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6. HADEKBEHTICETIRER"

(1) TR

SR FE R : 2016/12/15~2017/7/20

OT7 MEXEFUA TN bmg [HET] MEEER 40C - 75%RH [ RE (PTP k) |
AERIE ok e vl
<> H A AR IR 1% H 35 A 6 » A
MRk n=3 ATO5C1-1
<X v TEEORT 4 5828 | ATO5C1-2 A A e A
PN Waom s SR> | ATO5C1-3
o ATO5C1-1
FEGERER =3 ATO5C1-2 e e e e
RAIL 7 | L) = = § =
ATO5C1-3
KB —M (%) n=3 ATO5C1-1 3.1~4.6 3.6~4.9
(& B3 —VEBR) ATO5C1-2 4.1~5.2 — — 3.0~3.6
<15.0%LLF > ATO5C1-3 4.0~5.0 3.8~5.4
‘ ATO5C1-1 94.9~102.4 92.3~101.2 94.3~101.2 95.3~101.6
EHEE (%) n=18
ATO5C1-2 | 94.8~101.5 95.8~101.1 94.3~99.8 96.4~100.7
<1547, 85%LL k>
ATO5C1-3 | 97.0~102.3 94.4~100.4 93.6~100.8 94.7~101.5
2B o0 * =3 ATO5C1-1 | 100.85~101.21 | 101.63~102.33 | 100.92~101.71 | 101.12~102.16
Z= (%) ® n=
ATO5C1-2 | 101.16~101.80 | 101.51~101.91 | 101.14~101.51 | 101.13~101.69
<95.0~105.0% >
ATO5C1-3 | 100.48~100.74 | 102.06~102.39 | 101.62~101.75 | 100.72~101.18
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O7 FEXFEF U TN 10mg [HETL] MEEE 40C - 75%RH [Fok o dwie (PTP ) ]
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R n=3 . . . .
. AT010C1-2 flikes A s A
(IRAUL AT L)
ATO010C1-3
KB —M (%) n=3 ATO010C1-1 3.0~5.0 3.3~4.2
(G B3 —VEBR) ATO10C1-2 4.0~5.6 — — 3.5~4.8
<15.0%LL T > ATO010C1-3 2.3~4.7 3.5~4.1
. ATO10C1-1 | 87.2~100.3 93.2~99.6 93.0~98.2 93.6~98.6
wHMHE (%) n=18
ATO010C1-2 88.8~97.9 92.4~100.0 94.3~98.9 93.7~99.4
<1547, 80%LL >
ATO010C1-3 | 92.6~100.5 90.9~101.1 93.5~99.1 93.0~99.4
4B (%) * ne3 ATO010C1-1 | 100.77~101.57 | 101.27~101.55 | 101.31~101.50 | 101.29~102.50
[E=EN S n=
’ ATO010C1-2 | 101.20~101.53 | 101.14~102.17 | 101.00~102.16 | 101.66~102.32
<95.0~105.0% >
ATO010C1-3 | 100.95~101.70 | 100.89~101.62 | 101.20~101.64 | 101.59~102.14
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OF7 hEXETF U H TN 25mg THIET) NERAEB  40°C - 75%RH [Ffkalds
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(FRINFIL A7 b L)
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AN —ME (%) n=3 ATO025C1-1 3.8~4.0 3.5~5.6
(G B3 —VEBR) AT025C1-2 3.4~55 — — 2.6~4.1
<15.0%LL T > ATO025C1-3 3.6~4.3 2.5~4.8
WA (%) no18 ATO025C1-1 | 96.0~101.2 94.9~100.6 94.8~100.9 97.7~103.8
Vi o=
150 82%)L> ATO025C1-2 | 94.1~102.7 94.0~99.5 93.1~100.3 98.5~103.2
AN (4
ATO025C1-3 | 95.6~103.4 94.6~102.5 91.8~101.4 96.0~100.3
SE (%) *n=3 ATO025C1-1 | 101.20~101.73 | 101.46~102.17 | 101.49~101.85 | 102.13~102.42
[==ER T n=
050 010500/> AT025C1-2 | 100.77~101.20 | 100.84~101.22 | 100.97~101.34 | 101.12~101.89
' - ATO025C1-3 | 100.09~101.27 | 100.54~101.79 | 100.89~101.37 | 101.16~101.66
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<> B5 A AR IRE 1% H 3»H 65 H
MR n=3 ATO040C1-1
<X v TEEORT ¢ 5828 | ATO40C1-2 pay T A A T A
HEARBHOM Y 72 H> | ATO40C1-3
o AT040C1-1
R n=3 . . . .
. AT040C1-2 A A ke A
(IRAUL AT L)
ATO040C1-3
KB —M (%) n=3 AT040C1-1 4.4~5.7 4.6~5.7
(G B3 —VEBR) AT040C1-2 2.7~4.7 — — 3.3~5.2
<15.0%LL T > ATO040C1-3 3.1~5.2 4.0~5.9
. ATO040C1-1 | 96.7~102.7 97.3~103.3 92.9~100.8 95.7~102.1
wHMHE (%) n=18
AT040C1-2 | 94.0~101.6 95.6~103.5 92.4~99.4 94.9~102.4
<1547, 85%LL k>
AT040C1-3 | 97.3~103.4 94.8~101.7 95.1~99.7 95.7~102.0
4B (%) * ne3 AT040C1-1 | 101.05~101.55 | 101.56~101.75 | 100.49~101.39 | 101.42~101.68
(SN S n=
’ AT040C1-2 | 101.44~101.87 | 100.94~101.84 | 100.94~101.30 | 101.07~101.78
<95.0~105.0% >
AT040C1-3 | 101.04~101.97 | 101.38~101.81 | 101.19~102.19 | 101.67~101.95
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Al 2= MR A - R oA i 2= W BT A e - M R oA i % 1|
mHE (%) n=6
DV0300 | 90.0~100.7 | 93.3~98.0 | 95.7~103.0 | 91.7~96.6 | 99.0~103.7
<1574y, 85%LL LE>
G (%) * n=3
DV0300 |100.91~101.31|101.41~101.84|101.64~102.03 | 100.78~101.01 | 101.53~102.05
<95.0~105.0% >
X RREBICKHTHAEAEE (%)
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[HEET ) #Eadt

e NS

AigrE B S PRAFHIE
<HHg > &7 BA AA Iy 2 i 1% H 2 5 H 3#x A
WSk m=10 Xy L | XYy THE | Ty v TEHE | Ty TEHE | Ty v T
l M n:
ou NI RT3 | RT3 | R T 5D | RT3 | AR T ¢ 50
<F v v FHEORT ¢ 523 | DV0O300 | o o o o
o i NN ED | ZWNTEWNED | 72N N0 | 20NN ED | 20D 0nEo
N2 EDRED 7 > ) ) ) )
Wh 7w A | WA TR |72 AR | D72 VE | BT V|
B (%) n=6
DV0300 | 90.0~100.7 | 94.2~98.3 | 94.4~103.0 | 92.8~98.2 | 95.7~101.5
<154y, 85%LL >
a8 (%) * n=3
DV0300 |100.91~101.81|101.14~101.60 | 101.16~101.91 | 100.49~100.87 | 101.72~101.76
<95.0~105.0% >
X RFEICHTLIEAEE (%)

[D65 Y& (8 1600Lx) . >+ — L

ABRIE H =N Fange 't e
<HiK > EE BH AGE 30 7 Lx-hr 60 7 Lx-hr 120 5 Lx-hr
YEfk n=10 Fr v THER | FYy v THEN|Fry vy THED |y v TEHED
P n=
R, RT A FBIZN | RT A EBIEN | BT A FBIZN | AT 4 20
<F ¥ v SEBEORT 1 #A | DV0300 | o N A )
o ) PWGOE R 7| N AOBES T | E WO 7| 20O T
72N WEORE T 72 VH >
FILHE| ¥ ILH| ILHE| LA
B (%) n=6
DV0300 90.0~100.7 94.0~99.3 95.8~99.9 93.3~98.1
<1547, 85%LL k>
a8 (%) * n=3
DV0300 | 100.91~101.31 | 101.14~101.44 | 101.79~102.09 | 101.55~101.95
<95.0~105.0% >

% RRRICHTHEHE (%)




SRERFE IR - 2018/7/2~2018/10/12

O7 FEXFEF U TN 10mg THET) 82 40C [EL, [UERH]
ARERIE H =R PRAFHA
<> HE A AR IR 2 i 1% H 2 5 H 3»H
R n=10 XX v TR | Ty TN | Xy TEE | vy T | v TE K
J o n=
. o ORT 4 T | ORT A E50 | R T 4 A | ORT 4 580 | R T ¢ A
<KX v TERORT 4 #A3| DV0300
. i HERrERO | BEREHO | BERERO | HARERO | BEREHO
H AR % B Ofl A 7 2 LA >
BEA 72 VA | 88 2 AA] | BB TR | BB 2 VA] | G R LA
HEHYE (%) n=6
DV0300 | 90.9~94.8 86.5~93.7 87.9~98.7 91.0~96.9 89.8~95.2
<1547, 80%LL >
(%) ¥ n=3
DV0300 |100.91~101.37| 99.88~101.01 | 99.14~100.90 | 100.04~100.60 | 101.30~101.81
<95.0~105.0% >

X FREIHTIIEER (%)
OT7 hEXFEF A TN 10mg THET) MWa%E 25°C - 75%RH  [EYE, B
AR E =BV TRTE I
<Hifg > it BR 4A 2 1% H 2 % H 3% A
Yl =10 Xy TWE | Frvy THE | Fxy THE | ¥y v TEHE | vy THE
lyav) n=
o N ORT A D | ORT A HD | ORT 1 FH | ORT 4 F D | R T 1 Ed
<F vy TER R T 1 A% | DV0300 . . . . .
. X HEREHO | AARERHO | HEAREHO | BEREHO | AEaREHO
HEAAER O 5 7 & LA > ) ) D D D
G0 7'/ NVA | B T2 AA | B2 H | BE R VA] | fE TR LA
WM (%) n=6
DV0300 | 90.9~94.8 | 87.5~91.2 | 81.6~98.9 | 84.9~96.1 | 94.9~99.5
<1574y, 80%LA >
@ (%) * n=3
DV0300 |100.91~101.37| 99.94~100.50 |100.35~101.09 | 100.68~101.58 | 100.72~101.39
<95.0~105.0% >

¥ RTEICKTLIEEE (%)
O7 MEXFEF U I TN 10mg THET) BaEE =R, B [D65 kI (9 1600Lx), » v —L
7w S TEY]
ERIEH =BV TN
<JHHE> &5 BH ARIRE 30 5 Lx-hr 60 /7 Lx-hr 120 )5 Lx-hr
Ytk n=10 Xv v FEHEY | v o THER | v v TEED | Ry o THEN
| M n:
N o RTFLWBEAR | RTAEPEAR | AT A8EPER | AT 8N AR
<F v v TEHEOART 1 E5H | DV0300 . i . i ) i ) i
. ) RBEHOFEH 7 | RBHOEA T | REHOFEH 7 | NEWHOES
HEAEA O 5 7 & LA >
LAl LAl LAl LK)
wHE (%) n=6
DV0300 90.9~94.8 89.5~94.8 87.4~93.8 82.6~93.1
<1543, 80%LL k>
8 (%) *n=3
DV0300 | 100.91~101.37 | 100.06~101.23 | 100.97~101.64 | 100.47~100.84
<95.0~105.0% >

X RREIC

*THEEE (%)




