E (N) n=10 BV0300 89~99 91~105 83~96 78~92

4

%1 : RRT ) 0.45 DFEGEWE : 1.0%LL T, RRT £ 0.92 OFEGEWE - 0.16%LL T, 4~ OREEWE : 0.1%LL T, #kE%

Mg 1.2%LLTF
X2 RTEICHTHEAER (%)
HIRA: - Ke



BRI I - 2016/9/9~2016/12/22

OE'VTNAARE10mg THEET) Made 40°C LB - KU A ]
ZRERTE H oy R PrA7 I
<HUHE > & B i 2 i 1% H 2 4 A 3% A
PSR n=10 D WVIREE | 1D WIKEEE | B2 WIKEE | IS WIKEA | D VIKEE
OHED 7 OHED 7 OHED 7 OHED 7 OHED 7
<HBVEKEGEOMEO | Bvosoo | PTIPOT A | DHBOT 4 ORPOT 4 | ORBO7 4| ORED7 4
7 A BT S LE Al Kl KAl Kl K
v TBE N Na N Na
MUEHER (HPLO) 0=3 | puosog | @ o Hh o o
<X1>
EHME (%) n=6
<904y, 85%LLES> BV0300 | 98.8~102.7 | 100.6~103.2 | 88.2~101.9 | 96.7~100.7 | 99.7~101.3
a8 (%) *2 n=3
©95.0~105.0%> BV0300 | 101.9~102.3 | 103.7~103.9 | 101.9~102.0 | 101.7~102.6 | 101.6~102.1
(&) ®E (N) n=10 | BV0300| 107~120 107~122 112~119 119~130 120~133

%1 : RRT 9 0.45 DMEGEWE
WE 1.2%LLTF

: 1.0%LLT,

%2 FOTRICHT 5 EHE (%)

RRT #9 0.92 OFEGEHE - 0.15%LL T, 4~ OFEEWE : 0.1%LL T, k%

OEFECTNAAAME1Omg THET)  #odt 25°C - T5%RH [EOL - B
HRERTEH =k PRAFHAM]
<HiHE > i) BH 4G IRE 2 1 1% H 25 A 3»H
- D WIKE D | B WKREEE | Bl D WKE® | HD WIKE M | B WK EE
PER n=10 OHBEOZ 4 | ODMEDOT 4 | OO T 4 | OMEO T 4 | OFED 7 4
E n 2 s s s s s
7<4)?f)‘: ;}X_%ji@‘/mjf?> BV0300 Nbha—T 4 | Vv ha—T 4 | bha—T 4 | N bha—T 4 |V LhaTA—T 4
Ve VT v Tk v Tk v Tk v Tk
#iERER (HPLC) n=3
Sl BV0300 Sigey ke ke STRey FEE
W (%) n=6 BV 5 ) ) ) ) s
<904y, 85%LL 1> 0300 | 98.8~102.7 | 95.8~101.2 | 98.2~102.7 | 98.6~102.0 | 77.0~98.9
G (%) *?2 n=3
<95.0~105.0% > BV0300 | 101.9~102.3 | 101.3~101.9 | 101.9~102.5 | 101.2~102.4 | 101.1~101.8
(&) W& (N) n=10 | BV0300 | 107~120 70~176 71~178 82~93 81~90

%1 : RRT %9 0.45 O¥HEME
W 1.2%LLF

: LO%LL T, RRT #9 0.92 OEBGEWE - 0.15%LL T, Hx OFEEWE

X2 RORRIIKHTLEEE (%)
¥3: 10/12 SEWA D=, BRICHA LT,

Bitgsh - K

10

0.1%LL T, k%




OFEVTINAAME10mg [HET) #aE2E =R - BOkE 120 5 Lx-hr [D65 J6R (9 1600Lx) - > v
— V&7 v/ TE]
ERE A I R L B
< Bk > i B AL 30 7 Lx-hr 60 5 Lx-hr | 120 ¥ Lx-hr
PR n=10 W2 WIKFEAD | B2 WKEEED | B2 WKEERAD
<HIDWIKEEDOHTED BV0300 | FHIEDOT 4 v | HIEO T 4V | HIED 7 4V A | R iEeE
T bha—T 4 L TEE> I—T AU | I =T I | a—T 4 VT
MifERER (HPLC) n=3
T K> BV0300 RS RS e TG
B (%) n=6 BV 2 99.0 99.0~101.2 98.1~100.8
<204y, 85%LI L > 0300 98.8~102.7 89.4~99. : . . :
&& (%) ®*2 n=3
< 95.0~105.0% > BV0300 | 101.9~102.3 | 101.8~102.4 | 101.4~102.1 | 101.1~101.4
(2%&fE) & (N) n=10 BV0300 107~120 104~116 106~115 98~110

X1 :RRT % 0.45 DHFHBMWE : 1.0%LL T, RRT %7 0.92 DHHBEWH : 0.16% LA T, il % OFZME : 0.1%LL T, #IHE

WE  1.2%LLF
X2 RORRIIKTLEEE (%)
A - K

SEREHEHIR : 2017/1/23~2017/4/28

OFVTNHDANF 2T 7NAEEmg THET) #®a%E 40°C [ - KBRS
RERTHH 7 b PRAFHAM]
<HE> & B 2 1% A 2 5 A 3 A
PR n=10 BV0300 ITWVIRED | 5 FTWIRED | 5 FTWIRED | 9T WVIREOD | 5T WVIRED
<) FTWIREDFEE> e EN T EN T e e
liEr A = . . . . .
BUEHER (HPLC) =3 | pooang | o o o o e
<¥1>
mHE (%) n=6
<2045, 85%LL 1> BV0300 | 94.5~98.3 | 94.8~98.3 | 97.7~100.6 | 95.4~99.2 | 96.1~98.6
&8 (%) *2 n=3 BV0300
<95.0~105.0% > 102.0~102.3 | 100.7~100.8 | 101.1~101.6 | 101.5~101.7 | 102.7~1083.0
(%EfH) #E (N) n=10 BV0300 48~53 49~53 50~57 48~56 49~57

%1 : RRT # 0.45 DFHZEME : 1.0%LL T,

W 1.8%LLT
X2 RORRIIKHTLEEE (%)

11

RRT #J 0.92 OEGHWH @ 0.16%LL T, i~ DIGEME - 0.1%LL T, ek




OFVTINHANF 27 706 bmg [HIET) #adE 25°C - 7T5%RH L - Bk

BRI H 2w b PRAT AR
< B> L | D 2 i 14 A 2 % A 3 % A
PEIR n=10 BV0300 ITVIRED | 5 FTVRED | 5 FTWRED | 5 FTVRED | 5 FWORED
<O FVREOHKEE> bt el el e e
U R = . . \ . .
FUSHER (HPLO) n=8 | pyogeo | st o A s o
<¥1>
it (%) n=6
<204y, 85%LL 1> BV0300 | 94.5~98.3 | 96.3~97.8 | 96.8~100.3 | 97.0~99.0 | 97.1~101.4
& (%) ** n=3 BV0300
< 95.0~105.0% > 102.0~102.3 { 100.6~101.1 | 101.4~102.0 | 100.2~101.1 | 103.0~103.1
(Z2%&fH) #EZ (N) n=10 | BV0300 48~53 24~30 26~30 28~31 28~31

1 : RRT 9 0.45 OFERWE : 1.0%LL T, RRT 9 0.92 OEZEWE : 0.15%LL T, Hlx OEEWE : 0.1%LL T, #fHk
W 1.8%LF

X2 KRBT HEAE (%)

K3 FIFORGAR DT NGEA LT

OFVTNANANF 27 7EE bmg [ HIE T a4k
YX—LVET T THEI]

SR - BEOGE 120 57 Lix-hr [D65 YR (%9 1600Lx) -

RERTH H =N ARG B
<Kk > & P AniE 30 /7 Lx-hr 60 7 Lx-hr | 120 /7 Lx-hr
PER n=10 BVos0o | 2 T RED 9 FUVRED 9 FUVARED 9 FUVRED
<O FVIREOFEE> b ES - ES - ES -
FURRER HPLO) 028 | pyoseo | FEE FEE THe
<¥1>
it (%) n=6
<20 4. 85%LL 1> BV0300 | 94.5~98.3 92.3~94.7 87.7~91.4 85.9~88.7
& (%) ** n=3
< 95.0~105.0% > BV0300 | 102.0~102.3 96.7~97.1 95.0~96.0 93.9~94.3
(%M ®E (N) n=10 | BV0300 48~53 46~55 46~52 46~52

%1 : RRT 49 0.45 OFHME : 1.0%LL T, RRT # 0.92 D #HHWHE : 0.15%LL T,
WE : 1.8%LUF

X2 KRBT HEAE (%)

RS - KT

7. ARNERVBRRORELE
YL

18 % ORERFWE : 0.1%LL T #JER%

8. fFlENEELEL (MEIEFNEIL)
LR

12




9. EHift

(1) ¥&HBUE
TN A M bmg [AETL), £ 7 AN A ME 10mg [AEL] REELTANA b F 277
EEBmg THIE T 13, AAERGEELSRCEDONIZESTAAA LT F) U LGERTEST
NAA ST 2T TAFEOEHBEICHES LTV D I EMRERINTWD, GRBRIKICT ¥ Y Vi)
B U LB 900mL Z AV, /3 RAEIC LY | 50rpm TREREAT )

AR
TRk FiLAE IRF ] P HI=R
EFEUTNAAANT MU LEE 20 73 85%LL
EFEUTNNANF MY TAF 2T TV 20 73 85%LL

(2) ¥WEHRER
<EVTFAA ME10mg TAET] >

I IE S S DAY PR SRR T A R T A U HEO—ERIEIZ DWW T (CERL 24 45 2 A 29 H3EARA
%% 0229 %5 10 =)

AR
S AASREY  wHaiRiE N Rk

50rpm (pH1.2. pH4.0. pH6.8. 7K)
[R5 e OGRBRIR 50rpm (ARYU Y /L_—k 80 0.01%%I pH1.2, pH4.0. pH6.8)
100rpm (ARY Y L_— kK 80 0.01%ih pH6.8)

CHIE]

-pH1.2 (50rpm) T, HEAERHFI 120 /30123817 5 FHEE D 1/2 O 2 R~ R R R OV 120
SINTHUNT, A O A 3 TR E R D SE PP HH 3R = 9% D &R I 8 > 72,

- pH4.0 (50rpm) Tid, 360 F3TI31T 2 A D151 H = ZAEAE R D S5 H =R + 9% D HiPHIZ & -
7=

- pH6.8 (50rpm) TiL, FEHERLAID RN L 70 2 ERIFH (10 43) 12861 5 FHEEED
1/2 OB R A R TR AR O 10 S71238V T, AR O H S S HERIA DL H 2 £ 9% D
HPFHIZ 3o 7=,

+ 7K (50rpm) Tid, FEHERIAIOSFEEE SRR L 72 55 ERIEH (30 4) 1231 2 EREHZED 1/2
OFEIRHFEZ R TRES L O 80 43123 T, A O FHVA SR ISAZHERLEI O 574 H 2 £ 12% O i
I o7,

-pH1.2 (ARY Y /L_—h 80 0.01%¥M 50rpm) Tk, FEAERIAIA 120 S312B0) 5 FHRHERD
1/2 OB 2 R TN 120 S0 38 0 T AR O I H S AT HERLR O SR 3R £ 9% D
FHIZH - 7=,