SR IR : 2018/7/2~2018/10/15

OF7 FEXFEFUN SN 2mg THET) EALE 40C B, [EAR]
HERIEH =R PRTFHARE
<HikE > FH5 BRAARE 2 i 1% H 2 5 H 3»H
PER n=10 vy TEB | Fr v THB | Fv o TEHB | ¥ o FEHD | Fy o FEHH
lyavy) n=
o . HFOAER, | FORER, | OB, | FOABH, | HOAEH,
<H ¥ v TENH BRET.,
c o . DV0300 | AT 4 HBE | AT 4 HBH | AT 4 HBA | AT 4 HBIA | AT 4 1A
AT 4 EH AARE O 7 . . . . ‘
S > AARBHOM | ARBHOBE | A RBHO | A REHOM | AAFEHOE
]
1 7 LA B 7 LA B 7B LA B 7 LA B 7 LA
WHM (%) n=6
DV0300 | 88.7~97.1 88.8~95.8 94.6~99.0 90.9~96.7 | 96.3~101.5
<1547, 85%LL >
& (%) *n=3
DV0300 |100.09~100.75 | 100.36~100.60 | 100.48~101.17 | 100.10~100.57 | 100.98~101.37
<95.0~105.0% >
X FREIHTIIEER (%)
OT7 hEXFEF A TN 26mg [HET) MW@k 25°C - 75%RH  [EYE, B
HERIEH =R PRAFHAM
<> &5 BH AR EE 2 i 174 25 H 3% H
Mg n=10 X TED | X TED | T TR | X v TED | v TEHN
lyav) n=
N . AN AN AN AN AN
<H ¥ v TENHARET. o o o o o
Ce s . DV0300 | RT A EHNHE | KT 4BBHE | BT 4B E | AT 4 BA | AT 451/ HE
AT 1 FRH A AT O 5
S BAARFEHOM | BRBHOM | BRFEPOME | AREHAOWE | AR EHOM
]
VoA % oA % oA % oA % H 7 ILH|
WHM (%) n=6
DV0300 | 88.7~97.1 88.0~96.1 91.7~98.4 86.0~96.7 | 96.3~101.7
<1547, 85%LL >
(%) *n=3
DV0300 |100.09~100.75 | 100.29~100.72 | 100.02~100.64 | 100.23~100.85 | 101.63~102.02
<95.0~105.0% >
X RREBICKHTHAEAEE (%)
O7 MEXE®F I 7 BN 26mg THET) a2 =R, B [D6s kIR (] 1600Lx). ¥ v —L
T T THEY]
AERTE B 7k Fange 't e
<A > FH BH G 30 7 Lx-hr 60 /7 Lx-hr 120 & Lx-hr
PEIR n=10 Xy v TENE | S v TENE | Sy v TENE | ¥ v TEHREH
<Hy v TENFOAREH, DV0300 AAREH, AT 1 | OFREH, RT 4 | BREH, AT 4 | OFREH, AT«
KT 4 FH A BARFEHORE A HAAGARER | SAACRER | S2rAGREH B A AREH
%1 DD FENF | O®EH T RALE | O 7B ILH] DT 7 LAl
EHME (%) n=6
DV0300 88.7~97.1 89.5~95.3 91.0~95.5 91.7~93.8
<154y, 85%LL >
G (%) *n=3
DV0300 | 100.09~100.75 | 99.95~100.93 99.94~101.13 99.50~100.02
<95.0~105.0% >
X RREBICKHTHAEAEE (%)
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SRERFEHEWIR - 2018/7/2~2018/10/15

O7 MEXE®F U H TN 40mg [HET] B 40°C YL, KA
BRTE B =R FRAFHAR
<> Eza BRIk 5 2 1 1% H 2 5 H 3»H
R n=10 XX v TR | Ty TN | Xy TEE | vy T | v TE K
J y n=
. o ORT 4 T | ORT A E50 | R T 4 A | ORT 4 580 | R T ¢ A
<KX v TERORT 4 #A3| DV0300
. R FEAZERAD | FEREND | HFEREPO | FARENAD | HERNEHO
HOARFBHOM S 7L H >
BEA 72 VA | 88 2 AA] | BB TR | BB 2 VA] | G R LA
WHM (%) n=6
DV0300 | 90.1~99.1 91.1~96.5 95.2~98.9 91.3~95.9 | 95.7~101.0
<1547, 85%LL >
(%) ¥ n=3
DV0300 |100.14~101.48 | 98.93~100.46 | 100.37~100.76 | 100.34~100.82 | 101.58~102.19
<95.0~105.0% >

X EREBICHTIEER (%)
OT7 hEXFEF U A TN 40mg THET) MBa%E 25°C - 15%RH - YA, B
HERIEH =R PRAFHAM
<> &5 BH AR EE 2 i 174 25 H 3% H
Yl n=10 Xy v WL | Fv vy FEHE | Fry TR | Fr v THE | v THRk
lyav) n=
o N ORT A D | ORT A HD | ORT 1 FH | ORT 4 F D | R T 1 Ed
<F vy TER R T 1 A% | DV0300 . . . . .
. R HOARBHO | FOAEHO | FOREHO | HFOREHO | HaREHO
HOARBHOM S 7 LFH > ) ) D D D
85 7B VH | AE A R VA | 8E D VA | BB VA | RE 2 LA
HEHPE (%) n=6
DV0300 | 90.1~99.1 90.3~95.8 | 93.6~100.6 | 92.4~97.9 | 92.0~102.2
<154y, 85%LA >
G (%) ¥ n=3
DV0300 |100.14~101.48| 99.60~100.33 | 100.25~100.69 | 100.25~101.27 | 100.90~102.15
<95.0~105.0%>
X FREIHTHIEER (%)
O7 MEXFEF U I TN 40mg THET) BEEE =R, B [D65 kI (9 1600Lx), ¥ v —L
5y THEH]
HBRIER =R g &
<> &5 BHAGEE 30 /7 Lx-hr 60 /7 Lx-hr 120 77 Lx*hr
Mk n=10 Xy TEHREOR |Fy v THBEOR |Fv v THBOR |Fv v FEHROR
<X v TEE R T 4 5828 | DV0300 |7 4 MR HFOARE |7 4 WNEORE |7 1 BN HEORE |7 « dnF arE
HFORBEHOW D 7 & LA > O H 72 AHK (O S 72K (O D 7% E| IO 7 & LAl
wHE (%) n=6
DV0300 90.1~99.1 89.3~99.8 90.2~96.8 90.1~92.9
<154y, 85%Lh >
G (%) *n=3
DV0300 | 100.14~101.48 | 100.11~101.24 99.50~99.92 99.11~99.59
<95.0~105.0%>

K RREICHTTOEAE (%)

11




. ANERUBRBROREN

LR

8. fFlE NDEELEL (MEIEFNEIL)
LR

9. Bt
(1) #Hatsn?
<7 hEXEFUHITEN 10mg HET] >
BISEIR S DLW RSV T A BT A O BUIEIZHOWT CER% 24 42 H 29 H
% 0229 5 10 %)

BRI

EE  AARIER S WHRBRE N RE
[BlE R ONRER R - 50rpm (pH1.2, pH3.0, pH6.8, 7K). 100rpm (pH6.8)

[ ]

*pH1.2 (50rpm) ~Tl, FEAERIAFI N OURSIEE HIZ 15 3 LANIZ Y 85%LL EiaH L=,
- pH3.0 (50rpm) TiE, FEAERFI K OA I E HIZ 15 53 LANIC Y 85%LL s L7,
- pH6.8 (50rpm) T, FEAERIAI N OURSIEE HIZ 15 3 LANIZ Y 85%LL A L=,
<K (50rpm) TiE., FEHERIFI R OUARMIEZ E BT 15 5 ANIC ) 85%LL EiaH LT-,

- pH6.8 (100rpm) T, [RFERIKD 50rpm OFEHFER T, 15 s LINITEEMERLA| . AR gL & I

85%LL FIRH L7-7- . REBRZEIE LT,

PAb, REOEHZFE ZEERA (R NF7 770780 10mg) LB LR, 2ToRBRIKICR
W TMRFEERGOEYFRFEFEERRT A 74 ) OHELBIES LT,

(¥ tH i)

BHE (%) pH1.2 (50rpm) BHE (%) pH3.0 (50rpm)

100 | _  S— " 100 |

80 80

60 60

40 | 40 |

20 —e— 7 FEFEF AN TEI10mg THETLY 20 + —— 7 FEFEF N JE)L10mg THEL)

-t =2 k3750 7IL10mg - & =2 373071 10mg
0 L' 1 1 1 0 L' 1 1
0 10 15 0 5 10 15

B (45) B (45)

BHE (%) pH6.8 (50rpm) BHE (%) 7 (50rpm)

100 r 100

80 80

60 60

40 | 40 |

20 | —e— 7 FEFEF AT 10mg THELY 20 | —— 7 FEFEFLANTEII0mg THEL

o —H=2+FF5NTtI0mg 0 ¥ -4 =2 +3F5AFEI10mg
0 10 15 0 5 10 15

B (45) B (53)

12
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<7 hEXEF U I TEN40mg HET] >
BIEI OEW IR SRR A RIA EO—HRTEICTOWTCER 2442 H 29 H  HEARA
7% 0229 55 10 &)

AR A
iE AARIER EHREBRE SRk
[l ORI 50rpm (pH1.2, pH5.0, pH6.8, 7/K). 100rpm (pH5.0)
CHIE]
« pH1.2 (50rpm) Tl FEAERIAEI N OURSIE E HIZ 15 0 LANIZ Y 85%LL EiAH L=,
- pH5.0 (50rpm) TiE, FEAERFI R OA I E HIZ 15 Sy LANIC Y 85%LL s L7,
- pH6.8 (50rpm) Tl FEAERIEI N OURSIE E HIZ 15 0 AN Y 85%LL EiAH L=,
« K (50rpm) TIE, FEHERLA L OARMILE H1T 15 53 PINIC ) 85%LL EIEH L=,
- pH5.0 (100rpm) TiE, [FFERHKD 50rpm O MR T, 15 3 LINITIRERIA &b & 6 I FE
85%LL BIAH Liz7=, BRAEmE LT-,

PLb, REOEHZEB ZAEERE] (R N7 7778/ 40mg) LR LR, £ ToORBRIRICE
WT MERIEIE GO EWFRIREERR T A T A ) OHERBEIES L,

(P b )
BHE (%) pH1.2 (50rpm) EHE (%) pH5.0 (50rpm)
100 100
80 80
60 | 60 |
40 t 40 | /
20 | —e— 7+ EFEF AN TE)40mg THETLLD || 29 | f—— 7 EFTEF AT EIN40mg THETLY
0 =& =2 +5F307F ) 40mg 0 of — & =2 F 5737 71)L40mg
0 10 15 0 5 10 15
BEE (49) BEE (590
BHE (% pH6.8 (50rpm) EHE (%) K (50rpm)
100 | 100 }
80 80
60 60
40 | / 40 | /
20 L —— 7 FEFEF AT TIL40mg THETL o0 L /—e— 7 EFEF oA TE40mg THELY
- =2 557587 t)L40mg —a=2F37307E/L40mg
0 L' 1 1 L 0 L' 1 1 1
0 10 15 0 5 15
B (45) B (450
(n=12)

13



(2) EERFRR D00 E R O LW 21 R E PR R

<7 FEXEFLH LA Emg TAHEL] >
T REXEF AT bmg THET ) 13, [E &SRR D8 0 E R REF O £ 20 R SRR A
RTA4v (CFRR 2442 A 29 B SRAFAIE 0229 % 10 5) ) ICES&, T hEX®F DB
10mg HET] #EERKLE Lz &, WHEENE L EWTFHICRES L B ST,

BRI
iE  AARIERT  EHRBRE SRk
[R5 ONRBRIE : 50rpm (pH1.2, pH5.0, pH6.8, /K). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) Tid, FEAERIF R OARIZE HIT 15 UAINIC Y 85% LA EiaH L7, E7- kit
R (15 49) (BT 2RO 2 OFEHHRIT, REOFETFEL15%OFH LB 2 2 H DN 12
AR 1ELL T C, £25%D&iFHE X 5 H DN -T2,

- pH5.0 (50rpm) TiE, HEUERFI L OASIT E BT 15 3LANIC Y 85% L VA Uiz, 7o iki&it
R (16 49) IZRIT 2 ARG OME 2 OFEHEHRIT, ROPFETEL15%OFHEEE 2 2 H DN 12
fE 1{ELLF T, £25%D#PHEBZ D LD ehoT=,

- pH6.8 (50rpm) T, AEAERIFIK AL E HIT 15 S UAPNIC Y 85% LA BiasH L7, £kt
BRER (16 49) IZBIT 2 ARG 2 OFEHEHRIT, RLOFETFEL15%OFHEEZE 2 2 H DN 12
fE 1ELLTF T, £25%D#HEBZ DL ON otz

« 7K (50rpm) TiE. FEAERIEI K OASIE & HI12 15 4 LA 85% LA HiAH LTz, & 7= ffk bhig i
M5 43) ITB T ARG OME 2 OIEHERIZ, RELOFEEEHEE15%OHFHEZ L2 5 H 00 12
LELATC, £25%DHFHZ#E 2 2 & DM RD o7z,

- pH5.0 (100rpm) TiL, [FFERIED 50rpm O HFER T, 15 53 IPNICEEHERGR] . AR5 & 612
85%LL FIRH LT-7-% . HERAEWE LT~

DL, Ao 8 A uEiE] (7 hEXEF oA 10mg THET)) LB LR, 2T

DRI T [E 8D 5% 0 B RF O L8 FRRI MR T A B Z A ) OHE LA
LI LD, EMFERICRSE L RSN,

14



(Vs il )

EHE (%) pH1.2 (50rpm) EHE (%) pH5.0 (50rpm)
100 r 100 r
80 r 80 r
60 - 60 -
40 | 40 |
20 | —— 7 T tF UATELSmg TEELY 20 | —e— 7 FEFEFNTEILMg THEL]
o o T E=TREFTFUNTEAOM BETS || L -2 =7 FEFEFUNTEIL10mg [HET]
0 10 15 0 5 10 15
B (53) B (53)
EHE (%) pHB.8 (50rpm) EHE (%) 7} (50rpm)
100 r 100
80 r 80 r
60 - 60 -
40 | 40 |
o0 | J/—e—TFrEFEFUNTEIUSNG BEL] || o | / —@— 7 FEFEF N7 EI5mg TBEL
o - & =7 FEFEFUNIEILI0mg THETL) 0 & -4 =7 FEFEFUNTELI0Mg TBEL]
0 10 15 0 5 15
B (53) B (53)
(n:12)

<7 h EXREFLUHFEN25mg THET] >V
T REXET LA TN 26mg [HIET ) X, [EESER 28 0 EERA O &Y= RS 7 A
RIAr (PR 2442 4 29 B KAEAI 0229 % 10 5) | I2KES&, 7 hEFEF L H 7N
40mg THIET] ZAEHERAIE Lz & &, EHEREINE LS, EMFNICRE L R ST,

BRI

iE AR EHRERE SRk
[l#E% M OABRIE - 50rpm (pH1.2, pH5.0, pH6.8, 7/K), 100rpm (pH6.8)

AIE]

pH1.2 (50rpm) TiE, EERAF|L OARGMGITE HIZ 15 23 DANIC T 85% L BIRH L=, F =ikl
WRERL (156 49) (2B AAROME 2 OIFHFRIL, REOFEEHFEL15%OHFEZE 2 55D 12
i 1 ELLTC, £25%DFPHE X 5 DR 2>,

- pH5.0 (50rpm) T, FEAERIFIR OAGIEL E HIZ 15 23N 85%LL FIRH LTz, F7-cf&lt

Bl (15 43) 2B DAMOME 2 OIFHEFRIL, KO FEEHFEE15% ORI # X 5 b DA 12
1T T, £25%DFAZEZ D b ONRRP-oT,

- pH6.8 (50rpm) T, FEAERIFIR OASLIE E HIZ 15 43 AN TS 85% LA BRI LTz, F£7-fiktt

BERE AL (15 49) 128 DARMOME 2 OFRHZRIT, RO FEHEE15%OHMEE 2 55 DO 12
fEd 1ELLTFC, £25%D®PHEZHEZ D HDONRRN->T2,

15



- 7k (50rpm) TIE, FEHERIFNL OASIE & HIT 15 4y AR 18 85%Lh ByAH Uz, & 7= Sk b
A (15 43) 1T ARG OME 2 DEELFRIL, RO FEEHFEE15%OHAZE 2 5 b OA% 12 fih
1ELLR T, £25%DHIHZEZ D DR oT,

- pH6.8 (100rpm) TiE, FFRBRIKD 50rpm O HEERT, 15 4y ANICEEERA], Adh & 610 FY
85%LL LR L7z7=%, RERZEmE LT,

PLE, Aotz 2y (7 Xt F o7 40mg THET)) LB LR, &<
ORBIHIZBNT [EGENRR D80 BRSO ZHI R EMEREBR T A BT A 2] O¥E %
ALz nn, EWEMICE%E L RSz,

(v )
FHEE (%) pH1.2 (50rpm) FHEE (%) pH5.0 (50rpm)
100 | 100 |
80 80
60 60
40 40
20 | —— 7 EFEF N TEI25mg THELY o0 F —— 7 EFEF AN TEI25mg THELY
o~ * =7 FEFEFUNTEIL40mg THET) o i -4 =7 FEFEFUHTEIL40Mg TBETL]
0 10 15 0 5 15
B (&) B (&)
FHEE (%) pH6.8 (50rpm) FEE (%) 7K (50rpm)
100 r 100
80 r 80 r
60 r 60 r
40 + 40
20 | —— 7 EFEF A TEIL2mg THEL] 20 | —e— 7 FEFEF A TIEI2mg THEL]
oo~ & =T HEFEFNTEIAMG (BET 0 o4 -2 =7 FEFEFUNTEIL40mg THET)
0 10 15 0 5 10 15
B (&) B (&)
(n=12)

16



10. &% -aX
(1) FENRELESR - AF. NE/RKRLES - ARICHT51EH
L7
(2) a%
(7 FEXFEFHhFTEIL 5mg THETID)
140 7 7V [14 17 E/1 X 10 ; PTP]
(7 FEXFEFUATEIL10mg THEI])
140 7 7V [14 1 7E/1 X 10 ; PTP]
(Z FEXFEF AT 25mg THEI])
140 » 7w [14 51 7/ X10 ; PTP]
(7 FEXFEF AT 40mg TEHETI])
140 7 7V [14 171X 10 ; PTP]
(3) PHEBE
L7
(4) BHROME
PTP AUk =1 KRV 7o ) 7rtncTF L EE7 000, TAI=ULHE
Eo—: R 7ab L7 (LA
1. A@BHINLIEME
ZUERR L

12. TOH#
LR L

17



V. ARICEYSEE

1. BREXIEHER
EEXR M 28RS (AD/HD)

2. DREXIHRICEHET HIE

5.REXIBRICERET 5T

5.1 6 i A D BFE BT DA MR LRI LTy, [9.7, 17.1.1-17.1.3 S ]

5.2 AD/HD OZ Wi, KENSHE LR OEMEBOBW - FHit~=a27 /1 (DSM™) LOIEAERT
WeSE U7z Wi B IC LS S EC B i L, BEA W T H B oA&KET 52 &,
7¥) Diagnostic and Statistical Manual of Mental Disorders

(i 3n)

5.2 AD/HD ®ZWiid DSM <° ICD*® X 5 7 =R Tt L 7= i S HEIC RS W CEEfET 5 2 &,
7ok, EPNAMEARRERIZIB VT, AD/HD OZ WL DSM-TV @2 B A 12 3D TN L 7=,
*International Statistical Classification of Disease and Related Health Problems :

PRI M O BE et e ] R D [ET Bt 50 J

3. RERUAE
(1) AERUVRAEDOHES
(18 ERFDEE)
WH I8 A OBFITIX. 7 hEXEF L LT1HO0.5mgkg LVWBIM L. ZD% 1 H 0.8mg/kg
EL. EHIZ1H 1.2mg/kg £ TH&E L%, 1 H 1.2~1.8mg/kg THERFT 5,
L, R 1TEB EOMBREH T TITI> 2 L, WThOEEREIZEBWNTH 1 H 25

FTRAKRET 5,

B JERIC X v EEEERET 525, 1 B&ElT 1.8mg/kg XX 120mg DWW vb B A 2 A0
Z &,

(18 BULDESE)

W, 18 MU EOHRE L, T hEXEF L LT1H 40mg LVBIMEL, £O% 1 H 80mg £
THIR L72%. 1 H 80~120mg THEFFT 5,
72720, 1 H 80mg £ COHEIT 1HAKLL L, ZO%OMEL 2 ML LORMREEZ &I TITH 2 &
EL, WTFNOEREEIZBWTH 1 H1EXIZ1H 2B TRAOKET S,
7ok, JERICK VEEHIKT A28, 1 HEIX 120mg #1722 &,
(fi#s)
18 Wl EOBEF BT, AFIOF G OIHIITTH LR A EF S, RKBLEREE O EHL %N
FELLT NI LD, HEBARE LT 80 mg/H ~DOHEIFIIZZI NS OFEFZORIUCTEE
L., REG U ERREEZ 2 B EE32%, X0 RFMEZ 2T 2l bRt 5 2 &,
(2) RZERUVHAEORERE - B
MR L

4. RERUVRAEICEHEY STE

7T.AERUVAEICEET R

7.1 CYP2D6 BHEIEM 26 7 2 3H % 51 0 BF T BRI CYP2D6 OTFER K LTS Z
EVHBI LTV A (Poor Metabolizer) Tid, ARAIOMAREN EH L, BWEARRE LT
WBENRH DT, KGR L TIARMEICRER 2 WEEICORMET 572 8 BEOWREL
HEECBIZE L, MEICEEGTS 28, [9.1.9, 10.2, 16.4.1, 16.4.2, 16.7.5 &MR]
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7.2 5EE (Child-Pugh %38 B) OfFHRERE 2 A3 5 BH 2BV T, BHER R &%
WD B0%ICIET H Z &, £7-. HEE (Child-Pugh 2¥ C) DOAFHEREIEE A2 A+ 5 BEIZBW
TIE. BRAAEH B K OWER &2 @5 0 2% &5 2 &, (9.3, 16.6.2 /]

5. HREKAIE
(1) BERT—2 15—
MR L

(2) ERPRZEEHER

17.3.1 QT HREI=x I 5 4EH

CYP2D6 PM fiesk A (131 %) (=, 7 hEXtF > 20mg, 7 FEFEF 60mg, ¥ I REZ
NZN 1B 2EERAFEGEY £y 7axt 0 400mg (BBYERIR) HERR OGO 4 17 0
AF— =D tQT R AT 572, MHT FEFEF UEED EFIZEO DTN QTeM RIFE (HEkA
B IHTER—=2T 4 060 QT BIRE(LEZICEEE., FHHEZ —B ST X—RA T4 b0
RR MIFRZ i, Wi, TR M ORERE] X TR & B E RN SR, HRBRFE . HRBRAE X R B OB X Ih &
BEHRELTHERADEETVCEVEH L) OIEENRD LA, BRME A CHEE SN D &S
MPREEIZBNTHT hEFEF U0 QTe HIMEICKT 22 8IL7 7 2R &k L CHERIZERD
HHETIE R GEAT—4),