«pH4.0 RV Y L_—F 80 0.01%%M  50rpm) Ti, FEHERAIN 360 /3181 2 FERHERD
1/2 OB 2 R IR L TN 120 S0 38 0 T AR O B SR I AT HERLR O SR 3R £ 9% D
FPHIZH - 7=,

- pH6.8 (ARY Y /L_X— kK 80 0.01%%sh  50rpm) TiE, HEHERIKIOFHER R 40% K O 85%1F
PO 2 WERUITISUN T, AR O -4 8 R HE LA 0D SRS HH R + 16% DFIFAIZ 8 o 72,

- pH6.8 (KU Y x— 1 80 0.01%¥N  100rpm) Tik, FEAERE|OFEEIEH =R 40% K& O 85%FF
W& 722 2 RERIZIUN T, AR5 O SR R TR E RS O SR R = 15% O HiPHIZ & > 7o,

13



Ll b, RO HZEE) 2 EHERE] (0 7 LT §E10mg) & e L7z R, 2 ToRBRIKICE T 114

FEEIR S DA FRIEV SRR T A R T4 2] OfERLECEE L,

(& il #R)
BHE (%) pH1.2 (50rpm) EHE (%) pH4.0 (50rpm)
100 | 100 |
80 | 80 |
—e— T U FILDAiFIomg TBET ] —e— T FAAETI0mg [BEETL]
60 T — & — U H L TE10mg 6 T - & =2 H L TH10mg
40 t 40
— Y
Qo&ﬂmﬁgefﬂﬁT """" N a
0 - . : . 0 ODN—— . . 1y
0 30 60 90 120 0 90 180 270 360
B () B ()
HHE (%) pH6.8 (50rpm) BEHE (%) 7K (50rpm)

14

100 | 100
a0 —e— T/ FIAAE10mg THEI
—e— £ F LA MEiOmg TBET] =& =2 7L TE10mg
60 -2 =L THE10mg
40 |
20
0 !QE"‘! —————— A ﬁ
0 90 180 270 360 0 90 180 270 360
FEfE (43) FEfE (43)
BLE (%) pH1.2 (50rpm) EHE (%) pH4.0 (50rpm)
100 AL — 180, 0.01%7 100 AU L — +80, 0.01%A00
60 - & =L TH10mg 60 — & =2 H L TE0mg
40
20
0 ¥
0 30 60 90 120 0 90 180 270 360
EEfE (49) EEfE (49)
EEE (%) pH6.8 (50rpm) BEHE (%) pH6.8 (100rpm)
100 F UL — +80, 0.01%AR00 100 - A= 80, 0.01%F
80
60
40
20 —e— T FILHZA HEF10mg THET] 20 | —e— T FJLAZ +§EI0mg THET]
=& = L TEE0mg = = L FE10mg
0 1 L 1 1 0 h 1 1 L L
0 60 120 180 240 0 30 60 90 120
BEE (43) BEE (43)
(n=12)



<EVTNHARNT 2T 7/VEE bmgl BHIETL | >
BIREIE IO FHIRI SRR A R T A L EDO—HMIEIZONWT (2442 A 29 H A RA
% 0229 %5 10 &)

BRI
£ AASR T wHRBRE S Rvik

50rpm (pH1.2, pH4.0, pH6.8, /K)
[AIHAEL K OV BRI 50rpm (FRU Y L_—k 80 0.01%ish pH1.2, pH4.0. pH6.8)
100rpm (ARY Y L_—k 80 0.01%ih pH6.8)

CHE]

- pH1.2 (50rpm) TiX, FEHERIFIA 120 /281 D FIEHERD 1/2 O HR 2 8718 2% 722
IRE AR TN 120 431238V TL AR O SRR H SR AR HE R 00 SRRV ISR = 9% DRI 8 o 7=,

- pH4.0 (50rpm) TiE, 360 Z3ZH51T D A O P H SR I TAEE LA O SR EA 3R = 9% O fi e 12
HoTz,

- pH6.8 (50rpm) Tid, 360 F3IZF5 1T 2 A O P H = TAE ERLA O S = = 9% O i A 12
»HoT,

« K (50rpm) “TlE, FEHERIFIOSEEEHERIMA & 722 23R (60 47) 12810 2 FREHE
D 1/2 OSBRI A 7318 Y 22 RE R & TN 60 431838\ T, AR Sh OO SERVA H SR [ TAR HE R o0 S 1)
R 9% OHPIZ oo Te, F7o, EAERGE &ARG & ORI MEDOE LW ZEITE O bk
Mol

-pH1.2 (50rpm AR Y V/L_X— ] 80 0.01%iMN) Tik, FFAERFIAY 120 /312 H61F 5 P55
O 1/2 O R Z 779738 2 22 B K O 120 31288 T AR S O S 7A =R 1T YERIA o
B R+12% DI H - 7,

- pH4.0 (50rpm AR YU Y — | 80 0.01%EN) TiE, 2 BT 46 LLETH - 72,

-pH6.8 (50rpm AR YU Y /L—k 80 0.01%iRM) Tid, FEUERIF O FEIEH LN 40% K U 85%
FHEE 725 2 RE RISV T, RO HERIL, RS O L RO £ 15% OFPHIZH -
770

*pH6.8 (100rpm AU Y /L_— 1 80 0.01%¥RM) Tl FEAERLE| OIS 40% K% Y 85%
FHEE 725 2 RE RISV T, RE O H=RIL, FEAERE O L RO £ 15% O#EPHIZH -
770

b, RO R A EERE] (0 7 LT F 27 7UEE bmg) & HEE LR, K (50rpm)
LIS OFRBRIRIZ BT TR RBEERLOAEYFRIFREERR T A K74 ) OHEEREICEE LT,
723K (50rpm) DORERIKICIBWTITHIEREICITES LR o120, ZELWETIER -T2,

15



(Vs H h )

EHE (%) pH1.2 (50rpm) EHE (%) pH4.0 (50rpm)
100 | 100 |
80 | —e—EUFILARFFAT FLismg TBETL 80 | —@— T FILARFF2TF FILFSmg [HELY
60 | —2-YVILTFaTI LN s | -V YILTFFaT I L4
40 40
20 20 |
0 & 0 OOO—D— : : o
0 30 60 90 120 0 90 180 270 360
BERE] (1) BERE] (41)
BHE (%) pH6.8 (50rpm) EHE (%) 7K (50rpm}
100 | 100
80 | —*— EFINALFaTFTHLEE5Mg THETL) 80 —e— £ FLAAMF 2T F)LEESmg THET]
0 | -t = AL TF 2T FILESBmMg 60 -t = AL TF 2T FILEEMg
40 | 40
= A e e
20 20 & e <A
0 OYO=O—=== ========3=0 | 0o : : :
0 90 180 270 360 90 180 270 360
BERE] (1) BERE] (41)
EHE (%) pH1.2 (50rpm) EHE (%) pH4.0 (50rpm)
100 L= 180, 0.01%50 100 | L= 180, 0.01%5RN
80 | 80 | —e— EUFIANALFaT IILESMg THETI)
60 | 60 | -t = AL TF 2T FILEEMg
40 | 40
20 Lo —e— T UFIULHALFaTFILEESMg THETLL || 99
-t = A LT F 2T ILEEBmMg
0 L' 1 1 1 1 0 '-'
0 30 60 90 120 0 90 180 270 360
BERE] (1) BERE] (41)
EHE (%) pH6.8 (50rpm) EHE (%) pHB.8 (100rpm)
100 F L= 80, 0.01% N0 100 | F L= 80, 0.01% N0
80 | r == 80 | L =
60 |- 60 L
40 | 40 L
20 —— T U FILHNALFaTF FILESmg THETL) 50 —— £ U TIINA R FaF FILEESmg THEDL]
-t =L TF T FILESMg - — I LTF 2T FILEmg
0 L' 1 L 1 L 0 '-' 1 L 1 1
0 60 120 180 240 0 60 120 180 240
BERE] (1) BERE] (41)
(n=12)
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(3) EEMILR D8 0 ERA O A 850 R R )
<EVTIVHA MESmgl HE T >
FUTIAANE B mg THET) (X, [EHESER S8 0 ERRA O A 2R SRR T A T4 v
(CERK 24 422 H 29 H3ERFEAT 0229 55 10 5) ) I[ZHSE, £ 7V A MiE 10mg [HET] &A%
YRR L Lz & &, IS L, AW L i sniz,

BRI
£ AASR T wHRBRE S Rvik

50rpm (pH1.2, pH4.0, pH6.8, /K)
[R5 e OGRBR IR 50rpm (ARYU Y /L_—k 80 0.01%%I pH1.2, pH4.0. pH6.8)
100rpm (KU Y L_— 1 80 0.01%4H pH6.8)

CHIE]

-pH1.2 (50rpm) TiX, FEHERLIFIN 120 /3123817 5 A D 1/2 ORI =Z2 7~ 3R R R 0V 120
SITIBNT, AR OSEEE R IIAEERGA O ER HR 6% DHIHIZ H o 7o, £z, Fof iR

(120 47) 1ZBT D2 ARGEOE L OEFEHEIL, REOFEEEFHRLI%OFHEZEZ 5 H DA 12 fHF 1
fEHELF T, £15%D#PAZ X 5 b OB o T,

- pH4.0 (50rpm) “Tid, 860 F31ZI31F 2 AR DL HY =R IAE UERIFI D 577 HY 26 £ 6% D FPAIZ & -
Too Flo. BARHERFESL (360 43) (SR DA OME 2 DIEHZRIL, A5 O VPR R £ 9% OHiPH
ZHZDHON 12T 1ELLF T, =15%D#iIFAZEHZ 5 b DR T,

- pH6.8 (50rpm) TlE, HEAERIFIOSFEPRHB MG R & 722 5 RBREEH (10 4)) 1B DA D)
R SR THEAERR O IR R £ 6% DFIPHICH > 72, £z, RS (10 4)) ICB T D ARMLD
{2 DIEHZRIL, RGO LR 9% OFPAZEZ 5 b O 12 1{ELLT T, £15% D% %
BRZDHDNRRNoT,

- K (50rpm) TIE, EHERKIOFEIEH LI A & 7o 23 BREEHE (15 43) 12861 2 FERHED 1/2
DY Z AT RER L N 15 43123 T AR5 DP9 HH =31 AT AE R 0D S 51955 HH 348 = 8% D &
ZdhoTo, Fio, EMEHERS (15 43) ICBT A ARMOM A~ OFHFET, RO FHEHES12%
OFPHZBZ 2SO 12 H T 1HELLT T, £20%0OHHEZEZ 5 ORI T,

«pH1.2 (RYU Y L_—h 80 0.01%4sH 50rpm) TiE, FEAEREIN 120 5B 5 FHRHED
1/2 ONEJEE R A m 3R R TN 120 431838\ T AR 5 O 249 HH SR I A HE L) 0 SV H R = 8% D
RIS o7z, £, BOEHERER (120 43) (23T DR OME 2 DV HZRIL, RGO L
12%DFPAZEE 2 2 6 DA 12 1 HLLT T, £20%DFHZEZ 5 6 DR T,