QTcM DI i%E —H I BTN —R2A T4 UL OEACED /N FED 77 2R & D7D HRKAHE

- Pt 5-1% e TITRREDFE
Bh5E .
(hr) [90% 154X [H] (msec)
7 NE¥tEF 2 20mgBID 2 0.5 [-1.2,2.2]
7 FEXEF L 60mgBID 2 4.2 [2.5,6.0]
X7 aFHY T 400mg 4 4.8 [3.3,6.4]

QTeM : #atE T mic L D41 QT [HIkg

E 1) AFloERBEINZAE - HEF, VN1 B 0.5mgkg K VBtA L., £D#% 1 H 0.8mg/kg &
L. &5I21H 1.2mgkg FTHEELL#%, 1 H 1.2~1.8mg/kg THFFT 25, A : 1 B 40mg
X VBAAL, £D% 1 H 80mg £ THE L2, 1 H 80~120mg THiFFT 5.1 TH D,

HE2)EFT 7 XY rOMEPREIXTELY KL 2001 QTe MRDIERE bV 72 o7,
QTcF OEFXF v 7uX o 7T vREOEZ, X7 Xt o OmEFIRE L BIEMER
borltHEINTEY, ARBROBFEMROM XX 0.008395msec/ (ng/mL) & . WEEO
0.0039msec/ (ng/mL) & FRIFRETH Y | SHTRIE DN RIES LT,

(3) AERERFERR
MUERR L
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(4) BREEMHR
1) AR
(/MR AD/HD #2%)
17.1.1 EASE N R
/N2 AD/HD B (6 bl b 18 MRl &G 32 L 7= 7 7 B R IR B S MBI BRI B
W, ANMEOFHmAE THSH ADHD RS- IV HAGER (ERiIH) A TIZFEOLEEBY TH-o
77‘:6)\ 7)O

ADHD RS-IV BHAFEMR (EHiH) OR—2 T A b EEBIENE ToZE/ (LYBC i)

R—2 B .- wa) | 95%(EHE | p Y
\ FA BEZRE i b X[ Williams

BGR N PR PR PR R | R

iy | BL | oy | BE gy | B | e

it fit fit FIE | LR

7*Z+%H | 61| 32.3 9.6 24.2 11.4 -8.1 7.1
ATX 0.5%V| 62 | 32.3 8.4 22.7 11.4 -9.6 9.1 -1.5 -4.3 1.3 -

ATX 1.2 | 58 | 33.3 8.7 22.5 | 10.3 | -10.8 6.8 -2.5 -5.4 0.3 0.037
ATX 1.8 | 60 | 31.5 7.8 19.8 9.0 -11.6 8.8 -3.7 -6.5 -0.8 0.010

N : B KROENTRIBEMOIESE ATX : 7 FEX T GEOHENL - mg/kg/H)

1) AFIOARE S HE - HEIE. [NE 1 B 0.5mgkg K VBIMEL., £D% 1 H 0.8mg/kg
EL,EBIZ1 H 1.2mgkg F CTHE L%, 1 H 1.2~1.8mg/kg CTHEFF 95, A : 1 H 40mg
X OBAEL, £D% 1 H 80mg £ CTHE L=, 1 H 80~120mg CTHiFFT 5.1 TH D,

1 3) ELRMEEXMIT, N—2T7 A & id BEHLZERNLE TG BITET V2 VT
BHREE 7 TR L ORISR SEHEH S,

HE4) pfE (D) 1% Williams EIC S B H S,

T hEXEFUERKRESHT- 183 41 92 1] (50.83%) [ZEIWEANZED bz, EREWER (5B%LL
) 1XEEE (11.5%. 21/183 f4) . AR (11.5%. 21/183 ). IR (9.3%. 17/183 fil) . H.0»
(7.1%. 13/183ffl) T ~7-, [5.1. 9.7 ]

(A AD/HD #3&)

17.1.4 ERRH*RE I HEER

AN AD/HD B3 (18 bl b)) & RICEE L7 7 AR —E e M bigiEiiRics T, &
BMEDFEAT R EE T 5 CAARS-inv : SVAD/HD JERR A a7 IZ FTRD LB Tho71-%,

CAARS-inv : SVAD/HD JERI A 2T D= T A U bicfBlaR £ T2 b (LYEE i)

N TS %= -
ez oo | way | mtem wee | GREE | pwe
BOR AN T TRE [ | BE | | B R | R
e Ee [ TR | EBE
774 (195 33.9 7.5 25.1 | 11.2 | -8.8 9.6
ATX 191| 33.2 7.8 189 | 10.2 | -14.3 | 104 | -5.78 | -7.66 | -3.91 | <0.001

N : e KON BEF OIERE ATX : 7 b X F
E5) p fE, ZXROMGEEXMEIX, #58, EE2EK, X—RAT7A 2B E& LT 50 HoreT
IS EEH ST,

7 FEXTF ARG SN 193 Bl 142 5] (73.6%) IZEIEARERD bz, FREIER (10%
PLE) 1L (40.4%., 78/193 ) . BAKIEGE (22.8%. 44/193 #1]) . fHIR (15.0%. 29/193 i) .
O (10.4%., 20/193 i) TH - 7=,
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2) R&EHUHEB
(/MR AD/HD #3&)

17.1.2 ERE Il HRA#HKR SRR
/N AD/HD B (6 mll b 18 oRii) Zxt8uc 3 L= 7 T R — E S A B & e T
U7z & b B F i L 72 R Ik 1% 5B c B W T AMEORE R ETH 5 ADHD RS-IV
HAGERR (EETH) A7 OHBIZITEROLBY Tho72Y,

ADHD RS-IV HAGER (ERIH) A =27 O (LYDA #R)

HiH () N ) R 72
0 228 22.2 10.4
0.5 221 21.7 10.2
1 204 19.7 9.8
3 206 16.4 9.6
6 169 14.8 9.6
12 146 12.7 8.4

N : e R DA 6k GAE ] O SE B

7 hEXEF UG SN 228 it 155 5l (68.0%) ICRIERANES D, FEREIER (10%LL
FFEEL) 13EEW (18.9%. 43/228 #]) . IR (13.6%. 31/228 i) . &AkEHE (11.0%. 25/228 ) .
I8 (10.5%. 24/228 ffl) T -7z, [5.1. 9.7 ]

(A AD/HD #3&)
17.1.5 ERRERE I BRY#ER SR
A AD/HD 3 (18 skl b) 2582324 L= 7 7 B AR IR — E e MR G BR 2 52 T L2
Ze Rt G FE M L 72 Rk 5B I Il W T AR E ORI R E Cd % CAARS-inv : SV AD/HD Ji
WA T OHBIZTTRO LB THo7210,

CAARS-inv : SVAD/HD JiEdkis A = 7 OHER (LYEK #ER)

wi (A) N ) P 72
0 211 22.2 10.9
0.5 211 20.9 10.6
1 206 19.3 9.9
1.5 203 17.9 9.8
2 200 16.7 9.5
3 190 16.4 9.3
4 175 15.4 9.3
5 173 14.8 9.1
6 163 15.0 9.6
7 155 14.1 9.0
8 149 13.5 9.4
9 144 14.3 9.5
10 140 13.8 9.4
11 138 13.2 9.3
12 135 13.1 9.5

N : e RO AT 6 RAE M O RE B 5
LYEK #5r O#ABRBAsaHr A (LYEE 38 T 10 AR R) 2%5-0 % A & LT,

7 hEXEFUEEE SN 211 i 139 ] (65.9%) ICRWEANRED bz, E2REIER (10%LL
b)Y L (42.2%. 89/211 41)) . OYe (12.8%. 27/211 #1]) TH o7,
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(5) BFE - WBAFR
AR L
(6) AEMER
1) EARERE (—REARKRE. HECARERE. CARKLRAE), RERFRT—4A
—ARE. RERFBEBRARONE
R L
2) RBEHLELTEREFEOANBRIERE L-AE - AROBME
R LR
(7) =ttt
(/MR AD/HD &%)
17.1.3 5L E%E I HER
ShE /N AD/HD B3 (8 5k A | 18 mioRiiti) %G 32 L 72 7" 7 & 7 ot HR B B AR ] b ekl
WZBWT, BEDOFAMRE TH H ADHD RS-IV-Parent: Inv i AA a7 X THRD LB ThHo=1 -

12)
ADHD RS-IV-Parent : Inv DX—Z F A 5 IR BIERIF £ TOZEL (LYAC RBR)
- N NR—RAF A B HBLEE IR 2 p it
VY| S | Y | EEE | | RS
TR 83 38.3 8.9 32.5 13.8 -5.8 10.9
ATX 0.5%D | 43 40.2 9.6 30.3 15.2 -9.9 14.6
ATX 1.2 84 39.2 9.2 25.5 13.8 -13.6 14.0 <0.001
ATX 1.8 82 39.7 8.7 26.2 14.8 -13.5 14.5 <0.001

N : KON RIBEMOIESE ATX : 7 b EX T GEOHEAL - mg/keg/H)

E 1) AFloERBEINZAE - HEE, VN1 B 0.5mgkg K VBItA L., £D#% 1 H 0.8mg/kg &
L., &HIZ1H 1.2mgkg FTHELZH%. 1 H 1.2~1.8mg/kg THERFT 5, A : 1 H 40mg
X VBAEL, £D% 1 H 80mg £ THE L=, 1 H 80~120mg THiFFT 5.1 TH D,

H6) pfEiX, RBRERT, HH#E. CYP2D6 NHTREA EIK, RX—R T A & WA &3 5 L5580
ETNOENFEEERNTT 78R EOxRIZ L 0 FEH L, Dunnett ® 5ik% AW TELE
PEA R LT,

T hEXEF UL I 211 BT 98 Bl (46.4%) (ZEWERIZGE O bivlz, FE2REWER (6%LL 1)

ITEER (14.7%. 31/211 #f) . BAEGE (8.5%. 18/211 #1) . IR (6.6%. 14/211 1) . gL (5.7%.
12/211 f5l) Th o7, [5.1. 9.7 ]
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VI. EMEBICEYSEE

1. REPHICEAESSLEMXITEEaMEF
RS R, B IREY 2 LT R LT U B ED A ZR B E AR
TR BED D DB ORIEE « ZIRFIL, RFOBRMNLELZSZRT DL &,

2. FBER

(1) {EFAEREL - fEFRBF
BEIRICH T 28 AMEICIIMRBE RO 7 VT R U v b T AR — —IZxb 3 2 &N EEH
PG L TS Z ENAREMEE LTIREABND bOD, WiEREFIZIAHTHS 2,

(2) ENERMT SRR

18.2 EE{EH

18.21 €/ 7 VRVYRAABEIER (in vitro)
T REFEFAIT Y MRS FT T R Y —L~D VT FLF U VR IALZRACHELZ (Ki:
4.47M), 7 FEXFEF DO/ AT LT U VRV IAHZAEEMTER F=2 KOV R/RI D A
HIEEAICE LT 30 FU BRI TH 72, 2B, 7 FEXF v F VISR EDEZ R
RITIXIE L A EBRMEZ R S ootz 1Y),

18.2.2 £/ 7 VMYRAHBEEER (invivo)
TR EXEF U IIMREFICLD AT FLF Y B ERE L= (EDso : 2.6mg/kg, p.o.). &
o R = UARBICR L TIRIEE A ETERZ R E R o715,

18.2.3 #HRANNE/ 7SI VREICRIZTTEE (invivo)
7 REX BT IFRIEERTFICB TS AT RLF U U RO RAI v oMMEEZFEIC R X
A (0.3~3mg/kg, ip.). BREAECMBELICE T DRI K9S R IITR L KT S 720
szl 5)0

(3) {EFARBRSME - FriimE
MR L
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VI. EMBEICET HRE

1.

1 R E D HERS

(1) BREFADLGCOHRE

DR L

(2) BEKRHBRCHERESA-ObRE

16.1.2 BEEKE

CYP2D6 EM fEEERAIZT bEFEF 2 10, 40, 90 Xi 120mg # H[EFE 055D Uiz & & 0k
IR (Cmax) K ONMAE PR R FHfE (AUC) (X, #hEICHp LCHmLizt®,

# 1) CYP2D6 EM R ANICT hEFEF U2 HOROAKR G Lz &7 hESvTF O3y HERE
FHRT A =X [BHEHE (CV%) ]

4&55 AUCO-oo Cmax Tmax T1/2 CL/F
" | (ug-hrml) | (ng/ml) (hr) 2 (hr) 9 (L/hr)
10mg 1.25 3.46
(n=92) 0.574 (70.2) |110.53 (33.2) (0.50~2.00) (1.85~6.61) 22.93 (43.0)
40mg 1.00 4.12
2.51 ) 478. ) 21.18 (47.
(n=21) 51 (68.5) 78.36 (33.5) (0.50~4.00) (2.09~17.06) 8 (470
90mg 1.75 4.01
) 4.2 20. 1 20. )
(n=20) 530 (54.2) 192003 (33.1) (0.50~6.00) (2.16~17.03) 0.50 (39.3)
120mg 1.00 4.27
6.43 (37.5 1086.23 (30.6 21.43 (38.7
(n=19) (37.5) (30.6) (0.50~4.00) (2.86~6.23) (38.7)
EE 2) Tmax: ':Py%f[ﬁ (%ﬁ)

1 3) Tye : BTEHME (HPH)
16.1.3 REERES

CYP2D6 EM &R ACT FEFEF o 1[0 40mg XiE 60mg # 1 H 2 [[] 7 HERER O #% 55D
L7z & 2o miEFREIL, MRS 1 RH%ZICENEI Cnaxd27.34ng/mL & ) 615.52ng/mL (2
L, RIEHGEG DK 24 B TEFIREBICET 2 & FPHIS ., RIERGHICE O TRIER

549 1 B4 12 Cmax604.52ng/mL } OF 874.33ng/mL IZ#E L= %),

# 2) CYP2D6 EM R AIZT P EXF T U A KERAKLG L2 20T NEX BT OEYHRE
) RT A —2 [FEEE (CV%) ]

&5‘% &5‘ AUCO'12 Cmax (ng/mL) Tmax (hI‘) )
(u g« hr/mL)

40mg (n=10) #l=] 1.95 (38.3) 427.34 (33.9) 1.25
(0.50~2.00)

40mg (n=10) A8 2.47 (42.0) *¥ 604.52 (35.3) 1.00
(0.50~1.50)

60mg (n=10) #1E] 3.14 (41.6) 615.52 (32.3) 1.00
(1.00~2.00)

60mg (n=9) K18 3.73 (41.8) *? 874.33 (26.2) 1.00
(0.50~2.00)

£ 4) Tmax @ PRAE (HEPA)

#5) AUCo-+

1) AR OAGR S L - R,

N

:1 H 0.5mg/kg L VBHtAL., £D% 1 H 0.8mg/kg

L. EBIZTH 1.2mgkg ETHELZ%. 1 H 1.2~1.8mg/kg THEFF+ 5, liA : 1 H 40mg
LOBIMAL., ZD% 1 H 80mg £ THEL7-%. 1 H 80~120mg TR+ %, Th 5D,
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16.1.5 £YF MR F1EHER

1) PrEXFEFUH T/ 10mg THETI)

BIESE T D EWFHIREMRBRAT A R T A U HEO—HYEICOWT (ERR24FE2 A 29 H  HKAR
%% 0229 % 10 )

T hEXETF AT BN 10mg THIET) RKORA NTFTF 7078/ 10mg %, 7 a0 A4 —/N—JE|C
rvzEnEn1 78N (7 FEFEF L LT 10mg) B A BYEICHERBERO# 5 L T
T hEXFEFURELZHE L, BONEYEE T A —4 (AUC, Cmax) (22T 90%(5
FE X VA CTREEHIRNT 21T o 725 3. log (0.80) ~log (1.25) OHFANTH D . WAIDEMFHY
AP fERR S =t 7,

YR N T A =4

HENT A—H BENG A—H
AUCo-24 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)

7 MNEXETF A7 E/L 10mg
415.6£131.1 111.1£34.5 0.80*£0.52 2.97+£0.59

THEI)
A NZT T 7/ 10mg 417.0*x141.1 110.6+=41.9 0.72+0.32 3.07*t0.63
1A 7TEenE, Mean+=S.D.. n=24)
(ng/mL)
150 - 7 rEXHEFLHTEI10mg [HEI]
gﬂ} -5-XMNIFTHTEII0ME
s 1 H7 LS, Mean+S.D., n=24
7 |
. 100
E
*
+
7 50
=
P
i:3
Ore . . : Al
0 6 12 18 24

BERE (hr)
i 5 SR I P HE RS

MAEHPHR AN NS AUC, Cmax 5 00/37 A — &3, #ERE ORI OEREAHL + e 55 O #ER
KL > TRRD TR D D,
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2) 7rEXEFUHAFTEIN 40mg THEI]
B ERGLOEMFHRERBR AT A R T A HDO - LEICONT CERk 2442 H 29 A Ha
AT 0229 5 10 5)

7 REXEF A TEN 40mg THET] KA NTT T H 7L 40mg &, 7 0 A4 — " —JEIC
Ivzhzn1 780 (7 hEXEF UL LT 40mg) A BIEICHA B OS5 L Ci
R NEXEFURELZNE L, SO EEIE T A—% (AUC, Cmax) 22T 90%(5
FE X B CTHREFHIRNT 21T o 7o fE 5. log (0.80) ~log (1.25) OFEPHNTH Y . MHI DLW FH)
[Pl S =t 7,

HERE ST A —X

HENRT A—H BENRTG A —H
AUCo-24 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

7 FMEXEF I T EIL 40mg
2187.1£1320.7| 450.9%£151.9 0.61%=0.16 3.42*11.08

MAPET
A N F T 57/ 40mg 2161.6+1295.7| 419.3+130.5 | 0.74+0.20 3.40+1.13
1 A7 E, Mean+S.D., n=24)
(ng/mL)
600 - 7 hEXEFLHTEIN4AMg [AETL]
ﬂ} T -&-ZXNTTFTHTEIL40mG
2 I H7€IV3%5, Mean+S.D., n=24
T
K
£
*
t
F
=z
P
E

RERE (hr)

1fi 358 o HEA I HEHERS

MR N AUC, Cmax 5 0/37 A — &3, #ERE ORI OEREAHL + IS5 O #ER
KL > THERRD RN D 5,
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3) 7rEXEFUH TN 5mg THEIL]
EENER DO ERRA OEMFRRSEERBE T A 742 (B 2492 A 29 A JRAFAR
0229 % 10 &)
7T hEXFEF U SN bmg TAETL] X, 7 hEX®F o h 70 10mg [HET] %8R|
LTzl &, IEHEENES S HE S, ARG E RSz,
4) Z+rEXEFUHA TN 25mg THETI)
RN DO ERRA O TFHIRIERRBR AT A N7 A4 (CFk 2442 A 29 B SEAHFAR
0229 % 10 %)
7 hEFEF T EN 26mg THET] (X, 7 hEXFEF 7 EL 40mg [HET | 2@
FlE Uiz & &, IWHZEEINFSE LHE S, AMFNICHSE L RS,
(3) shsEiE
MG R R L
(4) BS - SfREOREE
<BEOEE>
16.2.2 BEDOEE
CYP2D6 EM e A7 b EF & F > 40mg XL 60mg % ZEAE I X A4 I AL N 575D L7z
& EIEERIUC X o TZENERFZ L LT Cnax 13 37%I84 U Tmax 139 2 FFREIEE L7273, AUC
IZIXEITRR S Dve o7z, CYP2D6 EM [BITICE T 5 RHEM SRR OfE R Tk, BFIZLD
Crmax DL 9% TH o128 HEAT—Z),
<PtREOFE>
16.7.1 EERKAEOFVEH L OHH
T REXFEF AL, BEBREOTEFAFYFARE, PTERA, Tz=b A, ULT 7T D
b MR AR GRICEEL KT I oo Tz, RMRIC BRI, 7 MEXETF o MEEA
FEARICHBE L MES 2o 1= (in vitro) "9,
16.7.2 A FIL 7z =FT—FEDHH
CYP2D6 EM f#EEERAICATF V7 2 =F—h60mg % 1 H 1[5 HMEO#HEG L. 7 hEXETF
60mg % 3, 4, 5 HHIC1 H 2E 3 HEROEEGEY L& ThEX®ETF UV EAT AT =T
— FrOOFRICE Y. AF N T = =F — FEFIF IR0 S A7 OO QUG « FE3R A i~
DEBIIHR L 22 >7220 HEAT—%),
16.7.3 WAHIL T2 E—ILEDHHA
CYP2D6 EM R AICT b EFEF 2 80mg % 1 H 1 [FE O #GHFY o EFIREET, Y74
E—L 200ug ZEMAEE L&, T RhESETF U EMAT LT ZE—LHHIC L0 DAL
MES~NDEENBD NN, DT ThoTz, 7 NEX|FT UAFE TR OIEFE T TRAY LT
BB )L AER G L5 DRI L Lis o 722D BMEAT—4), [10.2 Z#]
16.7.4 YL T2 E—)LBIRNRES L OHA
CYP2D6 EM RS AICBNTT hEXtEF 2 60mg 2 1 H 205 AFEAKGEY L, 17X
E—/L% 1, 3. 5 HHIZ 5ug/min O T 2 KT THARMNE G- Lz & &, A7 & E— LE
AR £ 512 L IR 9 2 D 4 & O 30 1 %5 o0 2 28I B R 35R O B =22 (SME AT —
%), [10.2 0]

E 1) ARFIOARS - HE - HEE, VNE 01 H 0.5mgkg K YVBMBAL. D% 1 H 0.8mg/kg

EL, EHI21 H 1.2mg/kg £ THE L%, 1 H 1.2~1.8mg/kg THFFT 5, A : 1 H 40mg
LVBAtAL, D% 1 H 80mg £ CH&E L7-t%. 1 H 80~120mg THEFFT 5, TH D,
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16.7.5 CYP2D6 FAE#I & DBt
CYP2D6 EM Of#R A"t F > 20mg 2 1 H 1 AR OFGEEOEFIRE T, 7 hEX T
v 20mg & 1 A 2 BERKERAKLLEEY Lizbx SaxtFrlofificky, EEkEcs T3
7 R EFXFEF D Cmax XL NAUC 1ZZNENH 3.5 (5 KUK 6.5 f5ICHM L, £ & & DR
IX CYP2D6 PM fERERLAICT FEX T 2 HAIRG Lz & M pRE L RRE CThH 72
HEANT—4),

#3) 7T rEXFEFURADUI A An R EF LR GLIZLEOT FEXFETF U OEYEE AT
A= (/N IR E)

AUCo-
o Cmax (ng/mL) Tz (hr)
(u g« hr/mL)
7 FEXEFUEA (n=21) 0.77 173 3.92
RaxvF oHH (n=14) 5.01 612 10.0

CYP2D6 EM fEFERAIC 7 VA F T (ENAKGR) 60mg 2 1 H 1[AT7 HREEO&ES, KIZ
20mg % 1 A 1[7] 14 A& E . &KZIC 20mgl H 1 ET FESFEF (10, 45, T5mg) 1 H 2
A% 15 HE#EGEY Lzt & EM#RE Tk, 74X F o 2000452 L1k v PM 5
W7 MEXREF U omERRENRD b2, [7.1, 10.2 ]