- pH4.0 (RY Y Lx— kK 80 0.01%%M  50rpm) Tix, EHERFIN 360 31H 1T 5 FHRHED
1/2 O R & 73 FRE R OY 860 4312380 N T L AR D A HH SR AT UERUA D SR HH 3R £ 6% D
HPHIC D o7, Fo, BRI (360 53) 1281 DARMOME 2 OVEHZIL, ARdhOFEEHZE
9% DHEIHAZH 2 5 H DM 12+ 1 HLL T T, £15%DHFHEZEZ 5 b DRl

«pH6.8 (KU Y _—1 80 0.01%¥N 50rpm) Tik, HEAERIKIOFLEHZRD 40% K& O 85% 1t
D 2 RERUTISUN T, A5 O R A ERGA O IR MR 10% OFPFHICH o 7o, £, &&
PEHGIE A (240 47) 128 DA OME 2 OVEHERIE, AdOFEEHE L 15%0OFPAE B2 5 b DN
12 fEF LELLF T, £25%DHPFHA R 56 DR R o7,

*pH6.8 (KU Y /L_— 1 80 0.01%%M  100rpm) Tik, FEAERIFIO TR HRN 40% K O 85% 1+
D 2 R RUTIUNT, A DR R IIAFERG O PRI HR - 10% DI H o 7o, £, K&
FEERIE A (240 43) (2B ARG OE 2 OFFEHHEIX, RO FEEHEE15% O A B2 5 H O
128 1ELLTF T, £26%DHPHEBE XD b DR oT,
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PLb, R oOEHZEE 2 g (£o7 08 A ME 10mgl BET)) & LR, 2 ToRR
RIZBWT TEGENEL 2RO EERF 0L ZERR SRR T A RT A4 ) OfEREICHES L
ZEMmb . EWMFERICR%E L i ST,

(VA H )
BHEE (%) pH1.2 (50rpm) BEHE (%) pH4.0 (50rpm)
100 100 |
80 | 80 |
——t U FIILAAHE5mg THETLI — L TFILAA FEBmg THETL]
60 r - = EUFILAREI0mg (BEL) 60 -2 =FEUFILHAE0mg [BELI
w0 40 |
— Y
20 - My — — = 20 |
0 W . ' 0 Ar—— : , -
0 30 60 90 120 0 90 180 270 360
BEfE] (43) BEE (430
EHE (%) pH6.8 (50rpm) BHHE (%) A< (50rpm)
100 | 100
w | o | —e— T LA HiiEmg THEL
—e— EUFLAR Hi5mg TBET) — = —ELFLAAEIOmg TBET)
60 — & = EUFLAZ Mg THETY 60
a0 0
20 | 20
0 L@'ﬁd‘— T ™ 0™
0 90 180 270 360 0 90 180 270 360
BEfE (53 BFfE (45)
BEE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 | Lo — 80, 0.01%FRM0 100 r AL — 80, 0.01%:A70
80 | = . 80 |
—— T T LA EEmg FFE'EIJ —— T UF AR EEmg THEL)
60 t —*=EVTILNAEONG (HEL 60 - — & —FUFLAZEROM [DET]
40 40
20 20
0 L‘ O Ll" Il Il L L
0 30 60 ) 120 0 90 180 270 360
BERE (53) B (o)
FHE (%) pHE.8 (50rpm) SWE (%) pHE.8 (100rpm)
100 L — F80, 0.01% A0 100 AL — 80, 0.01%:FM
80 80
60 60
40 40
20 — T 7L HEemg THEL 20 — T 7P HE5mg THEL
— o = EUFILHA EO0mg THET] — = = FEUFILHA iE0mg THET
0 L‘ L Il L Il O Il Il L L
0 90 180 270 360 0 90 180 270 360
BERE] (43) BEE (1)
(n=12)
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1.

12,

10. FiH - aE

LR
(2) a%

(BEVTIAXMESmg THEID
100 &£ [10 $£X 10 ; PTP]
(BEVTIAXME10mg THETLD
100 & [10 #£X10 ; PTP]
(BEVTIAREF2F7TIEES5mg THEI])
100 &£ [10 $£X 10 ; PTP]
140 #& [14 $£X10 ; PTP]
(3) PHEBE
PR
(4) BHROME
PTP

(1) FENADELGER - AR, NENRHRLESE - QRICET 51H8

BRI A LT 4 R T L EE T ANV A, TSI = A
Fae—: 7AI=h RV FLUBEE T 4L A

iR h 3 EHE
LR L

Z Dt
R L
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V. ARICEYSEE

1. PEXEHE
<BE 5mg/HE 10mg >
S SN
O7 L X —PEafk
<F T TIVEE>
S 3 R

2. PREXBIHRICERET HFE
BE STV

3. HiERUVAE
(1) BERUVRAEOHES

<BE 5mg/HE 10mg >

(REXWR)

WE. AT T A A RE LT 10mg & 1 B 1 BEERNICR &S5,

(FLILX—H8%)

WE, RAZIZET A ARELTS5~10mg = 1 H 1 [REENCRO#&E ST 5,

<F 2T TNEE>

WEE. 6 EO/NRIZIFES T DA RNE LT img 2 1 H 1 EBSERNCR OG5,
(2) m&&amgwaﬁiﬁﬁ ikl

U ERR L

4. AERUAERICEET 58
<BE 5mg/#E 10mg >

7T.AERUVAEICEET 5EE
(FheEFIE)

RE S B R OT L —ME %k 2 5 0F LK 2 K8 3 B OIRIE D72 DI H W B B IS

X, T TAHARELT10mg & 1 A 1 EIBERNCRO#ELST 52 L,

7.2 ELVTNHARNT 4L T—T 4 U TERITT T NI A NF 27 T VEE & EWHINCF%E T
RN, BT NVAANT AN A—T T FEBME LTIV A NF 2T TIVEE bmg &%
NENUMHAIRA LRV &4,

(REXWS)

736 EO/NRIZH LTI BT A A NTF 2T 7S mg % 1 H 1 RIRERNICHREGT 52 &,
[9.7.1 ]

7.4 15500 E 6 ARG /NS L TIE BT A KL 4mg 2 1 H 1 RIgEERTIC G5 2 &,
[9.7.2 ]

(i)

71 [EZHEIE T LAY —MHERID EERERTH LD, [KEXMERRT LLX—h&a
RE2GOF L AH 2 QS 3B OIRIED T2 DI WD ABE L E TV A B & LT 10mg
Z1H 1EgRERNCRAT 22 &,

72 FEVTIWVAARARNT g ba—T 4 78 (FCT) 10mg LT NI A NTF 27 76 (CT)
2~10mg D I I T, MERHI OTH S (t12) 1ZFEFEEE (FCT10mg : 4.6hr, CT2~10mg :
3.8~4.8hr) Th o7y, FmMEFIRERIERH (Tha) (TS T VDA NF 27 TIVEED T
NENo5T2 (FCT10mg : 4.0hr, CT2~10mg : 73T 2.0hr [HHfE]), £7-. HEMEZDOTE
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YTINA A NF 2T T VEED R — R T (AUCo--) K& OV i M3 P (Cmax)
TESTNAADANT AN ba—T ¢ 7SI L TEREI 1.16~1.20 fiF ) 1.38~1.48 %
EhoTt),
WsT,BEUVTIWNAARNT 4N LA—T 4 VTEEBmg ZFE LTIV A NTF 27 7/VEE bmg DR
PV 6 U EO/NEKE I EOIRRICHW RN &, BT AN A NF 2T TIVEE bmg &
TUTNHANT g ba—T 4 78 bmg OOV ICT L AT SR OERICHN 2N
L,

<F 2T TIVEE>

7T.RERUVAEICEET 5EE

71 BTN HARNTF 2T TNVEFTESTADARNT 4V Aa—TF ¢ 7HEKRONOD & & AYFEric
FETIERWeD, EVTIAHARNF 2T TG bmg EEVTIVHARNT 4V bha—T (2 THE
5mg KON OD 8 bmg #Z N EAHAICRA LZ2nZ &,

7.2 1k LA b 6 R O/NRICK L TIE B T8 A MR 4mg 2 1 H 1 [EgEERTICHEG 5 2 L,
[9.7.1 &HE]

(i)

71 V. 4. HIEROHEICHEET 273 E] 8 5mg/10mg 7.2 (fFil) OHEZZROZ &,
T2FTIVHANF 27 7IVEE bmg 13 6 ik LL EO/NENHEIGTH 0 | BERRBROFE RS 1L
b6 s O/ OREIRHESEH EIE dmg ERREINTWDH T2, 1kl b 6 ARl o/NNEIzix
EBUT N A MIKL Amg 7 1 B 1 RIBERNICHE ST 5 X 2 IZ5# Lz,

5. EGRPRACHE
(1) BRT—a21vy5—o
MER R L
(2) EREKZEEFER
MG R R L
(3) HERIGEREER
MUERR L
(4) BRIEMEER
1) EHNERETRR
(REXWME)
<EUTINAANBmg TAET] /T 7V A ME10mg THET] >
17.1.1 ERERFRHER
THEHEREKERBRE SORARE XM EBEERNRE LIZBEERRBRICBID2EV T LI AR T 4
NV a—T v T EE 10mg BEOFAL IR UCEE O A= 55.6% (145/261 i) TH o727,
171.2 ERENIH_ETREEHR
REIMEREEZRGE LB EEREERRICB T2 TADA RN T VAT —T 4
> 7 BE 10mg BED R ERUCGERE DAL 58.5% (83/142 i) TH V., 7T b A KM
450mg ff [46.0% (63/137 #il) ] 1oxtd 2 IELERRFESNT- GESE~—T 2 A=10%) ©),
BIERZSBIEIT 11.0% (20/182 ) TH Y, EREWERAIZICI 3 61 (1.6%) . IRIGTEIE, B,
H AR, BAARIE RS, PRI 2 6] (1.1%) TH -7z, TR RA MR 28 8.8% (16/182
) THY ., FRERREMERTEEE ALT E5H 2.2% (4/182 ), JR¥EM 1.6% (3/182 i) T
BT,
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<EVTINVHANF 2T 7)VEE bmg THIEET] >

17.1.1 ERERERER (DMR)

CHEMIILEERRE BT 6 M Lo/ NRKUE I B BE AR L LIEBRKRBRICBIT ' T D
A N F 2T TVEE bmg BFEOA MR (BRUGEE T EESEL EOBIE) 1360.9% (123/202 fi) T
3’7)0730 7—10)

171.2 BAEMHE_ETREEREER (MR)

NS T BB 196 Bl 265 & LI 7 B AR EERERRICBWN T, T b
A NF 27 7 VEE bmg HHIZXL D 1 FED 8.7%H ML 72,

RITERZE BT 6.6% (13/201 ) ToH VY, FE/pIfERILIER 761 (3.5%). 8% 3 6 (1.5%). K
HRAE 2 6] (1.0%) Thotz, 72k, BEHEREMERT ORWEMR X7, 1V

17.1.3 ERERERER (BA)

THERMERRE S TORATY REIMEREEZ MR LEBERRRICBI 2T AT AN T
N ha—T 2 7EE 10mg P BEO R EMREEE OB 55.6% (145/261 f5l) TH-o72%),
17.1.4 ERFENH_EEREEHER (BA)

RE S REE 2 L LIS EEREKEBRICBIT2E T AT AN T 4 v bha—T ¢
> 78 10mg P BEDO A B UEE OF DRI 58.5% (83/142 i) TH V., 7T A A KR
¥ 450mg B [46.0% (63/137 )] 12kP4 2IRLHEBBGES e GESME~—Y 0 A=10%) %,
RITEMIFEHERIT 11.0% (20/182 %) TH v, FEABIERITHCT 361 (1.6%). IRMGVZEIE, FiF.
AR, BAARIE RS, PRI 2 6] (1.1%) TH -7z, TR RAM AR 28 8.8% (16/182
) THYH, ERERREMERLEAENE ALT 5 2.2% (4/182 i), JR¥EIM 1.6% (3/182 i) T
HoT,

E) AR EINT-HEECHEIL, 6Ll Eo/hNEIZ 118 5mg Th 5,

(ZLILX—tE8 %)

<EUTNAHADLbmg TAETL] /£ 7 V0 A ME10mg THET] >

17.1.3 ERE I HEERAEREHER

FEIMET LAX — MR BE BT 55 RS ERERBE (] 900 1) DR, RE SEk
3 [H @ik st Y &SR AU O QR 2 B O FH) ] OR—Z T A Linb
DAL EDO I/ " F ) (LS mean) 1T, T TIVAANT 4V ha—TF (7§ bmg #T-0.47
S, 10mg BET-047 S THY ., 7TvAREE (-0.37 45) LU THEICKELE D 1),
BIVEAR BRI, bmg #E T 4.7% (15/318 #l) . 10mg #ET 4.2% (13/310 ffl) ThH-o7-, L72EIE
X, 5mg BET 1%L, ERBLUZEHWEMIZ2 <, 10mg BECH 4 # (1.3%). S, EIR234% 3
Bl (1.0%) T o7, F7- AR ZE ORIEHREBEIT, 5mg # T 1.9% (6/318 f#) . 10mg
BET 5.8% (18/310 f5l) Th o7, FEREIKMAEMER ORWEMIL. 5mg BT 1%L EHBL L2
IR 1372 <. 10mg AECHRIBMIGME. JRPEABERS 4 41 (1.83%). MmP ey e
oy R R U Z U Y RENE 361 (1.0%) Tholz,

HED &P, S, < Lo BRRIEOER S5 A£G

1 2) &P, ANRKEEE, KR ORER R 2 L5

17.1.4 EREMH_EEREEHR

ZFHIPET LV X — MR BE BT 2B I —HERILERER (K 1,400 #) OFEFE. A SR
A DH SRR Y &R B SRER IS O (BRI 2 B O F)) ] OR—A T A 2
5DOZEAED LS mean I, T TN AT 4V b3 —T ¢ 2 7 8E bmg FET-0.19 5. 10mg £
T-0.19 M THY, 7T B A MK 450mg B (-0.20 &) (23T B IELENRAES Lz OF
Hi<— 0 A=0.085 5) 1419,

BIVEH R HEIL, Smg BE T 4.8% (22/462 f5]) . 10mg BET 4.2% (19/457 i) Th-o7-, LE/eEIE
i, smg BETHE 661 (1.83%). fHIR5 6] (1.1%) TH V. 10mg B THEIR 5 # (1.1%) Th-
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720 F I EGRRAER A B OFIVE R BLIRIT, 5bmg BE T 2.4% (11/459 1) . 10mg #£ T 2.0% (9/456
) T o7-, bmg B, 10mg BEO WA T S 1%L EIHL U 7= B PR R Al 5 o BIE I
Ro T,

HE1) S B, < Lo BRIEOIER S ZHEFT

1 2) &P, AIRREEEE RFTELE ORER A 2 45

2) REMHR
U ERR L
(5) BE - WEAHEER
MUERR L
(6) AEMER
1) SEARERE (—REAKERE. SECEABREREZ. SARBELERAE). REHRFTERT 4R
—RRE. RERFTREBRAROAR
U ERR L
2) RBEHELTERFEORNENITEREL-RHE - RBROBME
<EVTINVHANF 2T 7)VEE bmg THIEET] >
17.21 ER_EEREBRTIRKBKEAR (MR)
6 D 14 /N RE T BHRE xS L Uiz —H SRR i iR B O fE 5, 2 B e —
7 70 —dGEE GRERE) (X' 7 A A~ (bmg/H) 2% 13.4£3.1L/min, xEHED 7 b F7 =
Y (RZA4vmy7 Al 65%; 1.2mg/H, 7ikll L ; 2mg/H) 7% 3.63.1L/min (f/h 3+
MEHERESE) Thh o 7218 BIVERFEBLRIT 7.6% (7/92 #1]) TH v , E2RIVER IR E AN 2 61 (2.2%)
ThHol,
(7) =0ttt
% L7
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VI. EMEBICEYTSEE

1. FEENICEES B LANR G AN
R ERNVESE 2 S
B B & B LA MOMIE - REIE, RO L& BT 52 2,

2. ¥BEER
(1) {EFAEREL - {EFRBF

(REXWHE)

1811 ELTNAA NI, VAT A =rafakhVxy X447 1%ZFK (CysLT1 ZFEK) (TEIRTY
IZHEA L, RIEERAT 4 =—4 —Th D LTD4=° LTEL\C K 2R AR EAER (K& IE,
EHmEMEOTUHE, K ORER A WMERE) M35, ZOFERAMFICESE, 070 A MNP E
ER & LT, M RMERIEOR ~ O T2 %ET 57,

(ZLILX—tE8 %)

18.1.2 7 L L X —PE&EA . PURBRFER IS, BIRFHE CEREHOWTICBWTH AT A =11
4nhviyﬁﬁﬂﬁﬂ%mméhé %wmmi?v»%—iﬁ&@ﬁ%%ﬁk%@ﬁ%éoit\
VATA=naAa ) mroRENRGIISEEREIIE LA S SREREEEIEL LN
RENTND, EXTAHAMInA 2 b Y = ZREOENZEE 2 2 &12ky, 7Lad—it
BSIER OB EE A E 2 R7o T2 LR ER TS 1Y),

(2) EWEREMITIHBRE

18.2 LT 2EAERER (REKEEAER)

SREREGRER (BT MBS, U937 Mful &k O THP-1 Mifafk) <, LTDs DZREEAES
ZRINCIRE L, 2 OERIT MR L DB 2% ey o 7o, LTCy LT LTBa (2% 9 2 52 254K
FEHUER I8 5721,

1&3%%&Mﬁﬂﬂﬁm(m&ﬁ$&Uﬁ%%ﬁ)

ELE Y MgHREICB T 5 LTDs OIUE 2B A E Lz, o, EAEy REDY AP
BT LTDsF¥R ﬁiﬂmﬁmZﬁbf%ﬁ#O%ﬁ%ﬁm%W%%%bko*ﬁ\%V?Wﬁ
A MiE, LTCs (LTCs DA PR LI T) 12 X 2RO IUE 2 BRE Lis o7, Eiz,
FAEY PEAWZERZ IV TIFX RUBR, B b=V ROT v F a3 Y VFHRORE L

BIEEAEIE Lotz Y,

18.4 RIRBRIC &L 2R ESINEMHI/ER
BAE LTZE ARG E T v b, BAE Y F RO AL OFURTE I X 5K IS % SR
HROWRNE LTI L=, WAAOBRRBIZIB VT, #ﬁﬂﬁ ;5W%E&U£% IRUE
KU 2 ZIFH T5%, BT%INHI L7-29),

18.5 BIBF R R B R B K E IR G (<3 2 FI/ERA
JERAE ) AL OBURGE R X 2 BIRERL K ORI KU SO RS 2 /& N G- cimi L7219,

18.6 7+ 74 3F—YavyIcxud MHIERA
BAEENTY FOIIT VT I NCK BT T 7 4 FF— g v 7 ZESENCHHI L=2,

18.7 MABERICL I RRESRER LR (RFA) ([SxT 5MHEZR
BAEELEY FEHW, T VT I VIR ATHR SN D SPEEKIETio EA (&) oL, £
TIHA N1 KO 3mg/kg (EFEN#EH) 1X. T 55%., 85% DIz R AR L7272,

18.8 ffitREDHEIER
BERE 7> B FEE DB MESAE I BB BT, 1 EERORRIFRMELLE L2,
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18.9 WFEAERICH T SR
RIE 7> B FPARE DO EPERE I BBRFITRB W T, BT OHBEKILEEY 77 BRI THRICK
T &, FRICERA, DNEBRFICRIT 2 KM MAFRRERER O A EICE T S8229 26,
(3) {ERARIERSM - HHeEH
BMEE L
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VI. EMBEICET HRE

1.

I R E DHERS

(1) ARLEDGOPRE

B R L

(2) BREABRTHERBShOPRE

<EUT AN A NE1Omg TAET] >

16.1.1 BEEES

fERERAN 8 BT TN A A RNT gV 3 —T ¢ U 7 HE 10mg ZZZJERFICHRIRR O#&E Lz & X

EFT A A S OMBEPREITRG 3.9 K]

I (Cmax) 526ng/mL {252 L I3 (t12)

4.6 BRI T L7z, Cmax X OVMAE R — B AR FifE (AUCo-) 1% 2~50mg ™ O#ipH T
HEIZHE L THRLE (F1) 27,

K1 REERANCBT DB T A -

1) A OKE > BAC BT L AGE &L 1 B 10mg TH D,

RADT LLF— BRI 2 &EHEIX 1B 5~10mg TH 5,
16.1.2 REERES

#hH& Thmax Crnax tise AUCo-
(mg) (hr) (ng/mL) (hr) (ng * hr/mL)
2 2.8+0.9 108+23.1 4.34+0.76 753+242
10 3.9£1.5 526+138 4.57+£0.39 3840+906
50 3.6=1.2 25501250 4.63+0.41 19100£7910
R R R A

RN 8FICETNAHA N T 4 ha—T 75 10mg 2 1 A 107 AMERAES L
EED Cmaxid 1 HHZS 580%+136ng/mL, 7 HH2Y 660+ 124ng/mL TH-o7=2%, 5 7 HHOD
AUCo-2un: 134551 A H D AUCo- & —5 L T 0 Ve 510 X 2 EMMEIERD bivieho 7227,
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16.1.3 £MFEHNFF1EHER
IS EIE T DA FHI R SRR T A RT A L SEO—REICDWT CERL 24 4F 2 A 29 HIEAR
A% 0229 % 10 =)

FUTAHARE 1I0mg THIET] KO 7 LT 10mg 2, 7 0 A4 —_"—jEIc L ZhFh
18 (FEr7 A AARELT 10mg) BEERABIEICHERSRER DG L CiEhE 705 A R
BEZHEL, oz R e T 2 —4% (AUC, Cmax) 22O\ T 90%f(E #H X Rk THEFHiE
W17 > 725 R, log (0.80) ~log (1.25) DOHFPHANTH V| WA DALY FHIFFEME R I,

28)

X2 EKYWRE AT A =X

HENT A—H BENRT A —H
AUCo-24nr Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
BT VAR N
4250+1043 575+139 3.20t1.36 4.34+0.66
10mg THET ]
T VT EE 10mg 4314+=980 594+154 3.361t£1.28 4.49+1.48

(1 ge#& 5. Mean*=S.D.. n=22)

(ng/mL)
—@— 7 ILAHAME1Omg [BETL]
600 - A LT EE10mE
% 1545, Mean=S.D., n=22
h
£
>
F 400
o
7
2
b
;E
200 -
-A%—'@»—;
0 e
0 6 12 18 24

1 5% P SR I HEHERS

MAEHR N NS AUC, Cmax 5 0D/37 A — & (3, #ERFE ORI DL + e 55 OBk
FFIC & > TR D AN D D,
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<EVTNVHANF 2T 7)VEE bmg THIET.] >