16.7.6 B®D pH ICEET XX L DGR
CYP2D6 EM fEHEAIZT FEXETF > 40mg HEHEO#E GV H D0 T4 27T V' —)L 80mg
RN~ TR T DTV =7 2KEE(EY) 20mL ZO0FAFG- L2 &, 7 FEFBF U OEYEN
FMARIIE L L 20~ 1225 OMEAT—4),

16.7.7 S 4 Y S LEDOHA
CYP2D6 PM f@#HEpk AICT FEFEF > 60mg 2 1 H 20 12 AR AHKSGHY L, CYP3A4 Dk
BThHIXYTAhbmg #HEROKL LI X, T4 YT LD Crnax & AUCo-I35 16%HE1 L
ERHRENEECEENDI D TH--28 HEATF—4),

16.7.8 T4/ —LEDHA
CYP2D6 EM fi#Fepk A &% O CYP2D6 PM el ANIZT FEF & F > 40mg 2 1 H 28 5 HREFEA
$HED L w4 —) 2.0mL/kg (0.6mghkg) ZHEHEAHG L& & EH AT —L HEH
A a7 MENER I TRENDL =S ) —VORIREREZT M EXEF U 3m b EE b L)
o721 GMEAT—4),

HE 1) AFOERINZHAE - AEE. VNE 1 B 0.5mg/kg JVBIAL. 0% 1 B 0.8mglkg &
L., &HI21H 1.2mgkg FTHEL%, 1 H 1.2~1.8mg/kg THFRFT 5, A : 1 H 40mg
FVBAR L., D% 1 H 80mg FTHELZ%., 1 H 80~120mg THFFI 5,1 TH D,

. RYEERB/NS A4

(1) fBHAE

RUER R L

(2) WRINEEETEH

B R L

(3) HEREEEH

AR L

(4) U735 2R

RUER R L
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(5) HH”BER
7 X F UERIRN R 55 D040 B 1L 0.85L/kg (CYP2D6 EM {5k A ) K 100 0.91L/kg (CYP2D6
PM @A) THY ., FICBERIEHIZILL AT D EEZLNEZ2Y EAT—4),

(6) =Dt
MR L

3. 8%H (KREaL—>av) #H

(1) BHAEE
MR L

(2) NRSA—4THER
MR L

4. IR

16.2.1 #ExEMFENFIRAE
CYP2D6 EM MU PM fEFERR A IZ BT D Hasct AW =R RIZFN TR 63% LT 94% TH -
7229 (AMEAT—4),

5. 9%
(1) ik -FeiBE P& @ tE
R L
(2) miE-RIEEIFEEYE
("VIl. 6. (5) iThwt] DOIEZH)
(3) AA~DBITHE
(IVIl. 6. (6) #ZLhw) DOEER)
(4) HE~DOBITHE
ZUERR L
(5) ZotinB#~DRBITHE
MR L
(6) MREAHEEE
7 FEFEFUEE 150~3000ng/mL OFFAIZIVN T, in vitro b M MUEE RS RITK 98% TH Y |
TICT AT I ITHERT S Y,
6.
(1) REBLEIRUCKBER
MR L
(2) REICEAE5T 5K (CYPE) OHFiE. F5F
16.4.1 KHEREURED
7 FEX B F T EICEDNAHESE CYP2D6 ([ k> TRET SN D, FERLAHEWIT 4 FaXx
VIERTHY, T CIcov s e riglasihsind, 48 R ARIET hEXRETF U LIRIER
D) NT KU B AREERZAT 2 S MR LR IRV, 48 R kiEE
12 CYP2D6 (2 &k 0 ARk &5 28, CYP2D6 iHMERKIA L TV T h, o EkfEd CYP BESE H & Kk
BRSEREISND GMEAF—%), £7-. CYP2D6 {EMENKIE LB ENSHE-E MFI 7 1
V—ALx MWz in vitro i RERTIL, 7 hEXETF L CYP2D6 FHEAIZOFHLTH 48 Ky
AR L CHFEITRO b oz, B MFI 7 v Y — AR OEEEFMIEZ H N 2 in vitro?®
BRICE Y. 7 hEXFEF UL CYPIA2 XX CYP3A 27 L2 2 & CYP1A2, CYP3A, CYP2D6
X% CYP2CY ZPLE LW L MR SNz, [7.1, 10. ]
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(3) VEEBHNROERRVZDORE

RUERR L

(4) REVOFEOFERUESL., FELRE

7.

10.

(TVI. 6. (2) ENIPEG 2EEE (CYP ) O, F55) OHEBM)

Pt

TR NREIITIZHR T 27 MEX v F o OFEE L EEHIL. CYP2D6 EM KT PM TN Zh

3.6 B 1) 20.6 FE TH » 7=,

fEEERRAICT hEXEF > 1[0 20mg % 1 H 28] 5 HERO#ELGEY Lo, "CHEG#T hex

T F o 20mg ZHFEREOE Lz L X 0MdtElL, CYP2D6 EM Tid# 5% 168 FEfLANIC# 5 &

DFI96% P RHNZIE & A SR & LTl 7, #PITIIR 2% 038k < 77z, CYP2D6 PM Tii,

B 544 264 BEREILANICHEE G U7 IRE DK 80% SR HICIE & A ERGEH & L CHEIb S, #Eicix

) 17% MR S v7z, Fo, IR DEIS N HBSEED 5 6 REEITH 1% (EM) K U% 2%
(PM) THH., ER#HD 4 Faxv 7 bEXFEFL-0-7 V7 v UERRAIRIE 84% (EM) K

31% (PM) Th-o7=Y GEAT—4),

# 4) SE NGRS B MC-7 M EF T 20mg & HER O 5% OGS RE D
[ T2l + FR R 2 ]

RRPEIR (%)

IR #
EM (n=4) *9 95.81+2.16 1.67+0.32
PM (n=3) *7 79.92+2.39 16.91+2.50
E6) “C-7 MEXET UL 168 FFH F TR L 72 MK CRHME
ET) MC-T FEF LT oE % 264 ] £ TERE L 72K TR

IR¥E
97.48+1.92
96.83+1.09

1) AFNOAGR S AL - A&, R 1 B 0.5mg/kg L VBAAL, £D%k 1 H 0.8mg/kg &
L., &5{21 H 1.2mgkg F THE L%, 1 H 1.2~1.8mg/kg THEFF+ 5, A : 1 H 40mg
FUBBR L, £D% 1 H 80mg FTHE L%, 1 H 80~120mg CTHFFT 5,1 Th D,

SV RR—E2—IZET H1EHK

M ER e L

. BRFIZLBBRER

(Tvil. 10. WEHG) OEZMR)

BEDEREZETHEBE
16.1.4 RA L BROEMBELE
CYP2D6 EM fEFEA A & BT (T~14 7%) OZEMBREA bl U7 A2 R Lic, BT E A D Cmax
(B G EZHRETHIE) LOVEHEREEINIFARE TH L Z EWrEnT, KEMELZZ VT T
AL AR OB CREREWVIRD LN -7222 39 HEANT—4),

# 5) CYP2D6 EM AD/HD /2R L CYP2D6 EM i AE (FRRIEH BRI S M) ©O7 ~ME

Xt F U OEMBNIELN/NT A — X Ol (/s &M EEIE)
Cmax H#8) Cmax,ss 78 CL/F VZ/F
L[ T2 (hr)
(ng/mL) / (mg/kg)| (ng/mL) / (mg/kg) (L/hr/kg) (L/kg)
Al EM 512 524 3.19 0.435 2.01
kA EM 569 667 3.56 0.352 1.82

E8) REM- Y DO E5RETHIEL.
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16.6.1 BHAEEE RO MTHRE
CYP2D6 EM O ANBAREREICT hEXFEF 2 20mg ZHEFRO#KEEY Lzt &, REIBRE
BEIZIB T, REERRAICHE LT 64% 0D AUC OHIKRNERD -2, KECHIE L7582
WET 52 LIC ko T, ZOEIT 4% o730 BHNEAT—2), [9.2 BH]

% 6) A L AN EARERE DT P EF BT L OEYBREFAR) T A — 7 (R IREMFEE)

AUCO-oo Cmax
AUCo- (ig - hr/mL) / Cmax (ng/mL) /
* nr/m ng/m
(4 g+ hr/mL) "e \\ (ng/mL) s
(mg/kg) 9) (mg/kg) 7 9)
R A (n=6) 0.469 2.26 86.0 415
BALEE (n=6) 0.769 2.80 92.2 336

9 KEY7-9 D5 THIE L7,
16.6.2 FFigtEEREFiF ) MR IRE
CYP2D6 EM DO AFHZBREICT hEFF > 20mg ZHEKROKEESD Lzt &, h5E
(Child-Pugh 47%i B) K O'H#E (Child-Pugh /3% C) HFEZABRHEIZB VT, T2V A I
L C AUC 2359 2 (5 L O 4 fFIcHER L7222 UhEAT —4), [7.2, 9.3 Z#]

R EFHN ERATHEEREDOT M EX BT L ORYBREN T A —F [FFFEEE (CV%) ]

AUCo- Crax Tmax T2 CL/F
(u g * hr/mL) (ng/mL) (hr) "0 (hr) "W (L/hr/kg)

TR 0.706 142 1.02 4.26 0.506
(n=10) (67.9) (36.0) (0.50~1.55) | (2.35~8.03) (53.5)
Hh S T S SR 1.17 116 3.27 11.0 0.208
(n=6) (36.7) (55.2) (0.50~6.00) | (7.85~17.9) (28.1)
EEEYRR TN 2.73 126 5.98 16.0 0.155
(n=4) (63.0) (44.8) (0.50~12.02) | (7.21~26.3) (78.5)

£ 10) Tmax : HRAE (FHPA)
7 11) Tue : BT (HPH)
16.4.2 CYP2D6 BIZFEHDOENBEICRIFZTEE
SAE O PM LA TlE, EM R AIZ i U CEFIRAED 7 R E X & F > OS5 e i
(Cavss) 259 10 %, EFIRAED Crmaxss 25K 5 EEMETH 7220,

# 8) AME AR AT T 5 R EHRBRA ST 2 D/ 5N 2T MEX BT o OIEMENREH)
T A—=5 GRAEEE (BERE T CV%))
Cavss Cmax,ss
pe g it (ng/mL) / (ng/mL) / Tmax (hr) % | Ty (hr) |CL/F (L/hr/kg)
(mg/kg) 1 12) (mg/kg) 1 12)
EM (n=223) 249 (58.5) 667 (41.3) 1.00 (0.50,2.00) [3.56 (27.5) | 0.352 (55.7)
PM (n=28) 2540 (14.0) 3220 (11.3) 2.50 (1.00,6.00) [20.6 (17.3) | 0.0337 (18.8)
HE12) KREXZY oRGETHIE L,
75 13) Tmax : TRAE (10 78—& > FA, 90 S—F > | H)

AARNIZBWNT, EM 282 3 DI L7284 (UM, EM EONIM*)  IM* % o AUC O F
WEMEIL EM P i L TR 14 fE@mETh o 72, 2B, BARANCIE UMIZRZS N 2o T
300 [7.1. 9.1.9 H]
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#9) BARAN CYP2D6 EM fEEERAIZT hEXET > 120mg Z HERAOKLG Lo &DT FEXE
T DIEMBNREFN T A —5 [FIEEE (CV%) ]

AUCO-oo Cmax ”
‘gl,ff\‘%ﬂ:u T (h ) # 15)
EeE (1 g+ hr/mL) (ng/mL) v
EM *' (n=5) 4.95 (39.4) 861 (23.3) 3.87 (2.85~4.87)
IM %9 (pn=14) 6.96 (34.4) 1170 (28.9) 4.41 (3.04~6.23)