16.1.1 HEKE
TEEERASHINCE L TNAA AN T gV ha—T 4 7 EE10mg ™ 222 8RB O &G Lz & &
EUT A SO MBEFYREE IS 3.9 REMZ ISR & IMAETIRE (Cmax) 526ng/mL IZE#E L, HK
G (tye) 4.6 Ref THR Lz, E7o, MR — R dht T i fE (AUCo-w) 1% 3840ng * hr/mL
ThHo7227,
) AR INTHEECHEIZ, 6Bl Eo/NRIZ 1F 5bmg Th 5,

16.1.2 RERE
BEIED D PAIE DO/ NERE X EBEICE STV A N F a7 7AEEmg & 1 B 1[0 7 ARI&H%
FAER ARG L& 1 HEITRG% 3.1 Kefil, 7 H BIX& 5% 4.3 KHIC Cmax (630ng/mL &
U 628ng/mL) ITE L, tizlTWT N bB L Z 4K TH-72 (F), 1 HH KLU 7 HH®D AUCo-24hr
ITZFNEI 4170ng * hr/mL &Y 4910ng - hr/mL Th o7, MPFEPIZE T AT A MIIFEALL
EELRWZ ENRB S (F1) 2729,

(ng/mL)
800 r

— O — EVFIVAANF2T S IVEE
700 5 mg. day

n=7. T+ EilEfFEE
600

I1HH

A 500
B 400
i 300

200

100

0 6 12 18 24
IRER (hr)

K NEREREICBTDE TN A NF 27 7 IVEE bmg RAERE 0 % 50 o M th o EHER

F1 NEEEROEBEANICE T 2R T A =X

s | e Tmax Cmax tue" AUCo-24hr AUCo-
(hr) (ng/mL) (hr) (ng * hr/mL) (ng * hr/mL)
N 1HH 3.1+1.6 630+234 3.99+0.42 41701000 42501000
7HH 4.3+1.4 628 +222 4.08+0.55 49101260 50301280
. 1HH 53*+1.0 580*+136 4.68+£0.41 44701120 4690+1210
BRI 7 HH 3.3+1.0 660+124 5.06+0.32 46801030 4960+1120

BHE T NAHANF 2T 7 bmg UNERHRE), FUT MDA RN T 4V bha—T 4 L TEE
10mg (fERERRA)

PR EIRERE, n=7 CMNEEE), n=8 (fEHAN)

TR LYy v 7 A TR E

28



16.1.3 FaF7INEE T4 N LO—T 4 VT EODEDBREDLLE
TR AICE T AN A NTF 27 70EE 10mg P FOEVTADARNT 4 )b bha—T 4 V7§
10mg ™ 2¥H LB ADOEMBFE T A —Z X TDO LBV THD (F£2) °9 UrEAT—4),

F 2 REERANCEBT DB AT A

N Tmax T Cmax tue AUCO-oo
= & O
(hr) (ng/mL) (hr) (ng * hr/mL)
10mg CT 2.0+0.3 493.7£83.1 4.8+0.3 2938.8+583.1
10mg FCT 4.0+1.4 333.4+£109.6 4.6+0.6 2447.6+779.0

n=16, V¥ EHERFZE, CT: EVTNVHANF 2T 7 NEE, FCT: €T AN A T 4L ha—
T4 TR

T oo Rl AR

) KGR SN B R O &R, 6 %Ll Eo/NRIZ 1 [Fl 5mg Th 5,
16.1.4 £EMZEHRFEHER

EUTNAANF 2T TNEEBmg [AET] L7 VT F a7 7IVEE bmg &2, 7 0 AF—/3—
Bk EnEn 16 (£ 70 A NE LT bmg) fdFERABHEICHEEERR &L (HE - K
& FG TN « KR LEG R ONAENESR « Kb 0 5T O ENEER - K72 LEE) LT
WHPETADA MREZIE L, BONTEYBIE T X —4 (AUC, Cmax) (22T 90%(5 4
XA THEGHIRNT 24T - 725 5. log (0.80) ~log (1.25) DOFFANTH YV . il LY FH[E
EMERTER SN Y,

£ 3 EYEE AT A—2 (H§ - KdHY&FEH)

HE/NT A —H BEIRT A —H
AUCOH24hr Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
T IV AR TIVEE
TARANTF 2T TG 1981+401 309+ 62 2.25+0.59 | 4.68+0.40
5mg [HIET
T VTF T TIVEE 5mg 1986429 314=*=46 2.35+20.60 | 4.76+0.48

@ EXFINHRAKNF 27 T IViESmg [HEL]
<L LT F AT T IVEEEME

5 -
300 - 1§E#%5, Mean+S.D., n=24

200 -

FAE 7 NS S\ HESE

100 -

0 4 8 12 16 20 24
R (hr)

Mg PR (HIE - KD D &5)
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F 4 YT A —4 (HE - K LEG)

HIE T A— B BENT AN
AUCOﬁ24hr Cmax Tmax t1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
ETIIVH A %
STVAANF 2T TIVEE 2114499 299+ 53 2.94+1.30 | 4.79+0.54
5mg [H[ET]
UL I LT F 2T T bmg 2152+ 543 301+ 57 2.35+0.60 | 4.82+0.56

(1 8E¥% 5., Mean*=S.D.. n=24)

(ng/mL)
350 -
@ FELTFTIVHRNF 2T TIVEESME [HET]

300 - <L D GLTF AT TIVEEEME
i 158835, Mean=S.D., n=24
% 250
i 1 )
£
Iy )
7 200 4 a
v
bl )
2 !

150 A A
A
55
~100 A

50 1 h\&’;"“’\
TS
] \"_‘.‘.\é
0 8 12 16 20 24
B (hr)

MmAEhREHER (HE - K LIxE)

x5 FEMERENT A -5 (DENEMR - KDY &RE)

HIE 8T A—H BEINRTG A —H
AUCOH24hr Cmax Tmax tl/Z
(ng * hr/mL) (ng/mL) (hr) (hr)
TTNIA LT 2T TV 2141+697 312+60 2.66+0.75 | 5.000.82
bmg [HIET
SV I VTF 2T Tk bmg 2165+ 677 305+ 56 2.66+0.89 | 4.94+0.71

(1 #2# 5. Mean*+S.D.. n=22)

(ng/mL)
400 -
@ ELTFNHAXNF2TTNEEEMg [HETL]
A YL T F AT TIVEEEME
L 300 188405, MeanS.D., n=22
h
£
>
z
);7’ 200 -
2
N
b
s ,
100 |
0 & ‘ ‘ : N‘}
0 4 8 12 16 20 24
B (hr)

MmAE PR EHER (DEENERE - KdH D &5)
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#£6 FWBE T A4 (OFENER - K2 LES)

HENRT A—H BENRTG A —H
AUCOﬂ24hr Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TUT IV A T T
TNEA T = & 2144+428 323160 2.61£0.69 | 4.83+0.50
5mg [H[ET |
VT VT F 2T T IVEE bmg 20421426 31858 2.50+£0.83 | 4.771+0.45
(1 2% 5-. Mean*S.D.. n=23)
(ng/mL)
400 -
—@— T FIARNF2T TILEEEMe [AETL]
- G TF 2T T IVEEEME

%300 1§74%5, Mean+S.D., n=23

th

E

Z

z

Jj'; 200

z

N

Pl

E

100 -+
0o T T T T T T
0 4 8 12 16 20 24

Rl (hr)
X mAER R (D RENTERE - K7 LEES)
MAEFPREEN ONZ AUC, Cmax 50/387 2 — X 13, #BRHE OBR | (R OFIE S - Bef 45 O3Bk
FIFCE o TR D AREMER S 5,
<EUTINHANGE B mEg THETL] >
FBUTNAHAME bmg THET] X, [EESER DO EERA OADFRRENRBRT A FF A
v (CERk 24 4 2 H 29 BEERFAT 0229 5 10 5) )
FEUTINAANESmg THET] X, T 7 /A B A ME1Omg [HET ] ZEERAL L& &
2B SRS &M S, ERFEICRS L Bl Sz ®),
(3) i
MG R R L
(4) BS - BfREOREE
1) BFEORE
16.2.1 BEOXE
<EUTIIHAAMES Mg THET] /£ 7 /WA 10mg [HET] >
TR A 8 BN T NI AN T gV ha—T 4 78 10mg 2 BEEE Lz & &, 228z~
T AUCo-lE 3420+598ng * hr/mL 7> 5 4240+ 1120ng * hr/mL (2 24%H00 U 7=, i i 45 v i i
BIERFM (Tmax) (ZEHERE : 4.0 1.1 BERE, B% : 4.4 1.8 ) KOty (ZEHERF - 4.310.58 IF
M. &% : 4.30£0.35 Rffl) 1TIFTEN 27227,
<EUVTNAARNF 2T INAEESmg THETL] >
R NICE Y T A A NTF 2T T EE bmg 2 BEBEHR G5 2 LI12 X0 ZEIERFIC A~ Tl 4
Hh e R R (Tmax) 1% 2.8 0.9 BEf 23 5 4.0+ 1.9 BRI HRIE L 7=, F 72 . Cmax IX 488+ 66ng/mL
M5 256+E82ng/mL 12 48%J8/ L, AUC 1% 2730£743ng * hr/mL 75 2386498ng  hr/mL |2
13%b Li=°2 (UMEAT—4),
(TVI. 7. FHAEAMEM]. VI 11. @A EokE) OEBHR)
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2) FH3EDEE
16.71 7/ /NILE&—)L
RN 7 = /3L E X —)L 100mg (14 HERIE) 2 0#& 5 Lz &, £ 7/ A b 10mg
BO(HE) ZROFGICE 0TS LT T D A D AUCe-13K) 40% Li=2 2 (SREAT
—%), [10.2 ]
16.7.2 774>
HERERNIZE L T A A N TR VAlE R (200mg ™ % 1 H 118 6 BEKEH DL VIE1H 3
6] 8 HMIE) CROFKSG L, 747 4 U > Ofk0#& 5 (250mg HiAl) & 25 W I E RN 5- (bmglkg
HE) Z#0fH Lz &, TR T 47 40 U VREOKTRRBO NN, ETIAHARNT VA
~%4y7ﬁ1m@m(waﬁﬁ@)@%D&5&7w74)/5myg($@)@ﬁwmﬁg
OPFACIMIETR T 47 ¢ U VIREOELITRD o724 UMEAT—4),
16.7.3 FL F=V>, JLF=vVyRAY
ERERLNIZE TV A K 200mg ™ (6 HRIKIE) &7V F=>1 20mg (H[E]) ZfEO#5ICX
VR L7222 7L RF=Y 0D AUCo KT L =y a D g7 T REEL il L THEIC
KT LR, ZOMDOIEMENRE T X — 2 IZBA0IT R inoTe, FTo, ERANCES TV A B
200mg ' (6 EMIXE) &7V K=Y nrr 20mg (M) ZEHEIRNESGICEZVIFHLZEE, 7L
R=Y VROV R=y o rOEYEEITNTh b EBEZ T Rho72% GMEAT—),
E) AN XY B s
$€ 5mg/FE 10mg : Al A O KUE SN B35 1T 2K &1L 1 8] 10mg Th 5,
RADT L —PEE i ié%@m%ilﬁ5~wmgf%éo
F a7 7IVEE bmg : AR I N HEKR OHEIL, 6 5L Eo/hNRIZ 1 [F bmg TH 5,
16.7.4 BOBMITE (TFZILITXFSPF—)L35u9// LTF 2 FAY 1mg)
R AIZE 74 A b 100mg (8 ARKE) LREOBHTHE (mF =Lz T V4 —/L 35
ugl/VEF Ry Img BEA) 2 OFGICIVHALIZEE, =2 F =L A ST V4 — L KO
JIVEF v Ra v OFEYEREIT TR BB EZ T R no2%Y GHEAT—4),
16.7.5 >dxL v
fERERRANICE TV A R 10mg ™ (7T BHIEXE) &% 0.5mg (HE) Z&OFEGI2ED
BER L7z & X, SaEREMED I 0 OEMEREITELZ T h o227 EATF— %),
16.7.6 TILI77 V>
BERERRAICE TV A N 10mg ™ (7 BREIXKE) & UA7 7 U 30mg (H[A) ZREAO#FEGIZX
DOFA L7z &, U7 7 U o ORISR E I B L T RhoTe, 7o, 7rmhrr by
RE~OEE L o 7228 GMEAT —4),
) ANz L B s
BE 5mg/#E 10mg : B} A O KE 30 BT fé% SHEIX 1[F 10mg TH D,
FRANDT LA — BRI T KR HAEIL 1 [ 5~10mg Th 5,
F 27 7 VEE bmg : ﬁk%@éﬂf:ﬁﬁ?ﬁ&@ﬁﬁ; 1L, 6 LA EO/NIIZ 1 [ bmg TH 5,

2. EMEERP/NTA—4

(1) fBAE
MER R L

(2) WRALEETEH
MR L

(3) HEEEEH
MR L
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(4) U735 2R
AME R L

(5) HMEHE
AMER L

(6) it
M E R L

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

4. HIR
16.2.2 £EYFEHFIAE
<EUTINAANESMmg HET] £ 7V AA N 10mg [AET] >
BERERR BT DM EFI A RIL, 58~6T% TH 72" FHEANT—4),
<EVTNHAANF 2T TVEE bmg THIEET.) >
BERRRRAPIZE T A A DT 2T TG mg KOVE L TV A A N7 4V ha—T 1 7 §E 10mg
P LTZ L & OEYFIRIARIIZNER T3% K U 64% TH o724 (HEAT—4),
(VI 1. (4) &F - fFHEORE) omEsR)
E) AR EINT-HEECHEIE, 6Ll Eo/hNEIZ 118 5mg Th 5,

5. 9

(1) mi&-iEEIFTEEYE
Pl v/
(2) miE-RRIREIFEEYE
(IVIl. 6. (5) Thst] DOIEZH)
(3) AA~DBITHE
(IVIl. 6. (6) #Lhw) DOEEBHR)
(4) HE~ADOBITHE
Pl v/
(5) ZotinB#~DBITHE
MR L
(6) MREAHEEE
16.3.1 EEEAE
EUTNAHARDOE MIUEEA L OFRAERIT99.6% ThH o7z, LT IIVH A MIAFHREED T L
72U a R R A O 12 99% L EREA L= (in vitro),

6. R

(1) REBLEIRUCKBER
MER R L

(2) REICEAE5T 58K (CYPH) OHFE. 5=
ENMIBITDHEST IR NOEERBHDITMEA TNV EOKBIAER IR DAL T LD
KBBLETH 72, ZhbREmOALRIZIZTZENENT 72— P450 (CYP) O THETH D
CYP2C8/2C9 KN 3A4 A H- LTk Y .CYP2C8 NE LT/ H A b D EENHEEE ThH -7, [10. &
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)

WZAEE A F VIO KERLARIZ A VAR R IR £ THALRIRE 2321 2 2 DR SN TW5, In
vitro PRBRIZ X 0 IRERF O AR E CiL, 78 A MiE CYP3A4, 2C9. 1A2, 2A6. 2C19 X
12 2D6 ZFLHE LRV LAURE izt ?) T46),
T/, In vitroRBRIZE VT VB A Mid CYP2C8 #BET 5 2 EAVURENTZA, in vivolZBW
TIXEY 7V H A MEIEIZ CYP2C8 TR#A SN LHMREBIRIEAITHL e 7 &2 b DERKIEY
ME/ERAREBR T, CYP2C8 ZfHE LW ERrENT GMEAT—4), LER->T, TV
71 A KX CYP2C8 TR SN D IA (N7 U X Xw %) ORFHIEEBLEZRIFTIR2NWEBZLND,
(3) MEEGBMNROFTERVZTOEE
MU ERR L
(4) REVOFHEOERRUELL., FHELE
BRI L

7. et

16.5.1 (@R ANICE T AH A b I 7 ILA 400mg ™ % BLERR O # 5 LT & & ROIRZE LRI H
ENphoTz?,
16.5.2 fERERLAIC UCAZRRE TV A N1 72 VAl 102mg ™ & HERR OG- L 72 5 B MO 3EH &
OPR i SREHEIERIZ Z 2K 86% M N 0.1% TH 7248 UEAT—4),
) BANC L0 B D

BE bmg/#E 10mg : A OKE S0 ELC Té%mm£i1ﬁlm@f&é

A DT LA —MERICET 2 KBHAEIL 1 [ 5~10mg Th 5,
F =7 T IVEE bmg : ﬁkaﬂéﬂtﬁﬁ(i&@ﬁﬁ%i 6 LA ED/NRIZ 1 18] bmg TH 5,

8. FSVARR—A—IZBHT S1EH
B R L

9. BRZEICKEIBRER
(Tvil. 10. wERE] OHESMR)

10. BEDEREZHTIHEF

16.6.1 FF#REfERBE
BREE DD P OIS RERRE E DO H T A RFICE L TAB A R T 4V A3 —T 4 > 7 §E 10mg
ZHEEREOBEE L7- s &, 4.0 B2 Cmax 313ng/mL IZE L., tye 8.6 FF CTIHA L7z, tue 36l
FERR D 4.7 FERICHE~TEEL 720 AUCo- 1% 2248.7+812.1ng - hr/mL 75 3167.2+1300.5ng *
hr/mL (2 41%M L7249 59 ULEAT—4),
16.6.2 EinA
feE s (65 M~T3 ) ST TADA N T 4V ba—T 4 78 10mg ™ ZH[EREO#E L
7ol &, 2.8 KFEITZIT Cmax 495ng/mL I L, ti12 6.6 FFH THA L7z, Ml D AUCo- (3423.2
+1344.7ng * hr/mL) [3HEEEIEEIRE (20 E~48 %) @ AUCo~ (3624.0+1257.8ng * hr/mL)
WL TH BT R o725 5D BEAT—4),
E) BANC kY B s

$E bmg/BE 10mg : B A OKE SN EICR T 2 &R HEIL 1 [l 10mg TH 5,

FADT L —VERRIZIIT 5 &GRH &L 1 [ 5~10mg Th 5,
F 2T TVEE bmg : AR SN HEEROHER, 6Ll Eo/NRIZ 1R 5mg Th 5,

1. EDik
LR L

34



VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2.BE (ROBEIZIFBELLZIN &)
BHN DRIk CIBBUE DB D & 5 B E

3. PTEEXIHRICEET HEE L ZDER
BIE STV

4. AERUVAEICEET 3IEELZDOER
(IV. 4. AEXOHEIZBEET IERE] 228 T52L8,)

5. BEELEXRMIE L TDER
<EUTNHANEBmg [HIET) /F27/VA ME10mg THET] >

SEELEXRMIE
(FheEFIE)

8.1 AFEHICTL Y AT 1A RHEFFREZE LS/ BE T, AFORS 21+ 28541F, JFIRERH
BOBETNNHHDOTHEET D L,

8.2 A& DOERERIRIZIA S TRV, 5O, BEAGIE., BEKOBROITEZ 5 TR
DRESNTHWDOT, BEOREZ HYICBIET L, [15.1 2]

8.3 KAl T A = b U = AEHUAIE A RFIZ A7 FR BRME 256 I A A 3 IEEAR O L& 28 2 4 U Tz
EDOWMENH D, TNHOERIT. BBLeAKRAZXT oA FHIORE - hIERICAE LTV D, A
AR, FRICAFEEERER OHERS L OV L O, DU 77, 620, BAFIR. Wi ORIBR % o i & S IR
WCHEETLHZ L,

8.4 AHIHIZ L VRN D LNRNIGEITIE, BAREEMICOEVRELARVEIICEET LD
L
(REXWS)

8.5 AL, M EOEALKHEA Y T | MENBAIFIZZ Y br—L STV DA THiflke L TRk
AT2L5, BEICHHALTEZ &,

8.6 ARANIKESILIRAI, AT A RASEE 2D | T CICE Z > TV DR EFEZ §ER T 2 KA1 T
T2V DOT, ZOZ LITEEICHSHA L TBLERD D,

8.7 RN &£ KRIMEE I TG E 1T, RESILRAD 5 WVIEAT v A REZRGTH2ULERD S,

(fian)

8.1 AHIZPHTHZ LICKVRART v A FEOHEFFEZJHE L ET BT, KFlO#EE:
ZHIE L7GEiE, ARIFRIC L 2 EREIRDR 2L 2D 2 LIk s TREBRRHERT 8%
WD N, FERSMOEBETIRLESBICHKE L, 2720, AKFlEZFIELIESEAIZ,
FURBAHR TS Z L1dd 508, AFIFRGLRETOMIRE VBT S (U ATy RESR) 2 LiEk
l/\53)0

8.2 KEAMEIMNF (FDA) ILKE DA 2 b U = R AREDEHE & VA B E SR (B ARHE)
DRA SCEHEAERIC T 2 EERE 2 BT D L 5 R Lz,

EWNICBW T, KA E OREBEFRIZIAS Ty, ik 22 45 3 H 23 AT EEEEIC X
DeETOBA 2 b = U2 RFREEHERIC L THEEREZITH 2 Ltk ol,
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8.3 AMEIZBITFHEL T H A MUAIKR O CysLT1 52 FARFEHUI O 1R % T C. B BRI,
MAEMFRE ., MEROE(Nl, LDAIHE, =2—a /X —REDERPHLDLNDIZ ENRHH, &
By PERFFR BRI 45 2% % R & 9 D IFBRERTE 2 R A RAEWIEIEE E 2 S 2 &b b, Zh
B OJEIR & A & ORI ERRITHA L TRV, CysLTh Z AP i SRR & f 1]
LTWDREFIZBWTEHEAT oA FEZHMET L2 L0k, AT a4 REIZ L - TRBAME
L L TWIER D BEYEL T~ D ATREMEA B 2 v D, RIEROMEIL, CysLT: S H ISR A
AT v A RIEE G e o BIFHEAE AR IS S, A4 L FRERZS THDH T T VB A B,
PTTANNVIARNOM, WARAT B A RIEORXITa AR v TNTFH O CED [HE
RIEARPEE ) OEIZHRESNTWD, ZDD, ZRHDRMNTEELBEITANEELRE L
77

8.4 AHIOZNENBFED LRV b b b3, BIREEHIFICDI > TRESND Z LBV E
5. [FFEFZ S OETFIRLEBEBIRE L,

8.5 AAINMEORMEHIKTHY | KFOFLGZH1ET 52 L12X Y FEVie, PEF, B2 il
., MR SHEN T T RGO L~V E B2 TENR (YA R) ZLARVR, It
DUYVZRED Z L BHE ORI DEERRBR D THRIN TS Z b, MEOIRE
DEIFIZZ ha— L SN TNIHEEICBWTHLEGE AWK T 2 2 E BN ETH D LB 2, KEH
AT CEEZSBITHRE L,