£ 14) # 1 @sFICESW= CYP2D6 4%EF o CYP2D6 £ B D 2E 4 EIc it » TH%E LT,
7E15) T1/2 : HNWEYME ()

W) AR OARESN-AiE - A&, VR 01 8 0.5mg/kg LV BLEL. D% 1 H 0.8mg/kg &
L. &5IC1 A 1.2mg/kg ifiﬁabf_?& 1 A 1.2~1.8mg/kg THEFRFT 5, A 1 1 B 40mg
KVBABEL, D% 1 H 80mg £ TH{E L7721, 1 H 80~120mg THERFT 25,1 Th D,

1. Z0itk
16.1.1 CYP2D6 D= FE DR
ARERARFHIIZEE L, CYP2D6 {EME A4 AR R L 0 8 L, NS Y I//V%T%“Cﬁﬁ"éiﬂ/\%
AEME (Poor Metabolizer, PM), ZilLUsha i@ &M (Extensive Metabolizer, EM) & &
72o HARANTIZPM OBEIENDIRNZ G, EM 2Bk L. CYP2D6 OIEMENET Lf_
{5+ 73B# 4 5 Intermediate Metabolizer (IM) ZE# L7=°%),

# 10) BinFIZHE2SW- CYP2D6 435

CYP2D6 CYP2D6 CYP2D6 it fx--RI™ 10
FH FHR O FE Y4 (7 LT LIL)
PM PM ANTE PSR AT PR
UM(Ultra rapid Metabolizer) T8 T P TR P R 1)

EM IS TR A R

EM JE%"/ET T EPEAR IR
M TR T AN PR

Yﬁ‘fﬁﬁ&??'&/ﬁ%‘@ﬁ??&
T AR TR A TS MR

7 16) WEIEMEE  *1 (B4R | *2, %35

TGP AL @ %9, %10, *17, *29, *41

ARIEPERL © %3, %4, %5, %6, *7, *8, *11, *12, *14/*14A, *15, *19, *20, *21, *36, *40
W17 WEEIENEE 3 UL EAT A5 A
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VI. £t (EAELOZEESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2R (ROBHIZEIBRELEWNI L)

2.1 RFN ORI Uil BUE OBEERE D & 5 BE

2.2 MAO [HEAl (XY UERRIE., 79XV U ADVERIE, 7 4 X RALVIVERIE) %25
bHWTEEF IR 2 BEBUANOBEE [10.1 B8]

23 EEROLMEREEFEOH 2B [IEXTOEE LS8, EREZELSELIBEZNLLH D, ]
[8.7. 8.8, 15.1.3 ]

2.4 BOHRESII T H 7Y A —~F L IZZOBEREO H 5 B8 (2R T 5 & Ovhiik
HmowERH 5, ]

2.5 PAZEMARNIEOBE HENR S Db LR dH D, ]

3. MEXEIHRICEET SFTELTOER
(TV. 2. EEXIIRICBEET HEE] 2RI 52L,)

4. BERUVAERICEEYT 5IRLETOER
(TV. 4. HEROHEICEETSEE 22452 8,)

5. ERGEFNIE L EZNER

BEELEAXNIE

8.1 A& BeH3 5 EAMSUTEBRIEEH L, BHANCEE UNEOSRAITITEE L OR#EE XXt h
IR D) ) 1Tk LT AFIOIEIR EONE ST R OARFELG I X 2EERBBISEDY X7
IZHOWT, +oRERAREET 5 L & bic, @A TIECO W TRETS 2 L,

8.2 A& EMIMEE T 254 1CIX, LEIDG U TREI 2R ET 572 8 LT, EMICAEAED
Pl 2 Eh g5 Z &

8.3 FRIRABR CAAIR G- H O/NEEF TN T, BRAGESCEETHNGED b TWD oD, KA
HEHOBETIZIIND DIEROFEHICOWCTHERRSBIZETH 2 L, [15.1.1 2]

8.4 WM, HUEIZ AD/HD IZB W T LIXULITBIE SN DD, AFIORG T 6 BB, HE D3H
REEDHREINTWD, BEPIE, BCEMITE), BE ORI UIELIT O W TBIET L Z &,
[15.1.2 B ]

8.5 i B DA A IR L TN Tk whdp i e OBl O BEAEE S 2 W B IS W T L RE ORI
PESUTERF ORI HE S TWD, 2O X9 RIEROFEEZB D= O, KA L OBTE O A[HEME %
EETHZ L, BEPIENEYLRGEALH D,

8.6 IR&., HEWVWENEZDHZ LAH DD T, AAIRG OB ITIE A B HOEEE R 4 1 5 H
DOEEIERE SRV »EETLZ L,

8.7 L& RITH T DB A BIRT 570, AFI O RRMGHT L OG- MM I ESIC, mE R,
O IRiE) #E+ 22 &, [2.3, 9.1.2-9.1.5, 15.1.3 /]

8.8 AFNLMIEXIT A BE 525 Z BB D DT, KFlZLMEREDO S HBEIHEEGT D
BRiE, TBReR 2 M LT HEMICHRT 272 L, HEICRGONGZMTL5Z L8, £, BFD
ORI BE T 200, 2B HE DR BIZET D HIBEREE)N G | DIBICEE TIIR WA R 23
RO D, BHLAXZOHERMENRE I N L BE TR L TARIO®R G 2HRFT 2561003, &5
BRAAATIC OB A IC LV .LlE ROREBELFMET 52 &, [2.3, 9.1.2-9.1.5, 15.1.3 /]

33



8.9 /NEIZE W TARI OB G YN AR EH MO, REBEN @G STV D, AF OG- i3/
REZFORRIEE L, FROEEOHMBED L2V E S IIHEXIRGOTHEZZEET S
e,

(fia5)

8.1 ARFNDF LRI, BECHREET FITAFNCET 2 +o/e WAt U, w2 fik e g
HZlE, VAIZEEEOEIEFHAO ETEETHD Z LN LT,

8.2AD/HD 1%, H#H H & OREITEI~DX T IEDBIGIC & 0 PG RN RE L R HBAR0, i
OFREE . I, BREEDOZ b7e St U TR & 722 D ERSCHRME N2 b 35, AFl %2 BB E9
HDEAITIE, MEIDIG U TR 2 3%+ 572 & L CEMMICA RO mMhi2 £ 95 Z &,
B AFNOHRIIC L DIERDO Y NT v RROFEFEHEG L RTT — X370 < REE 2 23T T4
L2 e, HEETICERGEFIETHZEBARETH D, Lo L, ERRAICZIZRER Z 2 Tl
THZENEFT LW EEZDBND,

8.3 /E THENE S NT/NERPEFVEERGBE L7 T AR RERE (AD/HD £EFEXS 11 3R
B ONBIRIE R F XI G 1 BRBROFE 12 3BR) A OFEMNT L7o/ER. BRREORBLRIL, KA
H#£0.37% (5/1357 i) . 77 2ARELRE 0% (0/851 ), 77 B ARBHREIZ k2 AA B G-
DOHZLEED VY A7 ix 2.92 (95%(ZHEX[H] 0.63~13.57) TH Y. Mt FMICHERZEITR
LR o e (p=0.172), HEASEORIFDOZE L 0.46% (95%(5HHX M 0.09~0.83) TH
D HEFHRINCAH B R ENRD b7 (p=0.016) * 9 B AWk 4 5 72 I3 E L7, AD/HD
DEETIE, 200, BTEELZGDAZOY 27 RS D L9 2% L ORI FES
ZHOEIEN, ARFEDONELERTENI ERMON TS KK & HREBI#HES & R
OWTIEH L TIERWA, AD/HD 20O L ONHEEEDOY A7 ZHRKEELHY L) T —
A bdbHTmh, REFGHOBRETIE, BEMEFLOFBIZ OV THEREBIET L2 L,

* . 3R T LT JE R L7- Mantel-Haenszel OR IR DA

8.4 AD/HD ¥ Tld AFIB G- h B B b P HEAITE, MESRO bND Z e B8H 542,
W7, HUE ORBLUTELOBEN 200, FEERSBIET S5 2 &, AMETHE S vz
WRERONEMEE RIS L U7 7 AR RS (AD/HD BE %5 11 R5R) % 05T L7
FLHUE - BORVEBS R G R O R BRI, AR GEE 1.6% (21/1308 1)) . 77 AR 58 1.1%
(9/806 i) Th o7z, 7T RRECK T DAAIEGREORUE « BURMEREHFRREIOY 27 I
1% 1.33 (95% (5 HEIXM 0.67~2.64) TH Y, FEtFEMICHRRZITRD DR o7242),

8.6 #ME THEME S - AD/HD B#E 258 L L= 7 7 B Rx BEFRAR 4 B2 49 12k
WT, ARAIEGIC X 2 BB EGEIRIC KT 2B EZ R Lo L 2 A, AR GEICBWNTT 78R
BeGRE L iR L C, AENEEESREICEREBIIRO N ho T, L, IRR. DFWENE
ZHAREEN D D DT, RAEGFOBFEICIT, BEHEOBEESERZ LD B OBRIEICER X
BRWEHIEETDH L,

8.8/ K OV A AD/HD B % x4 & L 7= [E NS O BRIR R O OF A f#HT 12 381 TL5.9~11.6%
OBFIME B (WA 20mmHg LA E, $E3ES] 15mmHg DA E) SUSOHAEEEN (20bpm LA
) mEoont,

8.9 AHIHELIC X D ERENFEGAWICEED SN TWE A, EHEGRHCIIEE S 518 19 L
WIOMENRH D, BARANO/NEY AD/HD B 2545 & L-BRERBR Tk, AF1% 4 FER#E 5 L
TREFIZBWT, 50RO ONTCEKEE G ROFEE = A VD= T A fEH
LOBDITB L E 40 5 HEICN—RA T A fEFE CRIE L4, SMEAO/NEY AD/HD 85 %
wGr L UT-BRRRBR Tl AKIZ 5 EMER G L7-BFE BT, AAIF 5% 15 » A XL 18 » A
il E CTIIARE ORIE (KE A=t XA NV UIHFE A= A LDOJD) DR D LNATZH O
D, 36 » AKXV 24 » A ETITIERBER O REHEME (N—RA T A VRERO/N—F & A VfE)
HOHEEM) FTEE LYY,
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R A AN NENL RS RERICHRE L2 D O T, EOMRW TN D p%LANIZE DN
HOHGE, p /= AN D, RITIRE 50kg T/X—1 L Z A VED 60 TH-T-HA.
50kg Aiti D NN EAED 60%\ N5 Z & ZoRd,

6. BEDEREAIIBEICEHTIERE
(1) AHHE - BIEESOHIBE

9.1 SHHE - IEEFOHLEE

9.1.1 BERRMEXNZTORMERDHHEE

B EE TN D,

9.1.2 DER (QTERZET) XIZOBIEEOHIBE

JER A B UIFR S B8Eh b5, [8.7, 88, 15.1.3 /]

9.1.3 £X1 QT EREBRBROBERE QTEROREEDHDIEE
QTIERZEZThENNH 5, [8.7. 88, 15.1.3 /]

9.1.4 BOEXIZZTOREROHLEHE

JERZ B UIFR S B8Eh b5, [8.7, 88, 15.1.3 ]

9.1.5 NMEEFEXTZOREEDOHZBH

JER A B UIFR ST B8Eh b5, [8.7, 88, 15.1.3 ]

9.1.6 EIMEOFOREEDOHIEF

AR O HAZ L D ENSMHRIEORENH 5,

9.1.7 FAREE (FAREEE. BHES) OHhsEE

1TEIEE, BEEEEIIERFRE Y — NOERNELTIB8EZNNH 5,

9.1.8 BiRE#OHZBE

EREBENIEIBZEZNNH S,

9.1.9 JE{REMIIC CYP2D6 DEMENRBL TS Z EHHBAL TLVSEE (Poor Metabolizer)
(7.1, 16.4.2 ]

(fiah.)