8.6 T IH A MIMAKOVNEEE L EOEBMIREICENTH S Z LIIRENTHHD, &
BIPEIRA, AT v A FEELERY | SV EREORME N RIC OV TIMZ I TVRL,
o T, TTITHE Z o TV D 2NN EFIEDTRIFICITIAA Z A X 5 BE UIREEFICT
S L TR ZENKELEEX | B LT,

8.7 AMEME EIRMEE A1, AFEE T TH-> THRE YRR H D VT AT oA FEEDH
U2 RmiaiR A= 5 X 0 BB IR EET I L TR 2 ERREE B X Gl LT,

<FTLUTIH A F?1771V5E5mg AT >

SEELEXRNIEE

8.1 AANE. M EDOEALKHENY T WEBRIFIZa Y b r— L ENTWDHEE T bkl L Tk
M43k H, BE, HEEUITICRD Y G EY R HOHRA LT 2 L,

8.2 AANIRESHLIRAI, AT aA ALY | TR Z o TV 2 BIRIELFEME T 2 KA T
TRV OT, 2O LITBE, REFEIZNCRDO VB 2F I3 L TR LER D
%

8.3 AR A£G KRFIMEE I TG E 1T, RESHLRAD 5 VIR T v A REZRGTH2ULERD S,

8.4 AHIEHIZL Y AT A RifFrRZME LS-BE T, AFOERS 2H 1L+ 285815, FIRER
BOBETNNHHDOTHEETHZ L,

8.5 AHl & DERREBIRITASNTIERWVA, 5o, BEGE., BEKOBEAITEZ & TR ER
MHEESNTNDLDOT, BEOREBLHDITBIET S L, [16.1 ]

8.6 AHlZZwm A = b U = AEHUAIE FRFIZ A7 B2 BRM: 256 I A A 3 IEEAR O ML 2k 2 42 U e
EDOWENHD, TNHOMERIT, BBLehKRAOZXT oA FRIOREE « FIERICAE T TH D, AH
il R, FRICAFRRERER OHERE R OV L O%L, TUTE 7). 680, BASIR. i ORIM RS 2 o i 8 A IR
WCHEETLHZ L,

8.7 AAEHIZ L VRN RD LNRNGAITIE, BAREEMICOIEVRELARAVE I ICEET LD
b
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(fiE)

8.1 [VI. 5. EEARLEARERE L ZOEE | & (fF#) 8.5 OHZM
8.2 [VI. 5. HE/REAWEELEZOMHE) & () 8.6 DIESM
8.3 [VIl. 5. HEEARILARMERE L ZOEE | & (fF#) 8.7 OHZM
8.4 [VI. 5. EERILARMER L ZOEE | & (fFH) 8.1 OHZM
8.5 [VI. 5. EHEEARIAMEELZOMME] 6 (@) 8.2 OIEBM
8.6 [VI. 5. HEEARILARMEE L ZOEH ] & (fF#) 8.3 OHZM
8.7 [VI. 5. HEERILEARMERE L ZOEH ] & (fFi) 8.4 OHZM

6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESOHIBE

9.1 AHHE - BEEZEOHLHE
911 RERATAA4 FREZRITTWSEE
AHNEGIZL D 2T 0 A ROBELZ IIZNHBEEITHORERT CHRLIZITH 2 &,

(fi#s)
AR OBEEIZ L OVBARAT v A R ZHET 2551203, JEROBIENEL DL LDRNE S|
F3 e EERO T, B EAERA 2 hr— L SN TS Z & a2 R LT ECHRA I ET 5 2 L%
FLEZFHE L,
(2) BHEEERE
BEIN TN
(3) HHEEESRE
BEIN TN
(4) £HERREHT HE
BRE ST R
(5) WEhm

9.5 ITiE

Bt SFHENR LTV D ATREME D & 5 ZeMEICIE, TR LA MEDNfERE L RE D &S 556
WZOHRFEET D Z L, BN OTHRBITBO T, EIRFICAFI 2 IRA L2880 b A LzgiE R
TR FER R ONT-E ORERH D, D OMEHOIE & A EITERTR, thong B Ia#E L
RAL Tz, BAIE 206 OFELORERERITH G NIZS TR,

(fiA)
SEOHHET — X ITB T, EIEFIZE T A A A M ERA LB A LiaAE IR
PENURE R R NIl OWERHDH Z &b, BIERZTEE Lo, ®EIhzFE b oldhk,
T FBEOLBEOHFE T, INOLOEGEOIFE A SITERF IO BIGEE LA H LTz, ]
PRI Z D OIRE L B U 7o x 2 BRI A7 2 & BIFR 3 & 5 FIBEMEN B 2 L, BIRER T
W, AAE NS OFEGOREREBRITH L NICESN TRV, 2RO TEOR#HEZSEIC
AR DO CEIT SR LT,

(6) B3l

9.6 ZELIF
RIR EOGRMER O RARBEOF M ZZE L, L0 SUTP I 2 Rad 2 2 &, 8 ER (7
v b)) THHF~OBITHRHREINTND,

(fign)
B IEER (7 v F) TERFDIITTICBATT 2 2 LBME SN TV D, AANRE AT PITBITS
LIPEINIAHATH D720, RAMIIFEEICKGTHZ L L L,
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(7) INRE
<EUTNVHANESMmg THETL] /€7 /WA ME1Omg THEL] >

9.7 INR%E
(REXWS)
9.716 MU ED/NR
[7.3 &H]
9.7.21 &L 6 @K\ D/NR
[7.4 ZH]
9.7.3 BEHAWKER., FTER., 1 RERBEOILR
EAICBWT, RHARER, BrER, 1AMoL 255 L U BARRBRIZIER LT 72Ru,
(ZLILX—tE8 %)
9.7.4 HNIZBWT, /NEZEEZ %S L UBBARRBRIZIN L TR0,
(fi#E)
EUTIVAANESBmMg THET /T 7B A ME 10mg [HE T 3/NRISxET 2@ s L7220,
9.7.3 [KHAMKER, FAERKLO 1 mAMOILIICK L TRE K BIaRICET 2ENTOEY T
S T1 A SR O IRRER AN 22N T2 D | L RVEDHESL L TVRWE Rt L7z,
9.7.4 /NRIZH LT LAF—MERRIGEIZET 2ENTOE S 7V A MUAIOE R 20
T2, BHEVENHEL L CTW W EZRE# LT,
<EUTIIVHANF 2T 7VEESmg THET] >

9.7 INR%E
9.711WLLE 6 EKFHD/IMNR
[7.2 2]
9.7.2 BHEWKRER., HER. 1 RKRFOILRE
EWIZHWT, RHEAERER, AR, 1R OILIR 255 & U7z RGBT I L TV 7Ruy,
(fi#i)
972 FTNHANF 2T 7/VEE bmg [ HIE T %5 DENOEKRBRIZIB W T, R HA KRR,
BrAER KON 1 AR O T B HEARBRA 2T, BTN L TWRWEZE#E L,
(8) miE
BEIN TN

7. HE%EHR

10.48EH
AENL, F & L TEYHEESZT F 7 o — 24 P450 (CYP) 3A4 TRFIEN D, [16.4 HHE]

(1) $tRAESETDER
BEEIN TR
(2) tREE L ZFDEA

10.2 GFRCERE (BHRICEE TS )
S 40 T BRAEAR - H5 18 51 e - falRk -+
T ) NJLEH—)L ABNOERNEIT 28NN 7 =/ e X —Lh CYP3A4
[16.7.1 &[] D, ZFHE L AR OB RES
D,
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(i)

AL, EIZ CYP2C8/2C9 K Uf 3A4 TR# SN D, BEFHRAIZT = /7L E#—/L 100mg (14
AR 205 L&, FUTAHA NI 4 ba—T 4 78 10 mg (HE) 8 0#%
HIZX 0T 2 L0 T A A A RO AUCoI13H 40%AD T2 2 ERME STV D23 AHAl
&7 = /e s — V5% CYP3A4 284 2 8A 203 25813, KAIOREMetESh sk
FNRHLHOTEETSHZ L, (VI 1. (4) AF - fHHROEE] OESM)

8. El{EA

11.8EH
ROBWERDB BN ZENRHLHOT, BlEZ 7TV, RENRBO G EICi3&kb 2T
1B %70 EREY) R LEZIT O Z &,

(1) EXGEHER & DRER

1.1 EXLEMER

1M1 7+F745F— BEERH)

11.1.2 MEPE GHERH)

11.1.3 BIERFS. Frk. F#ERE. BE (T bEERH)

114 DEH R RIBFERBMABSE (Toxic Epidermal Necrolysis : TEN) . B % 4 E B & & #

(Stevens-Johnson fE{&EE) . SHHBE (94L& BEERE)

11.1.5 M/MRED (FEAH)

FIEPHER & LT, SR, s, RSO IR S Sbihvd ZEnh D,

(fi70)

11.1.1, 11.1.2 KREBNXEFELZEZIC, SAEOTHREHE THRE SHER (7774 7% 00—,
MAEIE, PR, BE) O b, FRICHERZET LI L0 RN LU CRRHE L, HEEEIETZ
L,

11.1.3 EWN K OMESN CHERE S WV BIER ORI AT o T3 BUEATR ., TR K OWTHRe R 5 23t
HINTWbHZ L, Fio, BAKROT Vv a— RS BEE) OBFIZB W T, fEkeE LTH
JEABBL L TWAH 72, 3E GO T TERZEIER & PIHER) OIEICFHE L7,

11.1.4 RIER#EICIES & hEtEREEERRIE (Toxic Epidermal Necrolysis : TEN) |
FEHEHRAEERE  (Stevens-Johnson JEMERE) . ZIALEE 2 B5C LT-,

11.1.5 [ENORIWERSENER S, ek 24> EERREHbHRES N2 Lnb, THEK
REWER ) OB T IO ] ZiBFE Le, BREBEOEMILVEET & Ro2 2D TH
FERB) & Uiz, FIMERICOWTIL, 2k TORSEGTBO LN TAEIRZ TTICiH L7z,
PIHHER & U CO MBI ER LIERD S b o -55810id, 52 IELREEZITO 72 &
WU RALE 21T D 2 &,
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<DailyMed (USA). 2024 £ 2 H ik >

E 4 KE
s Organon LLC
SINGULAIR- montelukast sodium granule
R5E44 SINGULAIR- montelukast sodium tablet, chewable

SINGULAIR- montelukast sodium tablet, film coated

Granule ; 4 mg

I - k& | tablet, chewable ; 5mg
tablet, film coated ; 10mg

INDICATTIONS AND USAGE

1.1 Asthma

SINGULAIR® is indicated for the prophylaxis and chronic treatment of asthma in adults and
pediatric patients 12 months of age and older.

1.2 Exercise-Induced Bronchoconstriction (EIB)
SINGULAIR is indicated for prevention of exercise-induced bronchoconstriction (EIB) in patients 6
years of age and older.

1.3 Allergic Rhinitis

SINGULAIR is indicated for the relief of symptoms of seasonal allergic rhinitis in patients 2 years
of age and older and perennial allergic rhinitis in patients 6 months of age and older. Because the
benefits of SINGULAIR may not outweigh the risk of neuropsychiatric symptoms in patients with
allergic rhinitis, reserve use for patients who have an inadequate response or intolerance to
alternative therapies.