9.1.1 — %I, EHEBREOARRIL, RAHXTNEROFEDETE L, 0.4~0.9% & DA
H5°0 F7-. AD/HD %A S/ WEMIZHAT AD/HD 2 A 5 /8L OFF AR TIE, g
VEDIABEEED 2.5 5@V EOWENRH DV, SEEKRBRZ OFAMENT L7oRER, ARHFIHE 58
F 13BN 1 BILL EOREEEREIENRGR D bl UNRIZEIT 5 BLFEIT 0.2%, RAITKIT 2 5B
X 0.1%), 7ed. T D OB CITEERIEMEREB OB A AT 5 BF IR L12°2, Lk
DE T, R G PIEBRENRBLT DA LB 2 DD 720, R IETE OBEMAERE
Do 5 BENCARZ RS T HEIITEEICE 5952 L, AD/HD BFIxT 2 A4 O 5535
BREORBBEEICHEEEZ 5 VI MAIELNTE LT 2| RH &R L ORE X
O T, BARANO/NEH AD/HD B 2 5t 4 & L7BRRER, BARAKR T U7 AD5k
AT AD/HD B & 5t5 & LR RBRIC B W T, EERMEOBIERIZHRE S TR,

9.1.2, 9.1.3 AANIFEIMEAIC L 0 LI ZINIE L 2 RN T0D, LEE (QT IEE %
Ete) MIXZOBEREOH 5 EF, Rk GBEME) QT ERIAEMEEED BUHIE &K OFIRED & %
BFICEE T 25 ICITEREICEET 52 L, BEOLEEB (QT IEEZ &Te) (289 2 BEAIE,
ZERIEC IS 2 DR BICBET D FIRE S O, DIRICEE CIIRWREENRR D LN D, FHLL
X OATREMEDNVRIE S 5 BF T L CARAIO & G2 it T 2 A1, & G5-BRAGRNZ OB R
HEICL D DMEROREZFGET 5 2 &0 RFIEGH, F71ER RO, K, Ol & Rie 3
HHDFERDFRD B D BEIZ OV TL, EHIZIIRORELZ Eitid 5 Z &,
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9.1.4 ARHNDOF 7 2HAFAER T, TR TO /LT LT U R AZREERTZ2,
T R o OMAERMEHSIZ K- T DA RIS 2 BRI (AT 7519
EM) BFBLT DR & 5, NEHI K O AH AD/HD B3 255 & U2 [E NSO R R R
OOFENTICEB N T, 5.9~11.6% D BHEZIE EF (HEY 20mmHg LA E, JE5EH 15mmHg
Ll b) SO (20bpm LA E) AR HNTAT, KR, EILEXIZZE OBREEOH B B
AR & b3 2 BT @R =R D (IR %0 281827 2% HokE+ 22 &, (TVIL
2. oK LZOMEE] OESH)

9.1.7 FEMIRMERE S MBRMEREE O H 2 BFITBN T, T8RS, EBEEXIERF-Y Y — Ko
FERDEALT DB ZNDRH D, AR EZFGETHH0C, FRELEO TINL ORFMHRERDO Y X
7 OFEEZHERL, HEICKET 5L, Fio. BEEORFZIRH L T 7o Rt o
JEOBEAER 72 WBF TN T, DREORBMFMEIEFOIERSHRE S Tnd, 20k H 7%k
FERDFBLEZRBDT- D, AFEOBEOFREMZEE L, BEICL > THRETIEEDOLEETTH
Zk,

(2) BHEREERAE

9.2 BHREEERE

A RER EAT ke nnb s, [16.6.1 S

(i)

I R OV E & B5- S mf AR IR 2 S D ATREE DS & 5 0 T BIERERRE 0 & 5 AD/HD
ABFTH UK OIS 2 MR8 L 22 3 bIEIC R G35 2 &,

(3) FitkeRERA

9.3 HisEETEE
MAPEEN ERT28FN0NH 5, [7.2. 16.6.2 ]

(4) 4FEREZRT HE

FEEIN TR

(5) 4w

9.5 iTh®
B0 SOXIEAR U C WA RTREME D & 5 e tEIZ i, 1R EOBIREN Gtz Enl % Ll S 5356
WCOHRBETDHZ L, B3R (T v b)) ICBWTIEERIEESZERBD 5TV 5D,

(6) R¥LIF

9.6 RELIF
160 EOF ISR ORI RBOR LB E L, AL OMEUIP 2G5 2 &, B ER (F
v B) IZBWTHHFFR~OBITARD LN TN D,
(fiA)
EMZBWT, LENERLEZN L TT M EX BT U XITZONRBEDICIRE SN 5 fREMEIT R E T
T, BT O AT, IRE EOA SRR ORIREOFIREEZEE L, BILofk T
EERET 22 &,
B, T FEXFEFUOXIFZZEORBEMO v NRALFA~OBITIZOWTIEIARHTSH S,

(7) MNR%F

9.7 MNR%E
IKHEARER., FrAaR. LR, 6 RO Ex5 & L lERRBRIT IR L Wiy, [6.1,

17.1.1-17.1.3 &M
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(8) EinE

7.

(

—

9.8 BiNE

—RICAEFEREEME T LTV D,

(fif)
— RIS EE TIE
nRH 5,

HEER
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e Strattera

HIE - Bk | 10 mg, 18 mg, 25 mg, 40 mg, 60 mg, 80 mg, 100 mg
INDICATIONS AND USAGE

1.1 Attention-Deficit/Hyperactivity Disorder (ADHD)
STRATTERA is indicated for the treatment of Attention-Deficit/Hyperactivity Disorder (ADHD).

The efficacy of STRATTERA Capsules was established in seven clinical trials in outpatients with
ADHD: four 6 to 9-week trials in pediatric patients (ages 6 to 18), two 10-week trial in adults, and
one maintenance trial in pediatrics (ages 6 to 15).

1.2 Diagnostic Considerations

A diagnosis of ADHD (DSM-IV) implies the presence of hyperactive-impulsive or inattentive
symptoms that cause impairment and that were present before age 7 years. The symptoms must be
persistent, must be more severe than is typically observed in individuals at a comparable level of
development, must cause clinically significant impairment, e.g., in social, academic, or occupational
functioning, and must be present in 2 or more settings, e.g., school (or work) and at home. The
symptoms must not be better accounted for by another mental disorder.

The specific etiology of ADHD is unknown, and there is no single diagnostic test. Adequate
diagnosis requires the use not only of medical but also of special psychological, educational, and
social resources. Learning may or may not be impaired. The diagnosis must be based upon a
complete history and evaluation of the patient and not solely on the presence of the required
number of DSM-IV characteristics.
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For the Inattentive Type, at least 6 of the following symptoms must have persisted for at least 6
months: lack of attention to details/careless mistakes, lack of sustained attention, poor listener,
failure to follow through on tasks, poor organization, avoids tasks requiring sustained mental effort,
loses things, easily distracted, forgetful. For the Hyperactive-Impulsive Type, at least 6 of the
following symptoms must have persisted for at least 6 months: fidgeting/squirming, leaving seat,
inappropriate running/climbing, difficulty with quiet activities, “on the go,” excessive talking,
blurting answers, can't wait turn, intrusive. For a Combined Type diagnosis, both inattentive and
hyperactive-impulsive criteria must be met.

1.3 Need for Comprehensive Treatment Program

STRATTERA is indicated as an integral part of a total treatment program for ADHD that may
include other measures (psychological, educational, social) for patients with this syndrome. Drug
treatment may not be indicated for all patients with this syndrome. Drug treatment is not intended
for use in the patient who exhibits symptoms secondary to environmental factors and/or other
primary psychiatric disorders, including psychosis. Appropriate educational placement is essential
in children and adolescents with this diagnosis and psychosocial intervention is often helpful. When
remedial measures alone are insufficient, the decision to prescribe drug treatment medication will
depend upon the physician's assessment of the chronicity and severity of the patient's symptoms.

DOSAGE AND ADMINISTRATION

2.1 Acute Treatment

Dosing of children and adolescents up to 70 kg body weight — STRATTERA should be initiated at
a total daily dose of approximately 0.5 mg/kg and increased after a minimum of 3 days to a target
total daily dose of approximately 1.2 mg/kg administered either as a single daily dose in the
morning or as evenly divided doses in the morning and late afternoon/early evening. No additional
benefit has been demonstrated for doses higher than 1.2 mg/kg/day.

The total daily dose in children and adolescents should not exceed 1.4 mg/kg or 100 mg, whichever
is less.

Dosing of children and adolescents over 70 kg body weight and adults — STRATTERA should be
initiated at a total daily dose of 40 mg and increased after a minimum of 3 days to a target total
daily dose of approximately 80 mg administered either as a single daily dose in the morning or as
evenly divided doses in the morning and late afternoon/early evening. After 2 to 4 additional weeks,
the dose may be increased to a maximum of 100 mg in patients who have not achieved an optimal
response. There are no data that support increased effectiveness at higher doses.

The maximum recommended total daily dose in children and adolescents over 70 kg and adults is
100 mg.

2.2 Maintenance/Extended Treatment

It is generally agreed that pharmacological treatment of ADHD may be needed for extended
periods. The benefit of maintaining pediatric patients (ages 6-15 years) with ADHD on
STRATTERA after achieving a response in a dose range of 1.2 to 1.8 mg/kg/day was demonstrated in
a controlled trial. Patients assigned to STRATTERA in the maintenance phase were generally
continued on the same dose used to achieve a response in the open label phase. The physician who
elects to use STRATTERA for extended periods should periodically reevaluate the long-term
usefulness of the drug for the individual patient.
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2.3 General Dosing Information
STRATTERA may be taken with or without food.

STRATTERA can be discontinued without being tapered.
STRATTERA capsules are not intended to be opened, they should be taken whole.

The safety of single doses over 120 mg and total daily doses above 150 mg have not been
systematically evaluated.

2.4 Screen for Bipolar Disorder Prior to Starting STRATTERA
Prior to initiating treatment with STRATTERA, screen patients for a personal or family history of
bipolar disorder, mania, or hypomania.

2.5 Dosing in Specific Populations

Dosing adjustment for hepatically impaired patients — For those ADHD patients who have
hepatic insufficiency (HI), dosage adjustment is recommended as follows: For patients with
moderate HI (Child-Pugh Class B), initial and target doses should be reduced to 50% of the normal
dose (for patients without HI). For patients with severe HI (Child-Pugh Class C), initial dose and
target doses should be reduced to 25% of normal.

Dosing adjustment for use with a strong CYP2D6 inhibitor or in patients who are known to be
CYP2D6 PMs — In children and adolescents up to 70 kg body weight administered strong CYP2D6
inhibitors, e.g., paroxetine, fluoxetine, and quinidine, or in patients who are known to be CYP2D6
PMs, STRATTERA should be initiated at 0.5 mg/kg/day and only increased to the usual target dose
of 1.2 mg/kg/day if symptoms fail to improve after 4 weeks and the initial dose is well tolerated.

In children and adolescents over 70 kg body weight and adults administered strong CYP2D6
inhibitors, e.g., paroxetine, fluoxetine, and quinidine, STRATTERA should be initiated at 40 mg/day
and only increased to the usual target dose of 80 mg/day if symptoms fail to improve after 4 weeks
and the initial dose is well tolerated.
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Drug Name Category
F—ANZ VT DI atomoxetine B3
(2021 4% 4 ARR)

2% BROME
A—A KZ U7 D45%E (An Australian categorization of risk of drug use in pregnancy)
Category 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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