1.4 Limitations of Use
SINGULAIR is not indicated for the treatment of an acute asthma attack.
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DOSAGE AND ADMINISTRATION

2.1 Asthma

For asthma, administer SINGULAIR orally once daily in the evening, with or without food. There
have been no clinical trials in patients with asthma to evaluate the relative efficacy of morning
versus evening dosing.

The following doses are recommended:

Table 1: Recommended Dosage in Asthma

Age Dose

Adult and adolescent patients 15 years of one 10 mg tablet
age and older

Pediatric patients 6 to 14 years of age one 5 mg chewable tablet

Pediatric patients 2 to 5 years of age one 4 mg chewable tablet or
one packet of oral granules

Pediatric patients 12 to 23 months of age* one packet 4 mg oral granules

*Safety and effectiveness in pediatric patients less than 12 months of age
with asthma have not been established.

Patients who miss a dose should take the next dose at their regular time and should not take 2
doses at the same time.

2.2 Exercise-Induced Bronchoconstriction (EIB)
For prevention of EIB, administer a single dose of SINGULAIR orally at least 2 hours, before

exercise. The following doses are recommended:

Table 2: Recommended Dosage in Exercise-Induced Bronchoconstriction (EIB)

Age Dose
Adult and adolescent patients 15 years of one 10 mg tablet
age and older
Pediatric patients 6 to 14 years of age* one 5 mg chewable tablet

*Safety and effectiveness in patients younger than 6 years of age have not been established.

An additional dose of SINGULAIR should not be taken within 24 hours of a previous dose. Patients
already taking SINGULAIR daily for another indication (including chronic asthma) should not take
an additional dose to prevent EIB. All patients should have available for rescue a short-acting
B-agonist.

Daily administration of SINGULAIR for the chronic treatment of asthma has not been established
to prevent acute episodes of EIB.

2.3 Allergic Rhinitis

For allergic rhinitis, administer SINGULAIR orally once daily without regard to time of food
ingestion. Time of administration in patients with allergic rhinitis can be individualized to suit
patient needs.

The following doses for the treatment of symptoms of seasonal allergic rhinitis are recommended:
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Table 3: Recommended Dosage in Seasonal Allergic Rhinitis

Age Dose

Adult and adolescent patients 15 years of one 10 mg tablet
age and older

Pediatric patients 6 to 14 years of age one 5 mg chewable tablet

Pediatric patients 2 to 5 years of age* one 4 mg chewable tablet or one packet of 4
mg oral granules

*Safety and effectiveness in pediatric patients younger than 2 years of age with seasonal allergic
rhinitis have not been established.

The following doses for the treatment of symptoms of perennial allergic rhinitis are recommended:

Table 4: Recommended Dosage in Perennial Allergic Rhinitis

Age Dose

Adult and adolescent patients 15 years of one 10 mg tablet
age and older

Pediatric patients 6 to 14 years of age one 5 mg chewable tablet

Pediatric patients 2 to 5 years of age one 4 mg chewable tablet or one packet of 4
mg oral granules

Pediatric patients 6 to 23 months of age* one packet of 4 mg oral granules

*Safety and effectiveness in pediatric patients younger than 6 months of age with perennial
allergic rhinitis have not been established.

Patients who miss a dose should take the next dose at their regular time and should not take 2
doses at the same time.

2.4 Asthma and Allergic Rhinitis
For patients with both asthma and allergic rhinitis, administer only one SINGULAIR dose orally
once daily in the evening.

Patients who miss a dose should take the next dose at their regular time and should not take 2
doses at the same time.

2.5 Instructions for Administration of Oral Granules

SINGULAIR 4-mg oral granules can be administered either directly in the mouth, dissolved in

1 teaspoonful (5 mL) of cold or room temperature baby formula or breast milk, or mixed with a
spoonful of cold or room temperature soft foods; based on stability studies, only applesauce, carrots,
rice, or ice cream should be used. The packet should not be opened until ready to use. After opening
the packet, the full dose (with or without mixing with baby formula, breast milk, or food) must be
administered within 15 minutes. If mixed with baby formula, breast milk, or food, SINGULAIR oral
granules must not be stored for future use. Discard any unused portion. SINGULAIR oral granules
are not intended to be dissolved in any liquid other than baby formula or breast milk for
administration. However, liquids may be taken subsequent to administration. SINGULAIR oral
granules can be administered without regard to the time of meals.
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2. BB SBKRZIRESR
ERICET 5BMER GF—X S UTHE)
AFNCHB T HEH EOFEOHOFLHEH E A —A T Y 7 L3RR 5,
(IVIl. 6. FsEOEFAEBTHEEICEHTHEE] OHEEHR)

Drug Name Category
A=A KT VT OHIE montelukast B1
(2021 4F 4 AER)

BE O
F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)
Category B1 :
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 not shown evidence of an increased occurrence of fetal damage.
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P n=10 | BV0S0O oA E0OB| ool | sraaog| ) DIEAEIDT ISHE
;E ;E j{ J‘/L R H L/ — %‘Z)) H [/ -
PR (IPLO) 278 Byosoo | e e e o FlA

=R x2 —
Za (%) n=3
< 95.0~105.0% > BV0300 |102.2~102.4{102.4~103.7|101.2~101.4| 99.6~100.0 | 99.8~100.4

(z%EfE) EEZ (%)| BV0300 — +3.7

+3.5 +2.7 +3.0

%1 : ORRT £9 0.45 : 1.0%LL F, @RRT 49 0.92 : 0.15%LL ¥, @F Ofho¥azmE
WE  1.2%UTF

X2 RAERICHTIEHEE (%)

His o K

1 0.1%LL T, @kesaElx
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¥ D2 EM % 25°C » T5%RH OARAFSAE THRE LGS, MEIRIZPRAERIKE AR L > 2 A0
KT, 2BOTNCHEOLNE L-, MEIL3 » AR TH 7208, GEIIHKBNTH - T-,

FRARVERK « BRELA) 2 ek Ty L 7=,
SERESEHIR : 2016/9/9~2016/12/22

@ ikt 25°C - T5%RH [EE - BEAY]

(B /IME ~ B KA
=X ERIE H ok TRAF 1 )
<K > B B R 23 1% A 2 % A 3 » A
JREEEDNE L . . . .
PEdE n=10 BV0300 | - = (1 8.0k 29?'7‘5 Il yid) 39@7\5 \ZH 2}9@*7\5 [l g} 2977‘5 Il id)
. B LT | BARILE | B LT | BB LT
MUZRER (HPLC) n=3 |\ pu o0l o A e B FEE

<X1>

& (%) ** n=3

< 95.0~105.0% > BV0300|100.8~101.0| 99.2~99.7 | 99.4~99.6 | 99.0~99.8 | 98.0~98.4

(zEE) Ea2f (%) |BV0300 — +3.4 +3.8 +3.2 +3.0

%1 : ORRT #9 0.45 : 1.0%LL F. @RRT #90.92 : 0.156%LL T, @Z DMOMEFMHE : 0.1%LL T, @Kk
WIE : 1.2%LLF

K2 RRBISHT2EHR (%)

BiES 0 KT

52



EVTFIARMFaIF7ITILESNE THEI]
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@ ik 25°C - T5%RH [EE - BEAY]

(B /IME ~ B KA
— oot A
<K > E B R 23 1% A 2 4 A 3 % A
- T VTR, | RORTRBAD | RORCTRBD | RORCTRBD | ORI
PEAR n=10 BV0300 |~ ook B L7 L7 B L7 L7
MUERE (HPLC) n=3 | pyisng | o e o o o
<X1>
G (%) *? n=3 avosoo | 1012~ 100.4~ 100.8~ 100.7~ 102.3~
<95.0~105.0% > 101.5 100.8 100.9 101.2 102.4
(&) EEZE (%) | BV0300 — +2.9 +2.8 +2.9 +2.8

%1:ORRT #0.45: 1.0%LL . @RRT #9 0.92 : 0.15%LL . @F D OEZME : 0.1%LL F. OEZEWE -

1.8%LL T

K2 FREITHT2EAER (%)
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EVTIAXMESMg THET]
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[ AR v a5

TAANY—DER N ERERY , IR 1EET 4 AP —RNICANTERX R ZRL,
55°COIRY; 20mL W\ \EloTz, T 4 AXUH—ICEEZ LT 5 miE%R, 74 AXUY—%2FT
15 THAE RIS L, ABURE ORI A 8IS LT, RO RAENRD bR WIGEIL. T 5 /5 iE %,
[FRRDBAEZATV, BEIRE ORI 2B LT,

FREOEIETHI D 72 BB RO LR WIGEIEL, BIE 1EZE L, B IR < i
THIRZMEE L, REEOBRIEZITV, RERE RN EZ B L,

[ 3t 1 7

BT D NS T=2T 4 AR —%RET 2 — 7128k L, I 2~3mLU/BOFE CHEALEZ, Fa—7
IR ARG BRI 8 0D 2 KT L, FEAMmZ E O 30cm L& SIZEE Lz, MKz FEA
BICHBEOFKEFAL TTF a—TNEES &S, Fa2a—T7HITERFMDE O bV T uiXisEim ek
RIEZ L & L7,

SRERFERHIR : 2016/10/12~10/13
v &5 : BV0300

2) HERER
R R R R EE e R
EUT VA NEE WEE L=k z2 AW CERLZE & .
8Fr.F o — 7 Zilm L7,
5mg [HIET 5 Sy LINICHASE « 6 LT § i

ARBRIE, TRRERER G N 7y 7 ((BR) CIED) ) ICHECTHEML X LT,
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[ B e v 5k
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15 THEARHR L, fBRm ORI A2 BIE2 LT, RO RIENRD LR WAL, B 5 /i kE k.
[FERDEAE ATV, FAEIRE ORI A BIEE LT,
FRLOBE TR R RERE RO DN WEEA T, BRI TEE2 08 L, B S cRkmE < v
THRIRZBE L, FROBIEEITV., BERE ORI Z 8 LT,

(3 3t 1 A ]

RBIRDO NS T2T 4 AN — 2 RETF 2 — 7108kt L, K9 2~3mL/BOEE CHEALL, Fa—7
VRIS B 8 43D 2 /KT L, HEANE Z DK 30ecm EO @ SICHEE Lz, BEKZEA
BICHEBEOHEKEFEALTF 2a—TNEIES L &, Fa— T NIZEGFWHRRD b2 rudmiEtEic
M7 L& Lz,

SEREHIIN : 2016/10/12~10/13
v h& 5 : BV0300

2) HEBRER
B B R R
EUTFIVH A MNE R U -R 2 W TCERR L7- & & <
SFr.F = — 7 % jii L7~
10mg THET) 5 4y AP I Hi S - I L7 § i

AT, THIRERE RGN F7 Y7 () CiED) ) ICECTHEMBLE L,
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15 THAEARHR L. FREBRB ORI BIZE LT, RO RAENRD BV WSS, HIZ 5 /7 iE .
FERDBEAEZATV, BB ORI A B2 LTz,

FRLOBE TR R RERE RO DN WEEA T, BRI TEE2 08 L, B S cRkmE < v
THRIRZBE L, FROBIEEITV., BERE ORI Z 8 LT,

[ P 3R
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A BRI R T PR AR
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